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urran1*IENT0F HEALTH AND 
HUMAN SERVICES 

21 CFR Parts 310,343, and 369 
IDockrt Ho. 77K409.41 

Internal Anatgcslc, AnWpyretlc, and 
Antlmeumatlc Drug Products tor Over- 
the-Counter Human Use; Tentative 
r'triai %on"gr~?h 

AfAEHCV: Food and Drug Administratioc. 
ACTION Notice of pmposed rulemaking. 

SUMMARK The Food and Drug 
Administration (FDA) is Issuing a notice 
of proposed rulemaking in the form of a 
t--L-....- c . t t u ~ ; v r  5i1al niunograph that would 
establish conditions under which over- 
the-counter [OTC) internal analgesic, 
antipyretic, and antirheumatic drug 
producls are generally recognized as  
safe and effective and not misbranded. 
FDA is issuing this notice of proposed 
rulemaking after considering the reports 
aqd recnmmec,l~!in.? r!!ho ?I.&:icor;. 
Review Panel on OTC Internal 
Analges~c nnd Antirheumat~a Drug 
Products and the Advisory Review 
Panel on OTC Misc~l;aneouq Ir.terna1 
Drug Products and the p~lblic comments 
on tnc advance notlces ot proposed 
rulemaking for OTC inlerni~l analgesic. 
antipyretic, and ufitirhrumatir drug 
@mductq anri OTC rnenstrerl rlrtv?. 

~rcd:c!s !hzt Ecrc based on !he Fanels' 
icspec!ivc recommendalions. This 
proposal is pw! of the ongoing r e ~ ~ i e w  of 
GTC drug praducts conducisn hv FDA. . . 
DATES: Written comments. objections, or  
requests for oral hearina on the 
o r~uosed  ceeulation heibre the 
~orirnissioncrof ~ " o d o n d  Drugs by 
May 10.19R9. Because of the length and 
complexity of this proposed regulation. 
the agency is allowing a period of 180 
days for comments and ot~jections 
instead of the normal 00 days. New data 
by Novemher 18.1909. Comments on the 
new data by lanuary 16.1'990. Vhilten 
comments on the aency's  econon~ic 
impact determination by May 18,1889. 
AOORESS: Written comments, objections, 
new data. or reouests for oral hearing lo 
the Dockets ~anagcment  Dranch (~IFA-  
305). Food and Drug Administtntiun. Rm. 
4-62, 5fm Fisliers Lnnr. Rockville. hlD 

FOR FURTHER INFORMATION CONTACC 
Wllllam E. Ci!hertson. Center for Drug 
Evaluation and Rese~rch (HI.'D-210). 
Faod and Drug Administration. 5 W  
Ftshers Lane. Rockville. M O  20857.301- 
29MDX.  
SUPPLEMENTARY INFORMA~OH: In the 
Federal Register of July 8.1977 (42 F'R 
35340). FDA published, under 
g 330.10(a)(8) (21 C m  330.10(e)(E)). an  

advance notlw of proposed rulemaking 
to establish a mononraoh for OTC 

aotirheumalicdrug p~od;cls, togelher 
with the recommendalions ?f the 

Ana lne~c  and Antirheumatic Dmn 
hof1;;cls [lnlcrnal Analgesic ~anei ) .  
wliicli %\*a$ rltc advisory review panel 
rrr,;;n.r~i'JIc !or o;zl::n!ina d3!a on the 
ac:ive ingrcdionts in :he& d x g  c!assca. 
Interested persono were invited to 
submit comments by December 5.1W7. 
Reply comments in response to 
comments filed in the initial comment 
period could be submitted by February 
6.1978. 

In a notice published in the Federal 
Register of March 21.1980 (45 FR 18401). 
the agency advised that it had reopened 
the administrative record for OTC 
inlernal analgrsic, antipyretic, and 
antirheumatic drug prodi~cts lo allow for 
consideration of data and i~ fomat ion  
that had becn filed in the Dockets 
:*:gnfim8~ii~c~ii  Eiciuc:t d i c i  ih A i e  the 
administrative record previou~ly had 
officially closed. The agency concluded 
that anvnew data and information filed 
prior t h ~ a r c h  21.1980 should be 
uv~ilahl? !O IIIP a ~ e n c v  in develooinp a 
propnsed wgi~lation in the form of a 
tentative final monograph. 

In t l~e  Federnl Hcgislcr of December 7. 
192 !!".7 FR '.'.C?C.!. ?L)A ouS!ished an . - -  - 

od:.ancc zn!:cc cf ;:::;s:c?. r;!cmaking 
to rstabllsh a monograph for OTC orally 
administered menstrual drun orcducts. 
toeeiher wiih the recum~t~edbtions of 
thi  Advisory Review Panel un OTC 
Miscellaneous Internal Drug P~oducts 
(Miaccllaneous Internal l'anell, which 
wns the advisory review panel 
resoonsible for evaluatine data on the ., 
active ingre~lic.nls in this drug class. 
lntrrcsled persons were invited to 
submit canlrnents by hlnrch 7.1983. 
Reply comments in response to 
comments filed in the initial comment 
oeriod cor~ld be sutrmittt!d bv Aoril8. - .  
ism. 

In accordance with 3 330.10(a)(10), the 
data and information considered by the 
Panels were put on public display in the 
Dockets Management Branch (HFA- 
305). Food and Drug Administration 
laddress abovel. after deletion of a 
&nnll amount oftrade secret 
information. Data and information 
received after the administrative record 
for OTC internal analaesic, anti~yretlc. 
and antirheumalic d&e oroduckwas 
reopened hove also b&n 9ut on display 
in the Dockets Management Branch. 

In response to the advance notice of 
pmposed rulemaking far OTC internal 
analgesic, antipyretic, and antirheumatic 
drug products, two trade associations. 
several drug manufacturers, many 

health omfessionals, several corisumers. 
a dru~tandard.setling aSS0~IatiOn. two 
health professional associations, a 
health foundstion, and one consumer 
m u o  submitted comments. Copies nf - .  
!he mmmrn!s received *re also on 

display in the Dockets 
Manngcment Branch. 

In response to the advance notice of 
proposer: , , d~rn~k ing  ior OTC menstrual 
drug products, the agency received two 
comments from drug manufacturers 
relevant to OTC internal analgesic drug 
products. 

After reviewing and evaluating the 
Miscellaneous Internal Panel's 
wrnmmendalions r~gnrding the tlse of 
OTC internal analgesic ingredients 
during the premenitrual a-d menstrual 
oeriods. the aeencv has determined that - .  
i t  is nppropria~e to inc!udc premenstrual 
end mrnstrunl c l~ ims  fnr 1h1-sc 
ingredients as  par1 of the rulemaking for 
OTC internal anainesic drua oroducts 
rather than to relayn lhcm $$'part of the 
nrlr~nahi~~fi  for OTC menstrual drug 
products and has transferred the 
comments relevant to those claims to 
this n~lcmahing. In this way. the various 
conditions for which an OTC internal 
analqesic drug product is safe and 
effective will be listed in one 
monograph. The agency's proposed 
r--.. ,. .:-- :- ak... ,-- - c -  .--.-,' 

C ~ ~ ~ ~ I I I Y I I  '18 ,,IS. ~ ~ . c . ~ ~  Y. .. s b . . ~ ~ ~ I P E  h! 
mrmo,!raph for 0 1 ~ ;  oraily administered 
mensha l  drun oroducta is oublished 
elsewhere in tlhfs issue of the Federal 
Registar. 

In order to conform to terminology 
used in the OTC drug review regulations 
(21 CFR 330.10). the present document is 
designated a s  a "tentative final 
nionograph." Its legal status, however, is 
that of a proposed rule. In this tentative 
final monograph (proposed rule) 1.0 
establish Part 343 (21 Cm Par! 343) FLIA 
atstes for the first time its position on 
the establishment of a monograph for 
OTC internal analgesic, antipyretic, and 
antirheumatic drug products end the use 
of these products for premenstrual and 
menstrual symptoms. Final agency 
action on this matter will occur with the 
oublication at a future date of a final 
monowaph, which will be a final rule 
establishing n monograph lor OTC 
intt!rnnl analgesic, antipyretic, and 
antirheumatic h a  praducts. 

This propossl c&stitules FDA's 
tentative ~rtiuption of the Internal 
An~lgesic P;inel's conclusions and 
recoinmcndutions on OTC internal 
enalgesic, antipyretic, ond antirheumalic 
drug products und the Miscellaneous 
lnt+!rnal Panel's conclusions and 
recommendations on the use of OTC 
internal analgesic drug products for 
premenstrual and menstrual symptoms. 



as  modified on the basis of the treating flu or chicken pox. This required that preparations containing a single 
comments received and the agency's warning statement and restriction on analgesic ingredient have been similarly 
Independent evaluation of the Panels' use of the drug were scheduled to expire abused and similarly harmful. The 
reports. Modifications have been made June 6, !q8@ mless extended by the Conference recommended that serious 
for clarity and regulatory accuracy and agency through publication for notice consideration should be given to limiting 
to reflect any ne::. info:mation that hes an: comment in r+e Feddral Register. in GTC dmg pmdiicis iil ihose cuniaining a 
come to the agency's attention. Such the Federal Register of January 22,198G single antipyretic-analgesic agent. The 
new information has been placed on file (53 FR li96) the agency published a agency advises that the final Conference 
in the Dockets Management Branch proposal to make the labeling provision report is being included in this 
[address shove!. These modifications peimaiieii:. A final was published in admiiiistiaiive record (see OTC voiume 
are reflected in the ioliowing summary the Federal Register of June 9,1988 (53 03BTFM), which has now been reopened 
of the comments and FDA's responses to FR 216331, which expanded the required with publication of this tentative final 

warning sralement to make clear that monograph. The agency invites specific 
The Panel's conclusioiir and aspirin use in children and teenagers comment on %is issue and will address 

recommendations on the ingredient has been reported to be associated with the Conference's recommeildations in 
phenacetin ere not addressed in this Reye syndrome and made the lLijeling the final rule. 
docmen!. @TC drug products prcviaion prsmanent. Thnis!~:~, th- VL.. .,,, OTC drug procedoral reg!ations 
containing phenacetin are subject to tha agency will incorporate the Xeye (21 CFR 330.10) now provide that any 
notice that FDA published on syndrome warning into the final testing necessary io resolve the safety or 
phenacetin in the Federal Register of monograph for OTC internci analgesic, effectiveness issues thot formerly 
October 5,1983 (48 FR 454661, which antipyretic, and antirheumatic drug resulted in a Category I11 classification. 

and submission to FDA of the results OF 

The agency is also aware of the the monograph and that contains a 
National Institutes of Health (NM) nunmonograph condition, i.e.. a 
Consensus Development Conference on condition that would cause the drug to 
analgesic-associated kidney disease he not generally recognized as safe and 

containing drug products to prominently held February 27 to 29.1984. The NIH effective or to be misbranded, may be 
bear the following warning: Con!erence issued e statement initially intmd~ced or initially delivered 
"WARNING: Children and teenagen concluding that considerable evidence for introduction into interstate 
should not use this medicine for chicken indicates that combinations of commerce unless it is the subiect of an 
pox or flu symptoms before a doctor is antipyretic analgesics, taken in large approved application. Further, any OTC 
consulted about Reye syndrome, a rare doses over a long period of time, cause a drug product subject to this monograph 
but serious illness." In addition, the specific form of kidney disease and that is repackaged or relaheled after the 
regulation states that OTC drug chronic renal failure. Persons so  effective date of the monograph must be 
products covered by the rule and exposed may be more susceptible to the in compliance with the monograph 
labeled solely for use by children subsequent development of uroepithelial regardless of the date the product was 
(pediatric products) shall not tumors. The Conference also concluded initially introduced or initially dolivercd 
recommend the product for use in that, in contrast, there is iittie evidence for introduction into interstate 



commerce. Manufacturers are Similarly. i f a  safety problem is example, was devoted to alcohol-drug 
encouraged to comply voluntarily wlth identified for a particular nonmonograph interactions, including possible 
the monograph a* the earlieat possible ccndition, a shorter deadline may be set interactions of alcohol with aspirin, 

for removal of that condition from OTC other salicylates, and acetaminophen 
In the advance noHce of proposed drua products. (Ref. I). Another issue, which discussed 

, rulemaking for O W  internal nnnlgesic. A!! "nTc  Volumes" citod thro~ghout the use of cspisn in pntiez!s wi!h a 
antipyretic and antirheumalic drug this document refer to the submissions previous myocardial infarction or 
products (published in the Federal made by interested penons pursuant to unstable angina pectoris, included a 
Register of July 8,1877 (42 FR 353e6]]. the ca!l-f@r..iata notice published in the discussion of sdvrrso renclionn that 
the np,.nc: .vm3ted !ha! !hs m.ditions Federni Xn*ster of jtlly 21,1972 '237 FR occ~lrred iron1 the rionea o i  aspirin used 
i-cludi-d in :he monograph [Calegoly 1) 14833) oi. :o additions: infom6t:on that in the studie:: [Xet 2;. 
be effective 30 days niter the date of has come to the agency's attention since - FDA also has consumar education 
publication of the final monograph in the publication o i  the advoncc notice of programs on ilun~an drugs. Each 
Federal Register and that the conditions proposed rulemaking. The volumes are program is implemented by m)A 
excluded fmm the monograph [Category on public display in the Dockets consumer affairs officers who provide 
11) be eliminated from OTC drug Msnagement Brancn [address above). health-related information, through 
products effective 6 months after the 1. ~h~ ~~~~~~v~ ~ ~ ~ t ~ t i ~ ~  ~onclusiona talks, films, or slides, to diverse groups 
date o:pub:icrtion of ihe fine: on the comments and ~~~l~ comments o i  people, such as  heaiiin professionals. 
monograph, regardless of whether parents, teachers, and elk,-is. These 
further testing was undertaken to justify A. CenerolCommenls groups. in turn. often help to disseminate 
their future use. Experience has shown 1. Several comments contended that the information furthe?. m e  consumer 
that relabeling of p~oducts covered by OTC drug monographs education programs on human drugs 
the monograph is necessary in order for interpretative, as to consist of subprograms such as  "Drugs 
nanufactu:ea to comply with the substantive, regulations. an;: i+egtlancy" and "Saie and Efiective 
monomaph. New iabels containing the Tk: czc-2:. 3d?::~d 41s issli~ in V?s nICr??ge." v:hicL !nc!:llz 
monograph labeling have to be written, paragraphs 85 through of the publi~ations that provide information on 
ordered, received, and incorporated into preamble to the procedures for the use of OTC internal analgesic drug 
the manufacturing Process. The agency classification of OTC drug products. products among others. Additional 
has dcl?rmined that it is impractical to published in the Federal RogIsterof May agency publications are also available 
expect new labeling to be in effect 30 11,1972 (37 FR g g ~ ) ,  and in paragraph 3 to consumers. For example. "FDA 
days after the date of publication of the of the preamble to the tentative final Consumer" and "FDA Consumer Memo" 
final monograpll. Experience has shown monograph for antacid drug products. have contained articles on drugs and 
also that if the deadline for relabeling is published in the ~ ~ d ~ ~ ~ l  ~ ~ @ ~ t ~ ~  of pregnancy and the uses and dangers of 
ton shnrt, the azency is hvr11en.d wilh N ~ ~ ~ ! ; ~ ~  ::, :s:: :s: F, 3 : ~ s ; .  m~ O'?c ?%as !ha! : , - l i~ ;~  p-ic :X:fs. 3 
extension requests enrl_ related reaffirms the conclusions stated there. through 01. 

Subsequent court decisions hove As new information becomes 

involves the need to do stability testing N~rlrifionolFoods Associolion V. addition, the agency participates in 
on the new product. An accelerated M'einbeqer, 512 F.2d 088.69698 (2d Cic. cooperative private-public programs 
aging process may be used to test a new 19751 and Nofionol Association of through such organizations as  the 
formulation: however, if the stability PhormoceulicolMonufocture~ v. FDA. National Council on Patient Information 
testing is not successful, and if further 407 F. Supp. 412 [S.D.N.Y. 1980), offd and Education, which involves industry. 
reformulation is required, there could be 037 F.2d 087 (zd Cir. 1901). health professionals, and consumers in a 
a iurther delay in having a new pmduct 2. One comment stated that FDA variety of education and information 
available for manulucture. should provide better physician programs. 

The agency wishes to establish a education on the treatment of drug 
reasonable period of time forrelabeling toxicity, as  well a s  on the potential References 

and reformulation in order to avoid an  toxicity of medications currently on the ('1 andDr~AdminisCratiOn-"mA 
unnecessary disruption of the market. Other c~xnments suggested that Dyl! :::jzi ~ ~ ~ i ~ i ~ ~ ~ i ~ ~ m A  marketplace that could not only result in an educational program shouid be 
economic loss, but also interfere with jointly initiated by FDA. the Drug Bulletin." Vol. 15. No. 4. December 1985. 

(3) Poslolnik. P.. " D ~ g s  and Pregnancy." 
consumers' access to safe and effective pharmaceutical indus:~ ,  and the FDA Consumer, 12:ElO. 1978. 
drug products. Therefore. the agency is medical and pharmacy professions to (4) tlechl. A.. "Painkillera: Their Uses and 
proposing that the final monograph be better educate consumers on the Dangers." FDA Consumer, 2:511,1977. 
effective 12 months after the date of its approprinte use of analgesic products. (5)  food and Drug Adminislralion. 
publication in the Federal Register. The e.g,the use of aspirin during pregnancy. "Nonprescriplion Pain Rciievern." FDA 
agency believes that within 12 months ,ne aKa,,cy suppoi:s an& in zc!i:.e!y Co,tsomer&femo. E ~ E W  &blication Nu. 
after the date of publicntion most engaged in educational programs for [FDA) 7 5 ~ o 7 a .  

manufacturers can order new labeling consumers, physicians, and health (6) food and D N ~  Administration. "Sell- 
and reformulate their products and have  professional^. One way ir. which FDA ~$!~~~~f&f~~~~ma - 
them in compliance in the marketplace. provides information on drug 
If the agency determines that any interactions, toxicities, and other 3. One comment urged that future 
laheling for a condition included in tha periinent topics is through the "FDA OTC drug monograph documents of 
final monograph should be implemented Drug Bulletin." This publication is more than 10 pages include a table of 
sooner than the 12-month effective date, routinely mailed to physicians and other contents, an index. and boldface 
a shorter deadline may be established. health professionals. One issue. for headings throughout the text for ease of 
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reading cnd locating information in the that aspirin should b~ available only~by deliberalions, il is not included in the 
texL prescription, but save no reasons. list of submissions by firms. 

In publishing documenb in the The Panel found aspirin to be safe and 8. One comment, supporting the 
Fedem! Registar, IDA follows guidelines eflsclive for OTC use as  an enalgesic inclosion of "minor aches and pains of 
established by the National Archives znd antipyretic and did not recommend arthritis" in OTC drug analgesic 
and the OEice uf the Federal Regisier in making aspiriii producls R~aiiable only iaheling, argued that the Panel decided 
an eflort to make all government by prescription. The agency agrees with at an early stags of its review to limit 

. . 
documents consistent in formal and this conclusion and emphasizes that the indications of antirheumatic 

aspirin products will continue to be produsts io "minor aches and pains" 
1 Since the comment was written, available O'fC, and remnvo all mention of the minor 

%dare1 Re@:er formal has chaiiged. 8. One comment stated that : h ~  Fane! aches pains of ar:hri:ir. T ~ E  
The new format now includes headings should have deferred caffeine, a s  it comment also staled that during the 
in bold and italic type which make it deferred other ingredients in its repori remainder of its review the panel did 
easier lo read and locate inrormation in (42 FR 35350). to the Advisory Review not seriously consider any submission 
OTC Panel reports, tentative final Panel on OTC Sedative. Sleep-Aid. and or presentation that was not in accord 
monographs, and final monographs. Trant:i:ilizer Drug Roducts (Sleep-Aid the panel's oilginal decision. 
However, no provision has been made Panel) "for uses other than an analgesic ~h~ panel considered {he arthritis 
for inciuding eiiher tables of contents or adiuvant." labeling issue several times during its 
indexes in documnnts published in the The Internal Analgesic Panel review, including its April 1976 meeting. 
Federal Register. reviewed submissions for caffeine- I The Pane! gave reasons for its 

4. Two contments stated that neither a containing anaigesic products that were on arthrilis labeling 
gastroenterologist nor a hematologist labeled as  analgesics or as  analgesic- under general discussion of I,,e served on the Panel and that the stimulants. The Panel reviewed caffeine of OTC analgesic, antipyretic. experiise oi such specialists was foi. its safety and effectiveness 6s en 
essential to the devalnpmant of the enaloesic and es nil arwln~sic adju~a"t, and antirheumatic drug products and 

nivo in ihe di~cuasiun vi  aniir;~aumaiic Panel's repor!. Several olher comments but not as  a stimulant because stimulant agents (a2 ER 35354 and 3j4533, questioned the scientific validity of the use was reviewed by the Sleep-Aid 
Panel's report. These comments argued Panel in its report published in the However. because the agency has 

decided to allow the phrase "minor pain that the Panel frequently misinterpreted Federal Register of December 8.1975 [10 from arlhritisw as an  in tile information and data to support its FR 57292). The agency presented its 
conclusions, reached conclusions tentative conclusions on caffeine in the monograph indication for OTC analgesic 
contrary to the data submitted or drug products. the comment's point is OTC nighttime sleep-aid and stimulant (See comment 17 below,, testimony presented to it, and relied too products notice of proposed rulemaking 
heavilyon ref@renres the! eic in the Federe1 R~gi$!er cf :une 13.197e 9. Two comments from the ssme 

source requested that the administralive secondary, out-of-date, and unavailable I43 FR 25544). In the Federal Rewster of wcord ior iniernai analgesic io ihe scieniific corninunity (i.e.. noi Febmaiy 29, $988 (53 FR elm). the 
published in scientific journals). apencj published a final inonograph for proposed monaf?raph be kept Open so 

T i e  agency points out that, although OTC stimulant drug producis. r h y  OTC lhat transcripts Or lapes lhe 
the internal Analgesic Panel did not analgesic product containing caffeine for meetings of Ihe Panel could be 
include a gastroenterologist or a use in restoring alertness or wakefulness reviewed and 'Ommented On. The 
hematologist, experts in the fields of will have to follow the dosage and commenls stated that these transcripts 
gastroenterology and hematology labeling requirements for caffeine and tapes were not released by FDA 
appeared before the Panel to express established by the agency in that final lhe comment period 'Iosed. 
their views and present data for the monograph. The original comment's request was 
Panel's consideration. Thus, the Panel 7. On- comment from a dated December 1977. In response lo a 
was not denied expertise in these areas pharmaceutical firm noted that the Freedom of Informetion (E01) request 
in deve!oping its repor!. f m ' s  name was not included ir: the list IF01 file number F77-15.7471. the 

In evaluating the scientificvalidity of of submissions by firms (42 FR 35348 transcripts and tapes of the Internal 
the Panel's report. the agency has and 35349). The comment stated that. Analgesic Panel's closed meetings were 
considered the views expressed in the although thin firm did not formally made available to the comment source 
comments, reviewed current scientific submit data, it presented oral evidence on May 17.1978, after being reviewed by 
literature, and consulted experts outside regarding OTC analgesics and FDA for deletion of trade secre:~. 
the agency when necessary. All data on undernote the cost of slatistical patient names, and other nondiselosable 
which the Panel based its conclusions. evaluation of several papers and i~lormation. Since then the agency has 
including published and unpublished editorials. To ensure that FDA i s  aware not received from the comment source 
references, are available to interested of the oral evidence that was presented, any new data or informaUon relating to 
persons, including the scientific the comment provided copies of the the transcripts or any petition to reopen 
community, through the Dockets transcripts of the sessions at which this the administrative record. Transcripts of 
Management Rranch [sddress nhnve]; company pre8ente.d testimny. panei meeiiags ers not included in the 

5. T.NO comments believed that the The agency is aware that certain administrative record. See 21 CFR 
Panel recommended changing the Individuals appeared before the Panel to 330.10(a)(10). The reasons for this are 
marketing status of aspirin produels present testimony on behalf of this firm, stated in the preamble to the "Proposal 
from OTC to prescription only. The Their names are included in the list of to Designate the Contents and the Time 
comments opposed such a change and persons who presented their views to of Closing of the Administrative 
expressed concern that making aspirin the Panel (42 ER 35947). Because this Record:' published in the Federal 
products available by prescription only firm did not submit mitten data and Register of June 4.1974 (39 FR 19078). 
would limit consumers' access to these information in response to the Panel's and published as  a final rule in the 
products and would greatly increaae call-for-dala and did not formally submit Federal Register of November 8.1974 (39 
their cost. A third comment asserted any data during the course a' the Panet's FR 39558). 

I 



Because of the length of ttme stnce the false or misleading, which shall appear The Proptietory Assoclation. the tmde 
FOI request was granted. the agency elsewhere in the labeling. All other OTC association that reprrsents 
sees no reason at thts potnt to consider drug labeling required by a monograph approximately 85 OTC drug 
having the record "kept open." 1\11 or other regulation leg., statement of manufacturers who reportedly market 
interested persons may submit written identity. wsri~ings. and directions) must between 90 and 95 percent of the volume 
COmmenlS fo re  period of lab :;c~ys after appeer in the sp:dl;c auovding of all 9TC drug product- sold in the 
tho publication of this tentative final established under the uTC drug United States, has established 
monograph. Any comments relating to monograph or other regulation where guidelines (Ref. 1) for its member 
the transcripts of the panel meetings exact iar,guage has been established companies to list voluntarily inactive 
sh0ui.l state the reasons that would and identified by quotation marks, e.g.. ingredients in the Inbeling of OTC drug 
'7ar:Gnt the figent;y'v ~:unsic'erati-3 of 2i CF;: 201.63 or 330,1[g). The proposed products. Under another voluntary 
the transcripts, notrvithstanriing the mlc in this document is subject to the program begun in 1974. the member 
reasons given by the agency lor not labeling provisions in 5 330.1[~!(2]. companies of The Proprietary 
ordi;larily considering them. 11. One comment arjued that the Association have been including the 

labeling proposed by the Panel contains quantities of active ingredients on OTC 
extensive and complicated wording and drug labels. The agency is not at thin 
may well be contrary to the intention of time proposing to require the listing of 
section 502(c) of :he act (2; U.8.C. inactive ingredients in CiTC drug 10. Several comments contended that 3521c11, which states that OTC drug product labeling. flowever. the agency 

lhere is statutory authority lhe labeling is to be written in terms that commends these voluntary efforts and 
codification of exact words to be  used in consumers can easily understand. urges ail other OTC drug manufacturers describing lhe modes of action and lhe In all of its decisions on labeling, the to similarly label their products. symptoms to be relieved by an OTC seriously considers the drug. The comments stated that existing comprehension of the References 

provisions 1'' U'S'C' 1453(a)s intpndnd mr rcay  iq thp isheling. (1) "Guidelines for Disclosure of Inactive 
2l CTT 2G:.Bi. and S E C ~ ~ U I I J  508 end Ingredients in OTC Medicines." h e  
5021e) of the Federal Food. Drug, and ;:=[ ~ ~ ~ ~ ~ , " ~ { ~ : y l ~ ~ ~ n " , " , " ~ ~ a S  Proprietary Association. Washington. July 12 
Cosmetic Act (hereafter referred to as  18M. in OTC Volume OOBTFM. 
the act) (21 U.S.C. 358 and 352[e)) do not where it 
sho,v congressional to clearer to consumers. Specific comment 13. One comment supported, while 
FDA to legisiate the exact of is invited on the labeling in this others objected to, the 10-day limitation 

0l'C drug claims to the exclusion of tentative final monograph, including on aspirin use recommended by the 
other equally accurate and truthful comments on consumer understanding Panel in 4 343.50[c)(l)[iJ: "Do not take 

this product for more than 10 days."The 

FDA provide for more flexibility of ingredients in the labeling would be unsafe or ioxic if taken for more than 10 
wording in OTC drug product labeling meaningless, confusing, and misleading days: that there is no scientific, medical. 
by adding the following statement to I0 most consumers. The comments noted or legal justification for the 
each list of approved indications: "or that the act does not require that recommendation that chronic arthritis 
similar indication statements which a m  inactive ingredients of drug products he patients see a physician every IOdays; 
in keeping with the Panel's Report." included on a label and argued that end that a delay of much longer than 10 

In the Federal Register of hia,, 1.1988 listing these ingredients c.ould crowd days is needed before consulting a 
(51 FR 18258). the agency published a out information that is more meaningful physician because early examination to 
final rule chanfiing its labeling for to consumers. out aerious rheumatoid disease is 
stating the indications for use of OTC The agency agrees that the Federal expensive and does not yield resulte. 
drug products. Under 21 CFR 33o.i(c)(z), Food, Drug, and Cosmetic Act does not The opposing commento also argued 
the label and labeling of OTC drug require the identification of all inactive that many physicians recommend the 
products are required to contain in e ingredients in the labeling of OTC drug use of aspirin beyond 10 days and that 
prominent and conspicuous location. products. 9 d i o n  502Ie) of the act [21 the consumer, after reading the l a d a y  
either (1) the specific wording on lI.S.C. 352(e)) does require disclosure of warning, might be reluctant to follow the 
indications for use established under an active ingredients and of certain physician's advice. The following 
OTC drug monograph, which may ingredients, whether included as  active alternative wording was suggested, wilh 
appear within a boxed area designated or inactive components in a product. the explanation that this warning directs 
"APPROVED USES: (2) other wording Although the act does not require the that self-medication should not exceed 
describing such indications for use that disclosure of ail inactive ingredients in 10 days: "If pain persists for more than 
meets the statutory prohibitions against the labeling of OTC drug products, the 10 days.. . consult a physician 
false or misleading labeling, which shall agency agrees with the Panel that listing immediately." 

' 
neither appear within a boxed area nor of inactive ingredients in OTC drug The agency points out that the 1Dday 
be  designated "APPROVED USES": or product labeling would be useful warning was not intended to apply only 
(3) the approved monogr~ph language on information for some consumers. to arthritic patients, a s  one comment 
indications. which may appear within a Consumers with known allergies or appears to have interpreted it. As 
boxed area designated "APPROVED  intolerance^ to certain ingrediente another comment stated. "* ' 
USES." plus eltenlalive language would then be able to Identify medication (with analgesic drug 

. describing indications for use that is not substances that they may wish to avoid. products) should not continue formore 
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than 10 days at one time." The intent 01 15.Two commenta agreed wilh, and coniusing and misleading to the 
the 1Oday warning is lo inform all many comments objected to. the Panel's consumer (42 FR 35355). Howfvar. the 
consumers, Including arthritic patients, recommended Category I labeling agency does not believe that a 
that analnesic drug ~roducts should not indication for Internal analnesic active statement describinn one or more ~ ~~~ - 
be taken'ior mow??han 10 days "unless ingredients in 5 343.50[a](lj. "For the specific types 01 pain on an analgesic- 
directed by a doctor," so that serious lcmpornry relief of occnsionnl minor antipyretic drug prod~~ct  properly 
cmditiona do not go undiagnosed and aches, pains, and h;odnche." The labeled with the active ingredient and 
untreated. (See 42 FR 35351.) To renpct commrnts suppnrting this limited with the stalement ofldel~tity (e.g.. 
this intcnl. the agency is adding the Indic~tion awued that indicntions that "pain reliever-fever reducer") would 
worJ, "unless directed bv a doctur" to d i ~ i r i b e  specifid types of pain rttislead misiead consumers. Such labelinn would 
t!~e wurning for aduits in-6 345.&(c)(lJ(i) 
and the corresponding warning for 
children in 5 343.50[c)(21[il. The agency 
does not believe lhat these warnings 
will imply to consumers Ulat analnesic 
producisare unsafe or texic if taken for 
more than 10 days (or 5 days for 
chi!drzn). 

14. One comment supported, and 
others oooosed. that oortion olthe 
recummende~ warniig for analgesic and 
nntipyretic pmducts in g 943.50(c)[l)(i) 
that advises thn consttmer to consul: n 
physician if symptoms persist or new 
onen occur. The rnn,rnont th-I rnvn.o.t 
the warning stated thot it Is consistent 
with the state of merlical knowledge 
cunccrning nnpirin. Gne comment 
opoosinn the warning amued that 
informi& the consumer to connult a 
physician if new symptoms occur may 
unduly alarm the consumer and could 
burden doctow with additional inouiries ~ ~~ . ~ 

from consumera. Another comment 
slated that new but not unusual 
svmDtoms thst resoond to se!f-lteelment 
i a y b e  expected during the normal 
course of a self-limited disease, e.g.. the 
fever that develops during a stage of the 
common cold. The comments suggested 
the following alternative wording for 
5 343.50(cllll(il and (iil: "If symDtoms . . . .  
uersist or net wotse.consultio;r 
ph)siciun;'i or "1f symptonts persist, or 
new uncxpec/edones occur, con~ult  
your physician." 

The Gcncy a p e s  that worsening 
symptoms sliould be mentioned in the 
warning because this alerts the 
consumer to consult a doctor when one 
is needed, e.g., upon the development of 
second3ry infection, rather than only 

iire ctltiaamer because ihe) impiy a 
lreatment of these conditions and ~ ~~ ~~- 

encourage 'nappropriote self-diagnosis 
and self-treatment. The comments also 
argued t l~al  such labeling bqgests to 
consumcrs that one product offers 
unique ndvantnges over  nuth her for the 
specific indic~tio~ts stated on th- lab-!. 

Some conlments objected to the terms 
"occa~ional." "minor." or "timporary" . - 
because thev are unneccssarv. 
indefinite. cr meaningless to consumers. 
Many conltncnts lhat op~oscd  the 
recommended indication supported 
more speciiic indications that currently 
appear on many u-IC intemai anaigesic 
drug products, e.g., "for low hack pain." 
"for muscular aches," "for sinusitis 
pain," "for pain of sprains." "for 
functional menstntal jain," "for the 
relief of minor sore throat pain," and 
"for Dains caused bv colds." A consumer 
s w L y  was 8ubmitf;ed to show the need 
for expanding the recommended 
i!?dlcstion !RE' 1). 

The comhcntsargued h a t  expanding 
the labeling would not imply treatment 
of li~ese conditions, bui would aid the 
consumer in selecting OTC internal 
analgesic drug pmducts, thereby 
avoiding the expense of unnecessary 
visits to a physician and overburdening 
the health care system. The comments 
asserted that it is inconsistent for thc 
Interns1 Analgesic Panel to prohibit the 
indication "For cold symptoms," while 
the Advisory Review Panel on OTC 
Cold. Cough. Allergy, Bronchodilator. 
and Antissthmalic Products (Cough- 
Cold Panel) allows this indication ior 
Category I combination products 
containing internal analgesics. Two 
comments contended that the use and 

be heioiul to consumcrs to orovide them 
with &ampleq of the geneh! types of 
pain fur which OTC internal ondlgesic 
drun products are useful. Therefore, the 
agcGcy is providing manufocturcrs the 
option of providing a limilcd or on 
expanded indications statement. 

FOC [lie iEi l3Vl lJ  described ~ C I O I V .  the 
agency is proposing tine lo!lowing 
indicntil. :s for OTC internal analnesic 
drug products: "For tltc tcmpornjrelief 
of minor achos end pains" [which may 
be followed by nne or more of the 
following: ("associated w i t h  (select one 
or more ofthe following: "a cold," "the 
common cold," "sore throat." 
"headache," "toothache." "muscular 
aches." "hackacl~e." "the o remens t~a l  
ond menstrual periods" (Ghich may be 
followed by: "(dysmenorrhea)"), or 
"premcns(;uainnd menslrualdamps" 
[which mav he followed bv: 
L(dyrmendrrh~a)"))). ("anA for the minor 
pa it^ fmm a~thritis.";j (Tl~is statemenl is 
f,..'L - ̂ XF-".I^-I : 

I I I L I E I  OIIYcY ,n comment 10 bslow 
to includcfever labeling.] The types of 
pain described above are the only ones 
now being proposcd to he allowed in the 
labeling of OTC internal analgesic drug 
products. A similar expanded indication 
is being proposed for products li!bcled 
for pediatric use. Minor pain frola 
arthritis is not included as  an erample 
in the labelinn for oediatric oroducts " .  
because when this type of inin occurs in 
children, it should be treated by a 
doctor. For the same reason, minor pain 
associated with backache or muscular 
aches is not included in the labelina: the 
unrlcrtying cnuse of tltcsc kinds of pain 
in children should be dcterrnined by a 
doctor. nccause the agi:ncy docs not 
consider indications concerninn 

after a 10-dav (adults1 or 5dav  effectiveness of analeesic ineredients in oremenstrual and menstrual oain ~~~ -~ ~~ ~ -~ " ~ ~ - ~ ~~~ . 
[children) n~iximum limit for :elf- relieving the pain of sure throat is bppmprinte for analgesic 
treatment. The warning has been generdliy recognized and submitted products, these claims are nlsu not being 
amended accordin~ly. The agency does excemti of se"era1 references to suooort included in the ~roposed labelina for . - 
not believe that infoiminn thi  consumer their statement (Ref. 21. oroducts for oediairic use. 

- 
~ ~- ~~~ .~ , 

to consult a doctor if ne~ ; s~m~toma  The Panel recommended a limited 'The tcrn~s "muscular aches" and 
occur would unduly frighten consumers indication for O'IC internal anaigesic- "hackache" adequately represent most 
or further burden doctors. For clarity antipyretic drug products in the belief musculoskeletal aches and pains and 
and precision, the agency is revising this that it was prefen~hle to listing all of the are preferable to listing all the specific 
portion of the warning to read. "If pain various types of minor pain lhat these areas of the body thot could be 
or fever persists or nets worse. ii new ~roduets  could be used for. The Pnncl involved. The Panel classified "low back 
sympto&s occur ' ' ' , " in proposed iound that the various claims on the pain" as  Category 11 because it believed 
5 343.50(c) (l](i) and (z)[i). (See comment labels it reviewed were often vague and that the indication implied to consumers 
18 below for further revision in the lacked clarity. The Panel was concerned that OTC analgesic drug products could 
warnings.) that a p!ethorn of claims would be be used to h a t  arthritic conditions (42 



FR 35454 and 35407). However. the by consumem. In addition, this word Because sore thmat accompsnied by 
agency recognizes thal low back pain is was not used in any ofthe CTC drug rash could be indicative of several 
not necessarily dun to nrthritis but may product labeling submitted to the Panel. illnesses not amenable to OTC drug self- 
he due to causes amenable to OTC Therefore. the agency has not provided trcclment, such as  rheumatic fever or  
irealment such as  minor strains or for its use as  a sole Indication, but has measles (Ref. 21, the agency believes 
overexertion. The agency believcs that provided for its opt!o-;al use that consumers should be warned 
low back pain amenable to treatment pnrenthetically with oiher terms, e.g.. 

1#, . . against the use of aspirin when a rash Is 
with OTC analgesic dnng products is minor aches and present. iherefore, the agency is 
spproprialely desciibed by :he terms pains ' ' ' associated with the proposing to include the word "rash" in 
"muscle aches" HII: "l~ackncl~e" i11 the piemenstnial an: maniliual periods" the i;i.w prop'3sc.l warning. The egency 
proposed indicallon and therefom is not (which may be followed by: 1s not proposiag to Include the word 
including the claim "low back pain" in "(dysmenorrhea)"). "high" as  descriptive of fever, as  
the proposed monograph. Decnuse the For the reasons discussed in comment contoined in the current warning in 21 
agency believes that consumers are 8 of the tentative final monogre~h for CFR 369.20, because the agency believes 
familiar with the words "low back pain" OTC menstrual drug products that it is Important for the consumer to 
and proposes to require labeling that (published elsewhere in this issue of the recognize the presence of fever 
would warn consumers against the use Federal Register), the labeling being associated with sore throat regardless of 
o i  OTC anaigesic drug products for more proposed ior these products doesnot whether the fever is high oilow.The 
than 10 days end to consult a doctor if dislinguisl~ between the menstrual and agency io also not proposing to include 
symptoms persist or get worse or if new premenstrual periods. that portion of the current warning 
SYmPtomS occur (in 5 343.501c)(l)(ill, the The agency is including the claim ageinst administertng the drug to 
agency would not object to the use of "sure throat.' in the proposed indication children 3 years of age without 
Ihc claim "lovi back pain" elsewhere on aner the various panels' consult in^ a physician. The Internal 
the label provided it is not intermixed recommendetio,ls, and applicable Annlgeeic Panel recommended labeling 
with tnhalinz eatnhtisherl hy the c---s .... -...- --.a ..Ir. -.-- ur3r.-..r0u.u..u..P. --.a - - - . . t -~ - - -  11. ..ar that pmvi$el f c ? ! h ~  ?19e ~f o~~!ges !c~  i.l 
monograph. Similarly, the agency ia not agency notes that sore throat in most children 2 years of age. In the tentative 
Proposing to include the claim "pain of is due  to a self-limiting condition final monograph for OTC ore1 health 
sinusitis" in the proposed monograph that resolves itself without treatment. care drug products. the egency 
because it believes that this type of pain H ~ ~ ~ ~ ~ ~ ,  thr agency is that concluded that most Category 1 
is ndequately described by the term throat, mild as it may seem, may be a anestheticlanaglesic ingredients, such 
"headache" in the proposed indication. s5mptom of a more serious condition a s  benzocaine end dyclonine 
However. the agency elso would not that is not anlenable to self.diagnosis or hydrochloride, could be labeled for the 
object to the use of this claim provided se~f.trealment, such as  a s~reptococca~ temporary relief of minor sore throat in 
it is not internixed with :abe:iiig infection ystrep throat=j, iflen childrcn 2 yeais of agz or olde: (50 E. 
established by the monograph. unlreated may progress to rheumatic 2458). Therefore. the agency is proposing 

Claims relating to sinusitis ore lever or acute glomerulollephritis (47 in this tentetive final monograph for the 
addressed in the tentative final 22773). Because of the risk of serious labeling to provide for the use of 
monograph for 01'C cold, cough. allergy. illness if appropriate treatment of a sore analgoeics for minor sore throat pain in 
bmnchodilator. and antiaslhmalio throat is unduly delayed, the agency children 2 yean, of age or older. 
combination drug products, published in currently recommends that all OTC drug The agency is retaining the t c m  
the Federal Registor of Augusl12.1988 products indiceted for the relief of sore "minor" to describe the aches and pains 
(53 FR 30522). (For a discussion ofthe throat display the following warning that are amenable to OTC treatment. a s  
agency's decision to include "minor pain statement: "Warning-severe or opposed to more severe symptoms that 
frnm arthritis" in the statement of persistent sore throat or sore throat should be treated by a doctor. The term 
indications, see comment 17 below.) accompanied by high fever, heedache, "temporary" remains in the indications 

Claims relating to menstrual pain nausea, end vomiting may be ssrious. statement to indicate the type of relief 
were classified in Category Ii by the Consult physician promptly. Do not use givcn by OTC internal analgesic drug 
Panel (42 FR 35434). However, thesc for more than 2 days or administer to products. 
claims were also reviewed by the children under 3 yenrs of age unless The t e m  "occasional" is being 
h~iscellaneous Internal Panel. The directed by physician." (21 CFR 369.20). deleted from the Panel's recommended 
agency has reviewed that Panel's Allhough the Internal Analgesic Panel labeling because the agency believes 
rccommendatians regarding OTC did noi specifically address this that the warnings included in the 
internal analgesic active ingredients for warning, the agency is proposing to tentative final monograph are suflioient 
use during the premenstrual and include a modified r*ersion in 5 343.50 to warn consumers against the chronic 
menstrual periods and concum wlth the (c)Ill[ii) and (clI2)Iiil of this tentative ' use 01 OTC analgesics unless advised 
Panel that any Category I OTC internal final monograph. The agency is by a doctor. 
analgesic ingredient is safe and effective proposing to revise the current wamtng 
for the relief of pein essocieted with the to make it consistent in format with Refersnms 

premenstrual and menstrual periods warnings proposed in other current OTC 111 Chmment No. -3. D d e l  No. nN- 
andlor with premenstrual or menstrual drug tentative final monographs and Is ManS8.mentBranch. 

. cramps. In reviewing the various proposing that any anelgesic drug (2) Comment No. M W ,  Dockel No. 77N- 
menstrual claims recommended by the product labeled for the relief of minor Mnna8ementBranch. 

(3) Berkow. R, editor, 'The Menk Manual Pnncl, the agency notes that the Panel sore throat pain include the following 
o,Dingnosis and ihempy." 14th Ed,, Menk placed in Category I a claim "for the warning. "if sore throat is severe. 

relief of pain ofdy8menorrhee." and Co.. Rahway. NJ. pp. 81-87,197& persists for more then 2 days, is 
However, the agency does not believe accompanied or followed by fever. 10. Several comments objectcd to the 
that "dysmenorrhea." when used alone. headache, rash, nausea, or vomiting. antipyretic active ingredient labeling 
is a sv~rd  that 13 commonly understood consult a doctor promptly." recommended in 5 343.50(a)(2). "For the 



reducl:on of fever," because it does not 
include the common cold and flu. The ~- ~ -~ -... 
comments stated that fever associated 
with colds and flu is the most common 
type of fever for whlch self-medicatio~~ 
is eppmpriate, and that eliminating the 
terms "common cold" and "flu" from the 
labeling would deny the consumer 
necessary information for safe and 
effvctive ?!I-medira_!icn. 

The agency believes that 
manufaciurers should he ahle to inform 
consulners of the rel~~tionship between 
the common cold and fever. and is 
pravitii~~y a number of options for 
labeling nnalgesic.antipyreiic drug 
products so that this cnn be done if  the 
manufacturer desires. With regard to the 
term "flu." the anency pubiished a iinai 
rule on Rew svidromd and salicvlate 

~ . ~~ ~- 

drug p r o d ; ~ ~ ~  intitled "Labeling for Oral 
end Rectal Over-the-Counter Aspirin 
and Aspirin.Containing Drug Products; 
Reve Svndrome Warninn" in the Federal 
~&istLr of lunc 9.19RR i i3 FR 21633). 
This rule provides that such products 
lalleled solely for use bv children 
loedialric oroductsl shill not 
;'econlmenb the prdduct furuse in 
treatiny flu or chicken pox. Because the 
warning required on ail espirin- 
containing products includes both 
children and teenagers (see discussion 
of final rule earlier in this document] 
and because of the possibility of 
teenagers using other than pediatric 
products. the agency has decided not to 
add "flu" to the label indications for any 
aspirin.containing product at this time. 

In addition, while FDA noted in the 
final rule (53 FR 21635) that scientific 
research to date focuses on the 
association between Reye syndrome 
and aspirin, concerns have been raised 
about the use of the broader category of 
drug products containing nonaspirin 
salicylntes in children end teenagers 
with "flu."Therefore, at this lime Uie 
agency is not proposing to include flu in 
the labeline indication for anv salicvlate . ~- 

preparation. kiuwevcr. the la6eling 
prohibition on this "flu" clain~ does not 
apply to the internal analgesic- 
antipyretic ingredient acetaminophen. 
Therefore, the agency is proposing to 
include the term "nu" in the indication 
for acetaminophen. 

Section 333.501a) (2) and (3). as  
recommended by the Panel. are being 
deleted, and the Panel's recommended 
indication for any Category I analgesic1 
antipyretic ingredient in O 343.50[a)(3) 
(redesignated 5 343.50(b)(l)) is being 
revised as  follows: "For the temporary 
relief of minor aches and pains" [which 
may be followed by one or more of the 
following: ("associated with" (select one 
or more of the following: "a cold." "the 

common cold," "sore throat," 
"headache," "toothache." "muscular 
aches," "backache." "the premenstrual 
amd menstrual periods" (which may be 
fullowed by: "(dysmenorrhea)"), or 
"premenstrual d ~ d  rflenstrual cramps" 
(whlch may be followed by: 
"(dysmenomhea)"))). ("and for the minor 
oain from arthritin"l. and ("and to . ~~- 

redcce fever."!] The kbclin. hclnl 
proposed for products marketed 
excl~~rivcly for children is as  follows: 
"For the timporary relief of minor aches 
and pains" [which may be followed by: 
("associated with" (select one or more 
of the following: "a cold." "the common 
cold." "sore throat." "headache." or 
"toothache")) andlor ("and to reduce 
fe~er".)] Tho zgency is also prnposing 
that the term "flu" mav be added to 
these revised indications for products 
containing acetaminophen. 

In addition, the naencv is nrowosinn 
that all OTC analg&ic-intipyretic d~~ 
nrnrlr~rlq how a cllatomml nf irlonfity a. 
a "pain reliever'' or "analgesic (pain 
relieverl." If the omduct is also labeled 
to incluhe the inaicatinn "to reduce 
fever." then the statement of identity is 
"pain reliever-fever reducer" or 
"analgesic (pain reliever)-antipyretic 
[fever reducer)." 

17. One comment agreed with the 
Panel's recommendation that OTC 
analgesic drugs should not be labeled 
for the relief of pain from arthritis. 
adding that such labeling could be 
mislcndina to consumers. The camment 
stated thai:consumers may equate relief 
of p ~ i n  with effective treatment of self- 
diagnos~d "arthritis." thus preventing or 
delaying the diagnosis and proper 

- 

treatment of a rheumatic disease end 
that OTC dosages of aspirin "rarely if 
ever" have anti.inflammatory activity. 

Other comments disagreed with the 
Panel's recommendation and urged that 
labeling of OTC antirheumatic products 
include their use for the temporary relief 
of minor aches and pains from arthritis 
and rheumatism for the following 
reasons: (1) Consumers should not be 
denied such information. and to do so  
would place increasing demands o n  
doctors and economic burdens on 
consumers and the health care system; 
(2) aspirin has an anti-inflummatury 
effect s t  OTC dosages, but the Panel's 
recommended labeling may lead some 
consumers to belleve that aspirin 
products are unsuitable for relieving 
arthritis pain, and they may turn to 
undesirable treatment alternatives, such 
as  diet fads or copper jewelry; (3) minor 
arthritic syndromes can be managed by 
self-medication with OTC in!ernal 
analgesics without leading to serious 
medical consequences from delays in 

treatrnent of pmgressive diseasea auch 
as  rheumatoid or gonococcal arthritis. 

The akency amee? that arthritis 
cannot 6e  seil-&annosed, but reco~nizea 
that OTC annlgeske ere effective 
relieving "minor pain" associated with 
nrthritic rnnditions. De~criptive labeling 
of this nature is now wideiv used in t h e  
l"ltclkg of OTC analgesic 3nlg products. 
r 2 .  "!::.!FL. !zm:?rC?J ? z ! i " l ~ f  miner 
nnhriticpain." The agency does not 
believe that such labelinn is misleadinn 
to consunlem. /is disc~~sscd in cammek 
15 above, the agency is prnposing to 
exnand the indications lor U'I'C 
en'al~esic dm. oroducts to include ~~~~ " ~ - ~ -  -~ ". 
examples uf pain amenable to self- 
treatment, i.e.. "headache." "toothache:' 
"muscular aches:' "backache." "sore 
throiit." "pain associatcd with the 
comnlon cold," "pain associatcd will. 
the premenstrual or menstrunl periods." 
or "minor pain from arthritis." Although 
the terms "arthritis" end "rheumatism" 
are n..? inlo~rhan~pnhiy hy eome 
consumers. the agency believes that 
"arthritis" is more accurate. more 
precise, and more readily understood by 
the majority of consumers. 

Instead of denying consumers 
information on the use of OTC ~~ ~ ~ ~ ~~~~ ~~- 

analgesics for relieving the minor pain 
from erthritis. the agency L;rlieves it 
wcu!d he mere appropriate to provide 
such laheline. Consumers are warned 
against use Formore than 10 days and to 
consult s doctor if pain persists or gets 
rvorsc. if new symptoms occur. or ii 
redness or swelling is present. These 
warnings should be sufficient to 
encourage consumers with persistent 
pain or inflammation who believe they 
have arthritis to consult a doctor for 
diagnosis and treatment. (See comments 
18 and 19 below.) 

18. One comment recommended a 
warning for 0TC analgesic drug 
oroducts that would alert consumers 
; u ~ l h  symptoms of arthritis to consult a 
doctor if pain persists for more lhan 5 
days or if redness is present. 

Because the agency is expanding the 
indications labeling for analgesic 
ingredients to include minor pain fmm 
arthritis. the warnings recommended by 
the Panel in 5 343.50(~)(1) (i) and (ii) are 
beina revised to alert consumers to 
symi;toms of inflammation (redness or 
s\\.eiling), which may appear in 
conditions such as  arthritis and which 
signal the need to consult a doctor. 
Because the indications for pain and 
lever may be combined, the warnings 
are also being combined to inform 
consumers to consult a doctor if pain or 
fever persists or worsens and to include 
the 3-day limit for fever. The comment 
submitted no data to support its request 
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to 8 h a h  the limltof OTC analgesic Other comments opposed ider~tical suegested by someof the commentr 
useforsymptoms of erlbtitls to 5 dnys. warnings for aspirin and might rncourage selfdiagnosis and self- 
In theabsenoe o fw~ch  data, the agency acetaminophen, but also opposed the treatment of arthritis. The warning be!ng 
Omposes to retain the 1o.day lin:'t for warnings recommended by the Panel for pmposcd in D343.~0(c)(l)[t) of this 
selfmediceling for pain. bo!h drugs (i e.. D 343.50!c) (3)(i) end document for all Category 1 ingredients 

Recognizing that certain O n :  I5!(iill, arnuinn that ;'~.se warninas are should lead consumers with arthritie . ~~ .. ~ ~ ~ ~ ~~~ 

anakesic drui  nroducts m v  he labelad so simila~thaiconaumero ombabh avmntnms In mn?il~lt R doctor for ~~~" --  ------- -,...r.....- .. ~-~ 

for use i n n d d k  and children, for use in would not perceive their iitinded* diagnosis and treatment oi the 
?hi!dren only, or for use in adults only. differecce. T h ~ s e  commen!a edded (hat condition. (See comments 17 and10 
!he agencyls pmpoeinq the follorvind the Panel's rewrnmended arthritis above.l For t h e ~ e  reasons. the enenol - 
warninns in the tentatike r i a l  warning for acetaminophen may lead 

consumers to beliave that 
propo&s not lo adopt thecomm~nta' 
s~rp<cstions and is nnt including either mnnngkph to replece those 

rccornme~~dad by 111~. Pdnei in 
3 349.50Ic)(l) and (2): 

(11 Forpmducls lubcled forodults-(i) 
Forpmducrs Lontoining ony ingredient 
i1193J3.10. 'DO not toke this pmduct for 
pain for nore  then 10 days or for fever 
formorc than 3 days unless directed hy 
e doctor. If pain nr feverpersists orgets 

acetsminophen is ?!fcttlre in treating 
arthritis. Emphaaieing that 

the Panel's recommended 
5 343.50(c)(3)(i) or 5 343.50(c)(5)(ii] in the 
tentative finel monograph. 

20. Two comments maintained that 
the acencv should nermit the names of 

scetaminophen, unlike aspirin, has no 
anti-inflammatow effect and cannot be - - 

used to treat arthritis, one comment 
s~~ggented that the recomme~tded 0T~\nalkes ic  drug pr4ucts to reilect 

the uses of the products. The comments warning in p 343.50[c)[S)(ii) be replaced 
with the followinn: "Do not take this sptcifically requested permission to 

inclt~de the term "arthritis" in certain 
product names. One comment disagreed. 
aguing that product names which 
specifically refer to "arthritis." such a s  
-L-',."..:- ",r--+l,... ..cy!L.:fs aa:z 

Y."..IL.YY. &.IL.. 

product for !he !r&!rnpot nfarthritis." 
As an alternative lo this warning, a 
comment suggested the following 
warning: "Do not take this product for 
the rel;ef of arthritis svmntoms exceot 

worse. iInew symptoms occur, or if- 
redness or swelling is present, consult a 
doctor because these could be signs of a 
serious condition. 

!?! h p r c d c c k  I=C)nc!cd fm chi!&cn ? 
p o w  lo under 12 years o f i l g ~ f i )  For 
pmduold containing any ingredient in 
§3g3.10. "Do not give this product for 
pain for moreqhan 5 dovsor for fever for 

under the ~ d v i c e  and supervirion of'a 
physician." Another commcnt suggested 

lormula:' or "r~cumatism preparation," 
imply that these producis are uniquely 
effective for arthritis end ~ v i l l  encourage ihat, because aspirin can be used to 

treat arthritis, the following statement 
be incorporated with the dosage 
schedule of OTC aspirin drug products 
in place of the recommended warning in 
5 343.50[c)~3)[il: "Dosage for arthritis 
and rheumatic conditions should be onlv 

. 
Improper self-diagnosis and 
inappro?riate and potenlially hazardous more then 3 days unless directed by a 

doctor. If pein or fever persists or gets 
worse, if new symptoms occur. or 11 

therapy. 
Tile qnncy agrees that pmduct names 

can he infomntive and that they should 
not be  mieleading. Medicnlly descriptive 

redncss or swelling is pre ?nt. consult a 
doctor because these coult bc signs of a 
Serious condition." 

(3) Forpmd~rcts lobeled both for 
adulls and for children 2 yeors to under 
IZyoors of oge ' '. "Do not take this 
productbor pain for more than 10 daya 
(for adults) or 5 daya (for children), and 
donot take for fever for more tban 3 

under lhe advice and supervision o l a  " 
physician." 

The agency agrees that it may be 
difficult for consumers to distinnuish 

product names, e.u.. "arthritis pain 
formula." are not ieouired andare not 
included in the monograph. These 
nnmes are considered to he outside tha 
scope of the 9TC drug reviaw. but are 
suhjecl to the provisiuns in srction 502 
of the act (,?I U.S.C. 352) relating to 
labeling that is fulse or misleading. Such 
terms will be evaluated by the aRency in 

between the warnings recomm~nded by 
the Panel for aspirin and 
acetaminophen. Although aspirin is an  
anti-inflammatory agent, acetaminophen 
is not. Consumers might incorrectly 
intcmret the Panel's ~cetaminoohen 

days unless d~rected by a doctor. If pein 
or fever persists or gets worse, if new 
symptoms occur, or if redness or 
swelling is present, consult a doctor 
because these could be aims of a 

coniunction with normal enforcement 
activities relating to that section of the 
act. 

2%. One comment stated Ulat the 
labels of OTC analgesic and antipyretic 
drug products should include a warning 
that these products suppress the body's 
defense mechanisms.The comment 

waming (8  343 5l1(c)(5)(ii)) to mcan that 
aceti~m~nophcn is effecttve in the 
treulment of arthritis. To avoid 
rnisin\erpretalion and confusiun, the 
eguncy i n  not including this warning in 
the monograph. Similarly. the agency 
does not believe that acctaminonhcn 

serious condition. Do no~t Rivethis 
product to cl~ildsen for the pain of 
arthritis unless directed by n doctor." 

19. Several comments disagreed with 
the arthritis warninn for OTC nsoirin oroducts should bear the warnine 
drug products recorkended by ihe 
Panel in P 343.50(c)(3)(i): 'Tnke this 
pmduct fnr the trratment of urthritis 

explained that, although the antipyretic 
and anti-inflammatory effects of aspirin 

~ccommcndcd hy the l'anel for aspirin 
products in Q R43.5D[c)(R)(i), l~ecnuae 
Consumers could also misin!erpret this cause a temporary relief of unplcasent 

svmoloms. the disease nrocess is onlv under the advice and sunervision of warning to mean that acetaminophen 
can be used to treat arthritis. An 
indication lor the relief of "minor pain 
from arthritis" is being proposed for the 
labeling of both aspirin and 
ucelaminophen pmducls. However. an 
indication for the treatment of the 

a physician:'~hc comments olso 
disagmed with the warning for 

dtsiuised: valuable defense mechanisms 
such as  inflammntion ord increased 
body temllernture nre impaired: and the ac2taminophen products recommended 

in P 313.50~c11511iil: "Do not take thia illness is iherebv prolonied. . ,. ,. . 
pmduct for the h a h e n t  of erthritis 
except under the advice and supervision 
of a ohysician." One comment 

I h e  c o n ~ ~ ~ ~ e n i s ; b r n i l t ~ d  no evidence 
to support the statement that enalgesic 

erthritis itself is not hcing pmposedfor 
eny OTC it~ternal analgesic drug pmduct 
because such treatment should be 

and antipyretic drug pmducts suppress 
the bodv's defense mechanisms and aueaiiined whv-the warninns were 

iiffercnt und rfcommended-that the 
worningfor aspirin in D 343.50~cl(3)(il 
also be used for acetaminophen because 

t h e r ~ b ~ ~ r o l o n ~  illness, and the agency 
is awnre of none. Therefore, the agency 
is not proposing to include a warntng in 

conducted only under the supervision of 
a doctor. Different labeling statements 
on aspirin and acetaminophen drug 
producis regarding arthritis, as  

both drugs are commonly recommended 
by physicians for the pain from arthritis. 

the manosraph~as suggested by the 
comment. The agency considen the 
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revised 10-day and 5-day warnings for further urged that the statements be below. the agency agrees that the 
onalgerlc drug products in combined and condensed for ease of warnings need not specify the toxic 
S 343.50(c)(l)[i~, (211i). and (3) :n thla consumer understendinn a ~ ~ d  to avoid effects on narticular oraans of the bodv 
tentative Iirlnl mnnograph adequate to 
warn consumers to obtain professional 
help if sgmptoma persist or get worse or 
if new symptoms occur. 

22. Two comments objected to the 5- 
day limitation of use of analgesic and 
antipyretic drug products by children 
under 12 years of age in the Panel's 
recommended warning statement in 
5 343.5OIc)(l)[ii). The comments agreed 
with the Panel that the period of OTC 
use of analgesic and antipyretic drugs in 
children under 12 years of age should be 
limited, but disagreed over the length of 
time. Suwested alternatives were 2 or 3 

- 
labei ciutter that may cause consumers 
to ignore ceu:ion? and warnings in the 
lahrling. One commvnt s~~p~?estcd the 

that can be caused by acute overdose bf 
a drug, a s  in a suicide attempt, and is 
not proposiag the Panel's recommended 
liver warninn for acetaminonhen in this use of supplementary circiiars, etc. 

FDA agrees that the warning 
statcmenta lor OTC drug products 
should be limited to those that ere 
scientifically documented, clinically 
significant, and important for the safe 
and effective use of the oroducts hv 

tentative final monograph. itowever. the 
agency concludes that the warnings 
should inc!ude s~ccifie information on 
the known side effects or adverse 
reactions that may occur from use d t h ~  
drug according to labeled directions, as  
well as  po!en!ial dangers that m,, q . 7 0 ~ ~ ~ r  
if the labeled directions ar. exceeded. 

eonsumrrs. Thr ngency in requiring 
warning statemrnls fur each ingredient 
on this basis, not on the baais of a The agency concludes thnt whe? 

medical evidence shows that toxicitv is comnarable number of warnines for ~u~ ~~ 

each' ingredient. waking statements are 
a190 being combin1:d end condensed 

associated with the use of an OTC drug. 
eithcr v~ithill its recommended dosage or dzrys. O& comment argued t h a ~ ~ h i s  

warning implies that OTC analgesic whenever possible for ease of consumer 
understandine. In addition. 

when used beyond its recommended 
time limit or dosaee lexceot for acute drug products are unsafe or toxic if used 

longer than 5 days. 
The agency is proposing the following 

revised warning for children 2 years to 
x ~ s c r  12 ;c::z ~ f z g s  in g 2:S.x;2;:2;;;;: 
"Do not cive this oroduct for vain for 

m e n ~ ~ f a c t ~ t r e ~  are free to design ways 
of incnrporatinp. aii n.qi!ired information 
in labeling c.R., usirg nap labels. 

" .  . 
overdose), it is appropriate to warn 
cOnsU-l- ...,., of the polen!ial iuxicity. In 
such cases it mafbe necessary to . . - .  

mda~iyning packages, ur using a 
nackaee insert. 

include organ-specilic warnings as  well 
as  general labeling statements. more thin 5 daysor for fever'for more 

than 3 days unless directed by a doctor. 
If pain or fever persists or gets worse, if  

24. hlany comments opposed 
warnings Illat cite organs of the body as  
pocsilrle sites of damage by internal 

25. Many comments opposed the liver 
rvarnine recommended bv the Panel for 
acetam'(nophen drng products in 
5 343.60:c][S)[i). "Uo not exceed 

ncw synlptoms occur, or if ~edness  or 
swelling is present, consult a doctor 
because these could be signs of a 
serious condition," (see comment 18 
above). 

The comments submitted no data to 

analaesic drug uroducis. with some 
com~ients rc&;ring specifically to the 
Panel's recommended liver warning for 
acetaminophen in B 343.50[c)[5)(i). These 

recommended dosage because severe 
liver damaee mav occur." Some - .  
comments argued that acetaminophen 
taken in recnmmcndcd OTC dnsage comments argued that naming an organ 

that mav be iniured from an acute 
ranges shows no evidence of 
heoatotoxicitv and that the lahelinn 

support their suggestions for shorter 
time limitations. The Internal Analgesic 
Panel based its recommendation of a 5- 
day limitation for children on reports 

overdo& or from excessive use of an 
enalgesic drug would place the 

re;uired in 9 ?30.1(g]. "Kecp th i s  a"d ail 
drugs out of the rench of children. In 

responsibility of recognizing organ 
darnace on the consumer, who would 

case of accidental overdose, seek 
orofessional assistance or contact a 

from poison control center data and on 
comuuter simulations that demonstrated 

then Iyc assuming the rote o fa  physician. 
Tlte cumments lurther argued that this 
kind of label warning may be poison control center immediately." 

provides sufficient warning to 
that'the plasma salicylate level could 
excecd zn milligrams pcr 100 n~illiliters 
(mg11oL) [a toxic level) "among some 

misunderstood and may either alarm or 
cause anxiety in consumers who use 
drugs rationally. On the other hand, the 
comments added, such labeling may 
provide iniormaiion thai may induce 
individuals to harm themselves. 

The comments favored a single, more 
general warning for all OTC internal 
analgesic drug products, such as  the 
following: "Do not take this product for 
more than10 days unless directed by a 
physician. Excessive use over a long 
pe~.ind of time may cause permanent 
injury." One comment suggested that. if 
such a general warning is not adopted. 
all OTC drug proZucts should bear 
labeling which fully discloses the 
conditions under which damage may 

consumers. The cummentiexpressed 
concern that the liver warnine smaller children of a ~articula; ace 
recommendell by the Panel mey 
discourage consnmcrs from ever using 
accla~ni~~ophen and that this warning 

category following the recomme<ded 
dovoec scl~edule afier 5 dnvs" i42 FR " ~ . ~ -  ~~ 

353~8j. The agcncy belicv>s these data 
provide sufficirnt reason to propose the 
I'anel's recommended 5.day use 

may also &courage suicidal personsto 
abuse acetaminophen drug products. 
The conrments also areued that the liver limitation for children. 
trdii1:n~ i3 e~pccia11; inappropriialr for 
children's ~cetaminophen drug products 

23. Several comnients opposed the 
number and leneth of warninr! 
statements the Fanel recnmm~nded for because there is a lack of documented 

fatalities and se r io~~s  liver damaee in 
~ - -  

OTC nnalgcsic and agitipyretic drug 
pro~lucts. One comment expressed chilclrc~~ lrurn acute acetaminopl~>n 

ovr:rdc~se. The comments statrcl tltcre 
may be clifferences between the 

concern that an extensive list of 
warninns for eroducts containine 
aspi~in.contpared to a sl~ortcr list for 
acetaminophen drug producls, will lead 
cons~~n~ers  to conclude that aspirin drug 

metabolism and pharmacokinetics of 
acetaminonhen in children and adults ~ ~ 

that w~uuld'cause children to he less 
vulnerable to acetaminophen toxicity. 

occur. 
Tlte agency is not proposing to include 

the gc:aeral warning suggested by the 
comments in this tentative final 
nlonograph. FDA believes thnt the self- 
medicating consufilcr shou!d be made 
arvare of potenlial rLks of a particular 
0TC druc uroliuct thruuah label 

products are more toxic and less useful 
than acetaminonhen drue oroducts. Other comlnents endorsed the 
Other contmcnt~ urqed IGA to limit 
warning statements to thnse that ore 
scientifically documented. clinically 

recommended liver warning and pointed 
out that there are no unique signs of 
acetaniinophen toxicity. such as  ringing 
in the ears Itinnitus), and that symptoms 
of acetaminonhen toxicitv do not aoDear 

significant, and important to the 
- 

appropriate use of the products by the 
average consumer. These comments warning< AS discussed in comment 25 until a few days after theoverdose: ' 
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Notlngltrt co um€r3 8r€ lncrcallnt
lhslr{soofscolamlnotren and thal
tdolille! and liverdr.mers have
ocourrad In dlldren 0raiommentr
6rgued{bel tho mcommendcd warning
may diocourags conaun0s fmm
excecdilu tho r€commesdad daitv OTC
do3Ege of aa€t8minophea end ma-ke
consluerssDd doctors ewaro of lhe
conrequenoe of acetamlnoohen
overdoea..Oaa Gvrrrrnent. concerned
about toxioilyfrom,tie clre r !!ee ef
aoetaatlnophen.ln dossges of le8s than {
8r0nr'{g}per day, sugBestod thst the
prqrosod liver tr.aminr be revised to
placeadditional emphiaic on lhe
rscoltnn€ndsd limit of self-treatment
wllh,soetaminopheD as follows: ,,Do not
exceed recommended dosane or take for
morc than 10 days, becauaelevere liver
dam03e nay,occur,', Another commenl
suggerted thst the recomrnended
waming bo revieed to slale lhe dossge
thst will oau8e hepatotoxlclty, for
example,40or moro 925.nu tsblets
lsken sB a rin8le dose.

After evaluatim the data and
inlormation rubritted, the ssencv hqe
tentsttvely decidod not to adipt ihe
liver woming rpcommended bi, the
PaDel in ! 3a3.50[c)(5)[i] The agency ia
awsre thal licer daEage csn occur ftom
Icel,s.u rophgr ovgtdo8ace, 8s
explahed by.the Panol ({Z FR as{r{|.
However, the agetcy believes thst 

-

warnings naed not itrclude information
on the sFeoilic tsxic effecls on orsens of
the body caused by acute qverdoie ofa
drug, ssln sulcide. (Seecomment 24
aboveJ The agency also considors lt
inadvlsableio spocify hepatotoxic
do8age levels In consumer labeling. es
onecommenl suggested, because cuch
labellng conld be.euggestive to suicidol
individuel&

Theagency hae noted tryo reports of
hepstotoxlcily in children who
overdoged on acelaminophen. Arena,
Rour*, and Sibrack [Ref.i) descrilred Ig.year-old girl who inSested gs toblets of
acelaminophen 325 mg and oulfered
decreased c,rnsciousness, vomitinc, and
enlsryenrent ofthe liver and sptee-n. At
th8t lime the serum ammonia level waa
02 microSrams per deciliter (trgldll. Shc
was admittedlo the hospltal about 24
hours sfter iDrestion. The serurn
acolaminophsln level was 8,1 micrograms
pm mlll lter (pglnll A hours aftei
ingeslioni4Siours aftef ingestioB it
dmpped lo 26 pglml, Sevenly-two
hours after lhe overdose, serum
ilranaaminase (liver enzyrne) levels
revealed a,peak aerum glutsmic-
oxaloafelic transsmlnase of m,376
.hternationsl Unlta (1.U.) and a p€ak
serum Slulamlc-pyluvic transaminass of
13,3031.U. The patient was alert and in

goodrplrlto bythe eecond day In the
hosldlal ard w8! dhcbarsed i week
later. Sevsn weeks eftsr iihch8ns hor
llwr enzlnnos wete normsl.

Although thic child wei3hed only 3t
poude and had ingesrld 1l.az6 I
bcelaEinophen,'egulling In phenonrcnal
trangarniaaae levela and a hirh olaema
level ofacetaminophen ai 2r-hoirs. she
survlvsd without eny aftereffects, As
one comroenl nolBd, this csEe gugrest8
thct I chlld's li yer may be leaa 

'-

wlnersble to the hepatotoxlc effects of
ocetamlnoDhsn overdogane lhen an
adult'a. Thi agoncy polnti out, however,
that before concluglons can be made on
the polential toxlclty of acetqminoDheo
In children, more deta ars needed 6n the
melabollsm of acetamlnophen and
olinicsl obsenstions tn cfiitdr€n (Ref.2].

Corloss (Ref. 3) reported tbe death of
a 3%.year.old girl who had an upper
rcspiralory infecton snd wos beina
lreated with acetominophen. ft e thild
w8s given 120 mg ofac€taminophen
syrup every rl houre for thlee doses. lter
doctor leter lncr€ased the dose to ZAt
mg every 3 houro. Durin8 lh€ nexl 24
hours she took 5.04 8 acdtaminophen
and wos hospitalized for nsueea and
vomiling. fourteen hours after the lasl
doso, lhe occtaminoDhen levcl was S.g
mg/_dl [therapeuttc iange, 1 to 3 mg/d|.l.
well In the range slheDatotoxicitv, The
clild was discliarged from the hoipital
the next moming, but w8s resdmi ed 16
hourE laler with a 8erum glutamic.
oxaloacelic hansqminsse level of 22.000
I.U. snd subsequenily died,

The chlld described by Carloas (Ref.
3J was approxlmateiy the sama 8gc ag
ths one described by Arcna, Rourk, end
Sibrack (Ref. 11. Neither chlld had been
lrsated wilh an antldote for
acetaminophen poisonlng, such as N-
acelylcystelno. lt lB difficult to extlain
why th: child who had inse6ted S.ot 8
acetaminophen died,8nd the child who
had ingesled 11.37s g scetamlnophen
8urvived.

Regarding chronic uae of
acetsminophen within recommended
OTC dosoges, the aScncy at this tlme
does not believe that the labelinq
euggested by the comment, "Do iot
exceed recommended doeace or lake for
more than 1O daye, because-severe liver
damage may ocour." ie needed, The
warnings proposed in ! 343.S0(cl (1)[i)
ond (3J In this tentative final monograph
ahesdy stste 8 l$day limitation fo-r
odults on OTC analgesic aelf.
medicatlon, Furthemore. lhe asencv i8
aware of only one eomewhat cdnviricing
cuse reporl of €cetaminophen
hepstotoxicily aBsociated with chronic
acelamirophen uSage in a normel
indivldual (Ref,41. A eecond case has

boen r€Iortsd, but sechallenge resultg
wer€ Inconolslent lRef. 51. Ar dlscussed
In deta0 ln comment 27 below, Olsson
{Rct ll descdbed I 55.year-old male
who was hospit8llzcd for a flareup of
hepatilis whils tsking I product
contalnlnS acelsmlnoDhen and
chlormezanone. He had tro rccent
hiatory of dnrg or alcobol uge, but had s
1-yaarhielory ofalcohol abuse 7 years
beforc hospitElization. Eec€use lhis
Indiviilual developed hepaiotoxicilV on
a low do8o of aceteminophen, it is
nossible thal sone other problem was
also pressnt. (This patlenl waB using a
drug contslning scelaminophen snd
ollormezanone. which could have
lnduceil lhe llver inlury.) N.o eimilar
report has sppeorad derpite the wide
use of acetaminoohen,

A caoe ofchronic uae of 32b mg
BCelaminophen {12 tableto daily for I
yeor| waa descrlbed in which th€
patient's serum glutomis-oxaloacetic
banssmlnage level wng normal beforc
acelaminophen use (Ref. 61. After l year
of acetamlnophen uae, liver function
leslr showed an abnormal eerum
glutamic.oxaloacetic transaminsse level
and enlargement of the liver and sDleen.
After the druB wa8 discontinued, tf,e
patieDt's s-"rum glutsmlc.oxaloacetic
lransaminese lcvel r€tumed lo normal,
After being discharged from the
hospital, the pstienl resumed usior tz
tablet8 of325 mg acetaninophcn daily.
Within 2 months hs developed paln a-nd
ws8 rehospitalized. A monilored
rcchallenge wlth ono doae oft,Jzs mg
acelamlnophen causcd a rise in liver
enz,yme levels {serum glutamlc-
oxaloacelic lransaminsse and serum
glutamic-pFuvic tmnsamlnase levelsl
within 12 to t8 hours. A liver biopsv 

'

revealed "bridglng necrosls, spaining
twolrortsl and two central areas." After
discontinuing acetaminophen for 4
months, the individual develored
abdominal pain and enlargemlnl of the
spleen 8nd had to be treated with
azathloprine ond prednisone. One year
later, when liver function lesls wert
back to normal, the individual aeain
was rechallenged wltb 1,32s mg-
acetsminophen withoul any
developmenl ofsymptom8 or rise in
liver enzyme levels. Thia raises the
possibilily that thl8 paticnt micht have
been developing chrbnic activ; hepatitis
exacerbatcd by acelsminophcn.

Rosenberg et al. (Ref. 6) des$ibed two
individuala who had laken 3.6 8
acetsminophen daily for 1 to 2 week8.
One person had a history ofGilbert.s
disease (cheracterized by mitd
lsundice). Both developed laundice
duriDS a courss of infectious
mononucleosis. Horgever, b':cause
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iaundiur can occur in 5 to 10 percent of 
patients will1 infortlous mononuclcosls, 
the jaundice in these two patients cuuld 
not definitely be allrihuted to 
acelaminophen. 

lohnson and Tolman (Ref. 7 )  
described a patient who had been Inking 
3 q acetaminophen daily and 
complained of fatigue and loss o l  
appetite. The pi~licnt had uscd no other 
drugs 6nd was not exposed to toxins 
other than unidenlified cleaning 
solvents used occasionnlly. On medical 
examinalian Illere was liver lenderncss. 
and a liver function test showed 
abnormal results. A liver biopsy 
revealed evidence of chronic active 
hepatitis with cirrhosis. The patient had 
a positive rcchallcnge, and the liver 
enzymes increased during the 2 weeks 
fnllorving the rechallenge, indicating 
that acetaminophen may have caused 
ihis elevaiinn. It is possible that the 
patient had chronic active hepatitis and 
that acetaminophen exacerbated it. This 
case was also comolicated bv the 

cancer. with general !!I health and References 
It] Arcno. I.hl.. M.11. Rourk, and CD. 

Sibrack. "Acetaminophen: Report of an 
Unllsu;aI Puisoninp." PedIolri~S, 6-72. 
(07R 

n~alnutrition.'~l~is patienl's liver 
e~arymes were elevated while using 
ncctaminophcn. After the liver en?ymcs 
rel.drned to normal. the palient was 
rechallenned. The recballenee of 5.2 to 
0 5 R acctiminophen doily produced 
clevuted li\.er enzyme levels. The 
plasma a1:einminophen level at 24 hours 

(3) Carloss. i1.W.. "hlirurc of a 'Harmless' 
Orup." Amhives nflnlrrnolMcdicinc. 
119.~T!2U3R9.1979. 

was 37 :*q/ml corresponding to an 
overdose of the drug. 

Tne thiru it~dividaol had reportedly 
used 5.2 lo 6.58 atietuminophen daily for 
3 weeks before hospilalizalion. Forty 
hours sfter the lost d o n  the pIa-.m3 
acetaminophen concentration was 15 
pglmL, consistenl with an overdose. 

Although it is not inconceivable that 
chronic use of acetaminophen within 
recommended OTC dosage ranees 

--- ~~ ~ 

14) Olsson. R.. "lacressed tlepatic 
Spnsitivitv to Pa'nmcelamol." LonrzI. 2152- ~ ~~ 

153.1978.. 
(5) knk0wsk.y. Il.I..G.11.M1~~ge.~adR.!. 

hlchlartry. "Chronic liepstic lnflamrnatlon 
and Fibrosis Due70 Low Doses of 
Paracelamot." Loneel, t:lOiElOl8. 1978. 

(6) Roscnbea. D.hl.. ct al.. "Acetaminophen 
and Hepatic Dysfunction in lnlcctiotls 
Monom~cleosis." Sosllrrrn Aledicnlloumol 
~ n : o r ~ t . 1 9 7 7 .  

17) Johnson. C.K.. and K.G.Tolman. 
"Chronic Live; Disease and Acet~minopheo:' 
Annnls oflnlernol hlcdicirre. Bf:SUZ4Oi.  
1977. 

pruduces claronic active hpatiGs in II 

very low percentage of people. rind 
alt:iouxh it is possiblc that 
acetaminophen can exacerbate 
~rcexistinn chronic active henatitis. the 
bscncy cu~cl l~dcs  that the adovn d"ta 
du nut providc an adequate I~asis for 
requiring a Inheling statement on liver 

~. 
( H I  Ware. A.1.. el at. "Aeelnminophcn and 

tho 1.irer" (ieller to the edilor). Annnls qf 
Inlrrnol hfcdicine. 88.28?-2M. 1978. 

concomitant occasinnal use of -~ - -  -.. -. 
~~nidentified cleaning solvents. 

l 'he egcncy has noled instances 
where only a mild o\,errlose uf 5 to 7 a  of 

(91 Barker. 1.D.. iJ.1. de car&, and S. 
Anwas. "Chronic Excessive Acetaminophen 
Use and 1.ivcr Demnpc." Aanols oflnlemnl 
hlcdicine. 87:25?+301.1977. 

110) R~mack. U.H.. and R.G.Peterson. 

damagefrom chronic use of 
acetaminophen. thnt is, within 
recommended daily OTC dosages for 
longer than 10 days. 

Although the liver warning 
recommended by the Panel in 
5 343.501c1l511it is beine ddoted. the 

- 
acetaminophen may have produced 
hepatotoxicity. Ware el al. [Ref, 8) 
described a person who developed 
disorientation, jsundice. and fever alter 
using acetaminophen and prescription 
drugs dailv for headaches. Liver enzvme 

"Arctaminq.Lcn Ovctduse: Incidence. 
Diagnosis, and hl~nogcn,cnt in 418 I'slienls." 
I'u~/,ul.-;c~ (Supplement). 02:aya-903,1978 

Ill) Antcur. R..  end D.J. Crt.er.bl;~tl. 
"Aculaminophcn."Annul.v oflnlcrnol 
Al~d;c,ci,m 87'232-ZM. 1977. 

. .. .. . - 
igency shares the commeizts' concern 
that symptoms of acetaminophen 

" ~~- 

le\,bls were elcvatcd, and a liver biopsy 
showed centrilol~ular fil~rosis and 
I~rirlging necrosis with evider~ce of both 

toxicity do not appear until a few dnys 
alter an overdose. Followine 20. Several con~menis urged the 

ndoption of a warning statement that an acute and a chronic process. The 
patient imnroved after 8 davs of 

acetan~inophen ovcrdosage:there is a 
2 4  to 48.hour period of relative well- 
being, when symptoms of hepatotoxicily advises consumers who have 

oreexistine liver disease. such a s  
"nspccif~d r.onsenoti\~e treatment.This 
case ~loes  not pmve acetaminophen do not appeaidespite the occurrence of  

liver damage. This "silent period" may 
create a false sense of security that 
could delay the use of an antidote. 
which must he administered promptly in 
order to be effective [Refs. 10 and 11). 
To alert consumers that prompt medical 
attention is essential to the proper 
management of acetamino~hen 

~. ~ 

hepatitis or infectious mononucleosis, or  
who may havc Rcye syndrome. sgninst 

hepatotoxicity because the other drugs 
the patient had been taking can cause 

the use of acetaminophen unless 
directed by a doctor. The commenls 
cited reoorts in the medical literature 

hepatitis. 
- 

Toxic hepatitis was reported in three 
persons who were regularly ingesting 
acetaminophen in higher amounts than 
the recommended OTC dosage (Ref. 9). 
One patient was an alcoholic who for 
years had used up to10 300-mg tablets 
of acetaminophen daily. During the 4 
days before admission to the hospital. 
this individual drank no alcohol, but 
uscd about 100 tablets of 
acetaminophen. On admission to the 
hospital, the patienl's liver enzymes 
were elevated, but thev fell rauidlv over 

conrcrAng acetaminophen toxicity in 
persuns with liver discase (Refs. 1 
througl~ 13). Tsvo cunllnents sssertnd 
that there is no evidence to warrant a o\.erdise, the agency is the 

follorving overdose warnings for 
acetaminophen drug products: For 
products labeled for adults 
(5 343.50[c)[l)[iii)). "Prcmpt medical 
attention is critical for adults as  well as  

warning resardine acetaminoohen and 
prcexislinRliver Jisense. 0nC of these 
comments submitted two clinical siudiea 
[Refs. 1.1 und 151 and a report [ lkf.  16) to 
support its position. 

In rcvierving and evalusting the data 
and information submitted bv the 

for children even if vou do not notice " - -  - - - 
any signs or symptoms." or for producls 
lnlrelcd for ch~ldrcn (5  343.50[c)[2)[1ii)). the next 2 to 3 dnys. ~ i ~ e  amoint if 

acetaminophen ingested and the 
subsequent pattern of serum liver 

comments, the agency has concluded 
that there is insufficient evidence R I  "Prompt medical attention is critical ~ ~~~~~ ~. 
present to propose a warning against the 
use of acetaminophen at recommended 
OTC dosares bv individuals with 

even if you do not notice any signs or 
s\motoms." For oroducts leheled bnlh enzyme abnormality found in this 

Datient were consistent with a 
~~~~~ - 

f i r  a'dults and ch'ildren. Ule warning for 
adults would apply, as  described in 
5 343.50(~1[31. Both warninss would be 

substantial overdose of acetaminophen 
2 to 3 days before admission. 

The second individual used as  much 

preexisting live; disease. 
The data and information in Refs. 1 

though 7. Refs. 9 through 13. and Ret  18 
presented no evidence to show that 
OTC dosages of acelominophen cause 

required ti follow the general overdose 
warnings in 5 330.l(g) that are required 
for all OTC drugs. 

as  5.2 g acetaminophen daily. This 
patient had dissc~ninated bronchial 



hcpatoloxlclty in persons with documented, and thus it is not certain hepstitis. liver funclion alfected by 
preexisling liver disease. Rosenbeg et that the paiients were at risk for Infectious mononucleosis, or liver 
01. (Ref. 81 described two persons who possible adverse effecls related lo such disease resuiling from Reye syndrome. 
developed jaundice during a cuursa uf proloogaiiun. Referencns 
infectious mononucleosis. As discussed Data pertaining to cytochrome P-450 Ambre and M. Alexander, 
in comment 25 above, the jaundice 
cannot he confidently ascribed to 

enzJ'me levels In patients with liver Toxicity P.fter Acelaminophen Ingestion." disease may also be relevant lo 
aculaminophen. Journal of the Americon Medical 

determining acetaminophen Associotioa ~8:5(~~.~01.1977. 
One of the clinical studies [Ref. 14) hepatotoxicity. Available dala atlribule (2) Awna. ~.hl.. M.H. Rourk. and C.D. 

presents an open study of six male the production of the hepatotoxic sihrack. "Awl~rninophen: Report of en 
adults with chronic liver disease who metabolite ciacetaminophen to the Unusual Poisoning." Pediatrics 81:88-72 1978. 
were given 1 g acetaminophen every 4 cytochrome PA50 system. A reduction (3) Ameer. B.. end D.1. Greenblall. 
hours four times a day. After 5 days of in activity of the cytochrome Pa50  "Acetaminophen." Annols of lnrernol 
acetaminophen adminislration, there system then might result in reduced risk Ofedicine. 137:z02-209.1977. 
were no significant changes in liver of hepatotoxicity. (4)  Americnn Academy of Pediatrics 
enzyme laboratory values.lhe mean following dala show decreased Commitlee Acetaminophen." on Drues. Pediolrics. "Cnmmentw 81:108-112.1978. on half-life of acetaminophen in these six cytochrome P-450 levels in individuals feman,,ez, =,, and A,C, ~ ~ ~ ~ ~ d ~ . -  
st~bjects was 3.42k2.b. Ten hours afler with chronic liver disease. Fawell. Brilo. "Acetsminophen Toxicity." New 
an  initial dose of 1 g acetaminophen was Cooksley, and Powell [Ref. 18) showed Enylond/oumolofMed;cinb 2~577.1977. 
edmini?lered on the first day, the that the cytoihrome P-450 (o) Barker. 1.D.. D.J. dc Carle. and S. 
plasnla acetaminophen level was Anurss. "Chronic Excessive Acetaminophen 

Use snd Liver Damage." Annols offnlernol 
hlcdi~ine, R7:2Y-.nl. 1077. 

Annols of Intern01 hlcddicine. 87:302-304. 

(a1 Rosenberg. D.hl.. el al.. "Acetaminophen 
and Hepatic Dysfunction in Infectious 
Monotmclaosis." Soulhem hledicalJoumal, 

for four doses per day] was decreased cytochrome P-450 70.600-601.1977. 
administered daily tn 20 adults with concentrations and may have lost tho (9) Hut~nck. B.H.. "Dr. Rumack Replies" 
preexisting liver disease of various ability to respond to indrtcingagents. [letter lo the edi!or).Pedialrics. 58.9181976. 
tspcs. The individuals were treated for Schoene el al. (Ref. ig)  measured the ("31 hescott. L- al.. "Plasma- 
13 days and crossed over to the cytochronie PA50 conlent in needle Paraeetantal HalFlife and Hepatic Necrosis 
alternate reginien without a washout biopsies of the human liver and found in Paracetamol Overdosage." 

Loncef. 1:519-5221971. period. In comparing liver enzyme levels that in individuals with severe hepatitis Prescolt, L,F,, and N. Wright, ,The of the individuals during acetaminophen and cirrhosis, the cptochrome P450 ENecls of Hepatic and Renal Damage on administration with those during level was 50 percent of the control Poracetamol hletaboiism and Excrelion 
placebo administration. no statistically value. In individuals with either mild or Following Overdosage: A Pharrnacokinclic 
significant differences were found. mcderate hepatitis, there was no clrange Study." Bn'fish/oumolofPhormacolo~y, 
Three patienls were excluded from the in the cylochrome P-450 level. Gabrielle 49:602413.1973. 
linal analysis. One had changes in liver et 01. (Ref. 20) found no change in the (121 Fatby. D.I.. and B.N. Fraser. 
enzymes which could be attributed to cytocllrome p-450 content in individuals "He~atotoxicily ol~aracelamoi Enhanad by 
the erratic course of his chronic active with alcoholic steatosis and in those lngeslion of Alcohol: Repon ofTwo Cases." 
hepatitis. Although it is difficult to recovering from hepatitis Soulh Africon hfcdicollournol. 51:u)B-209. 
distinguish enzyme changes because of with normal individuals. The 1977. 

the erratic course of chronic active cytochrome P-450 level in chronic 
(13) Rieiy. C.A.. "Drugs and Whsl They Do 

10 "IC Liver." Afedicol Times. 1W87-92 1978. 
hepatitis versus druginduced changes, persistent hepatitis wns 10 percent of (;.I) Benson. G.D.. "Phase IV Open Pilot 
the resulting rise in transaminases after the icvel in the normal individuals. In study to Establish thesaiety of 
rcchallenge with acetaminophen rnises chronic active hepatitis. the cytochromc Acetaminophen in Subjects with tiver 
the question of whether acetaminophen P-450 level was 30 percent of that of a Disease: investigotionat Protocol. Comment 
exacerbaled this individual's chronic normal individual. Although these data No. C W 4 ,  Dacket No. 77N-0094. Dockels 
active hepatitis. suggest that the activity of the h%nnegernent Branch. 

Additional data regarding the plasma cytochmme P-450 system is reduced in A~::8),"~,",","~;~i~i~~~~,"i~{$Ver half-life of acetaminophen in i~~dividuels individuals with severe liver disease. Disease." investigational PMlocol in with liver disease were presented at a the relevance of this finding to Comment No. C W ~ .  Docket No. 7 7 N a .  
meeting of FDA's Gastrointestinal Drugs acetaminophen hepatotoxicity in such D ~ ~ ~ ~ I ~  htanagemcnt ~ ~ ~ ~ ~ h .  
Advisory Committee (Ref. 17). These individuals is not clear. It is possible (16) Forreat. I.A.H.. el $1.. "Antipyrine. 
data appeared to document prolonged that low cytochrome P-450 levels would Psrscctamol. and Lignocaine Eliminalion in 
serum half-life for acetaminophen in protect against acetaminophen Chronic Liver Disease." British Afedicol 
patients with liver diseese. Nonetheless, hepatoloxicity. but the evidence is Joernol. 1:1384-1387,1977. 
the results of the placebo-controlled conflicting on whether acetaminophen (17) hlinutes of the FDA Ga~lmintestinal 
crossover study (Ref. 1.5) gave no exacerbates liver disease. Dmgs Advisory Committee. Fineenlh 
evidence that this prolongation results In the agency believes that h%eeIirig. December 12-13.1979, included In 

OTC Votumc 03BTFhl. in hepatotoxic levels of the drug. ~t a t  present there are insufficient data to (Is) F ~ ~ ~ I I .  G.c., W.G.P. cook.,ley, and L 
should be pointed out, however, that support a warning against the use of w. ~ o w c l i . ~ ~ ~ ~ u ~ ~ e t a b o l i s m  in t i ~ e r  
prolonged acetaminophen half-life in the acet?minophen by persons with Disease: Activity of Hcparic hlicrosomal 
patients in this study was not preexisting liver disease such a s  hletaboliring Enzymes." Clinical 
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P h o m l o m l ~  and Thempeufica. 20:4WQ2,  phenobarbital In potentiating the 
1979. 

Emby and Fraaer (Ref. 8) reported on 
hepatotoxicity of aceteminophen. tern rases of acetaminophen overdose In (I01 Sehoeno, tL. st  al. "Daterrainstion of wright and PresCott 3) Drug Metabolizing Enzymes In Needle alcoholics and concluded that 

uiap3ies of H . ~ ~  uver; ~,,mwonloumo, ret'ospedivcly 3nol;-~cd data on 18 .,a • • the cnhsnccd hepstotoxlty of 

of ClinicolPhnnnocology, 4:05-73.1972. lndividuels with hepatic necrosis paracetamol (~cetaminophen) ill th! 
120) Gnhrielle; h, et m!,, "Deleminslion following acetaminophen overdose. presence of enzyme-inducing 

llarnsn Liver Cytochrome P-QSO: Eight of these individuals showed agents has perhaps no1 been 
Ocmonslrallon 01 a Micmmelhod Using evidence of lngcstion of either alcohol or adequately emphasized." McClaln el  al. 
Electmn hmmsgnotic Resonnnce." Chemicol barbiturates used in the treatment of (Ref. 9) conducted studies in mice and 
rlhslmcls, ~8:24!?,1078 epiiepsy. Three individuals were chronic also observed the clinical coune of 

27. Soveral comments cited data to alcoholics. Wriglii and Prescott statcd thrce chronic alcoholics who ingested 
express concern that certain drugs that tieiriinding.s suggest that therapeutic, ralher than excessive. 
which induce micmsomal enzyme acetaminophen causes more severe dosages of acetaminophen. McClain e l  
activity ( e , ~ , ,  : ~ l c ~ h ~ l  and bsrbitVmles) hepatic necrosis in patients who have al. ..tatcd that their findings 
may increase the potential for previously taken drugs that may cause "' suggest that alcohol enhances 
sceiaminophen-induced hepatotoxicity induction of hepatic microsomal acetaminophen hepelotoxicity in m i c ~  

I 
[Refs. 1 through 141. The comments enzymes, such as  borbiturates end and provides supporlive evidence that 
recommended that warnings such a s  the alcohol. However, t l~ry  conceded that these three alcoholic patients probably 
iollowing be required on tlie labeling of their resuIts must be interpreted had a similar pathopl~ysiological basis 
all products containing acelominophen: cautiously because of the small number lor lheir liver disease." Goldlingcr el  al. 

Do no! take this pmduct il you use alcohol of indi\liduals studied and because of (Ref. 10) reported hepatic damage in an  
or barbiturates unless directed bye unconlrollable factors such as age and alcoholic w : , ~  had ingested 9.75 g 
physician. nutritionai state ofthc individuals, a s  neclnminophcn overs - d a y  perindp&r 

Caution: Do not take this product if you am as tile possibility of their ingesting to hospitalization. Vilstrup el al. [Ref. 
presently taking a presctiplion drug lor other drugs. 11; ri-~orted on fulminan! lirfer failore in 
epilepsy. barbiturates, or ethacrynicacid Mitche!l et el. (Ref. 4) concluded, a s  a woman who was a known abuser of 
except under the ndvice end supewisionda result of their studies in rats and mice. elcohol, diazepam, and barbiturates. 
physician. that pretreatment of these animals with The woman had taken a total of 5.4 g 

A reply comment opposed the phenobarbital potentiates both the acetaminophen over a 2-day period for 
suggested warnings, stating that there is incidence and the severity of premenstrual pain and subsequently 

i 
no evidence of any significant drug acetaminophen-induced hepatic died. 
interaction of acetaminophen when used necrosis. Howevcr. Prescott (Ref. 5) The agency points out that the amount 
at recommended doses with drugs which conducted a s:udy on acetaminophen of acelaminophen ingested by the 
induce micmsomal enzyme activity. metabolism in 12 healthy volunteers and woman described by Vllstnrp el al. is 

The agency is not adopting the 15 individuals who were chronically subject to questinn. It is also diiiicull to 
suggestion that consumers be warned using microsomal enzyme-inducing determine the exact daily dosage of 
against the use of ethacrynic acid with agents such as  phenobarbital and acetan~inophen ingested by those 
aceleminophen. The comments diphenylhydantoin, drugs used in individuals observed by McClain et al. 
submitted no data to support such a treating epilepsy. Prescott concluded (Ref. 9) and Goldfinger el  al. [Ref. 10). 
warning, and the agency is not aware of that the production of hepatotoxic However, it appears that the individuals 
data that indicate a need to warn metabolites of acetaminophen was not reported on by McClain el al. and 
consumers against the use of ethacrynic increased in those individuals who used Goldfinger el al. had ingested more than 
acid with acetaminophen. hepatic enzyme-inducing agents. These 4 g acetaminophen, which is the 

Afler reviewing the date cited by the studies have produced conflicting recommcnded maximum daily OTC 
comments. the agency hes determined results which are difficult to reconcile dosage. 111 addition, the individual 
that the results are conflicting and that and from which firm conclusions cannot observed by Coldfinger el al. was using 
there is insufficient evidence at this time be drawn. meprobamate, another hepatic 
to warrant a !abel warning against the Scott and Stewart (Re!. 6) reporled microsomat enzyme inducer, in addition 
use of OTC dosages of acetaminophen that most of the cases of acetaminophen to alcohol and acetaminophcn. 
products with alcohol, barbiturates, or overdose which they had seen were Olsson [Ref. 12) described an 
prescription drugs used for epilepsy. accompanied by some alcohol use and individual who had a 1-year history of 

Onn comment cited a commentary on said that the time available for effective alcohol abuse (occurring 7 years before 
acetan~inophen which recomniended treatment of overdose may be "much hospitalization) and who was 
:Itat drugs such a s  phenobarbital and reduced" in individuals with alcohol- l~ospitalized with jaundice, hepatic 
alcohol should not be used with damaged livers. Barker. de Carle, and choleslasis, anc ':?patic stealosis. This 
acetaminop:~en because they appear to Anuras [Ref. 7) observed severe liver individual was using a drug containing 
potentiate acetaminophen4nduced damage in an alcoholic who had acetaminuphen and chlormezanone. 
hepatotoxicity [Ref. 1). However. no ingested "moderately excessive" Olsson acknowledged that il was 
firsthand data were presented to amounts of acetaminophen (100 tablets impossible to obtain a reliable drug 
support this recommendation. A report of 300 mg acetaminophen 4 days before history from the patient. The role of 
by Wilson et al. (Ref. 2) concerned a 13- admission to the hospital). These alcohol is unclear, and chlormezanone 
year-old epileptic who took an overdose investigators concluded that this could have induced the lirrer injury seen 
of acctaminophen and phenobarbilal, individual's use of alcol~ol induced the in this individual. Furthermore, no 
subsequently developed hepatic formation of toxic acelaminophen plasma acetaminophen detern~ination 
encephalopathy, and died. These metabolites, which made him more was performed on this individual. Thus 
authors emphasized the seriousness of susceptible to liver injury from the it is difficult lo implicate acetaminophen 
dealing with acetaminophen overdose. "moderately excessive" dose 01 and alcohol use posilively as  the 
complicated in this case by the role of acetaminophen. causstire faclors in this case. 

.. , 
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Shamszad el al. [Ref. 13) compiled 
data that suggest that the half-life of 
acelaminoohen is sianificantlv 

113) Shamszad. M, el el.. "Abnormal 
Metebollam of Acelamlnaphen tn Paltents 
wlth Alcnholic Uver Diaesss" Isbetmctl. 

(Refs. 4.5. and 8). but no cases of drug- 
induced fever. 

Studies present conlllctlng data on the 
occurrence of cross-sensllivlty telween 
asnitin and acetaminoohen Relo. Z 0.8. 

pmlonged.in patien6 wilh livkdiscase 
from alcohol usc. liu\.:cucr, tltese 
invesli~ators noted tho! when a lc~hol  is 

28. Citing reports in t;,e literature 
(Refs. 1 through 9) to substantlate their 
arnument, several comments stated that 

10: and 111. ~ i s h e n a n ' a n d   ohe en's 
study [Ref. 2) contained five cases of used s<mulloneouslv with 

a&taminophen has many edverse~ 
e(!ecla that 6houid be Included in label 

cross-sensitivity between aspirin and 
acetaminoohen. These researchers 

is unchonaed. warnings for products containing this 
inxredient. T h e ~ e  adverse effects 

calcui~tcdhn "intolerance Index," 
wl~icli cun va used lo conlpare the In consideriilg the wide use of 

acetaminophen in the UnitedStates, and 
alter evaluating the above dsla. the 
agency concludes that the evidence 

include allepic reactions with clinical 
sign8 nvrh 8 9  rikin rnv11~q. dry-induced 
fever, or sstl~mo attacks associnted with 

tendency of various hugs  to er~idoce 
atlcqic reactions. The lndcr is Lased on 
the usual therapeutic dose divided by 

crosn.~cnsitivitv Eotivccn nsoirin and available to warrant a label warning 
against the use of OTC dosages of 
acetaminophc.1 with barbiturates. 
prescription d ~ g s  for epilepsy, or 
alcohol is conflicting nnd insufficient. 
However, if additional data demonstrate 
the need for such warnings in the future, 
the agency will reconsider its present 
position. 
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Other studies. not cited bv the 

which the comments requested arenot- 
warr,anted at this time because there is 
insufficient evidence thnt these adverse 
effects are being caused bv 

. - -, . - . - . 
I71 Ilarker. I.D.. D.I. de Carle, and S. 

Anur.is. "Chronic Excegsive Acetaminophen 
Use and Liver Damme." Annals oflntemal 

cornmenla. found no sensitihtv la - -  ~~ - ~ ~~< - -  
acelaminophen nmong aepirin.sensilive 
patiento [Refs. 10 and 111. Sampler and acetaminophen:'~owever:ilsu~cient 

evidence is presented to warrant new 
warnings in the future. the agency will 

Beers (Ref. 101 tested acetaminoehen in 
(81 Emby. D.. and ~.Fraser. 

"Hepatotoxicity 01 Paracelatinot Enhanced by 
lngeslion 01 Alcohol." Soulh AfriconMedicol 
laurnol, S I : ~ ~ W .  1977. 

(91 McClsin. C.1.. el 81.. "Polenltation of 
Acetaminophen Hepatoloxicity by Alcohol:' 
lournal ofllre Amr rican Medico1 
Associolion. 244:251-253.1980, 

(101 Goldfinger. R.. el st.. "Concomilanl 
A:cohol snd Drug Abuse Enhznctng 
Acelaminophen Toxlcily."Americon~oumnl 
ofGaslmenlrmlow. 70:3aF3138,1!37.9. 

I111 Vitstrup. H.. el 01.. "Liver Damage after 
Parncelomol." U#e&r;fl forhegrr. 139:831- 
n u  ,077 

182 asbirin-scnaitive oatients a d  found - 
no adverse reactions. Other 
investigators tested 11 asp~rin-sensitive 
pntieni. wilh t h ~ m p e u l ~ c  dosea of 

- ~ 

act accordingly. 
Two of the reporls on adverse effects 

of acetaminoohen cited bv the 
comments hab also beencited by the 
Panel and presented no new data for the 

acetaminophen and found no reaction to 
acetaminophen (Ref. 11). 

Because of the conflicting data on tha 
inciderlce of cross-sensitivity between 
aspirin and acetaminophen, the agency 
Is not proposing a warning about cmss- 
sensitivity to other analgesics on the 
acetaminophen label. Although the 
ootenlial for aliernic reactions to 

agency's consideration (Refs. 3 and41. 
Some of the reeorts cited by the 
comments were sinete-cas~reoorta of . ~~~- 

thrombocytopenia, ;hichinay have 
resulted from a number of factors, 
including idiosyncracy, or which may 
have been caused by agents other than "... .",,. 

It21 Ol~ron. R.. "Increased Hepatic acetaminophen  cis < 3. and 7I.There ecetaminophen does exist. the agency 
Sens~tob~ly toparscetsmol:Lancet. 2:tsz- were three singie.c;~se reports of skin believes that the following statement in 
153.1978. rash fnllowing the use oiacctsminophen the wnmings in 5 343.50[cj (I](i]. (2)(i). 
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and :I) wi l l  adequately Inform condition is  diagnosed because the The comment contended that these 
consumars to consult a doctor il an consumer is then under the core 01 a statements. zlearly intende* lor  adults. 
allergic reaction, such as a rash, should ohvtricion who wi l l  recommend umuer am unnecessary and inoppropriale for . . 
Occur lollowing the use of midication nnd edvise nsninnt annlsrsic and sntinvretic dmn ~roducts  
ace:amlnoyl~e~~; "' ' ' i fnew int.pptoprinte r~edi~ntio;. 1abei;d for c l . i ld r2  Tile cor~G~&nt 
symptoms occur ' ' consult e doctor The warnings recommended by the added thnt requir in~ these w m i n g s  nn 
becousc these could be signs o l a  comment lor inclusion in orolessional smnll containers 1e.n.. the 35tablct size 
scriuua condition." labeling are as follows: ' limitntion lor oediaiiic csnirin oroducia) 

Rcfornnces 
I11 Eisne- E.V.. 9ndN.T. Shahidi. "lmmuno 

Thmmbocytopenta Due to e Drug 
Metnhaiite." Now Englond Journolo~ 
h f i r i n e  m 3 7 m .  1972. 

12) Fisherman, E.W.. end G.N. Cohen. 
"iBapirin and Oiher Crnss.Reacting Small 
Chemicals in KnorrnAspirin lntolcront 
Palienis," Annols ofAllerpy. 31:47084,1973. 

(31 Hendin~. R.C.. "Purpura and 
Paracelornol" (letter to the edilor]. Brilish 
hfedicolloumol. 3:743-44. tW8. 

(41 Henriques. C.C.. "Aceiominophcn 
Sensitivily and Fixed Dermalilis" (letter to 
the editor), journalof the Amerimn hfcrlicol 
Associnlion, 21q:W36.1970. 

15) Michclson. P.A.. "Rash. Weakness, end 
Acclaminovhen."Annnls oflnlernol 
AfwI i i i t~~ ~ 1 : 3 7 a  1075~ 
~ ~ 

(61 Schmid. W.H.. "Acelsrninophcn- 
induced Drc~chospssm." Soulhorn Afodicol 
losrnnl. 70:590 and s t2  len. 

(71 Skoksn. 1.D.. I.S. ilcwielt,andC.C 
Ilollrnan. 'Thrambocytopenic Purpura 
Ansociotcd with Ingestion or Acetaminophen 
(Tylir.~!)." C1eve:oiid Clinic01 Qmrlcrly. 
40.R-41.1072~ . . . . . . . . . . . -. 

(11) Smith. A P.. "Rrsponne or Aspirin. 
Allergic Palienla to Challenge by Some 
Anillwrsir.9 in Common Use." Orirish Af~odicol ~ ~ ~ ~~~ 

jour~h. 2:494490.1971. 
lY1  Wilson. H.T.H.. "A Fixed Drug En~plion 

Duc l o  Paracclamol:' Drilishlnurnolof 
Dcrnmolology. 92:213-214.1975. 

(101 Somler. M.. and R.F. Ucers. 
"lntoisrance lo Aspirin: Clinical Studies and 
Considcrslion of its Puthogencsis." Annols of 
Irilemol hfedicine. 68:8?:W83,1SGE. 

I l l )  Sznekiik. A.. R.J. Grysiewski. and G. 
Czncriowskn-hlysik, "Kclalionship of 
lnhibiliun oiPmslngiondinDiosynthesis by 
Anvlsesics to Aslhmn Atlocks in Aspirin- 
Sunsiiive Paiicnis." Brilisir AfmiimlIournol. 
1:Li7-G9, 1975. 

29. One comment suggested that the 
professional labeling recommended by  
the Panel [B 343.80) be revised to include 
the indications that the Pancl did not 
placr i n  Category I because of its 
concern about sell-diagnosis. The 
commen! argued that, although sell- 
diaenosis is a valid concern for 

" -  ~ ~ - 

~ c c t i o n  343,50(~)[3)(i): "Take this 
product 191 thp tleatment olarthriiia 
only undcr the advice and supervision 01 
a nhvsician." 
~~ " 

Section 343.50(c](3](iv): "Coulion: Do 
not lake this uroduct il you hnve 
stomach distkss. ulcers. or bleeding 
problems except under the advice A d  
supcr\*ision of a physician." 

Scclion 343.50(c)(3)(b.1: "Coulion: Do 
not tnke this product il ynu are presently 
taking a prcscriplion drug for 
anticon~ulation l t h inn in~  the bloodl. 
diahetei, nout, o i  arthriiis exceot under 
the adviceand supervision ole '  
physician." 

Seclion 3+-?.50IcI/4llil: "This oroduct . .. .. . 
contains aspirin. Do not take this 
product i f  you are allergic to aspirin or il 
you hnve asthma except under the 
advice and supervision o l e  physician:' 

Scclion 343.50(~)(4)[ii]: "Do not take 
this product during the last 3 months of 
pregr.nncy except undcr the advice and 
suDervisioo  fa ohvsician." 

~ c c l i o n  343,5~i~)i~l/ i i i ) :  "Do nnt taka 
this product for st lc;~si 7 days after 
tonsillectomy or oral surgery except 
undcr the advice and supervision of a 
physician." 

The request made by  the first 
conlment did not s~ec i l v  the indications 
i t  was relerting to:ther6fore, tho agency 
cannot respond. 

The agency disagrees with the second 
cornmeit's suggesEon that the warnings 
listed shove be moved to the 
professional labeling section of the 
monogruph. These warnings are 
esscntiai for the safe and effective use 
by consumers of the products to which 
they npp'v [with the exception 01 
5 343.50(cl(3)[i), which is being deleted 
lor reasons st:~ted i n  commcnt19 
ul~ove), and the agency proposes to 
require thcm i n  consumcr iahcling. 

30. One comment stated that the 
loilowine warninen recommended bv  the 

wi l l  r ~ s u l t  in ;mollcr thnlwil l  
nuke the labeling message legs 
conspicuoos, less legible, and less likely 
l o  be read and underritand bv the 
consumer. 

The comment also stated that thc 
words "Chiidren under 12 years" should 
be eliminutell from the recommended 
warnings i n  5 343.50 (c)(I][ii! and 
(cl[3)(iii)[b). for the teasons given above 
as well as the reason that the stnlcment 
is supcrlluous because pediatric 
products are defined by the Panel i n  
P 343.31~1 os nroducts for children under 
izycn;s.. . 

The pregnancy warning rccommcnded 
by  the Panel i n  8 343.50!c!(4)fii) is 
obviously not needed in producls 
intended only lor use i n  children. I n  
addition. the pregnancy-nursing warning 
required lor al l  OTC drugs intended for 
systemic absorption specifically 
provides for an exemption far drugs that 
ore labeled exclusively lor pedistric use. 
lSee 21 CFR 201.031cll21.1 . .. . . 

The ngrncy agrees that the warnings 
for :~dults limiting use tn not more than 
10 dttvs nnd dircctinn thcm to drink a 
lu l i  eiass of water wit'n each dose ~ . . ~  ~ ~ (9 34350(c)[ll(i) anti [c)(3)(iii)[~))are 
unnecessary i n  the labeling of products 
intcniicd onlv for use i n  chlldrcn, as the 
womingn i n  5 343.5flIc)[l)[ii) zlnd 
[c)(3l(iiil[b) provide the necessary 
inlurmnliun fur childrcn undcr 12 years 
ofisgc. The warnings recummended by 
the Panel in 5 343 50!cl[l)(1) und (clll)(ii) 
nrc llcine rerisud und exo;rniled into - 
three warnings appearing i n  the 
tentative final monograph under thc 
following sections: § 343.50(c)Il)(i), lor 
products laheled for adults: 
5 343.50(~)(2)(i), lor products labeled for 
children 2 yeays to under 12 years of 
age: and 5 343.50[~)[3). for producis 
labeled both for adults and for children 
2 years to undcr 12 years ofag;.. (See 
commcnt18 above.1 ~ " ~ ~ ~ - ~  ~~- , 

co&mer-orientcd labeling, this concern Panel in'h 343.50(c) should be climini~led The agency agrees that products that 
is irrelevant to professional lobeling. from OTC analgesic and antipyretic are clet~rly identified lor use in children. 
Another comment suggested that the drug products that are markeicd i n  eg.. infani drops, children's aspirin or 
Panel's recommended wnrnincs listed children's dosaee units as children's occtaminoohen tahlcis. do not hove to 
l ~ e l o ~ v  be moved fiom cons~:mGr lubeling prodl~cts: "~du i i s :  Do not toke this be lnbclcd'wilh a statekeni i n  the 
to pmfessionol labeling because these proih~ct lor more than lodays. I f  warnings or in the directions specifying 
statements refer to conditions that sympioms persist, or new ones occur, that they are for children under12 yeais, 
should he diaenosed and suoerviscd bv consult vour nhvsician." "Adults: Drink as had been recommended bv the Panel. ~ ~ . ~ ~ ~ a physician.'i'he corr.mcnt cbncluded - a lul l  gl&s ofw>l& with cnch dose." Because the d~rections furuse lor such 
that these warnil.~a nre irrclcvant to a "Do not tuke this product during the last products du nut include dosages lor 
consumer with an undiagnosed 3 months 01 pregnancy except undar the people over 12 years 01 age or under 2 
condition, and are not needed once the advice and su)>crvision o l e  physician." years of age, further labeling specifying 



that these prodrlcts are Intended for use stomach, or stomach pain. In certain heartburn, upsel stomach, or stomach 
by children from 2 to 12 years of age indidduals (42 FR 35387). Wain aspidn pain) that persist or recur. or if you have 
appears to be unnecessary. Accordingly. can also exert adverse effecb on the ulcera or blerding problems. unless 
new 5 343.501b)[4) is being pmposed in gastrointestinal tract [i.e.. ~nucosal direlted by a doctor."This warning is 
the trntative Rnal monogiaph ne erosion, ulcerntion, minor occult also bein:, rtilsed iz 5 3:3?[c][~)!]Iv1[8) 

bleeding, etc.) which mny exacerbate for products labeled for chlldren 2 years 
i4) Ot~5errquiredstotements-(i! For stomach problems associated with to under 12 years of age. . 

prud~rcts labeledonlyforchildren2 lo underlying gastrointestinal dinease. Refamnoes under 12 yeom of age rnntoining any These erterts can also be pmrlaced by 
i~rgredicnl iri~ntifiedin$343.70. (A)  The snlicyiates other than aspirin (42 FR (1) Silvoso. C.R, et el. "lnddencc of 
labeling of the pmduct contains. on the 35417 to 35421). Goatrlc ksions in Patiento with Rheumstio 
p: illcipal display p~nel .  either of the 

32. One comment asserted that 

product if you have stomach 
ciistress ' ' ' :' 

The supporting commcnl slated that aspirin did not appear to prevent 
aspirin d r ~  pmducts cause aspirin-Induced gastric demage (Ref. 1). 

 ont tact a physician immediately." The 
comnlent btatfd that all olhcr cautions gastrointestinal distress a t  &erapeulic However, these investigators stated &at on the of 

dmg doses and that their labeling should more definitive studies are needed should be under a section designated bear a warning to this effect. The which compare various espirin 
opposing comments reconimended prepamlions before any find "Cautions." 
deleting the term "stomach distress," conclueions arereaciled. The agency agrees that the general 
contending that it has little meaning to Another study showed that OTC warnings quoted above are among the 
consumers. The term is so  all.inclusive. doses of bufiexd aspirin tablets most important provided for all O'E 
Ihe comment maintained, it may containing 6,4 mEq of drugs 10 consumers. These w a r n i ~ s  arc 
discourage consumers fmm using aspirin exceeds the amount of buffering present re¶"imd lor OTC drug pmducts in 
fur symptoms for which it is indicated. 811 most m n t l y  buffered 5 330.1(8) lz1 CFR330.1[~1J.TheagencY 
The comments explained that "stomach aspirin products. produced gastric ogrees that manufacturers should 
'lislress" often accompanies symptoms mucusal injury. The investigators ofthis consider displaying lhese 
such a s  headache or fever, as  with the study that such products offer from 'Iher label warnings0r 
common cold or flu. and that the little protection to the gastric and highlighting them to attract consumers' 
warning may discourage consumer+ duodenal mucosa [Ref. 2). Funhermore, ""ention. 
fmm using aspirin for these concurrent the Panel stated Ihat there is evidence Conccrning the use of the terms 
symptoms. One comment suggested thot, that highly buffered ospirin for solution "warning" and 
a s  alternative labeling, consunlers be reduce. but not (he acute 502(fl(21 of the Federal Food. Drus.*nd 
warned against the use of aspirin "in gnstric erosions and blood Iosa Cosmetic Act.(the act1 121 U.S.C. 
cases of stomach ulcer and related produced by the local effects of aspirin 352(1)I211 Statcs# Part. Ihat drug 

in animals and humans with no marketed O X  must bear In labeling 
Because the agency shares the .,. . . 

predisposing gastrointestinal disease (42 such adequate 
comments' concern that the general lerm FR 35471). warnings ' ' ' an nre necessary for thc 
"sloniach dislress" can be applied to For these reasons. the agency protection of users ' '."Section 
various symptoms and may have little tentatively concludes that it is necessary 330.10lal14llv) of the OTC drug 
meaning to consumers, the agency is lo advise consumers who have regulations provides that labeling of 
pmpusing to delete this term from the persistent or recurring stomach O'rC dmg produ:ts should include 
warning recommended by the Panel in problems [such as  heartburn, upset 0.. . . warnings against unsafe use. 

stomach, or stomach pain). which may side effects, and adverse 
Although the agency believes that be symptoms of an underlying reactioos ' '." 

alternative labeling is warranted, it is gastrointestinal disorder. against using The agency notes that historically 
not adopting the alternative labeling products con:aining aspirin [plain or there has not been consistent usage of 
suggested by one of the comments buffered) or other salicylates unless the signal words 'Warning" and 
because the term "related symptoms" is directed by a doctor. Accordingly. the "caution" in OTC drug labeling. For 
vaguc and probably has littie meaning Panel's recommended warning in example. in 0 8  389.20 and 369.21 (21 CFR 
to consumers. As Ihe Panel pointed out. P 3-13.50(~)[3)(iv) (redesignated 369.20 and 369.211, which list "warning" 
plain aspirin products can cause P 343.50[~)[1)[vJ[B)) is being rcvlsod a s  and "caution" statements for drugs, the 
stomach discomfort or "stomach follorvs: "Do not take this product if you signal words "warning" and "caution" 
pmblems:' such as  heartburn, upset have stomach problems (such a s  are both used. in some instances eithnr 



Federal Regisler I Vol. 63. No. 221 1 Wednesday. November 16, 1 6 6  1 Propesed Rules 46221 
- .  

or these signal words is used to convey 
the same or similar precautionary 
infometion. 

FDA has considered which 01 these 
signal words would be most likely to 
attract consumers'attention to tho1 
inlormotion describing conditions under 
which the drug product should not be 
used or its use should be discontlnued, 
The agency concludes that the signal 
word "wnrning" in  more likely to fin: 
potential dongers =o that consumers will 
rend the informa~ion being conveyed. 
Therefore. FDA has determined that the 
signal word "wnrning," ruther then the 
word "caution," will be used routinely in 
OTC dmn labelinn that is intended to 

(tinnitus) has no value as  a wnrninn of potential dangers olexceeding the 
recommended dose. 

For children 2 years of age and older, 
the Panel developed a new dosege 
schedule to he!p prevent therapeutic 
salicvlate overdose. I his dosaee 

ioxicity in the pediatric age group - 
because it is subjeclive, and infants and 
young children cannn.? alert :be pnrent 
to its occurrence. For these reasons !he 
lollowinn warnina was sunnested for all 
eapi~in i<ug ptud;~cis iur &ldren: "Do 
not exceed recommended doses unless 

schciule not only is based upon a 
maximal dose thal provides elfective 

directed bv vour physician, More then plasma levels for aialgesic and 
antipyretic effects, but nlso has a safety 
margin in case of an inadverten: 5% 
percent increase in dosage. The agency 
believes that this children's dosage 
schedule, which has been slightly 
revived (see cvnllneni 58 beiuw]. and ihe 
revised warnings in % 343.50(c) (2](i) and 
131 orovide adeauate naidance to 

six conscc"iive dasss at four-hour 
!n!ec:!- cun Icad to scrious 
complications in a ieverish dehydrated 
infant or young child." . . 

Two reply comments disagreed with 
t:ruic ~ O I I I ~ I I ~ I I ~ Y .  One argued thai the 
Panel's oediatric dosage schedule and 
its recommended warsngs in 8 343.50 
(c)[l)(ii) and (c](2) contain instructions alrrt con~umers 1; potential safety 

problems. Accordin~ly, the signal word 
"caution" is being deleled from lhc 

. .. 
pnrcnts 17 prevdnt o&rtlosajie. 

As far the addit~onal labcl~ng that. when heeded by parents, are 
adeauate to orevent overdosa~e. These sucaested by the comments. the ancncv 

Panel's recommeided warnings in 
5 343.50[c)I31 (iv) and (v), redesignated 
B 343.50[~)(1)(~) (B) and (CJ in this 
propnserl mona~reph. 

33. One comment stated that the first 
acn!pnce of the aspirin hypersensitivity 
warning recommended in 
8 343.50(c)14)(i). "This product contains 
aspirin," is redundanl for products that 
displav the word "asvirin" in the 

comments afso stnted that ov&dose~ 
may occur with any drug and thut 

- - 
bfiibvcs th; terms such as  
"dehydrated and "deep and rapid 
breathing" have little meaninxto parents must be alerted not lo exceed 

the recommended dosanes of asoirin ea consume~s and are not appropriate for 
consumer labeling of aspirin drug 
prodxsts. sl!hcugh they may be used hy 
doctors in diagnosing coilditions due to 
toxicitv. The information in the 

well as  other drugs. ~hecomrnehts 
agieed that :inni:us has no va!iie as  a 
Geming symplom because it cannot be  
edequately described by infants and 
children. However. the comments 
pointed out that there are observable 
symptoms of aspirin toxicity, such as  
hyperpnca, rvhich can be described in 
labeling as  "deep and rapid breathing." 
The reply comments also stated thai 
dehydration should not be included in 
the labeling because parents cannot 
diagnose this condition, which is rare 
end should be dingnosed by a doc:o:. 
The comments also maintained that 

su~gesied labcling. "Uo nut exceed 
rccommcndcd doses unlvsn directed by 
your physician." is provided in the 
directicns lor use by the phrase "or as  
dlrected by a doctor" ur "unless directed 
by a doctor" after the usu:~t 
rccommcnded OTC d o s n ~ e  of the 

orddu6t name or are blearlv lnbelod aa ~~- ~-~~ . 
containing "aspirin." The comment 
stated that part of the next sentence In 
the warning. "Do not take this oroduct if 
you are allergic to aspirin -*."is 
adequate to warn consumers and that 
the lirst sentence should be deleted. 

The agency agrees with the comment. 
Because section 502(e)[1) of the act (21 
U.S.C. 352[e)(1)1 requires that the 
established name of the active 
ingredi~n!~ contained in a product he 
induded in the !.hc!. ':ie i:aiement. 
"This product contains aspirin." would 
be redundant. Therefore. in the tentative 

product. 
Refcrcnces 

( I )  Craig. 1.0.. I.C. Fewson, and 1. Sync. 
' Inftanls. Toddlers, nnd Aspirin." Drilish 
Alrdicirol lourno1 1.757-7R1.14lM. such labeling would confuse the 

consi;inii ail,: obscure other nccessary 
!nformation on the label. 

'ihe agency does not believe thal 
children's aspirin drug products should 
be labeled with a warning slating that 

~ , - ~ ~ ~ ~  ~~~. . - ~ ..-. ~ 

(21 Done. A.K.. and A.R.Ternple. 
'Trcolment of Selin4ele Poisonine:' Akr,lcrtz 
Tmnlnrcnl. 8.52855i. 1971. 

- 
(3) Trchetler. P.N.. "Salicylism." American 

joornnlof Dir-wses of Chihlren. 108:134-146 
1963. 

35. One comment contended that the 
warning not to take aspirin if taking a 
prescription drug for arthritis should not 
be included in the Panel's recommended 
warning in 5 343.50(c)(3)(v). The 
comment further contended t l~at  the 
major responsibility of warning the 
consumer of drug interactions should 
rest with the prescribing physician and 
that the follov ing statement by the 
Panel (42 FR ;5372) should apply: 
,,a . . physicians always carefully 
control the patient's use of all other 
medications, thereby negating the need 
lor n warnine." 

final monograph this stalement is being 
dele!ed from the warning. 

34. Two comments urged that all 
children's aspirin products be labeled to 
include a v arning that salicylate 

selicylate intoxication can occurwhen 
aspirin is taken in doses within the 
recommen.led d-saee schedule 
[therapeutic okvrdo&]y The reports 01 
overdose of snlicylates cited by the 
comments showed that poisoning from 

intoxication can occur f r o m i  
theraoeutic overdose when "asoirin is 
repetitively administered to inhnts and 
young children ot  commonly 

accidental ingestion occurs more 
commonlv in children over 2 vears of 
agc nnd &at ther~~peutic ovet"dose is 
more likely to allect children under 2 
years of aRc (Refs. 1, ?.and 3). The label 

recommended doses and lime 
inlen,ols."The comments arnued that 
oarents have been inadeouaielv aierted 
io the hazards ussocialedwithihe 
cumulative effccls of salicylale in 
infants nnd young children and that 

direetions;ecommended bv ihe Panel 
lor aspirin state. "For chii&en under2 
yean ~ i ~ g e ,  there is no recommended 

parents frequently ignore recommended 
dosage schedules lor asoirin because 

dosage except under the advice and 
suvervision of a vhvsician." Thus. 

they 'illink this drug conbe administered parents are uleried-to consult a The agen4  believes that many 
with relative impunity. The comments physician before giving aspirin to cunaumers who take prescription drugs 
further nrnued tho1 parents will often children under 2 years of age. The will also use OTC analnesics and 
continue ib give aspirin to relieve a physician is responsible foigiving antipyretics. such as  sdicylates. without 
child's fever when the fever actually parents specific dosage inslruclions lor a physician's advice. These consumers 
may be due to aspirin toxicity. One aspirin given to children under 2 years may be unaware of possible interaciions 
comment noted that ringing in the ears of age and for warning parents of the bclwcen the salicylates and prescription 



drugs and nwd to be alerted to this physician before using any pain reliever. threatening and even fatal (42 F'R 35387). 
possibility in the labeling. Baaed upon The comment suggested the following The consumer's comment reaffirmed the 
:he I'anel's discussion of the increased alternative labeling, explaining that it is need to warn asthmatic consumers who 
potential for gastric ulcemtion i: aspirin broader and mom inclusica t l~an ihe may not always be alerted to this 
is taken alohg with another anti- Panel'n labeling end wilt pmvide sefer danger by a doctor. 
innemmatory agent (42 FR 354091, tho covemge to the coneumec "If you are The agency is not pmposilg the 
agency *mtativcly concludes that the taking any pri~cription medic~tion. warning suggested by one comment 
warnlra on the concurrent use of consult your physician before using any because it refers to "any pain reliever" 
salicylates with prescription drugs for pain. rc!ieer." and is thus too broad. The medical 
arthritis is needed and therefore should Another conlment suggested the litciature includes a few reports that 
hc rptainea. The u!srnina is not !ntended general dmg fntcrect:on warning. 'If you certaiil paiu relievere other iilan aspirin 
to pmhibit sun\ concurrent use, but to are takiog any prescription medications, may precipitate asthmatic attacks in 
alert consumers to consult a doctor first. consult your physician before tdking this aspirin-sensitive patienta. However. 

38. Two comments objected to Ule medication!' these reports do not agree on the 
Pond'; ;icar,;i;iended >;axing in The agency belleves the iabeli~~g anaigesic drugs impiicaied anri the 
$343.50[cJ[3)[v) that advises against the suggested by the comments is too mechanism of action involved (Refs.1 
use of salicylates concurre~stly with general, and consumers might thmogh 7). The eganc:' concludza that 
prescription drugs for the treatment of completely ignore its message. In more data a n t  information are needed 
gout. The comments asserted that the addition. the suggested warnings would to determine the need for an asthma 
warning should bz modified to npply not alert consumers to the specific types warning for pain relievers other than 
only to the use of solicylates and of drugs that may interact with OTC aspirin products. 
uricosuri~ drugs, which are drugs that analgesics. As discussed in commehtt35 RBlerenm promote the excretion of uric acid in the above. the agency will propose specific 
urine. The commenis argued thai drug interaction warnings in consumers (11 "Anetgeslw and Asthma." iJril;sh 
allopurinol, commonly prescribed for when necessary for the safe use of an Medico'/oumo6 3:41w20- 1873. 
gout, is s nocuricoawic drug and is OTC drug product. (2 )  Assem. E.S.K. "immunological and 
compatible ~5:h sslicy:ates. 0" . so- ,,,e ~ ~ , , . n e n t r  --- oj1ps2d eiid Non.lmrnunological Mechanisms of Some of 

The agency endorses the labeling othern the recommended the Desirable andUndesirahletllectn of 
recommended in P 343.50[c)[3)(v) to alert warning in 5 343.50[c)[4l[i) against the ~ ~ ~ ; ~ ~ " , " , ~ ~ ~ ~ ~ " , " , ~ ~ ~ ~ ~ ~ f " g s v "  consumers to consult a physician before use of aspirin drug products by 
using OTii aaiicylates with several consumers who have asthma.The (31 Fishemari E.ii'.. and C.N. Cohen. 

types of prescription druge, including opposing comments stated that the "Aspirin and Other Cmas-Reacting Small 
Chemicals in Know Aspirin Intolerant those used in the treatment of gout. The references the Panel cited to support the Pslien,s; Annolso,Al,eey~ 31:4,&4w, ,973. 

agency concludes that differentiating need for the warning were o~jtdated and (4, Smi,,,, A, P,...RespanJe of 
between uricosuric and nonuricosuric included no reports of fatal asthma allergic Patients IoChallenge by Some 
drugs in the warnings for OTC salicylate attacks. The comments argued that the h,lge~i,tnc.,mmonuee:. British Medico/ 
drug products would be menningless warning is unnecessary because only ~ ~ u m o l .  2494-498. 1 ~ 1 .  
and confusing to consumers. Because about 2 percent of asthmatics (5) Smklik. A,. R. I. Gryglewski, andG. 
the agency believes that it is important experience an adverse reaction to Czerniowaks-Mysk "Relstionship of 
for consumers to understand the reason aspirin. Asthmatics are under a doctor's lnhibilivn of PmstaglandinBiosynthcais by 
for this warning. it is proposing In the care. the comments staled, and the Analgesic8 to Asthme Attach in Aspirln- 
tentative final monograph that the doctor should warn them of possible Sensilive Patienla." Brifisn Medical/oumo!, 
information in 8 343.50[c)[3)[v) adverse reactions. 1:87-89.1875. 
(redesignated 9 343.50[c)[ll[v)[C) in this A comment from a consumer. who (8) S w e W i k ,  k, and C. Czemiawaka- 
monograph) he identified as  a drug suffers from asthma and had been Myrik. "Pmsiaglandins and Aspirin-Induced 
interaction precaution and appear a s  unaware that aspirin coold precipitate Asthme" (letter to the eJitor).I.uncet1:1118. 
follows: "Drug Inlemclion Precoulion, asthma attacks, supported the Panel's '97a. 
Do nnt tak* this ~=.'sct if ycu srz 
taking a prescription drug for 
anticoagulation (thinning the blood). 
diabetes, gout, or arthritis unless may occur with the use of aspirin drug 39. One comment disagreed with the 
directed by a doctor." This precaution products. Another supporting comment wording in the Pnnel'srecommended 
has been modified in 5 343.50(c](2)[v)[C] suggested the following alternative warning for aspirin and other salicylate 
for products labeled for children 2 years warning to avoid creating consumer products in P 343.50[c1(31(ii), "Stop 
to under 12 yearn of age. For products anxiety: "If you have taking this product if ringing in the e a n  
labeled both for adults and children, the asthma . ~ansul t  your physician or other symptonrs occur." The comment 

argued that the consumer should not be 
The agency is proposing the following advised to stop taking the product if 

warning in 9 343.50(c~(lJ[iv) for products tinnitus develops because many doctors 
warning recommended by the Panel for containing aspirin or carbaspirin use tinnitus as  a guidelin? for adjusting 
aspirin and salicylste products in calcium: "Do not take this pmduct if you a patienrs dosage level of aspirin to a 
B 343.50[c)[3)[v), asserling that (ha are allergic to aspirin or if you have therapeutically effective and tinnitus- 
potential for drug interaction is greater asthma unless directed by a doctor!' free level. The comment stated that the 
than that expressed in this labeling. The The Panel stated that aspirin has lcng phrase "or other symptoms occur" 
comment explained that because the been associated with allergic-type ahould be deleted from the warning 
information on dmg interactions is reactions, such as asthma in because it is vsgue and confusing to the 
Increasing, the consumer who is using hypersensitive individuals. In certain consumer. The comment suggested the 
prescription medication should consult a instances these reactions can be life- following altr?rnative: "If ringing in the 



ears develops. consult your physician The agency believes that the term gastric muwsa longer. but Liquid foods. 
before taking nny more medication." "bleeding problems" as  used in the such as  juice or milk, dissolve iallcylate. 

The agency agrees that it is more warning in 5 343.50(c](3)(iv) However, the agency is concerned that, 
appropriate to direct consmerv with (redesignated 5 31.3.!qc)(l](v]jB]) is hecause of iheir acidity. taking some 
tinnitus to consult a doctor before taking accurate and useful to consumers. The juices with aspirin may ceoae more 
more medication than to "stop taking" Panel recommended the wording in this irritatinn to the stomach than taking 
the pmduct. The warning is being sectinn tn warn persons who hatre aspirin with water. Also, the agency i8 
revised accordingly in the tentative fina: bleeding rroblems that they should not unaware of any data showing that milk 
monograph. In additinn, the phrase "or teke aspirin except under the ndvice and will i e s ~ e ~  lire gilstric irritation caused 
other symptoms occur" is being deleted supervision o f a  physician. Persons with by aspirin. Thcrr?fore. the agency 
from the warnine hecn~~se  this phrflse ie bleeding problems 3uch 2s hemnpliilia, c o n c l l ~  with ihe Panei that consumers 
swonymous with the phrase "if new von Willrbrand's disease. should be advised to take solid, oral 
~?~mptoms occi~r." which has been thrombosthenie, or thromhocytopathia dosage fornu of sali~ylates with water 
included in the warnings in 5 343.50(cl may react to aspirin drug products with to lessen the chance of gastric irritation. 
IIKi). [2;{i), efid (3). a markedig proionged bieeding time that The igencg be!ieves ths! !heae 

The Panel noted that because aspirin might lead to a significant loss of blood statenlents belong under the directions 
or other salicglates produce a reversible in the gas?rointostina! tract or for use, rather than in the warnings. 
ototoxicity manifested by deafness, it is elsewhere. 
important that patients who are Consequer.tly the wnrnings 

Refarences recommended by the Panel in regularly receiving salicylates at higher 
[,I !ngelfinger.F. 1.. 'me side E,fecta of 8 343.Wcl(3l(iiil la1 and lbl have been be a physician lor ~ ~ ~ i ~ ~ ~ . , ~ ~ ~ ~ ~ ~ ~ ~ d ~ ~ ~ ~ ~ l ~ , ~ ~ ~ ~ ~ ~ i ~ ~ ,  designated as directions in S 343.50(dl(3) 

I 
I hearing loss as  well as  tinnitus. It is 

2~11551157.1914. (i) and (ii) of this tentative final ~3rticularly important Illat patients with [2) ~ ~ ~ ~ ~ l , ~ ~ ,  M. M.. el al.. monograph. preexisting hearing loss be frequently .qiir,+sp+n in =isorders dl,,trinsic 42. Two comments urged Category 11 monitored becallse they will not rePQfi Clotting." New Englondloumolof Medicine status for the following labeling tinnitus as  plasma salicylate levels 281:1D3%1M2,lsG9. for buffered aspirin: "Buffering agents to increase to toxic levels. An example of (31 Sanfelippo. M. I.. and C. V. Hussey. 
help make the pain reliever more this was shown in a report from a 'Thromtmpathy: Identification and 

consunler a hearing Distribution." Arnericonloumolof Clinicol to the stomach." "helps Prevent the 
loss who described a severe additional Pn"'o'o~fi 81:3ZM38a1874. stomach upset oRen caused by plain 

aspirin," "' ' . 
loss o: hearing after using 50 grains 41. One comment urged that the provides ingredien:~ 
(3.250 mg) of enteric-coated aspirin daily labeling of aspirin tablets direct that may prevent the stomack distress 

I 
for a month [Ref. 1). consumers to take these products with that plain aspirin occasionally causes 

In view of lhe above considerelions. fuod or milk. The comment personally but be laken by certain 
the agency proposes to revise the an of gastrointestinal individuals will1 stomach disorders a s  
u,arning. "Stop taking this product S bleeding to taking wilh cautioned elsewhere on the label," 
ringing in the ears or other symptoms water rather than with milk or food, and "faster Ihe bloodstream Ihan plain 
occur:' to read as  follows in 8 313.50(c) maintained that food or niilk would aspirin." and claims implying more rapid 
(Il~vI(A1 and (21lv)(A): "If ringing in the have coated the stomach and prevented as a of an  increased 
ears or a loss of hearing occurs, consult the bleeding. absorption rate. 
a doctor before taking (giving) any more The comment submitted no data to The comments pointed out that the 
of this product." support its viewpoint. The Panel Panel concluded that there is insuflicient 

considered whether salicyla{es should evidence to substantiate the claims tbat 
Reference 

he taken with food, but concluded that it buffered aspirin or highly buffered 
1x1 Letter fmm a consumer, included in was most imporiant that aspirin for solution (aspirin and antacid) 

OTC Voltune 0381FM. dosage forms containing salicylates be can be safely used by Persons who 
40. One comment suggested that ihe taken with rvater to lessen the chance of should not use plain aspirin. The 

term "bleeding problems" in the Panel's gastric irritation (42 FR 353561. ~n fact. comments stated that these claims may 
recoiiimeiided i v ~ i l s i n ~  in the IJanel recommended the following lead consumers to think that buffered 
8 343.50~cl(3lIivl be c h . ~ e d  to "blood warnings in 8 343.~0(c](3)(iii): (a) aspirin products eithcr give faster or 
clotting problem." The comment argued "Adults: Drink a full glass of water with greater pain relief thsn plain aspirin or 
that the term "blood clotting problem" is eacl~  dose," and (b]  "Children under12 cause less or no stomach distress. The 
nlore accurate medically and would be years: Drink water with each dose." comments expressed concern that 
more useful to consumers than "bleeding The Panel specified a full glass or reliance on claims relating to less 
problems." which could be interpreted water for adults for each dose of stomach distress with buffered aspirin 
to include a minor cut that bleeds salicylates. At gastric pH. 6 ounces or products could lead to a clin:zal danger 
somewhat longer than usual. The more of water is required to dissolve a in alcoholics and in persons who are 
conment provided three references to dose of aspirin, the most commonly used prone to ulcers. Xeferring to claims such 
support its position (Refs. 1.2, and 31. salicylate. Undissolved salicylate in a s  "gets to the bloodstream faster than 

The references provided by the contact with the gastric mucosa is one plain aspirin," the comments argued that 
comment do ziot suggest that the term cause ofgastric irritation following blood level studies do not constitute 
"blood clotting problem" has more salicylate ingestion. Although salicylate accepkrhle scientific evidence to show 
meaning to consumers than the term solution is lcss irritating than that buffered products of this type are 
"bleeding problems." Two discuss undissolved salicylate, the solution therapeutically superior to piain aspirin. 
bleeding time and other laboratory could also be irritating to the hichly Other comments urged Category I 
measurements (Refs. 1 and 21; the third sensitive individual (42 FR 353871. Solid status for the above labeling claims for 
discusses the side effect of foods would delay the dissolution of buffered aspirin, stating that consumers 
gastrointestinal bleeding from aspirin salicylates, allowing the undissolved should be informed of the purpose of 
use (Ref. 3). salicylate to remain in contact with the buffering, and renuested that the agency 
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provide specific information on the to support a claim of more rapid action. dissolution rate similar to the buffelad 
criteria for achieving Category I status The agency concludes that although aspirin used in most of the clinical 
for these Category Ill labeling claims. there were apparent higher blood studies reviewed by the Panel (42 FR 
Tine comments noted that the Panel salicylate levels fo. buffered aspirin in 35489 and 35470). 
stated that the evidence, al lhoyh sorne stodies. therc remoins insufficient A; &is lime, baaed upon the data that contlictin~. seema tn show n !gwPr evidence on the hsala of contro!!ed L uerll irrrewed, >... the sgeiicy epees h 
ircidence of stomach upset produced by clinical analgesic studies. that buffered that the clinical evidence is inconclusive 
buffered aspirin in some patients who aspirin products provide a more rapid to support a claim of better exhibit gastric intolerance to plain onset, greater peak intensify. or a hlOre gastrointestinal tolerance for buffered aspiti11 (42 FR 95470). The comments prolonaed :Juration of analgesia than ,,?ifin ;r?.I%cts. Ugwever. hdustry has also noted that such labeling claims are unbuffered aspirin. Because no new data provided %dditional data in the form of qualified or modified by the words have been Submitted to answer the . three new clinical studies (Ref. 2). "may" and "occasionally" and the Panel's concerns, claims such as "faster ~ ~ t ~ i l ~ d  infomation on the disolution phrase "' ' ' but should not be taken to the bloodstream than plain aspirin" profiles and Ecid neutralizing cap2city 0:' certein indisidue!~ -ith stomach rcmoin c!assiEti in C C ! Z ~ ~ W  !!I. o i  the iormuiaiions used in ihese siudies disorders as  cautioned elsewhere on this Further, based upon the dats were also provided. 'Crese data are )$be!." The comments contended that submitted to the Panel, the agency 
the Panel classified stomach upset currently undergoing review by the concludes that there is not sufficient agency, and will be discussed in the claims for buffered aspirin as  Categury evidence to clearly demonstrate h a t  preamble lo final mle for OTC 111 because the Panel believed that the buffered aspirin may help those 

I 
internal analgesic, antipyretic, and benefits from the use of buffered aspirln individuals subject ta stomach upset antirheumatic drug products, in such instances oflect only a few sssociat~d with aspirin ingestion. The 

consumers, and not because such claims Panel noted that the results, of the 11 should be  further noted that after 
imfly that buffered aspirin products slinicai ciudies comparing buffered the .Panel's isport wae published. 
have a therapeutic advantage over plain aspirin to plnill aspirin in which the standards for acid neutralization (which 
aspirin. symptom of gastric intolerance was is the Panel's recommended standard for 

The comments also contended that evaluated, appear to be conflicting, but acid for buffered 
there is no proof of s lack of relationship that the data seemed to indicate thnt pmducts) and 
between variations in bioavailability of buffered aspirin produces a lower buffered aspirin tablets were added to 
aspirin products and their resultant incidence of gastric in some the United States Pharmacopeia (U.S.P.) 
clinical effect. The comments argued sensitive i~ldividuals. (See 42 FI? 35480.) (Ref. As discussed in 98 
that if a buffertd aspirin product is Accordingly. the Panel classified the Ihe agency is proposing 
absorbed more rapidly than plain following labc! claim in category 111: incorporate these stnndards in the 
aspirin and provides the consumer with "Provides ingredients that may prevent i"te'"alanal~esic monogreph. 
some therapeutic advantage, labeling the stomach distress that plain nspirin that meet U.S.P standards are 
claims regarding faster absorption, such causes but should not be taker1 by identified as  "Buffered Aspirin." 
a3 "faster to the bloodstream than plain certain individuals with stomach Accordingly. for buffered aspirin 
aspirin." would not be misieading to disorders as  cautioned elsewhere on tho pmducts meeting lhese stsndards. the 
consumers and should be allowed. label." agency is providing for the optional 

The agency's response to these Citing the significant variation in statement "contains buffering 
comments covers all buffered aspirin dissolution rates among marketed ingredients" in this tentative final 
products, including aspirin with antacid fcrntulations of buffered and i~nbuffered monograph. 
products (such as highly buireied aspirin aspirin products, the Panel stated that The agency agrees with the comment 
for solutionl, because the labeling the clinical evidence for a given bul:ered lhat consumers should be informed of 
claims apply to all such products. aspirin product could not necessarily ba the purpose of buffering. However. the 

The Panel found (1) "Comparisons of extrapolated tn other buffered ~sp i r in  clinical studies reviewed by the Panel 
the most commonly used plain a d  formulations. In addition, the Panel and tho Agency. are inconclusive. Until 
buffcrcd aspirin show that .qatir,vtate noled s t~d ine  t!!e! S I ~ Z P Q ~  thet en the new data (Ref. 2) are fully evaluated. 
blood levels are twice as  high in the Cis1 adequately buffered aspirin product may claims regarding decreased gastric 
10 to 20 nlinutes for the buffcred aspirln not hava Ln advantage over a wel\ irritation are classified in Category Ill. 
product compared to regular sspirin." (2) formulated unbuffered product (42 FR 
"The basic problem is that there are no 35376). The Pone! recommended that 
well-controlled clinical studies that spacific standards be established for (1) "United States Phannmwpeia XXI- 
uncq~livocally prove or disprove that both buffered and unbuffered aspirin Na'iona'Fmul~r~XVI:'Supptement4- 
these differences in absorption will products (42 FR 354091, The Panel was United StateaPhnrmacopeiat Convention. 

Inc.. Rackville. MD. p. Zl31.1986. result in clinically important differences uncertain about whether the observed 
f2) No. SUP0003Z, No, in the onset, intensity or incidence of decrease in gastric intn!erance of 77N-cN.M. Docketa Mansgement Branch. relief of pain or fever." and (3) Category buffered aspirin products was due to the 

Ill should be used to classify claims buffering effect on the pH of the 43. One comment requested that the 
which cannot be fully evaluated with microenvironment surrounding the claim "faster to the bloodstream than 
present data but heve 5on.e reasonoblo dissolving particles on the stomach plain aspirin" b allowed fwc powder 
basis and can probably be evaluated by lining. the increased dissolction rate. or dosage forms of aspirin. The comment 
further testing, perhaps involving more both. Based on these uncertainties, the noted that the Panel acknowledged the 
sensitive methodology." (See 42 FR Panel stated its opinion that the rapid absorption of powders by stating: 
35420.) The Pacel als7 expressed Category 111 label claim could be used 'They [ P O K ~ ~ I S :  a : ~  rapidly absorbed 
concerns that such claims cuuld be provided the minimum requirements for however, often reaching peak blood 
confi~sing !o the public. huffering capacity (1.9 mEq of acid levels more rapidly than the tablet 

The agency ccncurs that the studies neutraiizins capacity per 325 mg asgirin) dosage form" (42 FR 35376). The 
submitted to the Panel are inconclualva are met and the product had a comment stated that clinical studiee 



differences in dissolution will result ill a 

stomach disorders as  cautioned 

difference in the onset, intensity, or 
incidence of relief of pain or fever. 

provided no clinical data that 

As discussed in comment 42 above, Federal Register. of Apnl 20.1972 (37 FR 
(I] Babish. J.G.."A Blood Absorption Study the agency agrees with the Panel that 70201. The Panel on Neurological Drugs 

on Aspirin Formulation." draft or unpublished there is a lack of clinical studies to concluded that adequate studies showed 
report in Comment Mo.CMm2. Docket Po. demonstrale that differences in tliat blood salicylale levels f t e r  choline 
77N-mB4. DocketsMansgcment Branch. absurption will result in clinically salicjlate administralion were 5 times 

(2) OTC Volume OXOstl important differences in the onset. as  high in 1 2  minutes and twice a s  high 
44. One comment requested that the intensity, or incidence of Ihe relief of in 30 minutes but that there were no 

follorving Category Ill labeling claims pain or fever. Similarly. the agency clinical studies Lo show chat the onset 01 
for buffered aspirin products be allowed concludes that the data are not analgesic action was saoner, greater. or  
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mom prolonged than with aspirin (37FR 
7823). In the same Federal RoRlater. the 
agency stated that any further action on 

aspirin and other aalicylate 
compounds!'This statement refera to 
occult bleedinn. The eaencv believes 

47. Several comments supported the 
Panel's recommendation against 
concurrent enelgesic.entncid iaheling 
claims for highlv huffered aspirin for 
suluiiol~ and wged ahpiion of the 
ptnmnch rliltrws wnrnin~ r~eomm~nded 
in 5 343.50[c1(3)(iv). The conlments 
steted that highly buffered aspirin for 
solution con cause ~nstrointestinal 
distress (stomach d~ntress). peptic 

the product was deleired pending 
campleiion o i  ihe OTi: drug review (37 
FR 7R2n1. 

thnt allowing his clnis miy confuse or 
unduly alnrm con5lrmers by Implying 
that i s ~ i r i n  frscuentlv or flmmonlv . ~~. ,. 

The lnlernal Analnesic Panel reoorted cnuseiovert bldeding (or hemorrh&ing) 
from the gastrointestinal tract. The 
uaency believes thnt this clnim is not 

~- ~- 

on several studies that indicated &at 
choline salicplnte is more rnpidly 
absorbed than asdrio. Howeve< the aoorobriatd for use in the labelinz of 
Punel rcnci~cd t h e  same conclusion as  d;i: i;lteial en"i&aic drug pr&cta ulc~.ratio.8, and IIIJL.. . gz~ i iu~~~les t ina l  
lllrDES1 Psncl on Neurologicai D N ~ S  contnining cholinc salicylnte and bleeding on(: ;hat the risk of 
that there is a lack of clinical aludics 10 therefore oroooses thirt this clnirn be g.slrointrstinal hl~:edinq increases when . . 
demonstrate that more ranid absorotion classified ns Cnte~nrv 11. this vroduct is used with alcohol. The . - 

wi!! re%!! in 2 eignific!n! c!inica! e!fect 
(42 FR 35418). As discdssed in comment 

~.~ .... "..* -~~ 
X. One conh?ren: xoue=tcd that comments cited a "oersonal 

comm~nicati~n" a i d  pblished studies 
(Refs, 1 !hrough 5) to support this 

products cont~ining mignesium 
salicylate be -.:owed to claim that this 42 above, the agency concludes that the 

claim "fastar to the bloodstream than concern. ingredient has less potential to cause 
irritation of the gaslrointeatinal bact 
than aspirin. The comment contended 
that a submission to the Panel contained 
enough data to justify this claim (Ref. I) 
and provlded a letler from a physician 
stating ihai his clinical experience 
shows that patients tolerate magnesium 
salicvlate better than aspirin. The 

~ ~ 

plain aspirin" is a Category 111 ciaim 
because of the lack ofsuc:. :inical data. 
Similarly. the agency concludes that the 

Other comments opposed the Panel's 
recommendation and argued that highly 
buffr:red espirin for solution can be 
safely used to relieve concurrent 
symptoms of headache and upset 
slolnncii. Tile ccmmcnts sti~tcd thot Ihis 

data arenot adeouaie to suooort the 
claims "acts five iimes fas1;;than 
aspirin" an6 'reai::.~?~ p ~ a k  aciion 
ttvelve times fuster than aspirin." The 
agency notes thnt the Panel concluded 
tho1 such ciaims should he classified in 
Category 11. However, the Panel also 
concluded thnt Category lit should be 
used to class'fy claims that hiwe a 
teasonohle bnsis and probably can be 
evuiuetcd h;. furthpr tcs t i~~g (42 FR 35435 
and as4sol. The Haency concludes that 

drun oroduct does not cause mucosal 
ero$ane, and docs not cause massive 
gastrointestinai bleeding, will; or 
without alcohol. The comments stated 

comkent also cited mainesium 
salicylate's physic~rchemicul 

thot the "stomach distress" warnina characteristics as  additional suppart for 
the claim that it oroduces less would plrciude the marketingof thise 

products for concurtcnt symptnms of gnstrointestinnl kritntinn than asplrln, 
ehplnining thnt msgnesit~m salicy!ate 
goes into solution at a higher pli than 

hcadoche and upset stomach. One 
comn:ent expreise11 concern thirt if a 
highly buffered aapirin for solution 
cannot be markctrd fnr concurrent 

such a rea~sonahlehasis exists and that aspirin and the magnesium ions may 
provide some buflcring capacity. 

The data reviewed bv the Panel and 

- 

such claims sllould be classified in 
Category IiI. The agency has determined symptoms of hesdache and upset 

stomach, emsomers will subsLitute less that for this claim to have clinical cited by the comment included a human 
study in which a Rnstrocamera showed 
that both magnesium salicylate end 

significencz to consumers and to be 
included in the i.ionograph, data are 
r.eedi,d that estal~iish that this effect 

widely used and teated products 
containing acetaminophen and antacid. 

Highly huffcrcd aspirin for solution 
contnins a sllfficient quantity of 
bullering ingredients to coniorm to the 
specifications for antacius eslablished 
in the f i n d  rnononranh fur OTC antacid 

asnirin cause-d some irritaiion of the makes a difference in the onset, 
intensity. or incidence of relief of pain or 
fever. 

m;cous membranes of Lhe stomsch. 
ilowever, thc Panel concluded Illat the 
results of the st~.dy showed no 
significant difference in the degree of 
ir~italion between the ingredients. From 

.~~ 
Regarding the claims concerning the 

effect of choline salicvlate on the 
stomach. the internal-~nalnesic Panel pro;iGcts haveieen marketed for 

Fopsumers tv~th symptoms that require 
ooin an unaigrsic nnd an anracla, such 

~ ~ 

olller human studies, usGg radiuactive 
chromate lnhelin~ of red blood cells. the 
Panel concluded that mngr~eqium 

~ 

co~~ciuddd that based OII its review of 
the submitied dais iurther lasting was 
required to substantiate claims such as  as  headaci~e with hearihurn or 

headache with "upset stomach." 
salicylate might produce less 
gastrointestinal bleeding than aspirln (42 
FR 354191. However. the Panel 

"may he taken on an empty stomach 
and may prevent the stomnch distress 
that aspirin occasionally causes" and 
proposed a Category 111 classificatirn 
for such slaleme~ts (42 FR 35418). The 
Panel did note that choline stllicylate 
like highly buffered aspirin is ingested 
a s  a solution and may have a 
performance action similar to higllly 
buffered aspirin for that reason. In the 

In the final mon~oxraph for OTC 
antnrirl d n y  prndl:cts publinhcd in the 
Foderal Register of June 4.1974 (39FR 
19869). the np~:ncy cuncl~~ded that there 
is a significant taqet population for 
which a comhinntion producl contaitiing 
a salicvlnte and an antacirl pruvidea 

conclurieh that there is no ~vidence that 
gastric bieedlng i n  relnted to gastric 
upset and that these studies are not 
sufficient to Drove thai mnnnesium 
salicylate may ' ~ e  ilrdicetcu ;;:,en 
aspirin cannot be tolerated. The agency 
agrpes with the Panei's conclusions. raliona; concurrent thernpyy~he agency 

further concluded that because the Because no new information has been 
submitted, the agency is placing the 
claim that magnesium salicylate has less 
potential for causing gastrointestinal 
irritation than does aspirin in Category 
111. Adequate clinical studies are 
necessary 1.0 support n!ch a ciaim. 
Refemare 

[I] 0TC Volume 030042 . 

8I1sence of i n y  new supporting clinical 
data. the agency is placing the above 
labeling statement nnd the related claim 

safety evidrnce for the use of annigesic- 
antaci4 coml~inntion producla in derived 
from studies and experience with 
puducts intended for administration a s  
a solution. the use of these combinations 
for concurrent symptoms should be 
limited to these types of products (39FR 
1986s and 19875). When the fina! 
monograph for OTC antacid ~ i n ~ g  

"causes less gastric irritation" in 
Category 111. 

The agency is not proposin to include 
in the monograph the claim d o e s  not 
cause the gastrointestinai bleeding 
associated with the administration of 
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pmducts was published. the agency had 
received no data to show that such n 
combination product would be unsa" lo 

and pains and acid lndlgestion, there am for the safe and effective OTC us0 of 
consumers who also use such omducts b ~ t h  combinations. 
just for analgesic-antipyretic {se alone. 
T i e  R Q ~ I I C V  conc!ude~ the! these 
products are safe and effective fur both 

The agency is aware that the Antacid 
Panel reccmmendcd L!c! any genrraliy use for concinent symptoms, nor have 

such data been received since 
puL!ication of t h ~  advance noticeof 
proposed rulemakinn for OTC internal 

reconnized as  safe and effective 
uses and that the labelinn of these anatjjesic ingredient could be combined 

with any nntacid for concurrent 
symptoms (30 FR 0724) and that this 
recommendation is included in the final 

,, ~~ ~-~ 

pmtlucts should provide for use of the 
product for eithcr concurrent svmptonis analgesic drug products. The agency has 

also not receivrd any ciala showing that 
highly huffereclo:pirin for sntl~tinl~ 
prrscnls the risk of massive 
gnstrnintestinal henlonhage or that 
using lhese produ~ts with aicohol 
iniicnvus ihr risk ult~~i~vvive 

or analaesic-intimretic use alone. The . - 
eecncp notes that cur;entk mnr!:=ted 
pro~iucts are labeled for both uses. 

Therefore, the agency is proposing the 
follorving statements of indicat~ons for 

mono::~ph for 9TC nn:ncicf dm:: 
prnniucts (21 CFR 331.15[b)). However, 
ihis recommendation was based on data 
submitted for an aspirin-antacid 
combination product and nn products containing asoirin with 

~asiroiniestinal bleedinn in normal bntncid, based on h e  indicatinns for 
anai~esic~antipyretic ingredients in 
9 343.5C[bI111 and the indications for 

acetaminophen-tlntucid combination 
product both in forms intended for 
ineestion as  a solutlrn. No data were 

indivirluuls. ~eferenccs'i through 5. 
cited by one comment, discuss the 
associntiun ofolcohol and aspirin 
products wit11 gastrointestinal bleeding. 
but do not provide sulficicnt evidence 
that the use of highly buffered aspirin 
ond alcohol is associatctl with massive 

s;Lmittcd to eithcr the Antacid Panel or 
the Inlerai~l An;llgesic Pant.1 to suppnrt 
comh~nnt~nns of othrr Cetuclorv L 

antacids i n  d 331.301bl. New . , 
O 34~.60(b)(4) lor aspirin with antncid 
products [aspirin and nntacid 
con~binntiunsl is bcinr! added to the 

.. - 
nnalpesic; .!spcci;~ily nun-nspirin 
saiicyli~tes, e . ~ .  niagnesium s:~licylute tentative finai monog;aph as  follows: 

I41 For  errn nit led cornbiiiotions 
gastrointestinal bleedinn The aeencv with an antacid, Because there are not 

sullicient data to suooort such 
- - 

could no! assess the "p&sonal 
communication" because the comment i&n>ifieri in g 343.20[b](3). The 

indici~tirl~s ore the followinx: "For the combinations and llrkausc ofa lack 01 
eviclrnce of the marketing of these did not provide a coov. 

temoorarv relief of minor aches and The agency concu;; with the Internal 
Analgesic Panel's rccommcndation that 
nspirin ~roducts  should not be used by 
consumers who have ulcers. bleeding 
prublcms, or recurriq or peisisient 
stomach problems. This 

combinations, the agencyis not 
orooosinp to include combinations of 

pains wiih" (select one or more of the 
following: !'heartburn." "sour stomach." 
or "acid indigestion") [which may be 
followed bv: "and uoset stomach 

;loi-aspi:n salicylates (i.e.. cholino 
salicylate, magnesium salicylate, and 
sodium salicylate) and carbaspirin 
calcium with antacids in this tenivtlve associatedwilh" (select one of the 

following, as  appropriate: "this. 
symptom" or "these symptoms")] and 
"Also may be used for the temporary 
rolicf of minor aches ant! pains alone" 
[which may be followed by one or more 
of the following: ("such as  associated 
with" (select one or more of the 
following: "a cold." "the common cold." 
"sore throat," "headache." "toothache." 
"muscular aches:' "backache" "the 
premenstrual and menstrual periods" 
(which may be followed by: 
"(dysmenorrhea)"), or "prcmenstrunl 
and menstrunt cramns" lwhich mav be 

recommendation is suooorted bv the final monograph and is classifying ;uch 
combinatiuns in Culrgory Ill. The final 
monugrilph for OTC antacid drun 

findings of a study ongestmint6stinal 
hemorrhage in persons with stomach 
prcblemc who used an aspirin-antacid 
for solution combination oroduct (Ref. 

oroduil.'currentlv orovides for cntncid- 
bna~jiesic combi&iions marketed in a 
form intended for ingestion as  ;I solutinn 
only 121 CFR 331.151bll. That 

6). However, the agency finds a lack of 
data to preclude thc use of aspirin- 
antacid products as  nn analgesic- 
nntacid for concurrent symptoms of 
headache and heartburn, etr. . provided 
the product is intended for ingestion as  
a solution and provides at least 5 mEq of 
acid-neutralizing capacity [as specified 
in 5 331.la;a)). Theiefore, the agency is 
propoz!zg !!I=! m y  high!g b.;!%;ad 
aspirin for solution or other aspirin- 
antacid product for solution be 
identified as  a "pain reliever-fever 
reducer" (or the variation permitted in 
P 343.50inii and "antncid." iProducts 

mon&rauh, which was de\feloocd manv .. . 
years ago, provides for an snl&.id to bE 
comllincd wiih ;any generally recognized 
as  safe and effective analgesic 
ingredient(s). However, as discussed 
above. certain nossible combinations 
have x i c r  heiil mnrkr.:id and lack 
supporung Gala. Thereiore, eiseritere in 
this issue 01 t h ~  Federal Register, the 

. . 
follow~d "[dysmv~northee)"!!). r s n d  
for the minor pain from arthrilis"). and 
("and to reduce lever.")) agency is proposing to amend :he 

antacid final monograph so that it and 
the internal analgesic monograph will be 
consistent. 
References 

(1) Needhnm. C.D.. el ai.. "Aspirin and 
Alcohol in Gastrointcslinal Haemorrhage." 
Cut. 12:819-821.1971. 

(2) lennings. G.H.. "Causal Inlluences in 
Haematemesis and Metaena." Gul. 6:1-13. 
19nS. 

Although the above indicntions apply 
to c~spirin with antacid pioducts, such 
pmducts should not beuscd by persons 
who have persistent or recurring 
stomach problems, such as  acid 
indigestion or who have ulcers or 
bleedingproblems, ua stated in the 
warnings in 5 343.50(c) [l)(v)(8) and 
(2l(v)(8). (See comment 31 above.] 

. ~ ~- 

io~~tainingkcetaminu~hcn with antacid, 
identified in p 343.20(b)(1) in the 
tentative final monograph, are also 
being identified in the oame manner.1 
llowiver. the agency is not p r ~ p ~ s i &  to 
restrict ncetaminophen.anlacid products 
to dosage forms intender! for inaestion The aeencv is orooosine that nrnducts . . ~.~ 

conl~ining acetaminophen with antacid 
he identified accord in^ to 90 331.30 and 

(3) Asltcy. C.E.. "Cnstrilis. Aspirin, and 
Alcohol" (letter to the editor]. Rrilirh 
Afeflica: lournaL 4:3&1.19(,7. 

does not ilave the adverse effecli on the 
gas:iu~ntcst~nal tract that ore associated 
with hs~irin lsee 42 FR 354131. 

343.50 and hear labeline indications in 
(4) hldutd. G.,"Fuecnl Blood-Loss alter 

Sodium Acetyisaiicylele Taken with Alcohol" 
(le:ler to the editor). Lancer. 1:1268.1%9. 

(5) Craft. D.N.. "Gastritis:' Brilislr hfcdicnl 
Journol. 4:lr+lse. 1m7. 

(Bl Innes. J.A.. M.I. Ford. and).F.Munm. 
"Claslrc-Inteslina! Hacmorrhage Foliowlng 

accordance with % 343.k(b)[2). The 
agency believes that the proposed 
labeling for acetaminophen with antacid 
products and for aspirin with nntacid 
prodacts (including highly buffered 
aspirin fc- solution products) provides 

The &nc; recognizes that in 
addition to a terget population which 
uses highly buffered aspirin for solutiun 
nnd other aspirin with antacid products 
for concurrent syniptoms of minor aches 



In8e~tlon of 'Alks.Settzer."' Scortish hledicol more than 325 mg to mg every 3 
Iourrol, t5.lOS-1W lsBD. 

months prior to randomization. The 
hours, ore42 to l.Otmmg every 8 houm. absolute endpoints stodied were 

48. One comment asserted that the In general. the agency eoncure with rcortality, retinal infarctions, and 
terms "exha strength" and "exm PPA the Panelb recommended dosege cerebral infarctions. 
mlief' should he allowed in ~chedule. which is IlexiMe and whlch The analyais of the absolute 
products containing 500mg Provilies lor m'kdmage P r  endpoints I.c.. death or cerebral or 
oci'aminophen. Tne comment dosngc unit [See comcn:  S?. belox for reunai failed to 
contender! that these terms em justified further diieu=ian.) Term mch a s  stetistically significant differential 
because 1.m mg (two SW-mg tableb) "extra swengw may be helpful to between aspirin end p!eceb. However. 
acetaminophen provides g~eatef pain almting lbnnto the hecause the primary obi-.ctive of the 
relief than 651l me nre!am!noph*n (two lhat products suchiabelintl study to dc-tc.x&7e whether 
325.ng tablets). Other comments not necessari!y contain the qwntity of would result in e reduction of lreosienl 
opposed the use of such labc]ing claims. analgesic-antipyreiic that is contained in Ischemic atlack.. a aecond class of 
One comment proposed that the labeling 0 t h  products h e y  have purchased. 
of products containingnonstandard However, the agency tentatively endpointa was used to evaluate the 

patients' experience dvring the first 8 
dosage "nits contein a Etotement concludes "exwa sken8U1" 

-maximum swengfi; pain = l i e ~  ~nont l~s  of fullow-up (ski. denying the ttlerapeutic advantage of 
and thatare only randomization). Endpoints included not 

products labeled in this manner. 
The agency recognizes es the Panel peripherally related to product safety only infarctions (cercbr~1 or retinall but 

did, that the mC drug currently and effectiveness are outside the scope alsO the number of transient ischemic 

includes many different products of the OTC hrup review. Therefore, attacks reported. When the absolute 

containing analgesic-antipyretic drugs. these terms will not be included in endpoints were coupled with the 

as single active or in labeling required by the monograph, but occurrence of trawient ischemic attar* 

combination with other active may hcr used elsewhere: in I a h ~ l i n ~ ,  but in the first 0 months of follow-up. them 

ingredients. Most o i  these products not intermixed v.+th monogaph l ~ b e l i w  was e stztistiellr sigq:liri"e~! 
subject to the provisions of section 502 differential (p0.fi1 in favor of aspirin, Contain or of the act. The egmney encourages drug When the patients were separately in varying amounts of octire 

ingrcdientsis) per dosage unit. monufactumrs voluntarily to ~ m v i d e  grouped according to whether lhey bad 
The Panel believed that the consumen with an explanation of terms a single carotid transient ischemic 

availability of products containing such as "extra strength" and "maximum attack or multiple attacks before 
strength" when they am used in dilfewnt amounts of aspirin per dosage labeling, 

admission to the study. a Life table 
unit i5 confusing to consumers and at~alysis of absolute endpoints revealed 

49. One c:ament requested that the a statistical significance in favor of encouraged Ihe current of prolessional labeling recommended in aspirin within tbe group of patients witb such as  "higher levels of pain reliever." 313,80 be to include en multiple attacks. When the occurrence To inform the consumer more fully of indication for &e use of aspirin for the contents and therapeutic capabilities transient iechemic attacks, Another 
of carotid transient iscbqmic e t tadu 

of these products and to minimize during the f i i t  6monUls of foUow-up 
commeilt requested that bull& aspirin was also taken into considmation. confusion, the Panel recommended that be included in this indication. % analysis of patientr who had single w products be the comments presented data to support multiple transient ischemic ,,ttads amount of active ingredient per Cosage lheir requesls (Ref, unit. The Panel further recommended revealed a statisticaliy significant 

A transient ischemic attack is a the establishment of standard dosage sudden onset of a focal neum~ogic 
differential in favor of aspirin. 

The study conducted by the Canadian for aspicin, acetaminophen, and dysfunction that may precede a stroke. Cooperative Study was a salic~late (42m 353571. Based It affects the brain or retina and clears randomized, four-tmatmat, on these criteria, the Panel pmposed eft,e p e r i d  lasfing ham few 
that these ingredients and comparable up to 24 horn, ~h~ data blind trial to detennine whether aspirin 
analgesic drcg be labeled as nmtaining sub,,,itic~ by ,he cornmenis inclod& or su I f in?~zone .  gingl~ in 
-!.L.- - . ....- >..~," .. k. 

cecur r  cl starnudru ur rtu~rstdauari" two multicenter ciinicai stuciies a s  cc~~hi.?!inn. WBS %'?pa!+, tn p!a& in 
dosage unit. AS discussed in comment follows: a 37.mo0th trial Eonducted by Preventing transimt i=chemic attacks. 
53 below, the agency will not require the picids (nef, 2) and a s m o n l h  trial stroke. or death in Patients amicted with 
terms "standard" and "nonstandard" in conducted by ~h~ canadian transient ischemic attacks or partial 

Cooperative Study Group (Ref. 3). nonpmgressing stroke in either carotid 
Tile Panel did not specifically addreas The study by Fields eta!. was a or veriebral iemiory mef. 3). 

the ternls "extra strength" end "extra randomized, double-blind trial Approximately 65 percent of the 585 
pain relief: but did recommend a wide comparing aspirin with placebo in 178 subjects had symptoms suggesting brain 
dosage range for which OTC analgesic- patients to  determine the incidence of ischemie in the area supplied by the 
entipyr~tic drug produds are safe and subsequent transient ischemic carotid artery: 25 p m e n t  of the subjects 
effective. The Panel rewm.ended a death, ceretxal infarction. or retinal were sffec:ed in the area supplied by 
32sma minimum effective dose, but also infarction. only persons with episodes the vertebmhasilar artery: and 10 
recognized 650 mg as  the usual single of monocuiar blindness or hemispheric- percent of the subjects had both the 
dose. Furthermore. the Panel found that type transient ischemic attacks were vertebmbasilar and carotid arteries 
there may be circumstances when more eligible for admission to the study. affected. Patients with h e ~ n o ~ a m i c  
than Lhe  LEI?^ siq!e dme  may be Person$ with symptoms in the carotid (pertaining to the movements involved 
needed for an  adequate effect. ~rovided area were included, and those with only in the circolation of the blood) or 
the daily dosage d m  not exceed 4,000 vertebmbasilar symptoms were cardiac muses were excluded from the 
mg in a 24-hour period (42 FR 353801. excluded. Another requirement was that study. The average period of fo\lowap 
and thus recommended 0TCdosage the most recent transient ischemic was 28 months. 3 % ~  compliance rate 
ranges of 325 to850mg every4 hours, attack had occurred not more than 3 was 92 percent. 
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Three endpoint8 were assessed in the aluminum hydroxide gel and 75 mg male guinea pigs weighing 300 to 5W g 
eiudv: Translent ischemlc aitack. slroke. ma~neslum hvdtoxide: and 325 mn were used throuehout the studv. When 

I 
~. ~~~ ., ~~~ ~~ ~~~ 

and deoth. if any of these endpoints aspirin with io  mg aluminum glygnnto h ~ ~ ~ ~ l a t e l e t s ~ e r e  used. thiy were 
occ~lrred by the end of the trial, or and 100 mg magnesium carbonate. A separated and hondled in the snme way - ~ 

E within fi mont!!a nI  wilhdrnwn! where uretest b!ngd snm"e we! cn!!ec!ed, and eP!hgse c~!!ec!ed frnm guinea_ pigs; . . 
g treatment lied been ten~~inated, they iach subjeck was Riven a single dose of Platelet nuregation asuuys were 

I! were cuunted agoinst thrir randomly tht, fnn~ in t innn  with ?AM 'ML water. conducted, and the do!n cc rc  quan!ified 
" assigned treatment regimen. None of the nlood samples were collccted at bv calculotina area.undcr.c~trve values 

3 dntg treatment groups was 
sienificantlv different from the nlaceho 

various intekals: the olasma was fAr each dil~rcon. Asoirin and the 
separated end frozen before being 
analyzed. Results were expressed as  the 

bulierid nsp.;in were first 
compercd in an experiment to i d  a 

~ ~ , ~ ~ -  ~- treatment Goup for m y  endpoint but 
when the 2 treatment groups taking total snlicvlate concentration in sallcvllc dose ranpe. 
aspirin fi.e.. nsnirin d i n e  end asoirin ecid equi:~nients, and c phamp.cokin;tic 

analysis of data was performed. Thc 
resulls showed that the buffered 

T!:: re-ults showed that both the plait1 
aspirin nnd the buffered aspirin product 
would produce dosc.rciatcd inhibitory 
elleetv 011 ills aggrcgatiu~l uf gui~lea pig 
p l t~ t~~ l~ : t s  ip. the runga of 1 . 8 ~ 1 0  'to 
1 . 8 ~ 1 0  5molnr concentration. The 

with sulfinpyrdzone) were compared 
with the two ~ r o u p s  thot were not taking 
aspiiin (1.e.. tha gioups taking 

- 

sulfinpyrazone alone or placebo) for the 
combined endpoints of stroke and death. 
the reduction with aspirin was 31 
percent [p<O.O5). In subset analysis. the 
benefit from aspirin therapy was 
confined to males, with a 48.percent 
reduction in stroke and death (p<O.W5]. 
There was no eienificent henelit in 

lu~lrtulaliona uroduced sienificantlv 
higher peak cbncentmtio~s of plasma 
salicylate than the unbuffered 
formulation. However, a comparison or 
the area-under-curve values showed no 
statistically significnnt difference among 
formulations. 

Studv B was conducted to assess the 

concentration for 50 percent inhibition 
(I&) was found to be 1.3X104molar for 
the aspirin in the plain aspirin product. 
In the bulfered aspirin product the I& 
was found to be 1.4XlO"molor, The 

effect !!lot doubling the espirin and 
antacid dose would have on the 
abssrptiotl of asnirin. The subiects and 

invcstlfiiitors concluded ! h i  ihe 
similarity of the 160 values indicates 
there is no difle~.ence between the effect 
of plain aspirin and the effect ofthc 
hulfered aspirin pru1111ct on plntclct 
up,ga:gulinn. The 160 vttluea lor uspirin 
rind tile bulfcred aspirin product on 
humen platelets (1.4XlO 'and 1 .3~10 ' ?  
respectively) were close to tl~nsr found 
fur gl~inca pig platelets. The alopes of 

fetnalea in eith&truatment category. 
Based upon the data dvscrihed above. 

the agency's Peripheral and Central ' 

Nervous System (CNS) Drugs Advisory 
Committee concluded that there is 
evidence that aspirin is safe nnd 
rffective for reducing the risk of 
recurrent transient ischcmic attacks or 
stroke in men who have had transient 
ischemia of the brain due to f~brin 
nlntelet emholi IRefs. 2.3. and 41. In 

methads were irientical to studv A 
excrpt that each subject was &en a 
single dose of four tablets contuining 325 
mc osoirin. 150 mn aluminum hvdroxide 
gd,  a i d  150 mg mignesium hydroxide 
per tablet. A pharmacokinetic analysis 
of data was performed. 

In studv C, 2 hours ofiera meal of 1 thetespective regression lines were 
similar. indicating no soecific cup of df i  cereal. 8 oz of whole milk, 8 

oz of orange juice, sugar, and 1 CUP of 
coffee or tea, i h ~ e e  ~tlale 8ubiec:s 

~oncluding thal;tspirin issafe and 
eiicctive in reducing :hese risks in 

- .  
differences. 

The investigators concluded that plain 
asoirin and the buffered nsoirin oroduct males, the Committee recommended a received four tablets of the same 

dosage of1.300 mg aspirin per day in 
divided doses of650 mg twice a day or 
325 mg four times a duy. 

formulation used in study B (Ref. 5). The 
subjects swallowed the tablets with 200 
rnL water. The blood snmplinn and 

ark cy~n'ty effective in inh:bitini 
collagen-induced aggregation ol both 
guinea pig and human platelets in vitro 
a ~ ~ d  that the bulfered asoirin oroduct Studies were submitted on the analvsis were the same as  in itudv A. 

absorption charucteristics ofbuffcred 
aspirin and pinin aspirin producln (Refs. 
5 and 61. Nnyak et nl. (ReC 51 conducted 

excGPt that blood was coilected &thout 
anticoagulant and processed for serum. 

The results of studies Band C showed 

would he as  ~lsciul as  plhin aipirin in 
the prevuntioll of trnnsient ischcmic 
attacks. 

Based upon the Peripheral and CNS 
Drugs Advisory Committee's 
recommendation on aspirin and 
transient ischemic attacks end the 
agency's revicw of the data submitted to 
show that buffered ssljirin would be 

three blinded studies (A, B, and C1 on that the concentration-time nrofile and 
the efiect of antacids i n  asoirin the bioavailahilitv were similar in both 
dissolution and bioavailahfiitv. The 12 

~ ~ ~ ~- ~ ~ ~~ 

studies. Thus, there was no ovidcnce of 
a lorvpr or erratic obsorplion of aspirin 

- - -~~~~ -. . - 
normal odult subiec!s (8 nlnle. 4 female) 
ohstained from uqing any medication 1 due to the antacids used as  compared 
week before and during the studies. with unbuffered asuirin. 

Study .4 rvas cocducitd to dct:::mine A study was conducted to determine e~.pec!ed to hiiue simiiur effects, the 
the absorption characteristics of four whether the aspirin i n s  commercial agency concludes that buth aspirin nnd 
aspirill f u r m ~ ~ l a t i ~ ~ n s  with diliorent buffered aspirin product containing 325 buffrred aspirin call he used for 
buffering capacity and in vitro 
dissolution profile. Each subject 
abstained from solid food and liquids. 
except water, from midnight of each 
study day. The subjects were randomly 
divided into four equal gioups assigned 
to the rows of s selected 4 x 4 Latin 
square. On each of the test days, which 
were : naek apart, - single dose (2 
tablets] of each of the i~liowing 
formulations was given: 325 mg aspirin: 
325 mg aspirin with 150 mg aluminum 
hydroxide gel and 150 mg magnesium 
hydroxide; 325 mg aspirin with 75 mg 

mg aspirin and 150 mg magnesium: 
aluminum hvdroxide was as  effective a s  

reducing the risk of recurrent transient 
ischemic attacks or stroke in males. This 
use of aspirin and buffered aspirin is 
being proposed for incorporation into 
the professional labeling section of the 
tentative final mononraoh, with the 

325 mg plain aspirin in inhibiting platcl~t  
amregation in vitro (Ref. 6). The 
methodolorn was collaaen-induced 
a8gregatioiof guinen pi& or human 
platelets (in vitro). Separate solutions of 
aspirin and the buffered aspirin product 

recommrnd~rl dosa& i f  1,300 mg 
aspirin per Cay in divided dosea of650 

were prepsred usin:, sterile saline 
solution. Each solution contained 3.25 

mg twice n day or 525 me four times n 
dav. The aeencv believes that sodium- - - 

ma nsp~rin per mL, equivnlent to a molar 
nsplrin concentration oll.8X10? 
Sulnsrquent diiution~ were used at a log 

coLtainine-hufl;?rsd asnirin should not ~ "~~ ~. 
be used for this purpose because the 
chronic ingestion of sodium is ill- 
advised in this patient population. concentration ratio 011.5. Nonfasted 



The agency also points out that serum uric acid levels. This dosage was Clinic01 Trial. 
aspirin or buffered aspirin without elso associated with increased The IndiurUm la nupafled by ih mdb 
aodium is not indicated in all forms of incidences of gastroiatestinal aymploms ola Canadian sludy 8 in whichSBS patimb 
sudden onset offocol neurologic Including stomach pain. Ecartbum. with threatened stroke were followed in a 
dysfunction slmulatittg transient nausea andlor vomiting. es well e s  randomized clinical wal lor en aversge of28 
ischemic aitacks. Aiso. the eiiece of gmss gas:rointoatinol bleeding. B~~~~~ month# lodetennine whethers3pfrln or 
concu7ent cdmini?icetion of therapeutic the dcsage cf nlFi+:: p ~ p o a c d  fGr the B U ~ I ~ ? V = ~ ~ S  S I ~ P I V  Of in com~"3alion. m a  

7 nmotrnts oiantacids on !he ah!arption preven!ion ot!:znaicnt lscl.,emic attacks PUpc'DrtC ~ b - c c b L - ~ ' a t i ~ t i a n s i e n t  
ischemicaltacke, m k e ,  or deathThe study and the elimination of aspirin must be - is 1,3w mg. Ihe agency believes that Ulis si,,,augh lu~rmpyrsme had no considered. but the current literature information aheuld be included in the a~utbticaily aipfiant effect aipiiin reduwd 

contains minimal information on these pmpqsed pm~ess io~e l  loheling for the &k 0s contizi:; !rr?::=zt ' d smic  
eifects. aspirlo for transient ischemic attacks. altacks, stmlur, or dhtl: by 10 perccnt snd 

Levy el  al. (Ref. 7)  conducted e study reduced the rlsk of stroke or death ~y 31 
on tLree children with rheumatic fever percent. Anaiher sqirin study chmed out in 1 to determine whether s m m  salicylate If) Ccmmen! Nos. SUPOOS. SuPml. and CP. the United Slates with 178 pslients, showed a 

i 
concentrations are affected by an Docket No. 77NdNM. DakelsMsnapmenl statislicolly slgnilicant numb- of"fa iorable 

ii 
antocid containing aluminum and Brunch oulcomer." including reduced tranaicnt 
magnesium hydroxide. Aspirin (2)Field.. W.S.ctaL*ConholledMdaf ischemic a l h c b ,  rtmke. and death. 
bioaveilabiliiy [completeness of Aapirin in Cerebral Irehemla," Sfmke 8:m- hco,,ions: 
absorption) was estimated from ihe 318.1077. 

(31 The Canadisn Caoprative Study Patienla presentlngwilh signs and 
amount o l  total soiicylate excreted in 

children.n urine over 2-hour period, Croup. "A Randomized Trial of Aspirin and 'ymptoms ofnA'a ahoutd have a cmnplcle 
Suiiinpyrazone in lbealened Slmke." New neuro'08ic 

with urine specimens coliecled during Englendloumolo dicine. 9933-59.1878. Consideration should be @ven to other 
the antacid and control periods. The !4! hiinatel of the RIA Peripheral nod CNS thatresembleTY\'s' 4 i e s i i s  0 3  the! s i d  rcia Ad"isoW Carniitm. Aumit 187g, 

Rhot~ki * !!W" @ 6.i frCom it i Lqmtant 
daily excrelion was in rensonably good induded in (m: votmernm. to evnluate end h r e ~  if appropriate. other 

diseaees ~slocialed with TIA'a and stroke. 

I 
I 

agreement rvith the and did ( 5 )  Nay8k.R.K.. et a!.. "Kffea of Antacids hypertension diabelea, not decrease during antacid on Aspirin Disaoiution and Bioaveilabilily,'' 
edministration. Cancunent administration of absorbable 

Journolof Phomacokinetic~ ond antacids at therapeutic doses may Inmane levy el al. (Ref. 7) elso investigated Biophomoceutic~. 5:597-613,1977. tho ciearr,nce 01 aalicylotes in some 
the effect o! an antacid containing (01 W.1l. Rorer. Inc.. Research Division indieJuals. The cnncumnt admini~lration of 
aluminum ond magnesium hydroxide on 'The Inhibition by Asmptine 01 Collagen- nonabsorbable antacids may alter the rateor 
the bioavailability of aspirin in five Induced i\qgregsUon of Culnes Pig end absorption of aspirin. thenby resultingin s 
healthy adult moles. Each aubject Human Piiltclele in Vim: unpublished decreased acetylsalicylic acidlsnlicyiate 
received two 32Smg tablets of aspirin 1 repor( Ln Vol. 2 of Citizen's Petitinn (W. ratio in  plssme. The ciiniml sign;ficence of 
ho3r aflcr n brcskfsst 0 1 s  g corn flakes Docket No. 77Kms4, Dackels Management these decreases in available aspirin is 
and 5w mL milk. The tablets were Brench. unknown. 
swallowed whole ~ i l h  SO mL water. 171 Levy. C, el el, "Decreased Serum Aspirin at doaegea of 1.000 miiiiqramaper 
T~~ of the subjeaa first only Salicylate Concentrations in Children wflh day hen been associaled with smail in~xeases 

aspirin: ,he other ,bee were given u)mL RheunalicFeverTrealed with Antacid,"Naw in blood Pmaaure*bloOdurea fiwogen, and 
Englond/ournolofhIedicine, 2m32.3-325, Serum uric add levels. It is recommended 

aluminum and magnesium hydroxide 1w5, Ulat patienhi placed on long-term aspirin 
Suspension with 50 mL water 

lB) Myorsdiel Infmtion Sllldy bcstrnent be seen at regular intervals Lo 
immediately after the aspirin was 
ingested. No food or coffee was Research Cmup, "A Randomized Controlled C1'anges in m*8uremenfd. 

Trial or Aspirln in Penons Remered fmm AdvmeRwclion~t permitted for 4 hours. and each subjeci'e hiywsrdial ~nfaml ion~ ,ovmo~~t , , e  At dorages of1.aY)milligrams or hwer  of urine was periodicaliy lor 48 Americon Medimf Astocialion. 2435Bl689. aspirin per ,jay, gestroinlealinal #ide effecls 
hours. 19m. 

About 1 week later. cmssover Include stomach pain, heanburn, nausea 
~~~~d upon fie above discusaioa. fie andlor VomitinS, as well ss increased ralcs of 

experiments compared ths percentage of grosa gaamlntestinel bleeding. [Olher 
salicylate recovered in each subject's agency is ~ m ~ o s i n g  5 343.80(bI fie appiiEabic wnminga related to the use of 
urine with aspirin given alone to the following indications, precautions, and ,,, desaib& in 5 33.50(C~ also 
peicentnge recovered when the aspirin- dosage in the professional labeling: be included here.) 
antacid was given. Resuks [expressed ForpmducL9 mntoiningoyririn identiflied D~~~~~ on~A~niniftm,ion: 
a s  total salicylate recovered] showed ing3m.lqb)orp~ni~&dmrnbi~u1tio~ 
tho1 the antacid product containing identified in g w ( b l ( 4 )  except those Adult oral dosage for men is 1,500 
aluminum and magnesium hydroxide contoining aodiurn'I.he labeling atnles. under nii1isr5m' a day,in divided doseaafsso 
had no apparent effect on aspirin FOR TRANSIENI. milligrams twice a day or325millimms lour 
absorption. ISCiTPUIC AlTACK$" Ule following: times s day. 

in addition. while reviewing data o n  ,,,dicotion: Relewncw 
the use of aspirin for myocardial (11 The Canadian Cooperative Study For reducing the rink orrecurrent ltanaient G,,,,,~, -A ~ ~ ~ d ~ ~ i ~ d  ~~l of~apir in  and infarction, the agency identified certain l a c h e m i c a l l s ~ l  nA's, orsbokeinmen information that it considen pertinent to whoh,, had haosient *emia Sulfinpyrazone inThrealened Stmke," h'ew 
the use of aspirin Tor the prevention of d,e lo fibrin pistelel emboLTlmre i. Englond foumolofMedicine. zS%%53-59,197& 
transient ischemic attacks (see comment inadequate evidence fiat or ,,,,zed (21 Fieida. W.S, el a)., 'Vantmlied Trial of 
50 belowj. in ibe Aspirin 3yocardiaI is i n r e d u c i n g ~ ~ ~ ,  in Aspirin ia Ce~brsl!sshemia,"S!mke, 8:ml- 
Infarction Sludj  [,AhTIS] (Ref. 01. the women at the recommended dosage. There is 316.1977. 
dosage ofl.Cm0 mg per day of aspirin no evidence tha! aspirin or bullered aspirin is 50. One comment submitted data (Ref. 
was assw'ated with small increasss in of benefit in the treatment of completed 11 and requested that the pmfessional 
hlood pressure, blood urea nitrogen. and stroke* in men or women. labeling recommended in H 343.80 be  



expanded lo include an indication for beneficial in the c a m  presenting with end has Include:! a atatement - the use of aspirin in the pmphy!axls of acute idarction in the w t e b l e  angina concerning the amount of sodium in the 
s e c o n d a ~  myocardial infarction. trial. The data dfd ahow beneficial aspirinlantacid combinallon in the 
Another comment aubmitted data [Ref. trends for sb.ongerellects in the first six Lewis trie! Fef. 0: and how ;iiiiih this 
2; and requested the agency to issue months after acute Infarction and for tho amount of sodium adds to the intake 
oro?essional lnhe!ln! g ~ i d d i ~ ~ , ~ e !  $;el !wo years sRai s:eiiiirrg iiea1riler;i. susesied as appropriate ior the dietary 
provide for the use of highiy honered However, these trends were not well treatment of esseniial hypertcnsion in 
aspirinin solution to prevenl myocardial enough established to justify limiting the "1984 Report of the joint National 
infarction in men with unstable angina. treatment tn ihese hterve!s. Due to lhia Cammillas on 9otection. Eva!aation. 

The agency has reviewed the uncertainty. the labeling ths! the agency and Trealmen! of High F!ood Pressurn" 
submitted 2ala and rieiermined that Is proposing does not include any [Ref. 10). 
aspirin is effective in reducing the risk of specific recommendation regarding In conclusion, (he agency is proposing 
death endlor non-fa:ai myocardial when !o star: or -.top aspirin treatment. that the professional labeling section of 
infarction in pntienls with a previous hfos! of the subjects in thc secondary the tenlalive linal monograph (i.e, 
infarction or unstable angina pecloris. prevention trials and d l  of those in the infomation pmvided to ltealtir 
The agency evalusted six .secondary unstab!e 8. ._..a trials ;.;ere male. Due to professiomls only, and -01 to the 
prevention trials (Refs. 3 through 8) and the small numbers of  female^ in ;he general public) should .seclude aspir!n 
one controlled clinical lrial of unstable - sludies. the use olaspirin for lhis for the indicalion, "to reduce the rink of 
angina (Ref. 9). Although none of the six indication in womeii canna: be death andlornon-fatal myocardial 
secondary prevention trials individually supported by evailable data. However. infarction in patients with a previous 
showed 3 eignificent aspirirr eff~c! on ths agency does not believe that use in myocardial infarction or unstable angina 
morlality. the pooled results did show a women is necessarily unreasonable and pectoris." The agency is proposing in 
moderately impressive stntisticeliy the proft?ssiona: labeling that the agency 6 %3.00(c) the foilawing professional 
significn-! reduclioil k. the oc&&?tnce is piopojiirg does no; riiscourage such labeiing: 
of death nndlor non-fatal myocardial use, but simply notes the Limilation on Forproduclscon,oining~sPirin iden,ilcd infarction. Five of the six secondary the mmber of females in the clinical in ~ ~ ~ m ~ ~ ~ ! ~ ~ ~ ~ ~ i ! ! ~ d ~ ~ ~ b i ~ ~ t i ~ ~ ~  Prevention trials showed a favorable trials. idenlificd 6 ,  §a3..?OIbI1131 ond 14). The 
trend. Two of the individual studies In *e Aspirin Myocardial Infarction labeling stales. under the heading "ASPIRLN 
showed a signilicanl effect. and two Study (@-MIS) (Ref. a!. the esp1ri~- M R  b\'iGCiriiljtAi I~NFARCIIUN:' the 
others showed a near significant eirect lreated gmup showed a small increase fuilowins: Indicolion: 
(p=O.Oa, p=0.08) on the combined in blood pressure after adjushnent for Aspirin is indicvlcd to reduce the riskof 
endpoint of non-fatal infarction andlor baseline pressure. Similar findings for death nOn-fatatmyOcardia' in[arctio:' 
death, as  well as  on non-fatal infarction other United Stales aspirin trials of in patients with a previouri infarction or 

alone. The pooled results showed a unstable sngina pcctoris. Clinical Trials: 
highly significant aspirin treatment 

secondary prevention were found' The indication is supported by the results 
effect on the combined or non-fatal While these pressure of six Iar~e, randomized mullicenter, placcbo- 

were clitrically small. the agency controlled sttidies involving 10,818. 
infarction endpoinl. The post-infarction believes that this finding should be predominantly male. post-myoeardia{ 
and unstable angina (rials, while studies included in the labeling. The agency also infarction (MI] patients and one randomized 
of different diseases, mutually support believes that it should be kept in mind plasebo.cont:oiled study of 1.Zmnen with 
each other by showing eflects on the that only about 10 percent of the unstable angina ".Therapy with aspirin was 
same endpoint. The trials also ~ rov ide  subjecls were hypertensive at baseline begun at intervals after the anset of acute MI 
pertinent dosing information. rind that the blood pressure e!igibility varying from k g  than 3 days to mare than 5 

Five of the six secondary prevention restrictions in these trials were such that forperiodsaffmm less 
than 1 year lo 4 years. In the unstable angina lrials used doses of 1.W mg per day or severely hypertensive subjects were not Lrcallnenl was v,ilhin, more: one of these (rials and the entered (Refs. 4 and 51. Aspirin treated .it,, the of angina and 

unatable angina trial used about 300- groups in both the AMlS trial and the for IZ weeks, and with 
per day. The latter two trials, along with United States aspirin studies showed c ~ x p ~ i c a t i ~ ~  m?tdi!iox= such GS co i i~~ t ive  
considerabie pharmacoiogic evldence small but definite increases in blood heart failure were not included in the study. 
that platelet-induced thrombogenesis urea nitrogen and uric acid: thus. the Aspirin theropy in MI patients was 
can be reduced by doses near 3W mg agency concludes that durinp, the course associated with about a ZO-percent reduction 
and the expectnlion that gastrointestinal of long-term aspirin therapy users of this in the risk ofsubscquent death andlornon- 
bleeding would likely be less prominent drug should he monitored regularly to fa'alrcinfarction, a median absolute 
at lower dosages, have led the agency to assess changes in these measurements. Of percent 1z-to22- 

conclude that 3 0  nbg (or a cunventional Based on the data from the unstable percent in Ihe gmups.ln 
325 mg dose] of aspirin per day is aspirin-treated unstable angina patients the angina trial of Lewis el el. (Ref. 9). reduction in risk was about mpercmt. a effective for the prevention of which used one 325 mR dose of aspirin reduction in the event rate of 5 pe-tfmm 
myocardial infarction inpatients with a in a highly buffered solution. the agency the ZOperEent rate in the placebo p u p a v e r  
previous myocardial infarction or has concluded that highly buffered the 12-weeks of the study. 
unstable angina. aspirin for solution [aspirinlantacid Daily dosage of aspirin in the post- 

In the secondary prevention trials. (see comment 76 below)) a s  myocoidinl infarction atudics was 300 
aspirin lreab.ent wes started at  well as b u f f e ~ d  aspirin in a solid milligram8 in one study and 900 lo 1.m 

intervals after the onset of acute dosage form is safe and effective to milligrams in 5 studies. A dose of325 
myocardial infarction varying Iron less reduce the risk of dcalh cndlor non- ~ ~ ~ i , " ~ " "  Was in lhe study 

than three days to more than five years fatal myocardial infarction in patients AdvemeReaCtiLIn9: and conlinued fur ~er iods  of from leas with a previous myocaruial infarciion o r  G,minmfinol~m.om: 
than one year to four years. Treatment unstable angina. Elowever. the agency Oases dtCm miltigrams pu day of aspirin 
within a week of onset 01 myocardial believes that sodium intake should be  caused gastrointestinal symptoms snd 
infarction was not shown to be considered in this patient popnlalion bleeding thnl in some cases were clinically 



(2) The Comnary Drug Rofect Research and neath in Men WiU, Unstable Angina. 
Group, "Aspirin In Conrary Heart Disease." Results of a Veterans Admini~Lrallon 
Journal of Chronic Diseases. 20:825-M2,1878. Cooperative Study." Wew bhglond/oumolol 

(3) Breddin K.. el al., "Secondary 

C. Comments on Advertising of Intern01 
Analgesic Drug Products 

I71 Lewis. H.D.. el sl.. "holecliveElleclr ol  El. several comments suggested that Aspirin Againal Acute Myocardial lnlarclion 

Rcsttlts of a Veterens Adminislration 

bledicine. 3W:3W03. ISU. 
id] "1989 Report of the joint National 

Committee on Detection. Evalualion. end 
Treatment of High Blood Pressure." United being unduly persuaded or  misled by 
Slates Depertment of Henlth and Hllm~n such inappropriate statements. Another 
Services and United Slates Public Health contended that  consumers Subiccts with marked hypertension or Service. Notional institales of Heallh. 

renal insufliciency had beenexcluded fmm Publication Nu. iilii 84-1OBD. 1984. often d o  no1 realize from current OTC 
Ihc trial so that the clinical importance of analgesic drug advertising that many of 
these observations for such subjec~s or for The agency's dci!:.:led commenls and  these products contain aspirin. An 
any subjects treated over more prolonged . evaluations of the data a re  on file in  the example of such advcrttsing is  as 
periods is not known. it is rccon~mended that Dockets Management Branch (Refs. 11 inllnws: "Contains more of the pain 
palicnls placed on long-term aspirin and 12). killer which doc:ors prescribe most." 
trcalment, even st doses of3W milligramsper 
day. be seen at regular intervals to assess ' The comment urged that FDA require 

changes in these measurements. (1) Comments Nos. CM)108. SUm15. manuiaclurers lo stale in their 
Sodium in 8uI:fered Aspirin /orSolulion SUWZO, and SUm26. Docket No. 77N-0094. ad"ertising lhat lheir prnducis 

Fornrulolions: Dockets Management Brnnch. aspirin. 
(21 Comment No. C m .  Docket No. 77N- The Federal Trade Commission [FTQ 

gss1roin:zslinal adverse reactions. This use (7) Breddin. K.. el el.. "Secondary 
ol  aspirin applies to bolh solid, oral dosage Prevention of Myocerdial Infarction: A advertising for the drug must satisfy the 
forms (buflered and plain aspirin] and Comparison of Hcelylsalicylic Acid. FDA regulalions in 5 330.l(d) (21 CFR 
buffered aspirin in solution. Phenprocoumon or Placebo." Homeostosi~ 330,l(djj, which s la te  that the 

47&203-288.1979. 
(8) Elrvood. P.C.. and P.M. Sweetnam. ndvertisina may prescribe, recommend. 

(I] El\vood. P.C.. el el.. "A Randomized "Aspirin and Secondary Morlalily Afler or  suggest the drug's use only under the 
ConlralledTriel ol  Acetylsalicylic Aoid in the hlyocnrdiol infsrction.'. Lancet, U:1313-1315, stated in the labeling. If 
Secondary Prevention of Morlality from Pccember 22-29.1070. advertising for a n  OTC internal 
Myocardial inlarclion." Brilish hfpdicol (91 Lewis. H.D.. el sl.."Pmtsive ~ l leo l s  d eii6:grsic drug product oIfer3 the drug 
journal. 1:43C-440.1974. Aspirin Agalnst Acute Myocardial infarction product for conditions not inclu.ied in  
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the final monogreph tebeling tle dnrg

ll"u1"-"lf$ilXi *oiect to tesulstory
R€fotonco

[1) L€ller'frofl L Goi!rn.!. mA. b W.R.
Fisherow, FrC. lune tg,1SAr, inchded In
OTC Volume (I!8IHtt.

52. Several comments 833crted thst
the Panel exiended its review bevond it8
charter by maklng statemenls 

'

conceming the advedisiog of ths
products under its reric'n':Ths
comments slated lhat mA did not ffsnt
such aulhodty in the pmcedures
established for OTC druc advisorv
review panels.lte comiente fruihcr
sr8ued lhat lhe Panel's Btatements on
OTC drug advertising rvere not only
inappropriat€ for inclusion in the report,
but olao were hased on inadeouate 

-

informstion becouse, accordini to FDA
procedures, dala snd Information
pe.laininE io sdveitisinE --err! noi
submilled to thc Panel.

The OTC drug review procedurel do
not preclude a psnel fmm expr€ssing its
conc€rn about OTC dru8 edvcrliEin8.
The Btatements ofoDinion on
advertising and thehedia were included
by the Panel in ile report upon the
rccommetrdation of the Psnel'r
consumer liai!on represent€live [ReL 1t.
These 8lalemenls were partly bared on
8 lranscript of the Foceedlngr ofa
conference sponeored by the Federal
Communications Courmif sion and the
FTG and attended by r"prcsentatives of
consumer advocale group!,
phsrDaceuticsl sssociations aod
rnanufaclurera, the bioadcast media,
and the academic connunitv'.

The Panel discussed OTC-rlrug
advertbing in ilE report i|r o!de! to msle
its concerns knowtr to the FTC. as well
as to FDA.
Rcfcrenco

(l) SummaryMoutes of the 20th l{eeting of
Ihe Advilory Review Panel on OTC lnbmal
Analgesic and Arltirieomatic Dru8 Producrs,
lrne U, m, all.d 2r,1975, incor-oor8ted in mC
Volume 030173.

D. Commenls on Stondard Dosoge Unit
ond Anolgesic Equivolence Volue

53, Some corunents supported the
Panel's recommeldation for standard
dorage unita and standard dosage
gcheduleg for all marketed OTC intemsl
analgesic drug products containing
aspirin, acetaminophen, and eodium
salicylste ar single ingr€dients. The
cornments stst€d tbat sdopting this
recommendatiotr would benefi t
consumers by teducing the confusion
and misuse thal result from the current
availabilily of variou9 dosEge stiength8
snd dosage 8chedules of tirese
ing.edienta. The comments argued thal

consumqs arG !!ed to lsltB "two (3Zt-
arg) orplrin trblelr" for Dain r€lief and
could Inger' loxlc amoult; ol arpldn
frorn u3ln8 dssa8e unilr larg€r lhaii 325
m8. The commeDtr mslntalned tlrat
dos88e! Sreatei tban 05O mg ltwo 329
nrg isblet!) do not pmvlde "s[bstsntlsl
benefit lo a lulncient portion of the
public" to ioatify malilng doaage u.rit
strengths greater thsn 325 rrg generally
availible.-

Several commentl oDDosed thc
standard snd nonstaniird Iabeling
reeommenCed by lhe Panet in
! S13.50{d}. eaubg thsi :uch Labeling
implie$ differ€nce! in quality or
therapeulic effecl, would confuse
consuners, and cmwd lnformation on
ihe label. Several commenls also
oppoeedlhe concept of slsndard dosogo
units and standard dosage schedules,
sr6uing that adopting lhem would
deprive consumers ofproducts with
which they have been satisfied and
would result in dosase chatrceg in the
labeling that rrey be-overloo--ked by
consumerg. Some com.oenls also argred
lhal the concept of staDdard dosage unit
iB unsupported becsure variour dosage
levels of aspirin, acetamlnophen, and
sodium sslicylste sre sefe end effective
8nd show increasing effectivenesa with
incrcased dosagee. To resolve"inconsislencieC' in the dosaee units
and schedules, one connent-
recoDmeoded that the adult doaare unit
for aspirin, aceiaminophen. and r6dium
salicylate be 3zS mg (stsndsrd) 8rd 5m
mg or 05{l mg (nonEtandard). The
comment alao recomraended a
maximun aingle dore of 1,mo mg for
eoch of there ingredienls with a,$hour
dosage interyal 8nd I maxitrrum daily
doae of t,om mg.

The agency agreea with the commentg
in opposltion to the Psnel's
recommendation o! standard and
nonBtondard labeling, The agency does
not believe that use of the lermr"standard" atld "nonstandard" would
aimplify the comparison of various
products cont8ining differcnt quantilies
of aclive insredientE or would aid
Gonsumerr i! Belecting 8n crrc
snslgesic.antipllletic drug pmduct. tn
addition, the agency is t|ol aware thal
lhe exisling manner oflabeling these
products has caueed congurner
conlusion or resulted in miguse of thege
products. Therefore, the Panel'e
recomrnendadon on atandard and
nonslandard labeling ia nol being
included in this tentative linal
monograph,

The Panel was aware that degrees of
pain and analgesic responseo vary end
thus Drovided for rafe and etfeclive
OTC;dult sralgesic dorage ranger for
ospirin stld sodiuD salicyLale of325 to

050 mg every 4 hours, mor€ than 325 to
5m m8 every 3 hours, or 842 to 1,000 mg
every 0 holtl!. [See the Parel'r
iccomm€nde{i i 343.10(s) and (0.) For
scetsminophcn, tho Panel'g
recommended dooage runge5 wele 325
to 850m8 every,l hours, 5m mg evcry 3
hours. or 1,(m m8 every I hourr. (Sec
the Panel's recommended I 343.10(b).)
Ae atated in comment 63 below. the
s8ency believEi ihat it;: reasonable for
acelaminophen to hovr '.he same dosagc
and frequency of adminislralior. as
aspirin. The a8€ncy is revisin3 lhe
dossS€ Echedule for scelaminophen to
confolm lo that of sspirin. ln addition,
lhe dosage of'more lhar" 325 mg to 5m
mg every 3 hours is being restaled aE 325
mg to 500 m8 every 3 houre lo include
the 325-mg minimal effective dose.
Likettrise, in considerstion ofthe various
analgeaic doaage ulit strenglhg
c'.rncnl15' bcing rnarkei€d, the egenc;-- il'
propo8inS that the dosage of 842 to l,mo
mg ev€ry 6 hours be tevi3ed to 050 to
1,000 mg €very 0 hours lo include the
naximurn ruccmmended doee to be
taken every I hsurs li.e., 050 m8| as a
minimum dos€ taken every 6 hours, The
sgcncy invites specilic comment on this
proposal.

Ba6ed upon the above conclusions
and dosage recommeuda tior|s, the
dosage acheduler for aspirin,
acelaminophen, and oodium mitcylote
recommended by the Panel in g 3{3.10
(a), (b), end (Q are being revised to
eliminate the concepts of "elandard"
ard "nonstandard" echedules and are
being combined under I 313.50[d)[2).
The panel's definiliona of slandard
dosage unila for lheee ingredients in
5 3a3.3 [cl (m), and {p] arenot being
proposed in this teDtative final
monoSrapn.

The agency notes that the Panel
dlscussed a maximum init iEi single dose
of975 mg (15 grains (8r)l (lhree dosage
units of 325 mg eachl in I 4-hou dosing
re8ime! (43 FR 35361) and recommended
this loading dose for aspirin,
acetaminophen, and EodiuB salicylate
($ 3{3.12 (a)(ii} (bl(ii), and {D[ii)). The
sgency is not proposing a loading dose
for these ingredient8 because it believes
lhal such a provision may confuse
congumers and lead to repeated dosing
ofg75 mg every 4 hours instead of325
mg to 650 mg every 4 hourg. For reasons
stated in comments 62 and 83 below, the
sgency is not pmposing an OTC dose of
975 mg [15 8r) or l,mo mg every 4 hours,

54. Two co{llments objecled lo the
standard dosage unit concept be6ause it
is not applicable to liquid producls oi a
product containinS Espino in a 8um
base. One comment srgued that it ig
inapprcpriale to uEe the standard
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dosage unit concept for certain liqui'ds 68. Several comments opposed the mg i1.23 gr] to 81 mg (1.25 gr] and 
that contain combinations of analgesic adoption of the Panel's recommended revising the children's dosage schedule 
ingredients and cough/cold ingredients. labeling statement in 5 %¶;.50(e) on accordingly. The c o m e n t  contended 
The other comment, noting that the analgesic equivalence value for cnlclum that the w m g  dosage unl: i~ 
udvance notice of proposed rulemaking carbaspirin, choline salicylate, and unavailable In aepirin products and that 
did ES provide ior e nonstnndord mn,yncsiu? szlicplntc. TDa commcnts cnaverslnn tn m %>-?-ma dnaage u16l 
dosage unit of 227.5 mg (3.5 gr) aspirin. .contended. that such labeling woulti would invalidate all currently available 
requested that $ 5  343.10[a) and 343.12(a) crowd the required information on the stability data for children's aspirin 
be expanded to include this label, confuse cunsumers, and imply that products. The comment argued that the 
nonstandard dosage unit, which is one product ia more, or less, effective aveiiability of the 81-mg (1% gr) dosage 

. . idanticill io i i~at  01 iire gum base tllon anothnr. wien in fact all products unit is recognized in Bi Wi:314(cj (I) 
included in the monograph are safe and end (2) (21 CFR 2Oi.314(c] (I) and (2)) 

Aa stoted in comment 53 above, the effective. Othcr commonto, although not and in tlri- USP (Re:. I). The coinment 
. egency is not adopting the Panel's opposed to analgesic equivalence concluded that a doaoge schedule based 

recommendation for a etandard dosage labeling, stated that such labeling is on the 81-mg dosage unit is consistent 
unit of 325 mg for OTC analgesic dnyl confusing and suggested alremative with the dosage schedules for aspirin in 
products. However, the dosage labeling staiements. PO 343.1(l(a)(l)[i) and 343.12[a)[l)[i) 
schedules of all OTC internal analgesic The agency agrees with the cornmenla because 325 mg is e more accurate 
drug products, including liquid and gum Ihat such statements be multiple of 81 mg ihan of @I mg. 
base dosage forms, will have to comply lo 'I1 products The agency ecknowledgcs that there 
with ,he final monograph when it is . that meet the spccificationa of the has been longstanding eccep~ance of the 
published. (See comments 53 above and mO"ggP~h are effective. 81-mg (1% gr) children's dosage unit for 
58 be lot.^.) lhe 'gencY a~nir in  and norees with !he comment 

55. One comment stated that in the nnalgesic equivalence value iebeling ,,,at i t  be retained, Children.s 
establishing standard and usual doses recommended by Pane', ecetaminophcn products are marketed 
the agency should not limit alld 5 %3.5Q[e1, statement on anulgesic in an mmg dosage unit strength, but the 
manufaciwers !g the exec1 metric equivalence value, and # 343.3 (8). (0. difference between mmg 81.mg 

and lo], definitions of acetaminophen, unit slrengths is of no equivalent of 1C gc, or its approximaurn. and sodium 6alicylale 850 mg. The comment pointed cut thht equivalence values, are not being therapeutic consequence. Thus. Ihc 
because the "United States included in this tentative final agency believes that the children's 
Phermacopeia" (U.S.P] [Ref, 1) monogreph. dosage unit for aspirin, acetaminophen, 
recognizes W)O mg as  the approximate and aodium aslicylate should he either 
metric equivalent of l o  gr, products 

57' One 'Ommen' argued lhat 325- 80 mg or 81 mg, and the dosage schedule mg (5 gr) unit dose restriction for children's products is being revised containing eitherBW G50m8 (or 'he recommended by the Panel was not accordingly. 
oxact equival~n' of848 mgl should be appropriate for analgesic powdera.Tha 
e!!nwed to use !he term "c~ual  dosa!' comment contended that analgesic k 8ddi:ion. tha agency notes that the 

Although the 6.S.P recognizes 800mg powders represent a dosage form in recommended dose of aspirin. 
as an approrimatr equivalent to 10 gr which the dosage and dosage unit are acetaminophen. and sodium salicylate 
(Ref. 21. the agency is not including the equivalent. F~~ one powder for children 8 to Byears of age is 325 mg 
comment's suggestion !hat quantities envelope contains the equivalent (0'320 m8 when four 80-mg dosage units 
other than 850 mg be equivalent to 1 0 s  of two tablets of "standard aspirin. are used a5d 324 mg when four 81-mg 
because it agrees with the Panel's Because the Panel allowed an initial dosage anits are used). Because this 
rccommendalion that the system 01 maximum dosage ofl,m mg and also a dose (i.e.. 325 1x181 is also the minimal 
weight measurement for OTC internal 1 ,m-mg dosage every 8 hours, the effective dose for adults, the agency 
analgesic drug products should be based comment requested that the agency sees no reason to exclude it from the 
on 1 gr heing equivalent to 65 mg (42 FR permit a dosage of 1.m moor less in . children's dosage schedule as  the 
.,IL"C* 1 
YYYu. ., one powssi enve:opa. piovisid :ha minlmn! effec!iva dnse !nr chi!dre~ cvsr 

The "usual dose" of OTC analgesic- Panel's dosage schedule is followed and Q Yeam of ege. The agency has no data 
antipyretic drugs is any of the doses that the total daily dose does not exceed to show that a minimal effective dose 

i 
. conform with the doseges specified in 4.000 mg. for children over 8 years of age poses a 

this tentative final monograph in the As discussed in comment 53 above, danger of therapeutic failure and 
section on directions. However, the the agency is proposing not to adopt the subsequent overdose with resultant 
agency is not allowing use of the term Panel's recommendation for a specific toxicity, a s  is the case with youngerage 

doses8 as a descriptive term for adult dosage unit strength. Thus. OTC groups. 
the same reasons that it did not adopt analgesic-anti~~relic powders may he In view of the above discussion, the 
the use of the terms "standard" and formulated with a 1.oKt-mg dosage unit children's dosage schedule for asplrin. 
"nonstandard." [See conlment 53 strength per powder envelope. However. acetaminophen, and sodium salicylate 
above.) the dosage schedules of nnalgesic- that is based upon the children's dosage 

ontipyretic powders must be in unit of 80 mg or 81 mg is as follows: 
Relemnces conformance with the final monograph. 

(1) "United Slates Pharmscupeie XX- 
National Formulary XV." United States E. Comments on Recommended Dosoge 

Phanacopeist Convention. Inc.. Rockville. Scliedules 

MD (inside back cover), 1980. 58. One comment urged that the 
(2) "United States Pharmacopeia XXL- Panel's recommendation in 

Nslionel Formulary XW. Uniled States 55 343.1O(a)(2) and 343.12(a)(2) be  
. Phnrmocopeial Convention. Inc., Rockville, revised by increasing the children's 

MD (inside beck cover). 1985. . dosage unit for aspirin producls from 80 

,$<' 

Number o( 80. 

1 s D a  162 
240 a 243 
320 a 324 
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information on pediatric dosage 
regimens. includiw toxicity potential, 
dosage calculation based on weight .. .-..- b-,I.. ".. .o .... ,,, Y Y r f a ~ ~  c:en, and adequacj 
of product labeling (42 FR 35388). The 
sgsncy e w e -  ::.i!h thz Ps-e! !h! a 
children's dosane schedule based on axe 

safe and effective dosage schedule that 
could be followed by parents in treating 
children over 2 years of age. The agency 
cnncurs with !!!is dnsepe zchedsle. 
However, the agency emphasizes that if 
! h ~  !s.:er pe:zizts. !he underlyizg csuse 
of the fever should be determined and 
treated by a physician. The warnings in 
g %3.5a(c! (2](il and (31 for analgesic- 
antipyretic drug products, limiting use 
for fcver in children to 3 days uriiess 
directed by a doctor end advising 
physician consultation for persistent or 
worsening fever or new symptoms, are 
guides to parents in the safe and 
effective us? of these products in 
children, as are the directions for use in 
6 343.50ld\. 

'Dooe may be repeat* e v q  4 han mi 
symptoms penial up to m tima a day a 83 
Brnled bq s &or. 

" 
is acceptnble bccnuse it correlates 
closelv with oosagcs calculated on the 
bnsis of surfnce ares. and because the The children's dosage schedule for 

espirin, accaminophen. and sodium 
aalicylate that is based upon the adult 
dosage unit of325 mg ia as  follows: 

average consumer wiii more readilv 
understand such a schedule. as o e h l e  ~ . ~ -  
usuelly h w w  the cl,ild'a age but do ilot 
aiways know the child's weinht. 

in addition. the agency hasoublished 
a notice of intent reiuesiinn comments 
concerning pediotri;dosin~information 
for all OTC drug products. (See the 
Federal Register of June 20.198B: 53 FR 
23lM.) This notice navites public 
commcnt on how pediatric dosing 
infum~ation cnn br:st be presented in 
OTC drug pruduct !nheling. This notice 

- 61. ~n'e'comment suggested that the 
children's dosage schedule be more 
clearly displayed and ti~at duplicate 
words and phrascs be eliminated. 
Another comment stated that the dosage 
sche~lule recomn~cnded bv the Panel is 

. . . . . . . 
2tounder4.--.. i~ 
4 to under 6 .......... 314 
6 to under 9 1 
0 to uMer 11 1 to 1% 
11 I4 Undg( 12-, 1 b tH 

mentionsthat comments mad? in 
'DOSE W be repeated mew 4 t m a  whils 

YPloms persist up to I'm timer) a day a as 
d lmod by a mtw. 

response to several OTC cough.cold 
tentative final monographs requested 
thut pediatric dusnges for cough-cold 

confusine an< comolex because dosage 
rcgimcn~are provihed for ingredientsea 
annl~csics and as  antipyreticn, witk 

In 5 343..W(d1(1) in the tentative final drug products provide a greater 
subdivision of aae ranges that more 

doses listed in e::Jct figures (such as  
monograph, ihe agency is converting the 
dosage information in the schedules 
above to directions that provide concise 
instructions ior ihe consumer. The 

7.38 gr and 59.68 gr) raiher than rounded 
closely approximate weight-based 
dosages and lhat Hre sim~iar lo the age 
ranges recomn~enlierl by ihe lnlernal 
Analgesic I'rcnel for OTC ~ntcmal 
analgesic-anti~vret~c drug products for 
children. The notlL? also discusses 
r r q \ ~ ~ a t a  l h ~ t  the twc or weight ranyo hr: 
allowed, on an optional basis, in CTC 
drug pediatric lahcling in addition to age 
range labeling (53 FR 23183). The agency 
has not proposed any regulatory 
changes in this notice, but will consider 

figures. 
The children's dosage schedule is 

intended to indicate clearlv to dmz agency proposes that adult dosage unit 
strengtl~s exceeding 325 mg, particularly 
in solid dosage forms, are not suitable 
for 11se in ~hi!&er?~ hecase nf the 
difficulty in dividiiq such dosage units 
to obtain an accurate children's dose. 

Children's dosage units comparable to 
the 80mg and 81-mg units discussed 
above are being proposed for 
carbasoirin calcium. choline salicvlate. 

manufacturers the specificdose o r  
particular ingredients for spccilic age 
groups. However, these dosage 
sc'nelh~ies are noi intended io aouesr on 
the labctin the formpt they appear in 
the monograph. Rathel; the luhcl 
directiuns should use dosune form units 
Itablets. caosules. measureof liouidl 
hnd sho'u~d'specil~, based on thd 

. 
monngraph, the quantity of r1r1i.y in each 
childrcn's d u s a ~ e  unit and the dosage 

all aspects for pediatric dosing 
information, including the use of weight 
ranges, for all OTC drug products in a 
future Federal Register publication. 

60. One comment suggested that 
children aged 2 to 2 yeais ba excluded 
from &e c;,i;&a,~,'s dusage sc:le;;e 
OTC sspirin drug products because they 
cannot communicate svmotoms of 

and I ~ I H ~ I I O S ~ U I U  ~)aiic~lilte in 5 34i.50[d) 
(4). (51, ond (6) in this tentntiva final intervals. monograph. 
Refemnce 

In addition, information contained in 
the monogra~h labcling directions may 
h~ r o n r l ~ n ~ ~ r l  nn t he  tahpl tn prnvirlp ::: "Uni!ed 8 ! s ! p ? L ~ - 3 ~ p ~ l r .  YLY:' 

United StatesPhnrmocopeial Convention. 
Inc.. Rockviilc. MU.p.39.1976. 

concise dosage instructions for the 
cunsumer. Pqkca ted  noids  and 
ohrases mav be eliminated. The 59. Two comments obiacted to the disease. and these evn"ot6ms are often 
~hildren's$osngc schedules for 80-mg. 
81-mg, and 325-mg dosage units have 

Panel's recommendation that dosage 
schedules for children chnuld be based 
on age, asserting that Uiey should be 
based on weight insiead.The comments 

~* ~. ~~~- ~~- ~ 

difficuli forparents to recognize. The 
comment suggcstcd that the directions 

beenkonverted to directions that 
provide concise instructions for the 
consumer. (See 5 343.50[d)ll).) 

62. One comment requested that the 
agency allow a dosage schedule of15 gr 
(975 mg] aspirin every 4 hours up to four 
doses (4 g) per day. The cornment 
provided data to support its view that 
such a dosage regimen does not present 
a serious threat of toxicity (Ref. 1). The 
comment elso maintained that this 
dosage schedule, raiher than a &hour 
schedule, would offer consumers the 
convenience of undisrupted sleep. 

A reply comment stated that the 
dosage schedule recommended by the 

for children aged 2 to 3 years should be 
"as directed by a physician" because 
iliness can develop rapidly within this 
age group. 

The agency agrees with the Panel's 
recommendation that the minimum age 
for OTC use of analgesic-antipyretic 
drues is 2 vears. Asoirin is used in 

armed t ia t  disanes based on aae are 
iniccurate because any group 01 
children of the same age will vnry in 
size and weight. and tha! the dosage 
schedules of virtually all other drugs are 
based on weight rather thr I age. A 
comment also stated that Ihe 
recommended children's dosages, with 
relatively slight diffcrenccs between 
adjucent age groups. are unduly 
complex end unwarranted. 

The Panel, in reuching its 
recommendation on a children's dosege 
schedule, considered extensive data end 

chijdren 2"to 3 of age primarily to 
reduce fever and relieve the aches and 
pains that often accompany it- 
symptoms that children can 
communicate to narents or that oarents 
= in  readily recol(nszc. Based upin 
phi~rmacokinetic considerations and 
clinical data, the 1'11nel recommendcd a 
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Panel should be followed and that no 
deviations from this schedule should be 
allowed. The reply comment expressed 
cmcern I!!.! !he 9Z5-n~ ~ E E P  e! ee:!rin 
might be used beyond the daily 
maximum of four doses and present a 
toxicity pmhlem. 

The agency disagrees with the 
comment'a rrquert for en asplrin dosage 
regimen of15 p (975 mg) aspirin every 4 
hour=. no: to exceed four doses per day. 
The agency concura with the Panel's 
statement that this do8age r-g' tmen 
wou!d not provide e w  aimific~n! 

diflerent side effects). and are widely 
and interchangeably u x d  by consumers. 

revised to  tale (hst 377 mg magnesium 
seilcylste Is equivnlent to 326 q 
sodium salicylate tsf er than the 3Wmg 
ynantity nfmngnppinm sniicyiate 
specified hv the Panel (42 FR 354201. The 
comtneni explained that i i m e r c i o l  
sodium saiicylste is substantially 
anhydrous pels.  1 and 21, but that 
magnesium sc!icyictc is commercially 
avn~lnble ns thp tetrahydrate. which 

The anencvconc& with ihe Panel's .. - 
recomme?ded ~celsml?n~hert  dnrsge 
regimen3 of 600 mg every 3 hours and 
l.W 315 c'..rj': ha::; !: .-4:: thcsc 
dosages are in eccord with the safe and 
effective dopage range for 
ncetaminophen. i.e.. 325 mg t o a w  mg 
every four houm (not to exceed 4 g in 24 
huut:;]. B ~ z i ;  oil cotr~yutc; simulntions 
(!hi. 11, phnmncnkinr-tic n~nrnclpm 
obtained from t h ~  1;teratute (Rein. 2 
thrnmtoh Sl. ~ n r l  hinnvnilnhiiitv data 

contains the equivalent oi auoui 74.6 
p e r ~ r t ~ t  8aiicy:ic acid, Ai;umirig that the 
inlicviic acid content is the active ~. 
muieiy of analgesic selicq'latea and 
because sodium salicvlate contains 88.3 

improvement in analgesicor antipyreuc 
effectiveness 142 FR 353fill. 

cornpiring a W m g  dose with a 1.m 
mg dose of aceta.?inophen (Ref. 81, the 
eeency has determined that a 1.OcQ-ma percent salicylic acid: the comment 

calculated that about 1.18 times more 

-~~ - - - - -  

Furthermore, oithough tile'lotal doily 
dosage 01 this regimen does not exceed dose of acetaminoohen everv 8 hours- 

magnesium salicylate tetrahydrate. or 
377 mg (325 mg x 1.10). is needed to be 
equivalent to 325 mg sodium saiicylate. 

The c o m e n t  also pointed out tltat the 
Panel's recommended mononrnoh does 

the maximum aspirin daily dosag" ; lug  
(m gr). the ngency is concerned that a 
four-hour dosnge interval for a 975 mg 

yields a pharmacokinetlc pmfile 
equivalent to that of a W m p ,  dose of 
acetaminophen every 4 hours. A m m n  

dose may result in consumers ignoring 
thp daily maxim- !Mi! of four doses 

dose of acetaminophen every 3 hours - 
vields n htnnd level nrnfile that atso is . . . .- 

with co;ltinucd use pos,ibly leadi&o aimiiar lo that of a &mg dose nl not state the molecular composilion of 
sniicyiatc toxicity. (Sce also t:ornmmt tu acetaminophen every4 hours. Therefore. maanesium saiicvlnte nod reuuested 
below.) 
Reternace 

the aaencvis nmoosina alternative tha'iit be clarifi& to state that 377 mg 
magnesium salicylate tetrahydrate is dosnie teiimfnsior a&tnminophenof 

500 mg every 3 hours and 1.000 mg every 
111 Comment No. OJXaO, Docket No. 77N- 

0094. Dockets Management Branch. 6 hours 08 part of the dosage schedule in 
6 343.501d112) of the tentative final 

~e comlnent conciided that, as  Gated 
in the Panel's monoaraoh, one couii 

03. Two comments obiected to the 
. ,. . 

monogtaph. As dtscussed incomment 53 
above, the sgency is proposing the 
following dosanes for ncetsmino~hen. 

assume that the diffhrence in &e ,~ ~ ~~~ ~- 

Panel's reconunendat&n that following 
an initial dose of 1.M mg 

~~~~ ~ ~ ~ ~ ~ 

salicylic acid content between 325-mg 
doses of mamesium salicvlate and acetaminophen (two dosane unite of 500 asvirin, and sodium salicvlate: 325 to sodium saii&iate could affect the 
th~rapeutic response, especially in a ma each]. subseouent doses should be 650 mg every 4 hours. 3z~"to 500 mg 

every 3 hours, or 650 io i.W mg every8 
- - .. 

reitticieh to 5~ .& every 3 hours or 
1.000 mg every 8 hours. Statinn that this muttidose regimen. 

The agency agrees that 377 
magnesium salicylate tetrahydrate i s  
equivalent to 325 mg sodium salicylate. 
The Panel's recommendation of 325 to 

hours. 
Refmum recommendation was based upon the 

dosane recommended for asoitin. the 
(1) o x  votwoe WBTPM. 
(2) Albert. K.S. AJ. Sedma d 1.G. 

Wnuncr. "Phsrmncokinc"~ of Orally 
Administered Acetaminophen in Man.'. 
lour,rul olPhonnocohinel~u, and 
Biophnrmoceulics. 23fll383.1974. 

(3) Cummings A,].. U K. Martin, and CS. 
Park. ''Kinetic Considerations Relaliw to Uls 
Acrnlnt nnrl Eliminstinn of DNO 
Melebal~tes." 8nt;sh lourno1 or 
Phormocolocv ond Ciremorhcmov. 28:138- 

comr;;ents contended that, g'ivenihe 
linc;lr phflrmacokin~lics of 
ecetaminophen, it is irrational to base 050 mp, magnesium salicyiate every4 

hours lor analgesic effect was based oa  acetaminophen's dosage and frequency 
of administration on the nonlinear 
pharmacakinetics of aspirin. One 
comment uqed that the dosage for 
"""'""'"""h"" hn . cum "..̂ -. 4 != g -" "r.."..___ _." -...o "_"., 
hours, not to exceed 4 n in 24 hours. 

data submitted on a omduct containinn - 
325 mg ofthe tetrah~dratc form of 
magnesium sniicyiate (Ref. 3). However. 
fnr nduit donope schedules fur aspirin. 
acetsminophen, and sodium aalicyiate. 
the Panel recommended a minimum 
effective doange of 325 mg for each of 
these ingredients (42 FR 353581. with 
which the agency concurs. Bused upona 
minimum effective dusage of 325 mg 
sodium sniicylnte, thr minimum 
effective dosage of magnesium 
salicylate tetrahydrate that would 
contnin an equivalent amount of 
salicylic acid is 377 mp,. Therefore. the 

'The agency is not adbpting the 
comment's recommendatiun of an  
acetaminophen dosnne regimen of1,M)O 

-. ... ~ ~~~ 

149. 1887. 
14) Slatlery, J.T., and G. kvy. 

"Aceleminophen Kinetics in Acutely 
Poisoned Patients." ClinicolPhom~~cology 
and Thempeulics. 25:1&1-195.1878. 

IS1 Preacott. L F.. end N. Wright. 'me 
Effects of Hepatic and Rend Dsmage on 
Psracelernol Metabolism and Excretion 
Following Overdosage: A Phamncokinelic 
Study." British Iournal of Phomocology. 
49602-813.1973. 

(81 Reacarch Division. McNeil Laboratories. 
Inc., "Acetaminophen Plssma Level Rofila 
Eoliowin~ Tylenol Acetaminophen Extra 
StrengUl Cepaulea and APAPIRS. 
Acetaminophen Tableta. Metshalic Study No. . 
54." Biochemical Research Report No. 188 
(7WjiB1, unpublished report, included in M C  
Volume 03BTFhl. 

mn everv 4 hours forihe &e reason it 
i s i o t  adopting the regimen of 975mg 
aspirin every 4 hourrr. (5" comment 82 
above.] 

The agency believes a t  this time that 
it is reasonable for acetaminophen end 
aspirin lo have the same dosane end 
freauency of adrrinistration because. maximum dosane for mamesium baied upon the deta submitted to the 
Panel, the safe and effective OTC 

saiicylate ahauk be 754 kg instead of 
650 ma, and the dosanes for mamesium dosage ranges for acetaminophen and 

aspirin are the sme-325 mg to 850 q 
every 4 hours, not to exceed 4 g in  24 
houm. Also, aspirin and acetaminophen 
ere indicated for the same OTC uses. 
hsve been extensively promoled as  
comparable OTC analgesics (with 

saiic);iale are being ;vised acc&dingly 
in this tcntntive find monograph, which 
now also specifies that the dosages are 
based on the tetrahydrate form of 
magnesium saiicylate (P 343.50(d)(8]]. 84. One comment requested that the 

Panel's recommended monograph be 



Ill Windholz. M.. editor. 'The MelA 
1ndex:'sth Ed. Merck and Co.. Rahway, NI. 
D. 1120.1978. 

12) "~ntional Formulary XIV," American 
Phonaceutical Association. Washington, p. 
R5R 1973 - ~ - .  ... -. 

13) OTC Volume03mz 

E Comments on Combinolion Drug 
Pmducb ondlnoclivefngrzdie~rls 

65. One comment obiected to the , - - ~- 

Panel's recommendation in g 343.20for 
combining 325 nu each o:asuirin and 
acetaminophen in a single dosage unit 
for OTC use. The comment contended 
that because of the complex 
pharmacokinetics of aspirin, any - 
combination of aspirin and 
acetaminophen shuuld be subject to the 
requirements of a new drug application 
(NDA). Referring to a sludy by Cotty et 
61. [Ref. 11, ths camment siated that 
using acetaminophen and aspirin 
tcgethei resoka in higher bloird levels of 
aspirin than whm the same quantity of 
aspirin is administered alone. 

Other comments supported the 
recommended provision for combining 
aspirin and acetaminophen. These 
comments stated that such a 
combination should not be precluded 
and may be useful by sparing the side 
effects of each ingredient. One comment 
also referred to the smdy by Cotty el el. 
(Ref. I) and argued that concomitant use 
of aspirin and acetaminophen resulted 
in higher blood levels of unhydrolyzed 
aspirin, and not total salicylate, and that 
except for "very specific side effects" 
this should not he associated with an 
increase in overall toxicity. 

The study by Colty el al. (Ref. 1) 
ind~cales that acetaminophen 
administered with aspirin appeared to 
increase blood concintratiGs of 
unhvdrolvzed asnirin. These - 
investieotors exoecled no increase in 

~ - ~ ~~~ .-.. ..~ 
toxicity hecause' the toxicities of 
salicylic acid and aspirin are similar. 
They concluded that the increase in 
aspirin blood concentration and 
duration would he expected "to produce 
a net increase in phannacologic activity 
over the sum of the activities of the 
individual drugs administered alone" 
because aspirin is a more potent 
analgesic than salicy:ic acid. However. 
this conclusion is not supported by the 
results of a sludy by Wallenstein (Ref. 
2). This study demonstrated that a 
subtherapeuiic combination of 210 mg 
aspirin and 150mg acetaminophen (a 
360-mg total) was essentially equivalent 
in snaleesic effect to 360 me of either 
ingredih  alone and lhal4% mg aspirin 
cornl~it~<!d with 300 mu 11cetaminopl8rn 
was esientially cquivnlent in ani~lgrbic 

effect to 720mp of either ingredient 
alone. 

After evaluating the studies discussed 
above, the agency concludes that the 
combinetion containing 325 mg each 01 
aspirin and acetaminophen does not 
increase the overall toxicity of either 
ingredienr in adults. (For e discussion of 
the use of OTC internal snalgesic- 
aakipyretic conbination drug products in 
children, see comment 68 below.] The 
data provided do no! support ths 
comment's contention that becuuse 01 
the "complex phannacokinetics of 
aspirin." combinations of aspirin and 
acetaminophen should be subject to the 
requirements of an NDA. Therefore the 
Panel's provision for a combination 
containing a 325-mg minimal effective 
dose each of aspirin acd acetaminophen 
is being proposed in this monograph. 
However, unlike the Panel's 
recommendation in g 393.20ja) (1) and 
(21. the tentative final monograph does 
not require that 325 mg of each 
ingredient be contained in a single 
dosage unit. [See comment 72 below.) 
Refemncas 
(1) Colty, V.O.F., el al., "Auginentalion 01 

Human Blood Acetylaslicylare 
Concentrstiooe by the Simultaneous 
Adminislrslion 01 Acetaminophen wi!h 
Aspirin," Toxicology ond Applied 
Pharmocoloay. 413-13.1077. 

(21 Wzllenstein. S.L. "Analgesic Studies of 
Aspirin in Cancer Patients:' Proceedisgo of 
the Aspirin Symposium. The Aspirin 
Foundation. land-n. pp. &10.1975. 

68. Two comments urged Ulat dosage 
schedules for children under 12 years of 
age be provided in B 343.20 (h) and (c] 
for the permitted OTC internal analgesic 
combination drug products 
recommended by thepanel in 
B 343.20(a1. The comments asserted that 
the Panel's recomn~endations 
unnecossarilv restrict nroduct use hv ~.-. 
specifying o h y  adult dosages for 

- 
anolgcsic or antipyretic combinations 
and tho1 this position contradicts other 
seclions of the recommended 
monograph in which children's dosages 
are specified by age groups for single 
ingredient products, e.g.. S 343.101a) 
(1)Ii) and (2). 

The aeencv is concerned about the 
risks thit m& be asoociated with the 
use of analgesic-antipyretic 
combinations in children. For example. 
Bickers and Roberts observed a case of 
intoxication in a 5%-year-old child after 
a combined regimen of 300 mg aspirin 
and 300 mg acetaminuphen, alternating 
everv 2 hours for fever (Ref. 11. [Each 
drue-was eiven individ"allv &LIV 4 - -  ~~ ~~ 

hoGs.1 The authors pointe;l O U ~  &at. 
although many of the findings in the 
paiieni were characieristic o i  "cimple" 

poisoning with either drug alone, this 
particular case presented difficulties in 
diagnosis, prognosis, and treattnent 
strategy. 

Although this patient's medicetion 
history involved more than the 
combined regimen of aspirin and 
acetaminophen, the agency shares the 
authors' concerns about intoxication 
from s combined regimen 01 aspirin and 
acetaminopl~en in children a ~ d  notes 
their contention that the basis lor 
prescribing such a regimen is wholly 
inadequate. In additiun. the only 
combinations provided for in this 
lentalive final monograph contain 
acetaminophen with aspirin or other 
salicylates. Because the agency is not 
aware of any data supporting the safe 
use of such analgesic combinations in 
children or any such combinations 
marketed for children, combinations of 
analgesic-antipyretic ingredients in 
5 343.20[a) are not being proposed for 
use by children under 12 years of age in 
the tentative final monograph. 

Internal enalgesic combi~lations 
cuntaining nonsnnlgesic ingredients in 
5 343.201b) in thia tentative final 
monograph and the pediatric (or 
children's) dosages of such products will 
have to comply with the children's 
analgesic dosages included in the iilral 
monograph for OTC internal analgesic 
d r q  p:o$;cts. (See cornmen: 87 below 
for further discussion of comhination 
drug pmducts containing analgesic and 
coughlcold ingredients.) 
Relemnce 

It) Birkers. R.C.. andR.1. Rol~erla. 
"Combined AapirinlAcctuminophcn 
Inloxicalion."joumol~~fPrd~olrirs. 84:IWt- 
1W3.1870. 

67. One comment objected to the 
Panel's recommendstinn lhat 
c&nbinatlon products be labeled to 

maintained ihat such labeling on a 
comhination product containing active 
ingredients intended to relieve dilferent 
symptoms, such as those of the common 
cold, would hc confusing and misleading 
lo consumers because they might think 
the product should be used only when 
all the symptoms are present. The 
comment statcd that a combination 
product containing an  analgesic- 
antipyretic ingredient should not be  
avoided because a single symptomof 
onlv oain or fever is oresent rather than 

recomh&nded that the phrase in 
9 343 2O(d)[l). (21. (3). and (4) that states 
a* .  . . the product is labeled for the . ... concurrent symptoms involved, ' - 
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be replaced by the following statement: only those ingredients essential to the be addressed in a future issue of tbe 
"The product must be labeled to renect vroduct." The comment srgued that the Federal Register in an amenbnent to the 
oll of the proven yharmacologlcal word "essential" Is too restrlclive for nasal d~conge8tant por'ion of the cough- 
octivitico of the active ingrcdient[s) OTC drug products. The comm?n! cold tentntivs final monograph. The 
c?nsist?nt with the recommended use or mnintnined that nome cnnnumers might comment was also addresled in the 
tile product." 

The agency agrees that a cumbination 
product containinn an  analeesic- 
antipyretic insrcd?cnt shourd not be 
avoided iwt becnt~se an individual has a 
 sing!^ ssmptom uf pain or fever. rather 
IIIIIN h i i ~  nvnlptunls. As discussed in 
commeJt 10 shove, the indications 
statement for nnnl~esic.antipyretic 
ingred~cnts in 5 343 50[a1[11 i? being 

~ .. ~ - 
revised to allow manufacturers 
flexibility in stating the uses for these 
ineredient~. . , - . . . . . . 

'I'he ngency recognizes that 
combination products may be intended 
for use by a specific targei population, 
nuch as  consumers who arc suffering 
from the common cold with minor pain 
or fever. The agency believes that the 
labeling for such combinations should 
reflect the principal intended use[s) of 
the product (e.g., pain reliever-fever 
reducer and nasal decongestant). Such 
labeling should be consistent with the 
approved indications for the active 
ingredients, but would not be required to 
contain all of the indications. 

The agency believes that labeling 
specific to analgesic/cough-cold 
combinations need only appear in one 
monograph, wlich shou!d kc !he onc 
most pertinent to the intended target 
population of the combination pmduct. 
Therefore, the agency has determined 
that the labeling for analgesic/cough- 
cold combination products should be 
included in the combinations segment of 
the cough.cold tentative final 
monograph, which was published in the 
Federal Register of August 12,1988 (53 
FR 30522). Accordingly. the Panel's 
specific recommendations in 
Q 343.ZC[d][l). (2). (3). and (4) of its 
monograph are noi being addressed in 
this tentative final mononranh. 
However. theaeencv hasin'cluded s -.- - 
stiltement in t h ~ c o m b i i ~ a t i ~ ~ n s  section 
(5 343.W[bJ) of t h ~ s  tentnt~ve final 
nlono~raph stalinx basically what the 
comment requestd, i.e., that the 
labeling of the product states the 
indications for each ingredient in the 
combination, a s  established in the 
indications section of the applicable 
OTC drug monographs. Further, the 
agency has stated in P 343.GO[b)[3) that 
for analgesic-antipyretic/cough-cold 
combinations. the indications stated in 
the cough-cold monograph should be 
used. - ~ - ~  

08. One comment objected to the word 
"essential" in the following statement in 
the Panel's report (42 FR X5370): 
6.. . . that marketed products cuntain 

consider inactive inpredients 
nonessential. but other consumers 
cons~dcr these ingredients, such L a  
color or a flavor, ea:ential to !heir 
ecceptnnce of the prorl~~ct and their 
comi!iance with the directions for use. 
TIw ~ui\lilleni ~ e i ~ m n i e ~ ~ d e d  ihai 
cxcipicnts tha! contrib~lt:: to pntient 
acceptance of a product be permitted. 
alonu with thoseexcioientsnecessa~ to 
prep&e the fiial doslipe form and 

. 
provide stability and avsilnl~ility. 

The phrase regarding essential 
ingredients waoactually part of a 
recommendation bv the Cou~h-Cold 
Panel, with which ihe ln tern~l  ~ n a ~ c s i o  
Panel concurred (43 1.71 35370). The 
lnternal Annl~esic P ~ n e l  stated that it 
was awere oilhe inclusion of inactive 
ingredients in marketed drug products 
as  "fillers, coatings, colorants, vehicles, 
aroma:ics, binders, sweeteners. 
flavoring egents, etc." and that "Such 
inactive ingredients are acceptable lor 
marketing purposes provided they are 
pharmacologically inert and do not 
adversely affect the bioavailability of 
the ective ingredients ' ' '." (See 43 QR 
35370.1 ~~~ 

T&OTC drug review is an active. not 
an i n ~ e t i ~ e ,  Injiredient review. The OTC 
vanela occasiinallv made 
kcommendat;ana Lvith respect to 
inactive in~redients: however, these 
recommendations were made for public 
awareness and comment and we& not 
intended to be included in the OTC drug 
monographs. Although not included in 
OTC drug monographa, inactive 
ingredients must meet the requirements 
of 5 330.l[e) that they be ingredients that 
are safe and do not interfere with the 
ettectlveness oithe omduci or wiih lesi. 
lo be performed on <he product. 

09. One comment staled that 
DP 343.lo[n)[z] and 343.12[~)(2) of the 
Pnnel's recummended monograph are 
inconsistent with 8 341.20[8) uf the 
Cough-Cold I'anel's re~ommcnded 
monngraph. The rommcnt requested 
that 8 041.20[e] he revised tu allow 
children's dosnges for cumbinntion 
products containing 
~henvlorooanolamine. a nasal .. . 
decongestant. and analgesic-antipyreuc 
active ingrfdients. Tho comment 
suaested a revision in the 
phenylpropanolamine dosage to be  
consistent with the children's dosane of - - - - -  -- -~ 

anaig~sic-antipyretic active ingredients. 
T h ~ s  comment was submitted to both 

the OTC internal trnnlgesic and the OTC 
cough-cold ruls:makin~:u. Adj!~ritmenl oi 
the dosage of pl~enylpropanolamine will 

counh-cold combination drun oroducts 
t e n h v e  final moncgraph (&e comment 
60 at 53 FR 30550). 

70. Cit!na sections 201[p]. sor[fJ. and 
505[b) of Cie act (21 U.S.C. 321(p). 352[1). 
and 355:b)). one comment contended 
that the safety and effectiveness o f a  
combination drug product os a whole 
should be the criteria by which it is 
judged, rather than the safety and 
effectiveness of its individual actirr 
ingredients. The comment stated thst 
clinical testing of the contribution of 
each inmedient in a con~bination drug 
pmduci'would cause unnecessary - 
expense for the manufacturer of the 
pmduct. The comment suggested an 
alternative combination oolicv that 
would allow any numheiof i&edients 
to he included in a combination drug . 
product in any quantity up to their 
maximum OTC dosage level as  single 
ingredients, provided that the 
ingredients would not add a significant 
risk of hann fmm use or neutralize the 
effectiveness of other ingredients in the 
product. Rnsed upon this su@es;inn, the 
comment requested Category i Ytntus ior 
a combination drug product containing 
asoirin. scetaminoohen. salicvlamide. 
and cn;ieine, nutlng iizcci ilae Peni.: 
classified as Category 111 both 
sniicvlcmide and caffeine es  analnesic 
adjuGanta (42 FR 35483 and 35480i 

The OTC drug review regulation for 
OTC combination drue oroducts in 
p 330.10[a)[41[i7] (n CYR 
330.1O[a][4l[ivl), which implements 
provisions o i  ihe act, states that: 

An OTC drug may combine two or more 
safe and eiiecliveactive Ingredients and may 
bc gc:c:d!y ~ - c ! r s +  2- =a!= el!! e!!z!!ve 
when each active ingredient makes a 
contribution to the claimed effecl(s): when 
combining ofthe active ingredients does not 
decrease the safety or efiectiveness of any oi 
the individual active ingredients: and when 
the combination. when used under adequate 
directions for use and warnings against 
unsnfe use, pmvides rationst concumnl 
therapy for a significant proportion oithe 
target population. 

The reouirements for OTC 
combinnlion drug products have been 
further dclin~nted in the agency's 
"G-neral Guidelines for OTC D N ~  
Combination Products" lRet 11. Item4 
under these guidelines siates: ' 

An ingredient claimed to be a 
pharmacological adjuvant 1i.e.. to enhance or 
othenviae slter the effect of another active 
ingredient) will be considered an active 
ingredient Such an ingredient may be 
included in addilion Lo onc or more prindpet 
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active hF?dIenla only if It meeta the 
comblnatton policy in all respects. 

single ingredient. Other comments With regard to the comblnallons of 
obiecled to combining the ingredients analgesic-antipyretic ingredients, the 

Itam 5 under the O X  combination into a ringle laixe dosage unit. These Panel based its recornendations on the 
dm6 producl guidelines sta:es: comment- reiieatad tha: revia. .ol=!ngle C-tegory I ingredients 

Ir. comr cerea eu l.wed!cr.: may be phe~neceutieat manufachvem be as  we.! a- or? deta submitted on 
appropriate for use only in a apnlfic allowed to divide the dosage between combination products. After the Panel's 
comblnetion or data may be eveileb~eonly 10 two smaller dosage units. with labeling report was published in July 1977, the 
8ilPPorl the uae of the Inpdtent in directing consumers to take two dosage agency published "General Guideline 
conlbination but nnt as a single m&ent IE w i t s  per dose. The comqe?l.!s contended for f i r  nTC nna &mbination 
Such cases the ioaredienl will be placed in that one la;ge dosage unit would be Catcgaty ! 10: use o;liy in pe,x:-cib!e P~oducts" [Ret 11, The guidelines 

dii6cuit io swallow and nlay lead io include a description of the criteria for and a infldfenL overdosage by consumers who are used the combination of Category I active 
Bath salicylanide end caff-' -me are to teking two tablets per dnsa 171~ ingredien!8 from the same therapeutic 

being classified as  Cstegory iii comments aiso argued that such a category having the same or different 
ingredients in this ientative final requirement would burden mechanisms of action. 
monograph [see comnienls 91 and 93 pharmaceutical manufacturen, and The agency bclieves that the Panel's 
below). However, if data were consumers wilh increased costs recommendations for Category I 
submitted to ahow that either or both of associated with retooling machinery classification of combining 
these ingredients contributed to the used to make the larger dosage unil, acetami~ophen with aspirin or other 
claimed effecl of the combination, the redesigning packa@ng, e(c. Category I salicylates is in accordance 
ingredient(s1 could be included in the The Pbnel recommended that only with Item 2 of the OTC combination 

in witb the combinations containing the minimal drug product guidc!ines, which states: 
guidelines. effeclive adult dose of each analgeeic- category I aclive ~ ~ ~ ~ ~ d i ~ ~ ~ ~  kOm 
Refernnur antipyretic ingredient be permitted. In therapeutic category that have different 

ill Food and Dmg Admlnialratlon, the absence of data demonstrating that mechanism8 of action may be combined to 
"General Guidelines for OTC DNg amounts less than the minimum treat the same symptoms or condition if  the 
Combination Roducts." September 1978. eflective dose contribute to combination meek the OTC combination 
Docket No. 78DQ122. Dockels Menngement effectiveness, the agency concurs wi!h policy in ail respects and the combination la 
Branch. this as it applies to on a benefit-risk basis, equal to or better then 

71. One comment argued that although dosage level. However, the agency does ; ; ~ s ~ ~ ~ f ~ , " , " ~ ~ ~ , " ~ ~ ~ ~ ~ ~ ~ ~ ~ " , ~ ~ , " ~ ~  
Ule Panel placed asplrin. not believe it is necessary to place utilize each active ingredient in lull 
acetaminophen, and several other restrictions On the Of therapeuti~: dosage or sub.thernpeutic dosage. 
analgesics in Category I, none of the active ingredients to be contained in a 
combinations that are commonly used single dosage unit, provided the 
for headache has been classified a s  prod.2ctss recommended meets Therefore- a&!encY Proposes 10 

Category i. The comment urged that monograph conditions. The agency include combinations of acelaminophen 
such combinations be kept on the OTC ag~ees  wil;. the comnienl that with aspirin or other Category I 

market because they have been pharmi~ceutical manufacturers should be salicylaies in this monograph under 
commonly used and have met individual allowed to divide the dose of a 5 343.20(aJ. 
needs where single-ingredient pmducts combination product into more than one With regard to the panel's 
did not. [The comment did not name any dosage unit with compensating recommendations of combining aspirin 
specific products.) directions for use. For example, the and other Category I salicylates with 

Because the comment did not name dosage for s tablet containing 182.5 mg each other. the agency finds no data 
any specific combination drug pmducts of aspirin and 162.5 mg of referred to in the Panel's report to 
or provide data on them, the agency is acetaminophen would be two tablets per support Such combinations and further 
unable to consider the comment's dose, thus meeting Ute minimum finds that such combinations are not in 
.m..m.nlo "I ih:* timn A. "..".*".."l.. l.,-........ ". -.." .....,. .." ,.u..,,.., effective dnsage rey~ir~rnentn for each accordance with the guidelines a s  
mentioned. the rcgulationa for OTC ingredient. Thus, the Panel's described in Item 3, which siates: 
combiilation drug products have been recommendation fur a single dossge unit Category I active ingredient from the same 
supplemented by "General Guidelines to contain the minimal effective dosage therapeutic category that h ~ v e  the same 
for OTC Drug Combination Products" of each analgesic ingredient in mechanism of action should not ordinarily be 
[see comment 70 above]. The status of 5 343.20[a) is not being included in the combined unless there is some advantage 
GTC analgesic combinations wil! be tentative final monograph. over the single ingredients in terms of 

enhanced effectiveness. salety, patient determined cccording lo the regula!bns In addition. the agency has expanded acceprsnce, or quality They 
and these supplementary guidelines. the allowable combinations may be combined in selected circumstances 

72. Several comments disagreed wiih recommended by the Panel by p10~0sing to treat the same symptoms or conditions if 
the Panel's recommendations in in g 343.20[a] to permit a rsnge of the combinatian meets the OTC combination 
5 s  343.20 [a). (bl. and [cl that would acceptable amounts of active policy in all respects, the combination offers 
permit combinations of two Category I ingredient8 beyond the minimum same advantage over the active ingtediente 
internal analgesic-antipyretic effective dose lo be contained in used alone, and the cambination is, an the 
ingredients only at the dosage limits combination products. Based on the benefit-risk basis, equal to or better than 

specified and in a single large dosage quantities of active ingredients in th? ~ ~ ~ h ~ ~ : ~ ~ ~ ~ ~ ~ ~ , " , 4 w d i e n t S  wed 'lone at 

unit. One comment contended that each products, the dosage schedules for 
analgesic ingredient in a combination analgesic-antipyretic combinations must in addition, following publication of 
ahould be permitted in lower than comply with the dosages pmvided in the Panel's report the agency has 
eifective doses when such a 5 343.80[d)[l) (i) or [ii) under the received no data or information on such 
combination can achieve a therapeutic directions for use. (See also comment 85 combinations, nor is aware of any such 
effect similar to the higher quantity of a above.) OTC drug products on the market. 

! 
! 

i 
I 

. 
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Therefore, the agency is proposing not to 
Include analgesic-antipyretic 
conioinations that contain only 
selicyletes in this monograph.Tha 
agency lnvitce comment on this position. 
Refsmnm 

(1) Food and bq Administration. 
"General Guidelines lor On: Drug 
Combination I'iuduota:' SeptemberlS78. 
Docket No. 78D-0322, Dockets Mnnanement 
fiidll~il. . 

73. One comment noted that the 
Pane!'s recomn~endationin 5 343.20 does 
not provide for combinations of 
anelgesic-antipyretic ingredients with 
bothnasei deianaestan~s and 
antihistamines, aithough provision was 
made for combination drug products 
conleining an analgesic-antipyretic 
ingredient with either a nasal 
deconnestant or an antihistarnine.The 

~~~~ 

commrnt asserted ttlnt informalion 
regarding a conillination drug product 
containing analgesic-antipyretic 
ingredients, a nasal decongestant, and 
en  antihistamine was submilled to the 
Panel and that such a product is 
consistent with the Category i 
combination dms oroducts allowed in 
8 341.401~) of theadvancr noticeof 
proposed rulemaking on 0'rC cough- 
cold d r l i ~  products. l'he comment 
request6d-that such a combination be 
irlcorporated into 8 343.20 of the 
recomxcn.'ed OTC intcrnal analgesic 
monograph. 

The ancncv has determined that the 
cate~ori;?atiin of combinations ~~- ~ 

conii;ining antiliistamine and nasul 
de~ongrstant ingredients properly falls 
within the scope of the OTC cough-cold 
dnlg product rulemeking. As mentioned 
in comment 87 ol~ove, the agency 
adclrcus~!d comllination drug products 
containing antihistamine, n a d  
decongestant, and analgesic-antipyretic 
active inpredients in the tentative final 
monograph for cough-cold combination 
drug products. [See comment 47 at 53 FR 
30540.) 

74. One comment oppcsad the 3-hour 
to 8-hour dosane interval recommended 
bv the Panel fcr acetaminoohen in - - 
5 343.11l[h)(3) hecause it is incompatible 
with the 4 .h~ur  dosage interval for nasal 
decongestants and precludes the 
manufacture of a combination dmg 
product containing acetaminophen and 
a nasal decongestant. The comment also 
argued that a 3-hour or a 8.honr dosage 
Interval would he "foreian" to the habits 
i f  consumers, physicin"i, and 
pharmacists and would undesirably 
effect patient compliance. 

The tentative finai monosaph on 
OTC intsrnal analgesic drug products 
contains dosage schedules o i  
acetaminophen based on khour a s  well 

as  3-hour and S h o w  intervals. Thus. 
tiosnge schedules for this ingredient that 
are compatible with those specified for 
Category 1 oral nasal decongestenta can 
be achieved. Thi  agency does not 
believe that a dosage interval of every 0 
hours would ha foreign to the habits of 
consumers or would have an 
undeslreble effsct on patient compliance 
because many drugs are taken at &hour 
in!cnvals. 

C. Comments on Definitions. 
75. One comment proposed h a t  the 

following definition be inciuded h 
5 343.3: "Powdered aspirin onolgesic. A 
powdered form of aspirin packaged in 
individual unit doses." 

The agency notes that thedefinitions 
recommended by the Panel in O 343.3 are 
general in nature and applicable to all 
dosnge forms, and thus there would 
have been no reason for the Panel to 
include a definition of powdered aspirin. 
The agency sees no need to include this 
definition, and, in order to conform with 
format and style of recently puillished 
monographs. the definition section is 
being rev~sed in the tentiitive finai 
monograph to contain only one 
definition: analgesic-antipyretic dm 

78. One coinment requssled that t 8' e 
definition of highly buffered aspirin for 
solution in recommended 5 313.3[k) be 
amended from "' ' ' contains at least 
20 mEq of acid :ieutralizing capacity per 
325 mg of aspirin and results in e pH of 
3.5 or greater at the level of the initial 10 
minute period as  measured by the 
method estah1;shed in 3 331.25 of this 
chaoter ' ' . " to "' ' ' orovides a t  . ~ 

~ ~- 

least 15 mEq of a i d  neutr~lizing 
capacity as  measured by the rncthod 
established in ! 331.28of thls 
chapter ' ' *." The comment also 
requested that recommended 
3 3~3,zo(d)(e), which refers to the 
cnml>ine!inn of aspirin xvifh an n_n!acirl. 
be revised accordingly. The comment 
presented data to show that a currently 
marketed highly b3ffered aspirin for 
solution product has less than 20 mEq of 
acid-neutralizing capacity per 325 mg 
aspirin and cited a submission to the 
Pane! showiag that the acid-neutralizing 
capacity of this product is 18.5 mEq 
when tested by the method in 5 331.28 
(Ref. 1). 

After reviewina the submission to the 
Panel and 1esting"the marketed pmduct 
mentioned by tlie comment, the enency 
agrees that the product has less than U) 
6 ~ a  of acid-neutralizina caoacitv oer 
325 ing aspirin. The ageicy poinir'out 
that an average o f 5  mEq is the minimal 
acid-neutralizing capacity required for 
an antacid to combine with the residual 
gastric acid and to maintain an elevated 
pH for15 minutes inn nnrm~i  mlhject. 

(See tha advance noUce of proposed 
iulem~klng or. OTC antacid dm# 
products publlehed in the Federal 
Register of April 5.1873 (38 FR 87171.) 
Thus, a finiehed pmduct irt~lst have an 
acid-neutralizing capacity of at leas1 6 
mEq (8 331.10) (21 CFR 331.10) to be 
labeled as an antacid. Highly buffered 
sspirin for solution c x c c r l ~  thie 
requirement. However, this is only one 
exemple of cmently m~rketed drug 
products that contain aspirin with 
antacid Ingredient9 (identified in 
9 331.11) in sufficient concentration to 
jmvide at least5 mEq of scid- 
neutralizing capacity, thereby providing 
antacid activity in addition to analgesic 
activilv. ~~-~~ " 

The anencv Is not includlnn the 
Panel's defitiition in 4 343.3[6) because 
this informetion is contained in 
$ 348 2fl[b)(3) of this tentative final 
mononraoh and Is beina revised to 
inciu&e i l l  products coitaining aspirin 
witli aniatiids il~ut aregenerally 
recognized as  safe end effective b.e.. 
those oroducts orovidinn 11 least5 mEa 
of ecid-neutmii;inR capncity) instead dl 
higiliy iruiicrcd nspirin iur sutuiion only: 
"Asnlrin idrntifis!d in 5 343.10(h)(l) may 
be combined with anv antacid 
ineredient identified in 5 331.11 oranv 
cokbinillion of ontacidnprrmitted i t  
accordanrr with 8 331 101a) provided 
that the finished oroduct meets the 
requirements of 8 331.10. is marketed in 
a lorn inlcnded for ingestion a s  a 
solution, and bears labeling indications 
in accordance with 5 343.83(h1[41." 
Elnewhere in this issue of the Federal ~~ ~ ~ ~ - ~ 

Registrr the agency is proposing to 
emend 5 311.15 of the finai monograph 
on Gi'Z antecid drua oroducls SO lhal 
the combinations ofa>.tacids with ~ - -~ 

nonantncid aciive~ingredients listed 
therein wilt bc consistent wilh the 
combinations being proposed in this 
tentative final monogmph. [See also 
comment 47 above.) 

The comment gave no reason for 
exclu~ling the nntncid test in 5 331.25. 
This test should orccede the test lo 
determine the ac'id-neutralizing capacity 
of a product aa specified in 5 331.28. 
Both tests are required under P 331.10 
for antacid products and have been 
retained here for aspirin with antacid 
products. 
Rsference 

(I)  OTC Vduma ISOIW. 
77. One comment recommended deleting 

the pH requirement from the delinition of 
buffered aspirin in 4 343.3lj), i.e.. 
I S .  . . results in a pH of 3.5 or greater at Lhe 
level of the initial i~minuteperiod as 
measured by the methode:tnbtished in 
D 331.25 of this chspler '."The comment 
n ~ u e d  that the requirement is unnecesearily 
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realriclive bemu= it is not cmciol to the 
definition. Anolhrr comment stated it is 
unclear whether the 1.9mEq in the delinition 
is meant to be measured o: calculated, end 
whe!her it wlrm 101.9 mEq c! enlecid 
lngrrd~en~s per 3% mg aepirin or to 1.9 mEq 
of acid-neulralizing capacity ahove what is 
nccdrd to neutrnlire Ihp  nnnitin Thla 

should not be  reauired to meet all of the suppositories in Category 111. concluding 
that additional bioavailabilib data and standards of ihe'sntacid monograph. 

To determine the acid.neutralizing 
capacity of the product. however. the 
oroccdurc cstabiishcd in $ 331.20 must 

evidence concerning poss:ble rectal 
irritation are needed for each 
suppository formulation. 

The agency specifically invites 
comment and sl~bmission of data on 
OTC analgesic rectal suppositories. 
ssriicularlv data on bioavailabilitv and 

be followed. The agency points out that 
data submitted to the Panel show that a 
well-formulated b~ffered aspirin product 

- . ~  
comment alsoslated thal the pli requirement 
ia all  oni~cid wmtir~ment nnct is osovides 1.9 mEa oi acid.neutraliiinn .. .. 
inepprop&le i& a buficred 2;:irin product 
becuur#: h a i i r r ~ c l  u=y.i"n prorltlrt. co.rent!;e 
on the r;.~iket :besieticel~v do no; contain 

capacity when &ensured hy the m e h d  
c:ln';!i:bcd in 5 231.29 (Rcf2.1 rnc!?). 
riitcr testing buficreri aspirin products 
a c ~ o r t l i ~ ~ g  lo 6 3Si.26 and ihe 1:11mmeni'8 
method. the agency ban determined that 
the oroducls Orovide 1.9 mEa ofacid- 

possible rictal irritation, in accordance 
the dis-. ,.da..on ..-: on tr-.:ing gijidclines 

in part 11. paragrnph A.2. belo:., and with 
the f e e i b ~ c k  procedures published in 
the Federal Register of Septcraber 29. 
1981 140 FR 477401. In the absence of 

sullicient antacid to raisa'lhe pH of %on& of 
0.5 Normai hydro~hloric acid to 3.5. 

The comment suggested a revised 
definition of buffered aspirin to replace 
the one recommended in 5 343.3(j) and 
gave details for a testing procedure to 
reolace the one in the Dnnet's reonrt at 

neuiralizin~ Eaoacitv when measured bv such data at this iime. the ncencv is 
either methid. kio.~ever, the method in- 
$ 331.20 is more discriminating. The 

~ ~ 

proposing that OTC enalgcs'ic rekal 
suppositories remuin in Cate~ory 111. 

agency concludes that the coniments 
have not oreaented sufficient reasons for 

79. One comment stated that a certain 
4iFR 35488, which is the same i s  the 
procedure specified in 9 331.28. The 
comment stated that the test it suggested 
would eliminate ooorlv formulated or 

timed-release aspirin product with an 
approved NDA dating from 19H5 should 
nut be included in an OTC drug 
monograph, but should be maintained us 
a new drug subiect to an appro\,ed NDA. 

~ ~ ~~- 

replacing'theestablished procedure in 
g 331.26 with the au~gestcd procedure. 
Accordinalv. the ancncy will rcluin the 

unstable producis thaiconlnin tan 
Ineffec!ive or psr!i~lly re=c!ive entscid. 

procedurefn 4 33126. - 
Based upon ihe u'uuve discussion and 

for clarity. the Panel's recommended 
g 343.20(d)(7] [redesignated 
p 343.10(b1(2) in this tentative final 
monograph) is being revised as foUows: 
"Buffered aspiiin. Aspirin identified in 
paragraph [bJ[1) of this eection may be 
buffered with any antacid ingredientlsl 
identified in h 331.11 umvided that the 

The agency agrees with the comment. 
The particular product in question 
contains 850 mg aspirin in a timed- 
release dosage unit, a safe amount for a 
single dose. However, the recommended 
dose of the product is two tablets, 
followed bv one lo two tablets evsrv 8 

TIIC agencyis propbsing only one 
definition in the tentative finni 
monograph: Analgesic-antipyretic drug. 
Therefore the comment's reauest will 
not be d~scussed in the context of the 
monograph definitions. However. 
B 343.10IbI121 of this tentalive final hours. A ~.;ablet dose~[1.31%m~) - 

represents a quonlily ofaclive 
innredienl which, i f  released from the 

monograph contains the same 
information as  the Panel's definition end 
specifies for buffered aspirin !hat 
##. . . the fmished product contains a t  
least 1 9 millequivalents of acid- 
neutralizing capacity per 325 lng 
aspirin ' ' . " Because the finished 
product is to be tested, lhere must be 
sufficient antacid ingredients added to 

finished pro&c! conlains at leost 1.9 
miliequi\'aleni~ o:ocid.ncu:rnli~ng 
caoacitv Dcr 325 miliinrams of e s ~ i r i n  in 

ia6lets ai  one time, is not generaiiy 
recognized as  sole for a single dose in 
OTC drug products. (The safe maximum 
aingle OTC doses for aspirin, as  
discussed in comment 53 above, areG50 
mg every 4 hours or 1,000 mg every E 
ho!~ra.] 

The aEencv concludes that this timed- 

a&ord&ce with 5 33i.28." 
Rsferences 

(1) OTC Volume030138. 
(2) OTC Votunle 030137. 

H. Commenls on Effects of h d u c l  
Fornluiotions on Drug Absorption and 
Phormocologic Effectiveness 

78. One comnlent argued thal M C  
aspirin rectal suppositories should be 
clnvaified na Cat~pnry I. The rnmm~nl. 
m~intoined that their long history of use 
and ndministration to hospital patients 

the product so t h ~ t  h e  finished prod&l 
provides tile npccihcd ucid-ncutrulizing rele;lse ;spirkpmduc~ is a new drug 

under 5 200.31 (21 CFR 200.31). and will capacity. 
As to whether the acid-neutralizing remain the subiect of an approved NDA 

and not be included in the mononraoh. capacity should be measured or 
calculated, it is apparent the Panel 
intended the acid-neutralizinn caoacitv 

Each NOA mttst cnntain, arno"c<!her 
information. bioavailnbilitv daG 

to be measured, i.e.. experiminldly 
- 

determined, because it specified a test 
for measuring acid-neutralizing capacity 
I42 FR 35487 and 354881. Because the 

~ ~ 

showing that the lotal ilusa of the active 
ingredient is released at a safe rille-- who areunable to use oral dosage forms 

of asoirin have shown that thev are lhit is, not loo quickly or too slowly. ~. ~~ 

elfective analgesic-antipyrcticJrug 
products and have produced no 

I. Conrments on Aspirin method of manufacture or other factors 
80. One comment stated that the may affect the acid.neutratizing 

capacity, the theoretical acid- 
evidence of rectal irrilalion. 

The comment suhmilterl no data in 
support of its Rrgumcnt. The Punel noted 
that the rule of absorption of aspirin 
from suppusitorips wun slow compared 
with its absorption from the orzl tablet 
form (42 :.X 36337). TIC Pdnei noted t iat  
because suppositories mny have 
different melting or d!ssolution rates. 
thrrapeutic levels 01 the active 

... ~ - -  ~ ~ 

amount of aspirin in an OTC intemnl 
anulresic drug product should be listed neutralizing capacity of a buffered 

asoirin oroduct mav be different from both-in erainsend milliarams, with 
the c~~~rimenlally'betermincd capacity. 
Therefore, the ~cid.neutri~tizing capacity 
is to he sxnerimentuily delrrminral 

grains sxorvn first and miliigrams shown 
parenthetically. 

Although manufnclurers may 
voluntarilv list aunntities of active (measured). 

The requirements for initial pH 
determination in 8 331.25 were devised 

inRrcdienis in e(thcr grains or metric 
units or both. the agency believes that it 

for anlacids, and not all bulfered aspirin 
producls conlain sufficient quantities of 
antacid innredients so lhat the finished 

ingredients contained in these dosage 
forms can be unoredictablv hieh or low. 

would be useful for manufacturers to list 
ineredients in melric units. The Meiric ~- - -~ ~ ~ - - 

ranging yutentiolly from therapeulically 
inelicctuel results to toxicity. Thus. the 
I'anol placed OTC nnalgesic rectal 

conversion Act of 1975 [EU Stat. 10071 
was enacted to increase voluntarily the 
use "!'he metric syslem ef weights and 

product antacid activity. 
Consequer~tly, buffered aspirin prod:icts 
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measures in the United States. In upon platelet aggregation have been rule in !he Fed'ederal Reglotar of August 31. 
support of this policy. the aaency has well described in the medicr: Itt.-r2ture. 1879 (44 FR 512111, requiring child- 
developed a Compliance Policy Guide. and the possible advetse e f f e ~ t s  of resistant packaging for acetaminophen- 
(Ref. 1)  to establish general ond specific aspirin upon postoperative bleeding containing preparations In oral dosage 
guida~~ce for the voluntary use of metric have been well discuseed in the form containing more than 1 g of 
units of quantity on the labeling oft.?!.%- literature. It is recognized that doses of acetaminopl~er~ in a single package. This 
regulated commodities. This guide states aspirin greater than the recommended requirement became effective on 
that a declaratiot~ of quantity of therapeutic doses may reduce plasma February 27.19BO for acetaminophen 
contents in mils of weight is evpressed prclhrombin by interfering with the role products packaged after that date, with 
in terms of the kilogram, gram. of vitamin Kin the production of the following exceptions: Effervescent 
milli.ram, or microgram. Whi!e E s  prothrombin en$ decreasing platelet acetanrlnophm preporations and ,, historically the amoun: of aspirln in an aggregation. thus prolonging the acetaminophen preparaiiona in powder 

. OTC internal unnlge~ic dntg pmduct coagulation process (42 FR 36334). form. The comment requesting an 
was listkd in apothecaiy units (grains). However, these effects seem to be exemption for liquid ecetaminophen 
based on the Metric Conversion Acl of unrelated to those involved in normal products with 1 ~ s s  than 1 g of 
1975, the agency is encouraging use of menstrual blood flow. acetaminophen per fluid oz submitted 
milligram units. This approach is 83. One commnt stated that there the same request to CPSC, which, in 
consistent with current labeling policy was no mention in the Panel's turn, addressed this issue in its final rule 
for FDA-regulated ! a?mmodities. recommended monw.qph of fie ''unique m d  denied the comment's request for 
Relemnce safety" of the powder d o w e  form of exempiion (44 FR 51213). FTIA concurs 

aspirin compared with o lhe~  dosage 
(1) "Metric Declaration of Quantity of with that decision. 

Conlenls on Pmducts Labels." reprint 01 Food forms. The comment attributed the 
and Drug Admlnistration CompliancePolicy safety of "pirin powders lo lheir K. Cornme-nl on Anlipyrine 
Guide 7150.17.1987. physical form and packaging and 85. One comment submitted data to 

81. Ona comment stated that the 
presented data to show that there have upgrade the Category 111 status of 
been only a iew accidental ingestion8 of antipyrine to categow i and to eliminate number in an aspirin product aspirin powders compared with a l a g e  &, panepa recommendation ofa single container be shown On the label, number of accidental ingestions of other 0 7 5 . ~ ~  dose ofantipyrine per 24-hour The agency points out that the forms of aspirin. The comment also 

declaration of net quantity of contents period. The data consisted of three . 

of an OTC drug package is already 
pointed Out that the consumer hoduct papers on the metabolism, including the 

provided for in 5 201.82(a) (21 CFR Safety s om mission (CPSC) exempted half.life, of antipyrine in animals and 
aspirin powders from the safety 

201.62(al). which stales that the humans and addressed the metabolism 
,a. . . quantity of drugs in tablet. 

packaging requirements of the Poison of antipyrine in blacks (Refs. 1,2, and 3). 
Prevention Packaging Act. 

capsule, ' ' or other unit The comment stated that 'thene studies 
No attempt has been made in the 

form ' ' provide aasuralice that a total daily she!! be expressed in terns tenieiive final monograph to compare dosage or even of numerical count ' ' ' " Thus the the safety of dosage forms; such a 4 , N  mg of antipyrine would no! result in an pmduct comparison is not the intont of the On: in excessively high blood levels, in spite container is required to be shown on the drug review. fie discussion 
label. is not related to the Panel's or the of the acknowledged extended half-life 

82. Several comments stated that agency's conclusions on the absorption 
of The the drug." 

has reviewed the data menstrual blood flow might be increased and pharmaco~ogic effectiveness of cited by the comment and concludes the of aspirin products. One aspirin powders and therefore provides 
thst the data are insuficient to comment siaied that many women use no basis for the panel's 

pmducls containing aspirin to relieve recommended monograph. Category I status for antipyrine. None of 
pain from menstrual cramps and that the studies provided any significant data 
warnings for lhese products should J. Comment on Acetorninophen to show that antipyrine is safe ancr 
indicate that aspirin might increase &9. one comment disaareed With fie ~epeated doses or to justif:, changing the 
menstrual blood flow. Another comment Panel's recommendation that the ranei's recommendaiiv~~ uiuur: airtgie 
stated that aspirin, which appears to be standards for child-resistant safety 075-mg dose per 24 hours. 
the most commonly used analgesic for closures for aspirin products, a s  set forth The agency agrees with the Panel that 
menstrual cramps, is not a cause of in regulations (18 CFR 1700.15 (a). (b), more data are needed on the safety of 
massive uterine bleeding. and (c]] established according to the antip~rine and is proposing that this 

Based on available information. Poison Prevention Packaging Act of ingredient remain classified as  Category 
aspirin does not appear to affect nonnal 1970, should apply to acetaminophen 111. Because of its long half-life, studies 
menstrual blood flow, and there are no products as  well. Tiis  comment on aniipyrine slloul~l address the 
data demonstrating that a warning to requested an exemption for liquid amount of this drug that can be safely 
that effect is necessary. The agency is dosage forms of acetaminophen given within 24 hours and determine an  
aware that the Miscellaneous Internal containing less than I g of appropr;ate dosage interv~l to prevent a 
Panel reviewed the use of aspirin for the acetaminophen per fiuid ounce (02). toxic amount of the drug from 
relief of pain of menstrual cramps and Several commentn agreed with the Panel accumulating in the body. In addition. in 
concluded that it is safe for such use, and noted that the CPSC proposed in the order to determine sensitivity to 
[See the Federel Register of December7, Federal Regisler of February 3,1978 (43 antipyrine, epidemiological studies 
1982: 47 FR 55076.) Neither that Panel FR 4632) to require child-resistant should be conducted that consider 
nor the Internal Analgesic Panel was packaging for acetaminophen pharmacogeneiic factors and include 
aware of any evidence that aspirin preparations containing more than 1 g of several racial groups. 
increases menstrual blood now. acetaminophen in a single package. The agency's detailed comments and 

The direct irritant effects of aspirin CPSC. and not FDA, regulates child- evalualiona on the data ars on file in the 
upon the gastric mucosa and its effects resistant packaging. CPSC issued a final Dockets Management Branch (Ref. 4). 
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I11 Fraaer. H.S.. el el., 'Tactom Alle*.l!?a 
Antipyrine htetaboltam in West African 
Vllls8era:' Clinicol Phor~omlogy and 
Thempeulics. 20:389-378.1078. 

:2l Ereckenridge, A.. and M. Ome. 
"Clinicel tmplicotions of ENyme lnductlon," 
Annols New Yorh Academy of Sciences. 
17~:421431,1971, 

1.3) iresell. 6s.. et sl., "Relstionahip 
Between Plasma Antipyrine Half-Uves and 
HepnlicMic.nsomal Dw?Ae!aboliarn in 
Dogs." .P;iormr"cclogy, 10:31:+28,1g73. 

14) Letter fmm W.E. Gilbertron. FDA. to 
T.E. Wa!son. T.E. ?:atson Ccmpany, coded 
m 0 1 5  to CWIOZ. Dockei No. 77N-0394. 
Dockets hianagemcnt Branch. 

L Comment on Quinine 

88. One comment stated Ulat despite 
the side elfecis (such as  ringing in the 
ears, headache, nausea, and vhual 
disturbancesl of auinine in lawe doses ~ " -  - ~ - 

(e.g.. 2 g  perday).'it is c%ctive at much 
lower d ~ s e s  for nocturnal leg cramps 
and shoulrl r1:main available OTC for 
this t~se. In support ul its position, the 
comment cited "The Pharmacological 
Basis ufTherapeut~cs." edited hy 
Goodman and Gilman IHef. 11, which 
states that the dose of for 
nocturnel leg cramps is 200 :a 300 mg 
before retiring. 

The ngency is awarc of the nocturnal 
leg cramp dosage for quinine given in 
the reference cited by the comment. The 
use of quinine for nocturnal leg cramps 
has been addressed hy the 
Miscellaneous i~lternsl Panel in !he 
advance notice of proposed rulemaking 
entitled. "Quinine for th-e Treatment of 
Nocturnal Leg Muscle Cramps for Over- 
the-Counter Human Use." published in 
the Federal Register of October 1,1982 
i47 FR 4356%. The agency concurred in 
the Panel's classification of quinine for 
this use in Category I11 in the tentative 
final monograph published in the 
Federal Reester n l  Nnvemher n, 1 0 8  [ul 
FR 46508). 

The agency also agrees with the 
Internal Analeesic Panel's conclusions 

M. Commenls on Solsolole 
87. One mmment requested 

clarification of the status of salsalate. 
stating that in the table of active 
ingredienis [42 FR 35350) thia ingredient 
is classized a s  Category ill for analgesic 
effectiveness, but is classified in the 
active i n ~ d i e n t s  section as  a Categoiy 
!!I analgesic for ho:h ss!sty and 
effectiveness (42 FR 35443). 

The table of active ingredient6 should 
have shown Category 111 status 01 
salsalats a s  an antirheumatic, 
antipyretic, and analgesic for bolh 
safetv and effectiveness. The Panel's " - ~ -~~.- ~~ ~ ~~~ ~ 

classification of salsalate as  an  
anal~esic is correct (42 FR 354431, but it 
shodd have also been shown a s  
Category Ill lor both safety and 
eiieciivcllesr us an uniipyretic end an 
antirheumatic 142 FR 35452 ond 35468). 

The Panel's position on the 
categorization d salsalate can be  
clarilied by reviewing the minutes ofthe 
Pane!% 20th meeting. Tnese minutes 
state that "the Panel concluded that 
salaalate should remain in Category 111 
on the basis of insufficient evidence of 
safety and effectiveness." Furthermore. 
the Panel's discussion or. the safetv of 
salsalate on pap's 35452 and 3546i 
c011sists uf reference to the safety 
cliscussiun on oage 36413. in which the 
Panel conclud~dihat there were 
insufficient data to determine salsalate'a 
a~!k!ty as an OTC enaigesic. Because 
FDA has received no further dnta on 
salsalate to warrant a change if its 
Cateeorv Ill classification. h e  snencv 
conc;rs"withths I'anel lhjt sslsilate"is 
a C .~ lc~ory  ill OTC analgesic. 
ant ip j~i i i i ,  and ariiiriruurnaiic 
ingredient. 

88. One comment objected to the 
Panel'a recommsndation that additional 

adeouate to establish ile effectiveness. 
~ecs'usa of the acknowledged difference 
in absomtton ratca between salsalate 
ond oth& salicvlales. the comment 
suggested that a crossover 
biodvailabilitv studv should measure the 
rates 01 hydrilysis or ciivsociation of 
aspirin, sodil~m aalicylate. and aalsolale, 
and dete~minn the penk plasma levels. 
the iintes ufpeak levelv, tile lractions 01 
doses ab.orbed, end tho hslf-life d.?i?g - 
the recommended dosage period of10 
days for an OTC analge.sic. 

AS the Panel poinle; out, data on the 
~harrnacrkinetics of salsalate are 
cor.flicting and ~ncomplcte.The study 
proposed in the commcnt should be 
coiducted using analytical procedures 
that differentiate between parent drug 
(intact salsalate], salicylic acid, and 
other metabolites that may be formed. If 
the study shows that any amount of 
salsalate is absorbed intact and is 
present in the blood. then salsalate 
caiuioi be coilsidered eqilivaieni io 
salicylic acid, or a "saitbr similar 
variant" of salicylic acid, and a general 
toxicoloaical orolile will be needed. - .  

89. One comment from a manufacturer 
inouired whether oharmacokinetic data ~~. -~ 

alone con he used to estnblish the 
effectiveness o fa  Category ill 
antirheumatic active ingredient 
(snlsolate). The firm proposed to use a 
method that differcntic~tes and 
quantiiaies levels OF salsalate and 
salicvlic acid in serum. The proposed - .  
stud; would compare the 
pharmacokinetics of salicylate derived 
from asoirin with the oharmacokinetics 
of salicylate derived from salsalate after 
administration of a single dose each of 
aspirin and salsalate. 

The Panel recommended that 
effectiveness data on salsalate be 
rcquiruci d~~urci i tag  iu iis guiJeiines i ~ r  
entirheumatic drugs, which slate ih*~t 
anlirhpumatlc studies should be 
desiened to lest the anti-innammatow 
~ - -  ~~~ 

that the risk di toxic effects of quinine toxicolosy data, such es  tl!ratogenicity actirity of an ingredient separate frnk 
on the skin 1e.g.. rashes) and on the stuclies and effects on various organs, any othcr action the ingredient may 
gentrointrslinal, nervous, and may be needed on salsalate. The have and tho1 the siudies should be .~~ ~. ~~~~ ~ ~ 

cardiouascu!ar systems outweighs its comment pointed out that because double-blind crossover in design,with 
'lenefit in relieving pein or fever. In fact, salsalate is an ester OF two molecules of aspirin as the standard drug (42 FR 
the reference cited by the comment salicylic acid, there is no reason to 354881. The agency concludes that 
describes the toxicity of quinine and consider it other than pharmacokinetic data alone are 
does not include analgesic, antipyretic. "pharmacologically equivalent to inadequate to establish the effectiveness 
or antirheumatic actions as  therapeutic salicylic acid" or to expect metabolites of solsalate as an antirheumatic 
uses for this drug (Ref. 1). The agency other than those found with sodium agent and lhat controlled clinical studies concurs with the Panel, and is proposing salicylate. The comment further argued are needed (Ref, in thia tentative final monograph that that, as  a salicylate analgesic, salsalate 
ouinine is Cateeow 11 when labeled for should be considered a "salt or similar Relerencs - ~ ~ 

any OTC antipirciic or intcrnal~ variant" of a Category I analgesic and [I) Lcllcr from W.E. Cilbertson. FnA. lo I. 
anulgesic use other than the treatment that the crussover l~ioavailability Schaefer. tr.. Pisono Ccrooralion. lulv la. ~ ~ - ~ . .  - - ~ - - ~  
and/or prevention of nocturnal leg studies for evaluating analgesic 1878, included in OTC Votvme ojit&. 
muscle cramps. effectiveness (42 FR 35445) shouid be 
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N. Comment o, n Geneml Discwsion ol
Anlifieumotia Agents

-. 00. One comnent llated lhst. ;lthough
lher€ is exlenslvs lltomturc on flbro3it-k,
the PanBl d€voted only one FsraRmDh to
lhlr subloct In ll8 r€Doh and ctteii nb
referencor rolstlnS tb llbrosltl3. Ite
commGnl staled thal lt 8pDe8r€d thel the
Pa-nel had deltberarely iiriored thig
sublect beceuse lt would drssucallv
rveokel lt8 sa8ument thst all
inllammstory srthri r lo mslilnont
rheumatold arthdtts, Tte conhent
pointed out thqt flbrostlig ie sslf-lilnlted
and trcatoblc by self-medlcation, and
that much of what 18 inilial.ly diamosed
as probable rheumatoid artliritis-is Ister
found to be llbrositis.'Ita a8€ncy notes that $e panol did
nol suggest thst sll intlsmmatory
clnditions are rlalignant (progreBsively
degoneEtingl rheumatoid arthritis.
Many ofthe rheumatic conditione llated
in the Parel's rcport arc not molirnsnt
conditions. Fibr;sltls wes rot dts-cu$ed
ln lhe report becsuse the panel chose lo
discuae in deleil only the mor€
commonly occurring rheumatic diseases.
The agency believes that includinr e
discussion of fi blositis would not have
affecled Ihe Panol'r conolusions on OTC
arlhrilis labelinS. Fibm8iti8 18 not
arnenable to aelf.diegnoglg becquge the
presenliru slmptomg aro glmilar.lo
tho8e of lhe more serious rhourna[c
diseases. An indication for libroeitie ls
belng included in the Drofesoional
labeliru section of tbia tentstive linal
monograph {! 343.80(a)1. The agency,s
proposals on consumer labeling claimg
concsming arlhritis are diecuaged in
commenl8lZ 18, and 10 above.
O. Comments on Adjuvants ond
Covective Agents

91. Ssveral comments umsd that
caffeins ss an OTC angheilc sdiuvanr
bc recla6€ifi6d from Cat;sor:t !f!ic
Cslegory L lhe comneotg ciled several
studies lo support thelrcontentlon thst
calfeine ls an effective anshesic
adjuvanl, and aloo to disputl the Panel's
coxcern lhal ln humsns caffeine mav
interfere with the effectivenesa of th-e
antipyr€tic coEponeBl in combination
drug products containing ceffeine and
sn 8nlipyrelic ingredienl
- Afler reviewins the sludi€a clted by

lhe comments, lhe agency agr€e8 with
the Panel that there ar€ ln8ulficient d8ta
to reclassify calleine as an analgesic
adiuvanl from CoteSory IIl to Category I
or Io show thst it does nor interfere with
the antip!/Ietlc octivity of anslgesic-
sntipyretic ingredleots. Of ihe gtudles
cited, lhr€o preseded new data and
InformatioD (Refs. 1, 2, and 3). ln a study
by Caae and Frederik (Ref.1), the

Inv€stigstors concluded thst lt could not
bo d€terminGd whether ths eddltlon of
cslfelno wss s porlllvs or n€8advo
faclor ln arre3sln8 anal8ollc sfreol, The
agency concul! wllh the authors and
concludes lhst lhe sludy fslls lo
demonsbate lhs @ntribullon of coffelne
as an analSsslo s'lruvanL

Ttomae et al. (Rof.2J sludled tho
melsbollsm of phenscetin and
scctaminopben or ringle lngmdlenla es
well aa when eacb incr€dient was
comblned wlth aspirii, cslfelne, and
codelne. Thlo study dld nol addrese the
effectiveness of caffolng ao on snslgosic
or onllpyretic adluvant and csnDot be
used ae evldsnce of effectlvon€ss.

Wo,cickl et al. (Ref. 3) r€poited on a
double.bllnd. croagovar trial thot
compared the clinlcal relief of headache
and posto-peratlvs pein in patlents using
lhree snslge8lc pcparatlonr. 'Ihe
aulhors concluded thal lhe anahesic
effectiveness demonstrated by if,e
preparation cotrtalnlng 5m E|S
acetaminophen snd 50 b8 caffslne"ouggeele lhat lhla nedicatlon la
superlor lo lhe prcpsratlons thst dld not
collt8ln csffelns. Thir study lB not a true
crossov€r sludy bsceuse only pelionlB
who folt thet tbey needed adrlttlonal
analSeElcs cmssed over lo the gecond
bealnent.

lhe agency proposer thot, ln order lo
esloblish CateSory | slatus for cafteine'o
elfectivenes8 88 an anslgeslc adiuvanl,
It musl bs demonstrated that caffelne
moker a positivs contfibution to the
elfectivoness of lhe combinatlon Droduct
ss an snslgeslc. tf lhs product olsb
makor antiplmlic claim8, it must b€
shown lhat ceflelne does not decreass
its antiptrretic elfectivsne8s.

The agency's detalled commenta and
evalualiona on lhe data are on file ln the
Dockelr M8nsSement Bra ch (sddresg
sbove) (Refa. il to 7).r
R€fsaoDcoa

0) C.ss, Lf., and W.S. ttederlh '1te
Au8mentetioD o[ Anolgesic Eff6ct ol Aspi.in
wllh Phonac€U! .nd Coffeine." Crr.rar,
The m p e u Uc Aes e oft h,,1r50G588, 10Oe

l2l Ttona!, E.tl., et al., "ElTect of Alpirin,
Caffelne, and CodeiDe oo Oe Metaboliim ol
Phenoc€tln and Acet.mlnoDhen," C/rhrba,
Phormoalogy ond TheEpeorrLr, t3:0OHtO,
79.72.

(3) Woioiokl, 1., et al. "A Double.Ellnd
Comparodvo Bvoluatio! ol A!pid[,
Paracelaurol end Paracetomol+Calfelns
(Flnlneu tor tholr AnrlSesic Effoctiv€nesr."
Archiwm Immnolotiae et Thetuplae
Expc ime n lo I i c, 25t17 t7m, 7n 7.

{{) lttter from W.B. Cllbertson, FDA. to
T.H. Chembetr, Goody'e Mlg, Corp., coded

I lod|lltryha! ElpondsJ to mA'. conc€rn and
provided lddltlonrl data (R€t 8l whtch ete
cul'in||y un&t8olng Fvl.w by O. atency.

IEIInI lo CqIxlS. Dock€t No. TrN.{I'ei
Iro.&elt Mlla8emed Bllnch.

(61 hllsr fton W.B Gllbort.oD mA lo
M.A.8st!, ah! Nafiottd Artodallon of
Pharmaceutlcd MrnufcchreE, codrd Lgml2
to O|IIIO, Doclcl No. '7N.{XBI Doctelt
Mal|ogsmort Easnch,

(61 tdte! from W.R Cllbrrtson, mA, b
C.F. Bokor. BurouSb! Wellcone Co., codsd
LETOlt to CmO|8, Doq,kel No. ZN{r091,
Doctct! MsnoSement Branch.

(7) l4tlsr from W.E. Cilberl.o[ mA, lo
R.M. Psllnes, Brlrtol-Ilyerr hoduct!, coded
LET0r lo Cmm snd LEmlo. Dockel No.
ZrN{ogl nockelsM6n6geroeriBrsnch.

(81 Conrnenl No.. LET0(n21, LEIlx)oA.
LSIt002e, RPT, SUPm025, SuP0002r.
SUFOo2& 8t P0m@0, and CRUntA Docket
No, zN{Dgl Doclotr Msnagemedt Brsnch.

92. One commont requesled thst the
agency permlt lhe use of calfeine ar an
adluvenl at doeage levels up to 150 m8
por slngle adull dose, or 75 ng por
do8s8s unit, Instead of lhe Panel's
recornmended 65 mg per sinSle do8e.
The comment rtated that the Panol'e
elngle dore of callelno (65 ng) in
combinetion wlth enalgeaice waa
lnconolelonl with lhe Panel'a allowable
maximum dally dose of 000 mg cafrelne.
The comment abo polnted out $al a 65.
rU slnSle dos€ ofcaffeine scems
lnconsistent wilb lhe dorago oflm mg
lo 2m rns rEcommended by the Advleory
Review Psrel on OTC Sedative,
Tlanquilizer, and SleeFAid Drug
hoducls.

The Sleep-Aid Panel rocommended
dorager for calfeine'e u8e as a stimolant,
not aa an analgeelo-antlpyretlc adjuvant.
The lntcmsl Anal8oolc Panel, however.
reviewsd oeffoiDe both a8 an analSesic-
anliplltetia active ingredienl atld as an
6n8lgesic.sntip![€lic adluvent. Caffeine
used alone ae an OfC analgeslc-
sntip!|r€tlc acllve ligr€dient w88
classifisd by lhs Ponsl a. Category ll.
Aa an anal8o8ic.antipyreiio ariiuvant, it
wa8 clas8ifled by the Panel as CateSory
l||.

I'he agency agrees wilh lhe commenl
that the Penel'e report iB Inconslstenl
wllh r€spect lo colfeine dosages.llre
agency hae no oblecllon lo I dossge
Ievel ofl50 mg per single adult dose.
which ls within lhe dosaSe ranSe
recommended for restoring ale ness or
wakefulnesa by lhe Sleep.Aid Panel and
lncluded by the agency in the final
monoSrsph for OfC stlmulant drug
prcducl8 whlcb wss publiahed ln the
fodsral R€glstot of Februsry 29, 1988 lsg
FR 81(x'). However, becauge data are
slill needed lo dernonskale
effectiwness ofcaffclns aa sn adiuvanl
in combinstlon wilh analgesic,
antlplnetlo, 8nd Entirheumallc
lng.edients, lhe agency proposer lo



classify it a s  Category Ill for this nse. Refemnws Analgesic Panel was reviewing OTC 
[See comment 91 above.) P) OTC Volume cmm. internal analgesics for their safety. 

(2) OTC Volume 030072. effectiveness, and appropriate labeling. 
(11 On: Volume wm9. 

(3) Levy. G.. and J.A. Procknal. "Drug and that the analgesic component of an 
Biotransforrnation interactions in hlan. I. antaci~.tlnalgesic combinetion drug 

gs. one comment disagreed with the M~tueI !.hibition in ClucumnideForrnation 
Panel's recommendation that of Sa!icylic Acid and Saiicyiamide in Man." lemain under 

lnllmg! e ~ . ~ ~ O 1 m o c e u l ~ ~ o ~ ~ C ~ e P C e S S  57:lazs considerntion and would be the subject 
salicyiamide be placed in Category 111 1335, 1008. of a further review and determination by 
for safe@ and effectiveness as  an OTC (a) LEVY. G., and H. Yamads, "3mg the agcncy according to the procedures 
ana!gesic adj?lva~t. The comment Biotransformation lnleractions in Man. Ill. specified in 5 330.10. Because a panel 
a:siied that t:,e bsmful effec:a of Acetaminophen and Sa!ic:.lamid?."Iournolof may nlso find it neces-nry !o review the 
salicylemide cited by the Panel occur PhormoceulicolScien EJ3:215-2'21. 1 ~ ~ 2 .  safety, effectiveness, and rationality of 
only at doses of f,OW mg or more and p. Comments on ,qn~ccid~r~U~or;i77h" comhinatior) drug P~C.~UC!S uri!hin rvhich 
noi a i  ihe lower doses (050 mg or less) ~ ~ ~ ~ ~ d i ~ ~ ~  the individual ingredients are contained. 
used as  an OTC analgesic adjuvant. The it is possible that a particular drug 
comment also stated that the Panel 94. One comment questioned which may be reviewed by 
failed to consider 35 submitted antacid or buffering agents may be used than one panel. In such instances, the 
references substantiating the safely of as Corrective 'gents with aspirin'The agency sub3equently considen each 

lhat gave a panel's recommendations in determining salicylamide and lhat in specific list of ingredients of buffering the is appmpriate Panel's report presents reasons for 
suspecting that the nddition of systems (42 FR 35469), but that the 

recommendations in 343,3 ti) for the relief of specific concurrext 
salicylamide would either detracl from symptoms, is subject to the labeling 
the effectiveness of the combination or ~ ~ ~ ~ ~ ~ , g , ' l " , ' ~ ~ , " , " ~ i ~ ~ ~ ~ ~ ~ ~ ~  may he requirements of more than one present any safety risk. added to aspirin. The comment urged monograph, or whether special labelina 

The agency agrees with the Panel that [hat any of the ontaci< is needed for the combination. 
there is insufficient information to ingredients listed in 5 331.11 be The data submitted to the Internal 
determine the safely and effectiveness in combination aspirin Analgesic Panel for its evaluation of the 
of calicylamide as  an adjuvant or as  a ,,d that these ingredients not be analgesic component of highly buffered 
single ingredient in internal analgesic restricted to those listed a t  42 ER 35469, aspirin for sclulion, an analgesic-antacid 
drug prcducts. The comment submitted ~ h ,  agency wishes to clarify the combination drug product, included the 
no new data or information to alter this list of ingredients in the paneys same information that had been 

(42 FR 354G9~ was not meant to exclude submitted to the Antacid Panel. The 
The Panel did consider the 35 other ingredients identified in 5 331.11 of ihat i t  was 

submitted references along with all the the antacid final monograph as appropriate for the Internal Analgesic 
other data available on salicylamide in ingzdients of bufferiltg systems for use Panel to reconsider some of !he issues 
concluding that salicylamide was with aspirin as antacids or correctives. that the Antacid Panel had considered. 
Category 111 for safety and effectiveness recommended by the panel in Furthermore, it is appropriate for the 
as  an adjuvant and as  a single- 5 343.201d) (61 and (7) and 5 343.3 (j) and agency to consider recommendations 
ingredient internal analgesic (Refs. 1 (k) and proposed by the agency in the frum both Panels, as  well as  the 
and 21. Deficiencies in the data on tentative final monograph, the antacid comments and reply comments received 
salicylamide available to the Panel are or buffering agents permitted in buffered in response to the internal Analgesic 
discussed in the Panel's report (42 ER aspirin or highly buffered aspirin drug Panel's recommended monograph. 
95439 8-d 9540s). produc~s inciude ali of <he ingredients 98. Two cornmenis siaied that 

To justify the inclusion of an adjuvant, identified in Q 331.11 of the final because mast consumers do not know 
such as  salicylamide, in a combination monograph for OTC antacid drug that a popular OTC highly buffered 
drug product, the adjuvant must make a products (21 CFR 331.11). aspirin for solution product contains 
~:-sitive contribution to the safety and 95. Comments expressed opposing aspirin. they are unaware of the 
erreciiveness oii'ne combinaiion. (See views on whether lhe agency should poieniiai risks in using i'nis product. 
comment 70 above for further discussion reconsider the use of highiy buffered The comments provided no evidence 
of this subject.) Salicylamide in high aspirin for solution products for the to support the statement that "most 
doses (600 mg or more) has been shown concurrent symptoms of headache and consumers" are unaware of the presence 
to inhibit salicylate and acetaminophen acid indigestion as  part of the internal of aspirin in the product to which they 
metabolism by competing for the analgesic rulemaking, in view of the referred. Section 5o2[e) (I) of the act (21 
glucuronidation pathway (Refs. 2,3, and agency's final decision to allow such a U.S.C. 352Ie)) requires that the labeling 
4). This inhibition of the metabolism combination in the final monograph for of all OTC drugs contain the established 
may result in a prolonged therapeutic OTC antacid drug products. The antacid name of each active ingredient in the 
effect, which is why salicylamide is final monograph states in g 331.15(b). product. in addition. consumers are 
claimed to be an adjuvant. Whether "An antacid may contain any generally alerted to the potential side effects of 
salicylamide in low doses (less than 60 recognized as  safe and effective aspirin.containing products by the label 
mg) in combination with salicylate salts analgesic ingredient(s), if it is indicated warnings proposed for such products in 
or acetaminophen also delays the for use solely for the concurrtnt this tentative final monograph. 
metabolism of these analgesics and. if symptoms involved, e.g.. headache and Section 502[c) of the act (21 U.S.C. 
so. to what degree. is not known. acid indigestion, and is marketed in a 352(c)) also provides that information 
Therefore, more data are needed on Ule form intended for ingestion a s  a required to appear on the labeling be 
pharmacokinetics of salicylamide to solution." placed thereon prominently and with 
establish the safety and effectiveness of The agency stated in the preamble to such conspicuousness as  to render it 
this ingredient as  an internal analgesic the final rule for OTC antacid drug likely to be read and understood by the 
adjuvant in such a formslation. products (39 FR 19862) that the Internal ordinary individual under customary 
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conditions of marchase and uae. The nunrber of technical pmblems with the perceived to be  due to tension. Because 
study, e.8.. the patient population was the warning8 pmposeJ in D 343.50[~1(1) 
tuo hetero~eneoua, and only 1 of 10 and 12) of this tentative final monograph 

. --. 
requiremenla for labeling ingredient 
information are spelled out more fully In 
the rrauiotions a t z l  CFR zm.10. measures Geed for ratina &ua effects will adeouatelv want consumers against 

'i'beeuencv believes that oroducts was concerned with oeG. ~ h ;  e~encv's mlf-use of and~es ica  for oain that- 
labeled in accord with existirw 
regd!"tions and :ha requi;ements being 
enlablished bv this monograph for OTC 

~ ~- - ~ ~ ~ ~ -  .,~ ~. . .-~ ~~ -~ ~ r.-- - -  ~ . 
dctailerl comments a;lo cvaluotions on continues to persist. the aRency has no 
tihe data are on Z!,: i r ~  tile Dockets ubjecti<~n ($1 the use of ihe phrase "pain 
Menszemen! French [address ebove) of tension headache" a s  accepiable 

internal anaiaesic, antipyietic, and (Ref. 8). additional infmnation for the labeline of - ~ -  - 
antirhorrnnli;; drug ?rn;l;~cts will not l . h ~  ngency did not review the now ano!ge3ic.cc-n!i.ining pmtltrrts provided 
precr.r.t zo.?ccmcm t.:i!!: !he potential stc:l:, hp Scheiner(Ref. 5) because the th:t ;;ldiiionol tvnnis urc nut usct! that 
prui~:ern ciescribed by the commenls. invesligalor was disqualified hy FDA. imoiv anv trcstment for tension or 
Q. Comment on Antihistomine- 
Analgesic Conrbinotions 

Thc accuracy cnd rcliability oithe data 
from this stud\. would need to he 

.. - 
anxiety. Becaufin :he agency bcllzves 
lhat tile proposed indicution 'l;ur the 
ternouran, relieiof minor aches and validated hefd;e thc .~gencYeo"id 

acrppt this study in support of claims for 
the effectiveness of ph2!nsltoloxamine 

07. One comment araued that a pains associated 
with ' ' ' ' headache " ' . " la ' 
sufficiently broad to encompass 
headache from a variely ofcauses. the 

currently marketed O'CC dmg product 
containingacetaminophen and dihydmgen citrate & an analgesic 

adjuvant. 
Therefore. the agency proposes l o  

classify phenyltoloxamine dihydrogen 
citrate as a Category Ill internal 
analnesic adiuvar~t in this tentative final 

phenyltoloxamine dihydtogen citrate is 
effective in treatin~ tension headache agency is not to include the 

phrase "pain of tension headnclle" in its 
proposed indication for OTC internnl 

and relieving n~us&ioskeletal pain 
essociated with anxiety and is more 
effective than acetaminophen alone in 
relievi-g pain. The comment mentioned 
studies bv de Sola Pool (Ref. 11 and 

ana~lgeaic drug products. This 
infnrmation mav be included elscx.vhere ~ ~ ~ - " ~ ~ r ~ - ~  

Regerding labeling, the agency 
proposes to classify as  Category I1 any 

jnthe laheling provided the phrase i i ~  
not intermixej with laheling established 

~ ~ 

Gilt~urt (def. 2) t t ~ t  wer; suhmitted to 
the Panel. In response to the Panel's 
crrtici9m of de Soia Pool's sludy, the 

cloiims that represent or su&est rolietof by the monograph. 
In addition. the Panel placed the claim 

"for the relief of musculoskeletal oain 
or treatment ior tension or%xietv. 

comment aubmitted ~ r u m m o n d s  including "for the treatment of tension 
headache." The agency proposes to 
classify such labeling claims as  
Catenow 11 because these claims imolv 

rennalynis of this atudy (Ref. 3) and an 
lndcpenrlent analysis of Wullenstein 
(Ref. 4). The comment also submitted the 

associdled with anxiety" in Category II 
(42 FK 3Y(BO]. The agency agrees with 
the Panel's classification because it 
belie-jes that :he term "musculoskeletal 

results of a new sludy conducted by 
Scheiner (Ref. 51. The comment 
concluded that these studies show thet 
phenyiioloxamine dihydrogen citrate in 
combination with acetaminophen should 
be classified ao a Category 1 adjuvant. 

The anencv has reviewed the new 

the t&aimant of tension and anxiety 
rather than the amelioration of tha pain 
that may be associatcd with such 
symptoms. In the final monograph for 
OTC daytirne sedative druz products, 
the agency concluded thet based on the 
available data any products labeled, 
represented, or pmmoted for indications 
euch 3. "cp!mntive," ''enothea a_wa_y the 
tension," and "calming down" ere 
reg~rrled a s  new drugs for which 
approved new drug applications would 
be required for marketing (44 FR 38380). 

The Intcrnai Analaesic Panel 

poin" is not readily underst~od by 
coilsumem. Furthermore, the agency is 
not aware of any OTC analgesic product 
labeled with such an indication. 
Therefore. the agency does not pmpose 
to include the claim ' for the relief of 
mttsculuskeletal pain" in the monograph. 

data suikitied and concludes that the 
data r-main inanffirimnt to nuppnr! lhe 
elfectivencss o i  p'nenyitolox~mine 
dihydrogen citrite a s e n  analgesic 
adjuvant. The statistical reanalyses of 
the de Sola Pool stuciy performed by 
Drummond (Ret 3) and Wallenstein 
(Ref. 41 conclude lhat acetnminophen 
with phenyltoloxamine dihydrogen 
citrate is more efiective than 
acetaminophen alone for the relief of 
headache. However, the sludy did not 
use a standardized scoring system to 
rate symptoms and the symptom 
complex being treated was not clearly 
defined. Therefore, the study is not 
acceptable aa proof of the eifectivenesa 
of the ingredient as  an analgesic 
adinvnnt. 

(1) Ue Sole Pool. N.. "Anslgosic/Colmotive 
Effecls of Acetaminophen and 
Phenyltoloxamine in the Treatment of Simple 
Nervous Tensiun Accompanied by 
Headache." dra1:of unpublished paper. in 
OTC Volume 030155. 

classified the tern "nervous tension 
headache" in Category 11 (42 FR 35435). 
In its discussion oi iteadach:. ihe Panel (2) (;dt.t.rI. h4 h3, " lhe Uficscy of 

Percogesi~ m Relief of Musculoskeletal Pain 
A~sn,:#ated with Anrietv." drat1 of 

identified the psychogenic heidache a s  
a mojur type of headache and stated 
that these "muscle contraction" or 

... .... .. .~ .... - .. 
unpuhilsh~d paper. in OTC Volume 030154. 

I l l  tlrummond. C.. "Rc.snnlvaia allhe "tension headaches" may account for up 
to 90 percent of the chronic headaches 

-. ~~- 

S I ~ ~ ,  " ' ~ n a ! ~ e o i c / ~ a l m a t i & ~ f f ~ ~ t ~ ~ f  
Aeelamino~hen and Phenvllotoxamine in the 

seen by the physician. The Ponel further 
recommended that the cause of chmnlc 
end recurn.,t headar:hes requires 

liealment bf Simple ~ e w b u s  Tension 
Accompanied by Headache'." draft of 
unpublished paper. Comment No. SUP-3. 
Docket No.77N-LIM, Dockets Mannuement diagnosis by a physician. However, the 

Panel also stated that the occasional 
headache may he due to a variety of 
causes, including tension, and concluded 
that analgesics ate sa;e and effective for 
the symptomatic relief of the occasional 
headache I42 FP. 353521. 

Gi:bert'a study (Ref. 2) did not show 
that the combination of acetaminophen 
and phenyltoloxamine dihydrogen 
citrote enhanced pain relief over 
ecetaminouhen alone. DIU differences 

- 
Branch. 

(41 Wallenstein. S.L. "Statistical 
Evaluation of Clinical Pmtocot Associates 
Study." &an of unpublished paper. Comment 
No. SUP-3, Uocket No. 77N4E-4. Dockets 
Monagcmenl Branch. 

I4 Scheiner. I,].. "The Eiiicacy 01 
Percngesic InTreating Anxiety Caused by 
M~~ar~tlorkcletnt Trnt>ma."drafI of 

were not detected until 48 hours ahcr 
treatment started. an unaccentablv lone 'I'he anc;lcy concurs kith the Panel 

that chrun~c and recurrent headaches 
requin dmgnosie try a physician. 
However. the agency also believes that 

~~~.~~~~ " ~ - - ~ -  
delay in a pain study. In ndd;tioi. many 
pain Rloles will spontaneourly resolve 
over this perrod of time, and this effect 

.~ ....- .. 
unpubliohed paper. Comment No. SUPO3. 
Docke' No. 77N-0091. Doekela Mananemen! 

may bias the sludy. There were a consumers are familiar with headaches Branch. 
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_ (o)r,etter from w.E. cilbertson, FDA, to_ classified as Category ltt. tnterestsd Copler of there reeponaes are on file ln
E B.' Adema, Endo Lsbo.atotles' Inc, coded . peig""" "te t""idlii6 sufiit d"is ir ihdoo"t uii M"n"gim"ni nian"hANS 8o/11/1r to Omrs end SlJpoOt. Do(
iii.-r-N'iffi, ii"itii" i,;;;;;;ib;."#h-: 3:t191-:!lp!]:t',i-"te di_sEolution teatE (address above).'rhe need for

R con,"ments on Dato Required for lX13lil"f iil,i:ilHlf 
tion producr' ror 

i;:HlllXTl"'J#ll#ili',",t"''fr'"X",u"1il"
Evoluation honograph, U.S.p.

08, Saveral commoiiiE obicuicd to ihe
Panel'a recommended a8Dirin tablet
dissolution.testinS procedum [t2 FR
35400), On6 commeBl queslloned the
applicability oi lhe procedure for any
use other than quality conirol because of
lhe variable resuhB that cen be
o'otaiiied. A few comments cdlicized ihe
methodology, such aB the dissoluiion
medium and the apparatua, and noted
the disparity between the Panel's
recommended dissolution.testioc
procedure snd that of the UniteJstatcs
Pharmacopeia! Convention (USPC).
Olher comments stated lhst the
Irocedure did not provide for
combination drug products containing
asDirin.

The Panel concluded that "siBnificant
varlatioB in dissolution rale snd
absorplion rate between aspirin
ploducls demonslratee the need for a
standard di solution teet which can be
used to detecl prcpsrationg which will
be so slowly absorbed as to potentially
increase locgl adveree effects on the
gaslric mucoaa or decrease therupeutic
effects due to decre8sed bioavailabilitv"
(42 FR 35374). Therefore, the Panel
recommended ils lesting procedure to
elicil public comments for the
development of a dissolution standard
for aspirin tablet8 that rvould assure lhat
lhese drup products are properly
formulaled. Since the Panel's reporl was
publiehed, the agency and lhe tiSPC
have ..vorkcd lo devclop a dissolution
standard for aspirin tablets End
capsules, Di$olution teEts for aspirin
capgules, sspirin lablets, and bulfereal
aspirin tablels havs become official in
the U.S.P. {Refs. 1, 2, and 31. The agency
is proposing lo require this dissolution
tesling in new S 343.m.

Dissolution tests have aiso become
official in the U.S,P. for acelaminophen
and espirin lableta [Ref. 4] and for
combination drug producls containing
aspirin, alumina, and msSnesia (Ref,51.
Thc agency ie also proposing to requirc
dris testing in new 5 343.90. Disaolution
lesls for olher OTC ospirin combination
drug products have not yet been
formulated, and FDA is deferring lo the
USPC to develop compendial dioaolution
slandards for auch combinations. As
appropriats te8t8 sre developed, FDA
intends lo propose to requit€ lhem aB
part of this monograph or related
monographs. Until appropriste
dissolution standards are In place, other
OTC aspirin oomblnation producls ars

Rofgr€nc€3
(11 "United States Phsrmscopeio XXI-

Nstion6l Formulery XVl," Unlted Stale6
Piofi Ecopeisl Corventiolr !nc,, Roclyille,
LlD, p, 77. 1s85.

(2) "United Stotes Phonnacopeia XXI-
Nalional Forfiulary XVl " Supplenent 4,
Unltcd States PharmEcopeial Conn€ntion,
Irc., Rockville. MD. 2130, $m.

(3) "United Stal€s Phdrmscopeia XXI-
National Formulary XVl," Supplement 4,
United States Pharmocopeiol Convention,
Inc., Rockville, MD, 2tgl,1988.

(41 "UniIed Stales PhsrDacopeis )<XI-
National Formulary XVI," Uniled Stsles
Pharmecopeial Convention, Inc., Rockvlllc.
MD, p.14, 1s85.

(51 "Unitcd Stat€s Pharmacofeia XXI-
National Fornulery XVl," Supplernent 2.
Uniled Stste6 Phsrmaqopeial Conventlon.
Inc., Rockville, MD, pp. i812Ind 1813,1385.

99, Noting that the Panel'a
recommended monograph contains no
guidelines for studiea needed lo
reclss$ify enteric-coated aspirin from
Category lll to Category l, one comment
submiiied proposed guidelines for
Btudl€s to demonstrate the
bioavailability of aspi n in Bn enteric-
coated dosage form, The guldelines
refered to an in vitro dissoluiio[
melhodoloSy for enteric-cosled tablels,
which the comment stated will be
published in lhe U.S.P., and included a
general proposal for designing a clinical
protocol to test lhe bioavailability of
entetic-eosted asplrln. Tlrro comments
also eubmitted clinical protocols for
biosvailability studies for enteric.coEted
aspilin prcducts and requested that the
protocole be approvcd by FD.^. for
reclassifying enteric.coated aspirin from
CateSory III to Category i.

The agency is awar€ that in vitro
dissolution methodology for enteric-
coated aspirin tsblets and capsules har
now been included ln lhe U,S.P. (Ref. 1).
However. lhB "eIlteric-coated"
Cesignstion ha6 been deleted iri ihe
U.S.P., and the products are now
referred to as 'Aspbin Delayed-Release
Tablets" and "Aepirin Delayed-Release
Capsulee." FDA believes thsi the newly
sdopted U.g,P. test i8 an appropriale
slandard to support lhe reclassilication
of enteric-coated aspirin prcduch from
Category III to I. Therefore, lhe agency
is proposiog to irclude this dissoluiion
test ln the intemal analgesic lentative
final monograph in new ! 343.s0tc).

The agency had previously responded
to the commenis' clinical protocols for
lrioavsilability studies Eef8. 2 a!!d 3),

The agency proposes that any olher
enteric-coatsd anal8e8ic8, e,8,, sodium
salicylaie. remain in Coie8ory Ill until
odequatc specifications are eslablished
for thcse producls.

Referoncet
(1) "United Slates Ph0rmacopoia XXI-

Nalionsl Formulary XVl," Supplemenl 3.
UnitedSlates Pharmacopeial Convention,
lnc., Rockville, MD, pp.1972 6nd 1pt3. 1985.

[2] Letler frcm W.n. Cilbertson, t'DA, to D.
Itarcos, NorcliffThayer Inc,, coded LETo(B lo
C00109. Dockol No,77N$4. Dockets
Mansgelnent Branch.

(3) L?lter fiom W.E, Gilberlson, FDA, lo E,l.
Hiros8, Sterling Dru8lnc,, coded ANS lo
Cm110, Dockel No, ?7N-{X}9{, Docket8
I\tanaSemetrt Baanch.

lfi}. One commenl, nolinS that the
Panel tecommended a dissolution tesl
for plain as well ae bulfered aspirin
tablels (42 FR 3548B), expregged concern
lhat lhere is no pfovision for a
compamble te6t melhod for aspirin
powder dosage forms.

The a8ency poinis oui ihst the
stotement to which the commenl
refened is in the Pa-.1's diecussion of
tablet dosage forms (42 FR 35374), iu
which the Penel expressed soncem
about significBnt variations in
dissolulion ratc and absorption rate in
buffered and unbuffered aspirin tablets.
This concern prompted the Panel to
recommeud a dissolution test for aspitin
tablets (buffered and unbuffered). The
Panel did not reconrmend a dissolutiorr
test for powderg becsuse it concluded
that they are rapidly absorbed and often
reech peek blood levele nore rapidly
than the tablet dosage form (42 FR
35370).

As stat€d in comrnent gg above, lhe
agency iE proposing lo include in new
S 343.90 ofrhe intemal analgesic
tentative final monograph all of the
dissolution tests for 88piriIl products
that are in the U.S.P. There are no
official diesolulion tests for aepirin
powdere. Baaed on the Panel'a
discussion ofpowders and the fact that
the agency is unaware of any problems
ofabsorption with aspirin powders, the
agency concludea thal diseolulion
testinS is not needed for either buffered
or unbuffered espirin powders.

101. One commeDt obserued that the
Panel'g recommended buffered aspirin
scid-neutralizing testlng procedure (42
FR 35487) did not provide for the
removal of sspiriG The comment slated
that because aspirin interletes with the
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assay. It should be removed before 
determining the buffering canacitv. 

3 9  agency disagrees with Ule - 
comment's suggestion that aspirin be 
removed from bul.lred aspi5n drug 
products before testing their scid- 
neutrnlizing capacity. As stated in 
D 343.10(b)(2) of this tentative final 
monograph, the finished product must 
provide 1.9 mEq of ccid-ncutmlizing 
ca~acitv. which exceeds the amount 

~~ ~ 

needed-to neutralize the aspirin. 
Therefore, no provision for the removal 
of aspirin is needed in the testing 
procedure. 

102. One comment pointed out that 
measurement of the acid-neutrallzlng 
capacity of combination drug pruducts 
containing buffered aspirin and other 
active ingredients may require 
modificntions in the standard method 
used for testing buffered aspirin 
products in 9 331.25. 

The comment did not provide any 
specific examples of needed 
modifications. However. the agency has 
revised : 331.28 to establish a 
mechanism for requesting specific 
modifications in the test procedure. This 
revision was published as  a final rule in 
(L F-, - n. ...- 

.a& a ~ ~ a s !  nagzswr of August 31.1982 
(47 FR 384801 and states that any 
proposed modification and the data to 
support it should be submitted a s  a 
netition acl.ordinn to i 10.30. The ., - - ~ 

revision furthcr provides fur a 
redcie~ation of authority to grant or 
denv such petitions in order to facilitate 
prompt action. 

S. Comments on Addition01 Ingredients 
for Monogmph 

103. One comment requested that the 
lysine salt of aspirin, which has been 
marketed in a number of countries for 
several years, be included in the 
tenlatius final monograph with an  
indication for the temporary relief from 
occasional minor aches. oains. and ~. ~ ~- 

headaches. The commeni provided 
information on the chemical and 
physical properties, toxicity. 
bioavailability. pharmacokinetics, and 
gastrointestinal tolerance of a lysina 
aspirin product. The comment stated 
tliat lysine aspirin is a readily soluble 
salt of aspirill that dissociates in water 
into lysine and acotyisalicylic acid. that 
the product is intended for solution in 
water prior to administration, and that 
acetvlsalicvlic acid is the active moietv 
thatkxists;n thegnstrointestinal t rac i  
and is absorbed. 

The agency has determined that the 
lvsine salt of asoirin is a "new dm@" a s  

Any drug Cxcept a new ~nimal dng or an 
animst feed bearing or conlaininga new 
animal dr~gl the composllion of which is 
such that such dm.. 88 B r e n n t l t  01 ~ - "  .-.......... 
inves~i~sllons todetermine its safavaand 
effectiveness ior use under such conditions. 
hns hacnmo so wcnmired. hut which haannt. 
otherwise than in stch investinalions. bein 
used to s msleriot extent or f; B m&erid 
time under euch conditions. 

FDA interprets the termr "material 
extent" and "material lime" to mean 
availability in the United States 
marketplace. The ageiicy is unaware 
that lysine aspirin has ever been 
marketed as  a drug in the United States. 
The comment provided no evidence to 
show otherwise. Thus. the agency 
renards this inKredient to be a new drug. 
requiring an approved application prio; 
to OTC marketing. 

104. One comment submitted 
information on calcium salicvlate and 
requested that it be included-as an 
analgesic ingredient in the tentative 
final monograph. 

The Panel did rot  review calcium 
salicylate because no data were 
::ubmitted on this ingredient. The 
comment provided Information on the 
historical use, physical properties, and 
chemical preparation of calcium 
salicylate, but supplied no evidence that 
it has been marketed in the United 
States and provided no substantive data 
to demonstrate the safety and 
effectiveness of this ingredient a s  an  
OTC analgesic-antipyretic. FDA is not 
aware that calcium salicvlate has ever - 

been marketed as  on ~ ~ E a n a l ~ e s i c -  
antipyretic in  !he I!li!cd 5!?!e!.Thus, 
c~liiuiii ~alievlnte falls wiiltirl the 
definition of new dm9 within the 
meaning of section 201ib) of the act, a s  
d~srussed in cornment103 above, and 
requires an approved ar: lication prior 
to marketing as  an OTC anaigesic- 
antiDvretic drua. 
'I& agency'n-detailed comments and 

eveluntiuns on the data are on file in the 
Dockets Mnnngement Branch (Ref. 1). 

~ ~ 

I11 Letter lrom W.E. Cilbertson. FDA. to C. 
Schreur. Fciveur tnveslments tnc.. coded 
LFTUZR Docket No. 77N-Om. Dockels 
Mane~ement Branch. 

105. One comment to the 
Miscellaneous Internal Panel requested 
that potassium salicylate be included a s  
a Catenorv I inaredient for use In OTC 
menst~~~aidru~products .  The comment 
awlled that potassium salicylate is a 
naturally occurring substance and is 
equivalent to sodium salicylate and 
salicvlic acid in terms of salicvlate 
activitv. 

submitted to the Miscellaneous Internal 
Panel or to the lntemal Analgesic Panel. 
The agency is aware that potassium 
solicylate has been marketed in tho 
United States a s  an  inmedient in OTC 
and pr~scripllon onaldesic d r l i ~  producls 
(Refs. i through 6). Until dots on 
potassium salicvlate ere submitted lor 
ieview. however. the aeencv has an .. . 
insufficient basis to colsider further the 
request lo includa this ingredient In an 
OTC d ~ n  moncrrs~h. Based on its - .  
marketing history. potassium snlicylnte 
is classified s s  Category Iii in this 
tentative final monograph. 
Relerences 

($1 Van Tyle. W.K.."Chapter 10-Internal 
Analgesic Roducta:' in "Handbook of 
Nonprescriplian Drugs." 5th Ed.. American 
Phnrn~oceutical Assoc.. Washington. pp. 132- 
133.1977. 

I21 Van Tyle. W.K.. "Chapter 10-Internal 
Analgesic Pmducts:' in "Handbook of 
Nonprescription Drugs." 7lh Ed., American 
Pharmaceulicat Assoc. Washinaton. D. 204 - .  
and p. 3137.1982. 

(31 Korbethy. S.H.. CA. Sohn, andR.' 
Tannenbaum. "Chapter 17-Menstrual 
Pm<l<tcts." m "Handbook of Nonprescription 
Drllgq." 7th Fd.. American Phanaceuiical 
ASJOC.. iV?shingtan. p. 307.1902. 
(! 5oh.n. C.A.. R.H. Korbethp. and R.P. 

Tnnncnhaum. "Chsaler 17-Mcnetruat 
hoducla:' in "~nndbaok of ~onpre&ti~tlan 
D~ns . "  7th Ed.. American Pharmaceutical 
ASS&.. Washington. p. 382.19%l 

(51 Billings, N.E, and S.M. Billings. editors. 
"Americen Drug Index," 3181 Ed.. 1.8. 
Lippincall Co.. Philadelphia. p. 495.1987. 

(6) Huff, B.B.. editor. "Physicians' Desk 
Refcrcnce." 41st Ed.. Medical Economics Co.. 
Inc.. Oradell. N]. p. 1631.1987. 

11. Tne Agency's Tentative Adoption of 
the Panel's Report 

A. Summory of Ingredient Categories 
ond Testing of Cotegory N and Category 
Ill Corzditions 

1. Summary of ingredient categories. 
The agency has reviewed all the claimed 
active ingreo.dnts submitted to the 
Internal Analgesic and Miscellaneous 
Internal Panels, as  well as  other data 
and information available at this time. 
and concurs with the Panels' 
categorization of ingredients. In 
addition, the agency has reviewed three 
ingredients not reviewed by the Panels. 
For the convenience of the reader, the 
following table is included as  a 
summarv of the catenorization of 

~~ ~- - ~- 

iiefined in sedio1L201(p)(2) of theact (21 ~ h e o m m e n t  did not include any data 
U.S.C. 321(p](2]) 0s follows: on this ingredient nor were any 

analgesic-antipyreti~active ingredients 
by the Panels and the proposed 
classifi~:tion by the a>:uncy. 
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I Analw$c.anti ebc &a 
q & n l i  

Alun.inum erp(dn ............. ..... 
Antiwine ...................... .....,.... 
nspirin ........................... .... 
calcium sdkqiate .. 
camaspirin c n ~ m  
Choline salilate 
COdeine ................................. 
lodoanlipvine ........................ 
Lvs~ne aspirin ........................... 

............. k!&gn&~rn salilafe 

"MH' 

Ill 
111 
I 
(q 
I 
I 
It 
11 
( 1 )  
I 

-- 
Interested persons msy communicate may be idrnlified es  a "pain reliever." 

Am - with the agency sbout the submission of "analgesic (pain reliever)." "pain 
data arid informalion to demonstrate the reliever-fever reducer," or "analgesic 

111 
Ill 

safety or effectiveness of any internal (pain reliever]-antipyretic (fever 
I analgesic, antipyretic, or antirheumatic reducer)" (5 343.50(a)). 

rl 
ingredient or condition included in the 2. The agency is proposing combined 
review by foflowing :he procedures 

1 
analgesic-antipyretic labeling for 

I1 outlined in the agency's policy statement analgesic-antipyretic drug products 
81 published ir. the Federal Register of labeled only for use in children, e.g., 
la) September 29,1981 ( l e  FR47740) and children's acetaminophm. Based upon 
I c!arified April 1,1983 (45 14050). %is representa* b~~~ of pain and czllses 
III policy statemeni includes procedures for of fever that are amenaj,je to 0. 

~ctassiurn aicy~ate (q 

1 
Phenawtm ......... .. ............. It 

m minine II 
Slltcylarnida ............................. I I I  
Sslsslale 111 
Sodium salinllale .................... I 

E 
I1 
Ii the submission and review of propnsed L ~ ~ ~ ! ~ ~ ~ !  in  children yc2rsef I 
111 prolocois, agency meetings with age, the indications statement for OTC 
111 industry or other interested persons, and analgesic.antipywtic drug 
I agency c~mmunicatiuns on submitted products is being proposed as  follows 

I Forrneriy acntanilid. test data and other information. (5 343.50[b](2)): "For the temporary relief 
'Not review- by tne InlenWAnalgesk ol M i l -  ,y, summary of the,qgencyk chongesjn of minor aches and pains" (which may laneovs ln!emsl Panels. 

Delmned by tne the Panel's Recommendations he follorved by: ["associated with" 
IdentllRl by the F'en~?$%e.''- drup" [select one or more of the following: "a FDA has considered the comments cold; cold," throat:' After reviewing the available data and other relevant information and 

and information, the agency has "headache." or "toothache")) andlor concludes that it will tentatively adopt rand to reduce fever:,), The agency concluded that the internal Analgesic the Panel's report and recommended also to include as an 
Panel's categorizntion of ingredients for monograph with the changes described in the labeling of safety and effectiveness as  analgesic- in FDA's responses to the comnrents acetaminophen. [See 
antipyretic adjuvants will remain above and with other changes described comments and above,) unchanged, except for methapyrilene in the summary below. A summary of 

3, The agency is in fumarate. The agency's reasons for the changes made by the agency 
recategorizing methapyrilene salts are follows. $9 343.50 (c)(l)[ii) and (c)[Z][ii) of this 

1. The Panel recommended as  a tentalive final monograph that internal presented in paragraph B. 32 belovr. 
The following table is included as  a slatement of indications for OTC aiialgcjic piodiiets labeled for the 

summary of the categorization of analgesic drug products: "For the relief of sore throat pain bear a modified 

analgesic-antipyretic adjuvant temporarg relief of occasional minor (he statement 

ingredients. aches, pains and headache," and as a currently recommerided in 21 CFK 369.20 
statement of indications for OTC for "throat preparations for temporary 
antipyretic drug products: "For the relief of minor sore throat: Lozenges, 

aaruvan~e reduction of fever." The agency is troches. washes, gargles, etc:' [See 
expanding and combining these comment 15 above.) In the tentative 
statements to allow the inclusion of final monograph for OTC oral health 
represente!i..e type= nrpec2 Es..2 causes care drug products. the agency has 
of fever &at a n  amenable to OTC proposed to remove thc existing 
treatment. [See comments 15.18, and 17 recommended in 
above.) Accordingly, the statements in 3E9.20 as  well as  the suggested 

Pplamine maleale .................. §§ 343.501a) (2) and (3) are being warning for OTC drugs for minor sore 
Salicyiamide ......................... 
Sodism pars-arnirobemate-. II deleted, and the labeling statement throats in g 201.315. [See 53 FR 2458.) 

recommended in 9 343.50[a](1) is being 4. The warnings recommended by 
changed to the following statement in Panel in 95 343.50[~)(1] ( i )  and (ii) are 

?'b* !able8 above do not address this tentstive final monograph being revised and proposed as  three 
anlirheumalic use. which appears only (9 343.5o(h)[1)): "For the temporary relief ~arni"g.9 as  follows in 5 343.50Icl: 
in professional labeling. The tables also of minor aches and pains'' [which may [I) For products lobcled for adults--(i) 
do notaddress dosage forms, such as  be followed by one or more of the Forproducts confoining any ingredient 
timed-release products, rectal following: ("ansociated with" (select one in $343.10. "Do not take this product for 
suppositories, and enteric-coated or more of the follorving: "a cold." "the pain for more than 10 days or for fcver 
aspiin. These dosage forms are common co!d." "sore throat," for more than 3 days unless directed by 
discussed in comments 78.79. and 99 "headache." "toothache." "muscular a doctor. If pain or fever persists or gets 
above. aches." "backache," "the premenstrual worse, if new symptoms occcr, or if 

2. Testing of CategoryIIandCategary and menstrual periods" (which may be redness or swelling is present, consult a 
IIIcondifions. The Panel recommended followed by: "(dj nmenorrhea)"), or doctor because these could be signs of a 
testing guidelines for analgesic, "premenstrual and menstrual cramps" serious condition." 
antipyretic, and antirheumatic drug (which may be followed by: (2) Forproducts lobeled fur children 2 
products (42 FR 35444,35453,35488, and "(dysmenorrhea)"))), ("and for the minor years to under 12 years of age--(i) For 
354871. The agency is offering these pain from arthritis"), and ("and to products confoining ony ingredient in 
guidelines as  the Panel's reduce fever.")) The agency is also $343.10. "Do not give this product for 
recommendations withoutadopting proposing to include "flu" as  an pain for more than 5 days or for fever for 
them or making any formal comment on indication for analgesic-antipyretic more than 3 days unless directed by a 
them unless otherwise noted in this products containing acetaminophen. In doctor. If pain or fever persists or gets 
document. (See comments 85.88,89.91. addition the agency is proposing that an  worse, if new symptoms occur. or if 
93.97.90, and 101 above.] OTC onelgesic-antipyretic drug product redness or swelling is present, consult a 



doctor because these could be  signs of F monograph based on cbe format and (redesignated 5 343.M(c] (1l(v)(A) and 
serious condition." style of recently publisl~ed monographs: (2][v](A]] to read: "If ringing in the ears 

(3) Forpmducts labeled both for [a) The signal word "warning" has . or a loss of hearing occurs. consult a 
udu!ls andfor children 2 years to under been used routinely in all labeling in doctor before taking any more of this 
12yearsofoge. ' ' . " Do not take this OTC drug monographs instead of the product." The agency believes this 
pmduct for pain for more than 10 days signal word "caution:' Accordingly. the wording more clearly conveys the 
[for nd~~lta)  or 5 days (for children). and word "caution" is not being included in appropriate course of action to the 
do not take for fever for more than 3 6 343.50[c)[l](v] (B) and (C) in this consumer. (See comment 39 above.] 
days unless directed by a doctor. If pain proposed monograph. [See comment 32 12.   he statements recommended by 
or fever persiots or gets worse, if new above.] the Panel in 6 343.50(~][3](iii] (01 and (b] 
symptoms occur, or if redness or [bl The definition section contains are bring moved to 5 343.50[d)[3) (il and 
6we::iag is pmzent, consult n doctor only cnc definition: analgesic- [ii) in :he tentative fine! r:xo;reph 
because these could be signs of a - antipyretic dn~g. Other definitions beceuse they are directions for use, not 
seriou:: con2ition. Do not give this eppcaring in the advance notice of warnings. [See commen: 4 1  above.) 
product to children for the pain of proposed mlemaking are not considered 13.  he ager.cy is proposing deletion 
arthritis unless directed by a doctor!' necessary for this tentative final of the term "stomach distress" from 

These warnings are being revised for monograph. 6 343.50:c)[3][iv) [redesignated 
clarity. to distinguish between products (c) The agency is redesignating 6 343.50[c](l][vJ(B)) and is revising the 
used by adults and/or children, and to proposed Subpart D of the monograph warning as follows: - D ~  not take this 
alert consumers to eppropriate time as  Subpart C. placing the labeling product if you have stomach problems 
limitations on self-treatment with OTC sections under Subpart C. (such as  heartburn, upset stomach, or 
analgesic-antipyretic drug products as  
well as  to symptoms that require 

Id) In an effort simplify OTCdrug stomach pain] that persist or recur, or if 
labeling, the egency proposed in a y ~ u  have ulcers or bleeding problems. 

professional treatment. [See comments number of tentative final monographs to unless directed by a doctor:. This 
13.14.18. and 30 above.] substitute the word "doctor" for warning is being further revised in 5. Because the ngency is combining "physician" in D i C  drug monographs on 3d3,5a[cl~zl(vil~D~ for products labeled the indications for pain and fever into a the basis that the word "doctor" is more for children to under l2 years of 
single statement and because dosage commonly used and better understood age. For products labeled for both adults schedules are the same for analgesic by consumers. Based on comments and children. the warning for adults will and antipyretic ingredients, the agency, received to these proposals, the agency apply, [See 343,50[cl[31, See also is proposing a single dosage schedule in has determined that final monographs 

31 above,l 5 343.5O[d) for each analgesic- and other sppiicabie OTC d i g  14. The Panel classified the claims antipyretic ingredient. (See comments 16 regulations will give manufacturers the five times than and 
and 53 above.) Section 5 343.10 is being option of using either the word 
revised to list all active ingredients, and "physician" or the word "doctor." This "reaches peak action twelve times faster 
63 343.12 and 343.14 are being deleted. tentative final monograph proposes that lhan aspirin" in Category11 lor choline 

8. The sgency is proposing deletion of op:ion. salicylate. However. the agency f ~ n d s  a 
the warning recommended in 9. The agency is to delete reasonable basis to classify such claims 
D 343.50(c)[5)[ii] because consumers the first sentence of the aspirin in Category 111. [See comment 45 above.) 
might interpret it to mean that hypersensitivity warning This classification is consistent with the 
acetaminophen can be used to treat in 5 343.50[c)(4](i) (redesignated Panel's treatment of similar claims for 
arthritis. The agency is aiso proposing H 3%3.5Ojcj iijiivl[Aj and i.~jIirjikl). bafi~red sanirin, is., the data are not 
deletion of the warning recommended "This product contains aspirin." [See such claims as 
for aspirin in 8 343.50[c)(3)(i) because comment 33 above.] This sentence is "faster to the bloodsirsem Lhnn plain 
the agency is concerned that different unnecessary because section 502(e)(l] of 
labeling statements on acetaminophen the act (21 U.S.C. 35Z(e)[l)] requires all 15. The agency finds that labeling 
and aspirin products concerning arthritis dmg products to bear on the label the claims such a s  "extra-strength." "extra 
might encourage consumers to self- established name of the active pain relief." "maximum strength." and 
disgnose and self-treat arthritis. (See ingredient or ingrediellts contained in "arthritis Strength" are outside the Scope 
comment 19 above.) the product. of the OTC drug review. [See comment 

7. The agency is proposing the 10. The agency is proposing that the 48 above.) 
following in 8 343.50(b][4)(i) to provide warning recommended in 18. The Panel recommended a 
lo; ccildren's labeling: Forproducls 6 343.50[c)[3)(v) (redesignated children's dosage unit of Bo mg for 
Iobeled only for children 2 to under 12 6 343.50(c~[l][v)[C]) be identified a s  a aspirin and acetaminophen. The agenoy 
years of oge containing any ingredient drug interaction prccaution [see is proposing that the children's dosage 
identifietiin $343.10 [A) The labeling of comment 38 abovc] as  follows: "Drug. mi! for aspirin, acetaminophen. and 
the product contains, on the principal Inleroclion Precauli~n. Do not take thls sodium salicylate be 80 mg or 81 mg 
display panel. either of the following: produci i i  you are taking a prescription because both strengths are marketed, 

[I) "Children's [tradg nome ofprodud drug for anticoagulation (thinning the and the difference between these 
orgeneric name of ingredien!(s])." blood), diabetes, gout, or arthritis unless strengths is of no therapeutic 
(2) "[Trade name ofproduct orgeneric directed by a doctor." This precaution is consequence. In addition, a minimal 

nome of ingredienfls)) for Children." being modified in 5 343.50[~)(2](v];C] for effcclive dose for children over 9 years 
[B) The labeling for adults in products labeled for children 2 years to of age [i.e.. 320 mg for the 80-mg dosage 

6 343.50[d] and the statement "Children under 12 years of age. For products unit. 324 mg for the 81-mg dosage unit. or 
2 to under 12 years of age" in labeled both for adults and children, the 325 mg for the 325-mg dosage unit] is 
5 343.50[d][3)[ii] are not required. (Sea precaution for adults will apply. [See being added to the children's dosage 
comment 30 above.] 3 343.50[~][3).) schedule. [See comment 58 above.) 

8. The following are agency-initiated 11. The agency is revising the warning 17. Quantities of active ingredier~ts are 
changes in the Panel's recommended recommended in D 343.50(c)(3)[ii) expressed in the tentative final 



monograph in metric units only. dosages for magnesturn salicylate are comments on the need for a regulation 
Manufacturers may voluntarily lint being revised accordingly, and this requiring the 35taolet IlmltaUon for 
quantities of active ingredients in both tentative Snal monograph specifies in pediatric aspirin producta which is 
apothecary and metric units. (See 5 343.50(dl(6) that the dosages are based recommended in 21 CFR ~01.314[~](21. 
comi:.ent BO above.) on the tetrahydrnte form of magnesium 

18. The agency is not adoplirig the salicylate. (See comment 84 above.) :tefereaee 
anaigeaic equiva!ence ?.!fie lobeling 29. The agency is not including (11 Cardinale. V.A, Editor, "lE37 Redbook." 
statements recommended by the Panel analgrsic-antipyretic combinations th-' Medical EcanomicsCompany Inc. Oradell. 
in 5 343.50(e) because they do not contain only salicy .+es in this Nj, pp. 1W-103.13a W.452.SS3.600.1987. 
appear to serve their intended purpose monograph because *hch combir- .nw 28, ~h~ is changing the panel's 
and could be confusing to consumers. are not in accordance with gep ..,I UTC recommc?lded si?lg!n dngC rlfe5 ng (See mmmenl Si? a'c~ve.) eomtinaiion drug product guidelines. lo 75 as an 

19. The statements on dosage units (See comment 72 above.) However, the adiuvant, not tc a 
recommended ir! 5 3ds.c"(d) are also agency has exyanded ihe ailowable single adult dose of150 mn or a being deleted in this tentctive final combinaiiona reco~~lmended by ihe maximum daily dose of 690 mg. Caffeine monogmph. The agency believes that Panel by providing a range of acceptable in as an  analgesic the terms "stendard" and amounts of active ingredients that may adiuvant, However, has 
"nonstandard would not serve thelr he contained in a combination product. responded to FDA's and 
intended purpose of simplifying The agency discussed combination 
comparisons among various products products containing analgesic and provided additional data which are 

and may confuse consumers. (See currently under review by the agency. cough-cold ingredients in 9 341.40 of the comment gz ahove.) cough-cold combinations tentative final 27. The to 
by reference the dissolution testing 

as the dosage range es!nhlished for in response to the Panel's 
sodium salicylate. However, the agency :ccommmdation. m e  agency has 
has determined that 377 mg magnesium evaluated currently marketed pediatric monograph is being proposed as  follows: 
salicylate telrahydraie, and not 325 mg, acetaminophen products [Ref. I) and Buffered Aspirin "Aspirin identified in 
is equivalent tn 325 mg sodium does not believe it necessary to include paragraph lhJ11) of this section may be 
salicjfiete. Given a minimum effective this packaging limitation in the tentative buffered with any antacid ingredient(s1 
dosage of 325 mg sodium salicylate, the final monograph. The agency specifcally identified in D 331.11 provided that the 
dosage of magnesium salicylate invites comments on the need for a finished product contains at least 1.9 
tetrnhydrate that would contain an regulation to limit the number of dosage milliequivalents of acid-neutralizing 
equivalent amount of salicylic acid is units per container for pediatric dosage capacity per 325 milligrams in 
377 nig.Therefore, the agency concludes forms of acetaminophen in light of child accordance with 9 331.26." (See 
that the minimum effective dosage of proof closures and the degree of comments 42 and 77 above.) 
magnesium salicylate should be 377 mg, voluntary compliance in effect a t  this 29. The egency is deleting the Panel's 
and the maximum dosage for this time among the manufacturers of these reco-nmended definition in 5 343.3[k) 
ingredient should be 754 mg. The products. The agency aiso invites because the same information is 
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contained in 4 343.7Jl20(d)(8) (see cornmen! these producls has appeared in children. the w~rnlng for adulls will 
78 above) which is being redesignsled newspapem and ma~azines and on apply. a s  described in 4 34350(c)I3). 
4 343.20(h)[3) in this tentolive final television and radio. The anencv is [See corm mt &i above.1 
mmo.:raph a n i  is being revised to 
include all omdu~ts  contain in^ nnnirin ~~~- ~ ~~. 
with antacih as fo l lo&s~~"~s~ i r !n  
idcntificd in 5 343.1G(b)[l) msy be . .. ~ 

combined with any antacid ingredient 
identified in 8 331.11 or anv comhinntlon - 
of antacids permitted in accordance 
wilh 5 331.10(@) provided that the 
finished pmductmeets the ~quiremenls  
of P 331.10. is marketed in a form 
inlcnded for ingestion as  a solution,end 
Ecnrs isbcling indiroti~nz i- 8ccoi;lanca 
with 5 343.60[b1141." . .. . 

In addition. the agency is proposing 
that such products he identified a s  
follows: "pain reliever/fever reducer" 
(or the variation permitted in 
B 343.50[a]) and "antacid." (See 
comments 42 and 76 above.) 

30. The azency is pmposing 
indications for pmducts containlng 
aspirin with antacid that are based upon 
the aspirin indications for pein and 
fever in S 343.50(h)[1) and the antacid 
indications in D 331.30[h). (See comment 
47 ahove.) 

31. The labeling for pmducts 
containing acetaminophen with enlacid 
iaceiaminnohen anti ankcid ~ ~ ~ . r . ~ - ~ ~ - ~ ~  ~- 

iombinationa), pmvided for in 
recommended 8 343.2u(d)(5) and 
redesignated D 343.201bIilI in this . .. . 
tentative final moncxraoh. is beinn .. . 
modified to indude a statemenl 
identity and the revised indications 
labeling in 5 343.60. (See comment 47 
above.) 

32. The anencv is includinn in & 343.80 " - " - - - -  
prc;c=?i pxlessional i a t w l ; ~  on the 
use of asplnn, buffered aspirin, or 
aspirin in combination with an antacid 
in the prevention of mvocardiai 
infarction in oatients with a orevious . 
infarction or hnstahle angina pectoris. 
'I he agency is also pmposiw to 
incorporate iaheling on the use of 
aspirin and buffered aspirin without 
sodium for transient ischemic attacks. 
(See comments 49 and 50 above.) 

A number of other omfeasional 
labeling indications aiso are being 
proposed in 5 343.80(a) of the tentative 
finsi monograph. The agency is aware 
thet some manufacturers have included 
statementn in the labelina of their 
internal analgesic-antip$etic drug 
products that advise consumers to see 
their doctor for other (or new) usesof 
aspirin lor name of oroductl. Such 
informalion may hebeneficial to 
consumers, and the agency has no 
objection to a general statement ofthis 
type being included in the labeling of 
OTC internal analgesic-antipyretic diug 
pmducts.The agency is also aware that 
information shout these other uses of 

concerned that Eonsumern k v k a d  or ~~~~-~ ~-~ ~. -.~. . -- 
hear this information and self-m-Bcate 
wilh an OTC d n l ~  product for ol. of 
these  condition^ %lhout cot~sullion wilh 
their doctor. Caneumers should noiself- 
medicate with an OTC analgesic- 
antipyretic drug product for any of these 
prolesaion~l indicztinns, end use for any 
of theaa conditions should he oniv under 
a doctor's supervision because serious 
side cifi:cts niay occur. Tile agency b"?'- ."" 

L.IL%.., thi: it ic iir.px!znt !L!!! zn:' 
information omvided to consumers- 
ahul~t other ipAfrssiona~) u i i s  of these 
prodi~cts be accompanied by a 
counterhoinncin~statement that the 
consumer shouldnot use the oroduct for 

~~~~~ 

more !hen 19 dnye (ccnri:tcnt with the 
aliowal~le OTC labeling bein8 proposed 
In this tentative final monograph) 
without consulting their doctor because 
seriolls adverse effects may occur. 
Examples include pnssihle bleeding and 
stroke. 

Based upon these new usea of aspirin 
and recognizing the evolving nature of 
this issue, the agency is proposing the 
following optional statement in this 
tentative final monograph: "See your 
doctor for other usea of [insert name of 
inmedient or trade name of omductl. but ,- - 
donot use for more thsn 10 hays 
without consulting your doctor because 
serious side effccts may occur." The 
aaenov believes that such information 
s ~ o u l ~  he provided in consumers in&e 
most effective manner end should be 
prominently displayed io labeling so  . 
iha; ii may readily Lr seers huci 

. understood. At this time. the apencvis - ~ .. ~" ~- 

proposing this as  optional (allowable) 
Inbeling. The ngcncy lnvltea comment on 
this statement or other alternative 
I;lbcling, appmpriate placement in 
iaheling, and whether the l o  day 
lim~tntion on use should he an intemal 
part of any such atatemenL The agency 
also invites comment on whether this 
information should he part of the 
required labeling for these pmducls. 

33. The agency is not adopting the 
liver warning in 5 343.50(c)l51(i), hut is 
proposing that one of the following 
overdose warnings appear on all 
acetaminophen pmducts to follow those 
general overdose warnings required in 
6 33O.l(g) (21 CFR 330.1(g)): for pmducts 
labeled for adults ( D  343.50(c)(l](iii)), 
"Prompt medical attention is critical for 
adults a s  well as for children even if you 
do not notice any signs or symptoms" or  
for pmducts labeled for children 
(5 343.50[c)(2)(iii)). "Prompt medical 
attention is critical even if you do not 
notice any signs or symptoms." For 
products labeled for both adults and 

34. The agency has reclassified 
methapyder~e f, ... orate from Category 
Iii to Category II a s  an M C  annlpeslc. 
antipyretic, and entirheumatic adjuvant 
ingredient. A tentative final rule for 
nighttime deepaids. yblished in the 
Fedora1 Register of June 13.1978 (43 FR 
2 5 G Y ) ,  ?ro!.:fsrc! !n p!ilce rneil~npyritene 
in Category I1 because of preliminary 
studiea implicating this drug as a 
carcinogen, or a carcinogen synergist 
with niireies. in rais. However, ai  ihai 
time. the studies were too preliminary to 
support a definitive finding of 
carcinogenicity for methapyrilene that 
would necessitate its immediate 
removol fmm all products in the OTC 
drug market. 

On May 1,1070, the agency received 
an interim report from the National 
Cancer Institute (NCI) regarding 
carcinogenicity studies performed with 
methapyrilene a t  the Frederick Cancer 
Research Center. The results of these 
studies have been published by Lijinsky. 
Reuber. and Blackwell (Ref. 1l.The NCI 
in~crimre~orlstated thht me<hapyrilene 
is a potent carcinogen in rats and must 
he considered a potential carcinogen in 
man. FDA reviewed this reoort and 
concurred with its conclusibns. In lune 
1979. the agency initiated a recall ietler 
to all manufacturera holding an 
approved new dmg application (NDA) 
for products containing melhapyrilene. 
This voluntary recall has eliminated 
drug products containing methappilene 
from the rnerl?%t?!~ct.. Pn12ct. 

~ ~ 

containing methspyrilcne on? now 
considered to he miahranded under 
section 502 of the Federal Food. Drug. 
end Cosmetic Act (21 U.S.C. 3521 and 
"new drugs" undeisection 2al(;) of the 
aci (21 U.3.C. 321[p)j. 

The agency received no comments on 
methappilene fumarate. which was 
classified as  Category IiI by the Panel a s  
an analgesic adjuvant. Based on the 
studies discussed ahove, the egency has 
reclassified methapyrilene fumarate 
from Category Ill to Category JI. 

ill Lijinsky. W. M.D. Reuber, andBN. 
Blackwcll. "LiverTurnars Induced in Rats by 
Chron~c Oral Adminislration of the Common 
Anlth!slernine Melhapyrilene 
Hydrochloride." Sc!mcc. 2M.81749.1880. 

35. The agency is expanding the 
Panel's recommended warning on 
salicylate a l l e m  in 4 343.50fcIf81 . .. . 
(redesignated 6343.50(c) (I)(v) and 
1211~11 to include asoirin in an effort to . .. ,, ~ ~- 

aazure that consumers, most nf whom 
are apt to be fitmiliar with nrpirin. will 
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understand that aspirin Is also a 
salicylate and that the allerglc reaction 
that they may associate with aspidn is a 
salicylate allergy and can be caused by 
any of the ingredients in this drug group. 

38. The Panel was concerned w2;i :he 
effects of asoirin or carbaspirin calcium 
on increasing duration of labor, 
changing hemostatic mechanisms in the 
newborn and increasing matcrnal blood 
loss I42 FR 354041. The latter mav be a 
haznid parl~cula~ly in premature"1abor 
nnd tnim nt any time during the last 3 
months of pre~nancy. For lfiese reasons. 
the Panel concluded that there is a 
potential hazard to the use of aspirin 
during pregnancy and recommended the 
followine warnine on all asoirin- 
containing produ;ts: "Do nit  take this 
prodt~ct durins the Inst 3 months of 
pregnancy except under the advice and 
supervision of a physician." The agency 
reccivcd no comments on this issue, but 
is expanding the Panel's labeling 
recommendation to inform consumers of 
the reason for the warning. In addition. 
in the Federal Register of December 3. 
1982 (47 FR 54750), the agency published 
a final rule to amend the general drug 
labeling provisions in Part 201 by adding 
new 5 201.63. which includes the 
following warning to pregnant and 
nursing women concerning the use of 
OTC drues that are intended for 

~~ ~-~ 

systemic'~bsnrption: "As with any drug. 
if you are pregnant or nursing a baby. 
seck the advice of a henllh profcssionai 
belore using this producl." B~:cause of 
this more recent general warning. the 
agency is propusing th81t the folluwinn 

".I =.;.=u .~-~..;ng follow :he xaming - 
required in 5 201.63(a): "IMPORTANT: 
Do not take this product during the last 3 
months of pregnancy unless directed by 
a doctor. Aspirin taken near time of 
delivery may cause bleeding problems 
in both mother and child." 

37. Afler reviewing the conclusions 
stated in three Panel reports (Oral 
Cavity at 42 FR 22796. Internal 
Analgesic at 42 FR 35378, and Topical 
Analgesic. Antirheumatic. Otic. Burn. 
and Sunburn Prerrention and Treatment 
a t  44 FR 69645) concerning aspirin's 
ability to exert a topical effect a s  well as  
the available data, the agency 
concluded that there are not sufficient 
data svailabie to permit final 
classification of aspirin as  a topical 
analgesic/anesthetic in the tentative 
final monograph for OTC oral health 
care drug products, published in the 
Federal Register of January 27.1988 (53 
FR 2436). In that tentative final 
monograph. the agency deferred the 
systemic effectiveness of aspirin in a 
chewing gum dosage form for the relief 
cf many kinds of pain including sore 

throat to this rulemaki~g (53 FR 2442). 
Although the topical analgesic effect of 
aspirin is not being specifically 
addressed in this rulemaking, the agency 
tentatively accepts the conclusion of Ule 
aajnrity of the Oral Covity Panel and 
the Internal ftnalgesic Panel that aspirin 
in a chewing gum base is safe for the 
relief of sore throat pain when labeled 
with adequate directions and warnings 
against misuse. 

Although the Internal Analgesic Panel 
concluded that the tonical effec! of 
aspirin o: any analg&ic in a chewing 
gw! dosage form has not been 
adcq~~nteiy tcsted for the treatment of 
Bore throat pain, it found the marketing 
of an 01'C sn~lgesic in a chewing gum 
formulation u~:crptahle for its systemic 
analgesic effrct if  the product provides 
thc minimum cffeclive dose (325 to 050 
mg nsl~irinldose) and in Inbeled 
according to the Panel's oroposed 
mononraph. Tile Pancl also stated its 
conceirn about the possibility of oral 
mucosal damage and the effect of 
aspirin on blood clotting after oral 
surgerv or tonsillectomv and 
rec;m;nendcd that the iabeling of such 
product forrr.ulations include the 
warning. "Do not take this product for at 
least 7 davs after tonsillectomv or oral 
surgery except under the advice and 
supervision of a physician." The Panel 
further recommended that aspirin for a 
iocal to~ical  effect be deferred to the 

absorption and not to topical 
application. Both the majority and 
minority of the Panel concluded that 
aspirin should not bo used following 
operative procedures of the mouth or 
throat. 

Because the aeencv is aware thal 
aspirin increase; bleeding time and 
inhihits platelet aggregation (42 FR 
35304 and 47 FR 22797) and because 
aspirin-related l~emorrhage alter oral 
surgery and tonsil:ectomy is a well 
documented occurrence pels.  1.2. ~ n d  
31, the agevcv .grees with both the 
!nternal Analgesic and Oral Cavity 
Panels that aspirin in a chewing gum 
fonn or chewable tablet form should not 
be used for at least 7 days after oral 
surnerv or tonsillectomv 142 FR 35377 
n n X 4 7 " ~ ~  22708 a " ~ 2 ~ ~ 1 l .   he agency 
is therefore propoalng the following 
warninp: forihese doiaae forms of- 
aspirin-"Do not take this Droduct fora' 
least 7 days after tonsiiiecton~y or oral 
surgery l~nlcsv directcd liy R doctor." 
Refcrcnces 

(11 Hersh. R.A. "A Clinics1 Study 
Compsring the Incidence of Postoperative 
Bleeding in Patients Using Saticylate 
C --.- :-:-- -- 

u ~ L L ~ ~ ~ ~ ~ ~ L ~  ~~~olges ics  Versus 
Acetaminophen Analgesics." The Bullelin of 
the Bcrven Counlv DeelolSocielv. 40:- and . . 
16.19741 

(2) Reulcr. S.H.. and W.W. Montogomery, 
"Aspirin vs Acetaminophen After 
Tonsillectomy." Archives ofOlolorymoIloav. . - -. 

Oral civily Pand for evaluation (42 FR 4~214-217,1964. 
55R7fil (3) Singer, R.. "Acetylaalicytic Aoid: A - - -. - , . 

l.he Oral Cavity Panel concluded IJrobobiiCeuse for Secondoj Tonsillectomy 
I!rrno;ihojie." Ar;hh~s  of O l o l o ~ n ~ o ! o ~ y ,  OTC anestheticlanalgesic ingredients 42.1k711 - - . - - - - . . - . - . 

are useiui ior ihe treatment of ihe 
symptoms of occasional minor sore 36. Section 201.314 (21 CFR 201.314) 
throat and mouth but was divided in its sets forth certain labeling requirements 
conclusions about the safety and 
effectiveness of aspirin as  an 
anestheticlanalgesic ingredient for 
topical use un the mucous rnembrancs of 
the mouth and throat (47 FR 22789 and 
2270Gl.The maioritv of the Panel 
concluded thot'aspirin incorporated in a 
chewing gum base is safe and effective 
as  an OTC anesthetic/analgesic 
inzredient for tovical use on the 

regarding warnings on OTC drug 
oroducts containing salicvlates and 
slatements uf policy on libeling such 
drugs. Several provisions of 5 201.314 
may he superseded by the requirements 
established in several OTC drug final 
monographs [e.g.. internal analgesic. 
external analeesic. and overinduleence 
in alcohol and food]. When thoseu 
monugraphs are finalized, the agency 

m~cnous  membrines of th- mouth and will revise the appropriate oortions of 
~~~ 

throat. lluwever, the minorily of the 9 201.314. In adjiiiun. the akency may 
Panel cozcluded that there were incorpurate some of the requirements of 
insufficient data availahte to permit 5 201.314 into the appropriate 
final classification of the safeiy and 
effectiveness of aspirin as  an OTC 
anesthetic/analgesic ingredient. The - 
minority of the Panel had reservations 
about the safety of topically applied 
aspirin used in the oral cavity and 
believed that aspirin has no known 
topical anesthetic or analgesic activity. 
It also believed that any analgesic effect 
from aspirin applied topically in the oral 
cavity is ultimately due to systemic 

monographs. 
In addition, the agency is proposing to 

remove paragraph (a)(l] of 9 310.201 and 
reserve paragraph (a](l) for future use. 
The provisions of 9 310.201(a)(l) will be 
superseded by the requirements of the 
internal analgesic final monograph. For 
the same reason, those portions of 
55 369.20 and 369.21 appiicahl: to 
s:.licvlates and acetaminoohen are also 
proposed for removal. . 
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The agency has examined the 

economic consequences of tltia pmpoeed 
mlemaking in conjunction with olher 
mles resulting fmm the OTC drug 
review. In a notice published in the 
r d e r d l  ibgible~ 0r:ebfu~ly 8.1883 (48 
FR 5eoB1, the aR:ncy announced the 
availability of an assensmcnt of these 
economic impacts.The assessment 
determined that the comln!nrrl i-pacb 
of all ihe rules resulting fmm thz W C  
drug review do not constitute a major 
idle according to the uitetia eetsbli~hed 
by Executive Order l2m. Tho apyncy 
therefore concludes that co one of theee 
rules, including this proposed rule for 
OTC internal analaesic antiovretic and 
antirheumatic drugproducts; a major 
~ l e .  

T'ne economic assessment also 
concluded that the overall ffFC drug - 
review was not likelv to have a 
signincan: c t a n ~ r n ! ~  !m;a:: on a 
substantial nlimbcr of small enlities as  
defined in the Rermlatonr flexibilifv Act. 
. ~ -~ -. .. ~ 

included a discretionary Regulatory 
Flexibilitv Analvsis in the event that an  
i n d i ~ i d u ~ l  rule might impose en unusual 
or disproportionate impact on small 
entities. tiowever, this particular 
rulemeking for OTC intern~l analgesic. 
antipyretic, and antirheum~tic drug 
products is not expected to pose suchen 
impact on small businesses. Therefore, 
the agency certifies that this proposed 
rule, if  implemented, will not have a 
signiftcant economic impact on a 
subsiantisl number of small entities. 

Tiie agency invites pubiic comment 
regarding any impact that ihia 
rulemaking would have on OTC iniemal 
analgesic, antipyretic. and antirheumatic 
drug pmducts. Types of impact may 
include, but are not limited to, costs 
associated with nmduct testina 

w~ 

rei;~bciing, repa~kaginR, or 
rerormulsting. Comments regarding lhe 
impact nl this rulcmoking on OTC 
internal analgesic, antipyretic, and 
antirheumatic dme oroducte should be  
accompanied hy &ropriale 
doc~~mentntion. Brm#lse the agency has 
not previously invited specific comment 
on !h~. economic impact of the OTC drug 
review on internal analgesic. 
antipyretic, and antirheumatic drug 
products, a period of180 days from tbe 
date of oublica\ion of Ibis orooosed 
rulcma~ing in the Federal ~eg i s t e r  will 
be provided for comments on this 
sul)iect to be develoocd and submitted. 
TIeagency will evoiuate any comments 
end supporting data that are received 
and will reasseas the economic impact 
of thin rulemaking in the preamble to lha 
final rule. 

The anencv has d e l e d n e d  lhat under 
21 CFR 25.~&)(6) this action is of a t w  
that does not individuauy or 
cumulatively have a airplifimt ellect on 
the human environmeni ?herefore. 
neitilec 1111 envimnmentai assessment 
nor an envfmn~ncntal impact statement 
Is required. 

Sections 343.5O[c)(l)(viii)(A) and 
343.W,cI[I"l[viiil( of this proposed rule 
contain coliection of information 
requirements. An required by section 
35M(h) of the Popcnvork Reduction Acl 
of 1880, FDA has submitted a copy of 
this proposed rule to the Office of 
Management and Budnet IOhlBl or its 
review of these collec~on~of infbnnation 
requiremenla. Ofher organizations and 
individuals desirin~ to submit comments 
on the coiiection oiiniarmation 
requirements should direct lhcm lo 
FDA's Dockets Management Branch 
{addreas oheve! end G !he C?!!ice c! 
Information and Reeuletorv Affairs. 
OMB. Rm. 320R. ~ e k  ~nec i t ive  office 
Bld~.. Washington. DC 20503. Attn: 

I48 FR 477301. Three covlcs of all data 
and cornmenis on lhe data ere to bo 
aubmltted, except that Individuals may 
submit onecopy. and all data and 
comments arc to bc identified with the 
docket number found in brackets in the 
hending ofthis document. Uota ond 
comn,cnts should he addressed to the 
Dockets Management Branch (tIFA-305) 
( n ( t r ( ~ : ?  obore) 1:rcel~:cd d3to ond 
comments may also be seen in the oliicc 
above between e a.m. and 4 p.m., 
Monday through Friday. 

In establishing a final nionogreph, the 
agency will ord~narily consider only 
data submitted prier to the dosing of the 
administrative record on January 16. 
1Sw. Untn submitted afler the closing of 
the e6ministr.-!i.~e rscotd wi!! be 
reviewed by the sgency only after e 
final monomaph is published in the 

Shannah Koss. 
Interested persons may. on or before 

May l R ,  1SR9, suhmit to the Dockets 
Management Branch MA-305). Food 
andDmg Administration. Rm. 452,5800 
Fishers Lane. Rockville, MD 20857. 
written comments, objections, or 
resuests for oral hearinn before the 
Commissioner on tlie 
re~~tlotion. A request for an oral hearing 
must specify poinls to be covered and 
time reauested. Written commenb on 

Federal ~ & s i e r  uniera the 
Commissioner finde good cause has 
been shown that warrants earlier 
consideration. 

the agency's economic impact 
aeterminatlon may be submitted on or 
before !day 18,1989. lhree  copies of all 
comments. objections, and requests are 
to be submitted, exceot that individuals 
may suhmit one copy. Comments. 
objecttuns, and requests ore to be 
identified with the docket number found 
in brackets in the heading of this 
document and may be accompanied by 
a supporting memorandum or brief. 
Comments, objections, and requests 
may he seen in the office above between 
9 a.m. and 4 p.m., Monday through 
Friday. Any scheduled oral hearing will 
he announced in the Federal Regjster. 

Interested persons, on or before 
November 16,1989, may also submit in 
writing new data demonstrating the 
safetv and effectiveness of those 
conditions not classified in Category 1. 
Wrilten comments on Ibe new data may 
be submitted on or before January 18, 
1890. These dates are consistent with 
11.2 time oeriods aoecified in the 

List of Subject8 

21 CFR Porl310 

Administrative praclice and 
procedure. Drugs. Prescription 
exen~ytion. 

21 CFR Port 343 

Internal analgcslcs. Labeling. Over- 
the-counter drugs. 

21 cm Port 369 

Labeling. Over-the-counter drugs. 
Warning and caution statements. 

Therefore, under lhe Federal Food. 
Drug, and Cosmetic Act and the 
Administrative Pmcedure Act, it is 
~rooosed that Subcha~ter D of Chavter 1 
of ~ i l l e  21 of the codeof Federal 

. 

Regulations be amended a s  follows: 

PART 310--NEW DRUGS 

1.The authottty citation for 21 CFR 
Part 310 is revised to read as  follows: 

Autberily: Secs. 501. Sm 503.505.701.704. 
705.52 Stat. 1049-1053 as amended. lOSS1OW 
as emended. 87 Stat. 477 as amended. 52 bat. 
1057-1058121 V.S.C.351.352.353.355.371. 

0310.10t M m ~ d e d l  
2. In Subpart C, 5 310.Un Exemption 

for.certoin drugs limited by new-drug 
opplicotions loprescrip!ion sole is 
amended by removing paragraph (a)(l) 
and reserving it. 

3. Part 343 is added to read a s  follows: 
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PART 343-INTERNAL ANALGESIC, capacity per 325 -itligrams of aspirin in (4) Analgesic onddiuretic 
ANTIPYRETIC, AND ANTIRHEUMATIC accordance with 5 331.28 of this chapter. combinotions. Any analgesic identified 
DRUG PRODUCTS FOR OVER-THE- (c) Carbaspirin calcium. in 9 343.10 or any combination of 
COUNTER HUMAN USE (d) Choline salicylate. analgesics identified in 5 343.20[a) may 

(el Magnesium salicylale. be combined with any diuretic identified Subpart A--Generai Proriaions (0 Sodiun~salicylate. in 5 357.1012 of this chapter provided lhe 
Sec. product bears labeling indications in 
343.1 Scope. 9 343.20 Permitted ~0mbln~llOi 8 OfacliVO accordance with 5 357.1060(b) this 
343.3 Definitions. ingredienla chapter. 
e .  ~usp..-ri S-Atiia ingredients The following combination- are 
343.10 Analgesic-antipyretin active permitted provided each active Subparl C-Labellng 

ingredients. ingredient is present within the 5 343.50 Labeling of anzgealc-antlpyettc 
343.20 Permitted comblnationj active eslablished dosage limits and the 

product is labeled in accordance with drug produeis. ingnedienb. 
9 343.60. Combinations containing (a) Statement of identity. The labeling 

Subpart C-Labettng 
aspirin must also meat the standards c; of the product contains the established 

343.50 Labeling of analgesic-antipyretic an acceptable rliosoiution test, as set name of the drug. if any, and identifies 
drug products. forth in 5 313.90. the product as  a "pain reliever" or 

343.60 Labeling of permilled combin~lions 
(a) cornbjnotions ofacetaminophen "analgesic (pain reliever)." If the of active inprediente. 

343.80 Professional labeling. wi:h o:~erirnoges;c.onpmcoc:~ve ye+ct is =!so !ebe!ed tn incix2r :he 
jngredjents. ~ ~ ~ t ~ ~ i ~ ~ ~ h ~ ~  identified ind~cahon "to reduce fever." then the 

Subpart 0-Testlng Procedures in 8 343.1o(a) may be combined with any statement of identity ofthe product 
g 2 . z  ~ksa:u:i,xi  ti^^. oae ingiedien: : i ~ : ~ d  belaw provi je j consists of the established name of the 

Authority: Secs. ~ol(p). s o ~ . ~ o s . ~ m . ~ z  that each dose of the product contains h g .  if  any, and identifies the product 
Slat. 1041-IMZ as amended, 1os1053 as 325 to 51x1 milligrams acetaminophen 8s a "pain reliever-fever reducer" or 
emended. 105%10:8 as smendctl by 70 Stat. and the amount of the other ingredient "analgesic (pain reliever)-antipyretic 
919 and 72 Slot. 948 I21 U.S.C. 321Ipl. 352.355. as  follows and provided that the (fever reducer)." 
3711; 5 U.S.C. 55% 21 CtR 5.10 and 5.11. is not labeled for use by children under (b) Indications. The labeling ofthe 
SebnM- A4enen! ?rnv!s!gns 12 years of age: product states, under the heading 

(I) Aspirin 325 to 500 milligrams. "indicaiions." any of the phrases iisted 
0343.1 Scope. (2) Carbaspirin calcium 414 to 837 in this paragraph. as  appropriate. Other 

fa) An over-the-counter analgesic- milligrams. truthful and nonmisleading statemenls. 
antipyretic drug product in a i o m  (3) Chuiine salicylate 435 to 689 deecrlbing on!y !he ir?dics!inns f r  Ese 
suitable for oral administration is milligrams. that have been established in h i s  
generally recognized as  safe and (4) Magnesium salicylote 377 to 580 p a m g w h  @I. may also be used. as  
effective and is not misbranded if it milligrams. provided in 5 330.1(c)(2) of this chapter, 
meets each of the conditions in this part (5) Sodium salicylate 325 to 500 subject to the provisions of section 502 
in addition to each of the general miliigrams. df the act relating to misbranding and 
cundiiiunli esiab;lshed in 5 3E. i  of ihis ib) Chmbinotions of onolgesic- :he prohibition in section 30i(d) of the 
chapter. ac: agains: the i-8-..-'.....:.. ""A"".." 

ontipyretic active ingredients with I . Y Y Y Y ~ I I Y ~  ". ">... I ry 
(bl References in this part to nonunolgesic-nonontipyretic active for introduction into interstate 

regulatory sections of the Code of ingredients-(1) Acetonlinophcn and Commerce of unapproved new drugs in 
Federal Regulations are to Chapter 1 of ontocidcombinotions. ~ ~ ~ t ~ ~ i ~ ~ ~ h ~ ~  violation of section 505(aI of the act. 
Title 21 unless othenvise noted. identified in 5 343.10(a) may be (1) Forproducts containing any 

combined with any antacid ingredient ingredient identifiedin $343.20. "For the S 343.3 Detlnitionr identified in O 331.11 of this chapter or temporary relief of minor aches and 
As used in this part: any combination of antacids permitted puinu" {which msj. bc fc!!c~.ed hy one 
Annlgesic-onli~~rretic drug. An agent in accordance with 3 331.10(8) 01 this or more of the following: ("associated 

used to alleviate pain and lo reduce chapter provided that the finished with" [select one or more of the 
fever. product meets ail the requirements of following: "a cold." "the common cold," 

Subpart B-Actlve Ingredients 8 331.10 of this chapter and bears "sore throat:' "headache," "toothache." 
labeling indications in accordance with "muscular aches." "backache." "the 

8 343.10 Analgesic.antlpyretIc aclive 3 343.60(b)(2). premenstrual and menstrual periods'' 
ingredients. (21 Analgesic-antipyretic and cough- (which may be followed by: 

The active ingredient:, of the product coldconibinotions. See S 341.40 of this "(dysmenorrhea).") or "premenstrual 
consist of any of the following when chapter. and menstrual cramps" (which may be ' 
used within the dosage limits (3) Aspirin md mtocid combinations. fo~hwed  by: "(d~.smen~rrheallJ". ("and 
established for each ingrsdient in Aspirin identified in 343.10(b)(1) may for the minor pain from arthritis"). and 
8 343.50(d): be combined with any antacid ("and to reduce fever."]] 

[a] Acetaminophei~. ingredient identified in g 331.11 of this (2) Forproducts labeled only for 
(b) Aspirin ingredients. (1) Aspirin. chapter or any combination of antacids children 2 years to under 12 years of 
(21 Buffered aspirin. Aspirin identified permitted in accordance with $331.lO(a) age. "For the temporary relief of minor 

in paragraph (bJ(1) of this section may of this chapter provided that the finished aches and pains" [which may be 
be buffered with any zntacid product meets the requirements of followed by: ["associated with" [select 
ingredient(s) identified in 5 331.11 of this 8 331.10 of this c' per,  is marketed in a one or more of the following: "a cold." 
chapter provided that the finished form intended f o ~  rngestion as  a "the common cold." "sore throat." 
product contains a t  least 1.9 solution, and bears labeling indications "headache." or "toothache"]] andlor 
milliequivalents of acid-neutralizing in accordance with 5 343.Ml(b)(4). ("and to reduce fever.")] 



(31 Forprnducfs conloinin8 of this chaptec "Prompt medical if you are on e sodium restricted diet 
acelominoplren 0s iienlified in attention is critical for adulie as well e s  unless directed by a doctor." 
§343.10(01. The term "flu" may be added for chlldren even if you do not nolice (21 For prnducls lobeled for children 2 
<o the indications identified in 

serious condition." 

[c! bVornings. The labeling of the 
product contains the following 
statements under the heading 
"Warnings." If applicable, warnings 
may be combined to eliminate 
duplicative words or phrases so  the 
resulting wamingfs) are clear and 
~mderstandable. 

[ii) Forprodusts conloining any Forpmducls conloining 0.2 
ingredient in 3 343.10 and labeled for the miliiequivolenl(5 milligrams] or higher solicylole, mognesiun? salicylole, o r  
reIiefofsore thmalpoin. "If sore throat ofsodiumper dosoge unil. The labeling sodic~m solicylole idenlifieding343.10 
is severe, persists for more than 2 days, of the product contains the sodium (dl. (el, ond (fl. 'Do not give this product 
is accompanied or followed by fever, content per dosage unit (e.g.. tablet. to children who are allergic to 
headache, rash, nausea, or vomiting. teaspoonful) if it is 0.2 milliequivalent (5 salicylates (including aspirin) unless 
consult a doctor promptly." milligrams] or higher. directed by a doctor." 

(iii) Forpmducts containing [El Forpmducts conloining more lhon [viil Forpmducls conloining 
acelominophen identified in § 343,10(a). 5 milliequivolenls (125 milligmms) mognesiun~ solicylole idenlifiedin 
The fallowing statement must follow the sodium in the maximum recommended §343.1O(ej in on omounl more thon 50 
general warning identified in 9 330.1(g) doily dosage. "Do not take this product milliequivoienls of magnesium in the 
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recommended doily dosqge. "Do nc? 
give this product to children wlto have 
kidney disease unless directed by a 
doctor." 

[viii) Forpmducls conloining sodium 
sol'-..'-'. ' rcy-yruce ,dentifiedin §343.10(fj-(A) 
For products contoining 0.2 
milliequivolent (5 milligmms) or  higher 
of sodium per dosage unil. The labeling 
of the pmduct contains the sodium 
content per dosage unit [e.g., tablet. 
teaspoonful) if it is 0.2 milliequivalent (5 
milligrams) or higher. 

[El Forpmducls containing more lhon 
5milliesuirrolents /I25 milliemmsl 
sod;urn in lho rnoxirnum re&rnm;nded 
doily dosoge. '"0 not give this product 
to children who are on a sodium 
restricted diet unless directed by a 
doc!or." 

(3) Forpmducls labeled both for 
adults and for children 2 yeors to under 
12 years of oge. The labeling of the 
product contains the warnings identified 
in P 313.50[~)(1) except Ulat the warning 
in P 343.5O[cl[l][i) is replaced with the 
following: "Do not take this product for 
pain for more than 10 days [for adults] 
or 5 days [for children), and do not take 
for fevei : ~ r  iilore than 3 :sya iiiless 
directed by a doctor. If pain or fever 
persists or gets worse, if new symptoms 
occur, or if redness or swellinn is 

u - 

present, consult a doctor because these 
could be sign: of e serious condition. Do 
not nive this Droduct to children for the 
painof arthriiis unless directed by e 
doctor." 

[dl Direclions. The labeling of the 
prcdnc! ronteins the b!!nw;n- -..--.(I 
statements under the heading 
"Directions." 

(11 'Forpmducls lobeled only for 
children 2 years lo under 12 yeors of 
oge."The dosage information for 
children in paragraphs [dl (2). [4). (5). 
and (6) of this section should be 
converted to directions that are easily 
understood by the consumer. For 
example. the number of 80-milligram, or 
81-milligram, or 325-milligram dosage 
units corresponding to the children's 
doses in paragraph [d][2] of this section 
can be expressed in the labeling as  
follorvs: 

Age (years) 

-- 

lllounderl2 .............. 4to6 ............. lto1H. 

'ha0 my be v o t e d  every 4 hcun &'I0 
symptal pwlist. up lo Imn m a  6 day or as 
daected by a doclor. 

12) For omducts conloininn ~ ~ ~~~~~~~~~~~~ 

o&iominbphen, ospirin, or&dium 
solirylote identified in .6343.10/0), Ibl, 
ondill. Adults: Oral doiaee is 32.5 to650 

~ ~ 

milli&ms every 4 hours 325 to 500 
milligrams every 3 hours or 850 to I.WO 
milligrams every 8 Itours, while 
symptoms persist, not to exceed 4,OM) 
milli~rnms in 24 hours, or as directed by 
a doctor. Children 11 to under 12 years 
of age: Oral dosofie is 320 to 487.5 
millr~rams evervi  hours while 
sym;;toms persih, not to exceed 5doses 
or 2.437.5 milligrams in 24 hours. 
Ch~ldren 9 to under 11 year9 of age: Oral 
dosage I S  320 to 408.3 milligrams every 4 
hours while symptums persist, not to 
exceed 5 doocs or 2.031.5 milligrams in 
24 hours. Children 6 io under 9 veara of 
oRe: Oral dosoge is 320 to 325 milli&&s 
every 4 h0ur.s while symptoms persist, 
not to exceed 5 doses or 1,625 milligrams 
in 24 hours. Children 4 to under a viars 
of age: Oral dosage is 240 to 243.8" 
milligrams every 4 hours while 
sym~toms ~ersist .  not to exceed 5 doses 
or 1.219 miil~~roms in 24 hours. Children 
2 to under 4 years of age: Oral dosage is 
1C+ to 1C.2 5 m~lltp,ram. ev-:ry 4 hours 
while svmntomsversist, noi to exceed 5 
doses & 8i2.5 miilierams in 24 hours. - ~ ~ -~ 

Children under2 y&rs: Consult a 
doctor. The dosage sct~edu!es above ere 
followed by "or as  directed by a 
doctor." 

(31 Forproducts contoining ospirin. 
corbosoirin colcium. choline salict~lole. 
mogn&iurn solicylo~e, or sodturn - 
snlicylole idenlified in g 343.10(b). (c), 
(dl, I+-/. ond If) intended for om1 
odministmtion os o solid dosoge form. 
[il "Adults: Drink a full glass of water 
with each dose." 

[ii) "Children 2 to under 12 years of 
age: Drink water with each dose." 

(41 Forpmducls contoining 
corbosoirin colcium idenlified in 

Children B to under 11 years of aae: Oral 
dosage is 408.8 to 517.5 milligrams every 
4 hours while symptoms persist, not to 
excecd 5 doses or 2.587.5 milligrams in 
24 hours. Children tl to under 9 years of 
age: Oral dosage is 408.8 milligrams 
every 4 hours while svmntomi nersist. 
nnt io exceed 5 doseior'2.070 millidrams 
in 24 hours. Children 4 to under 0 ye;lrs 
of nge: Ornt dosnge is 308.8 milli~nlms 
every 4 hours while symp!oms pirsist, 
not to exceed 5 doses or 1.552.5 
milligrams in 24 hours~hildren 2 to 
under 4 years of nge: Oral dosage is 
2M.4 mill~eramr everv 4 huurs while - 
symptoms perrist, not to excecd 5 doses 
or 1.035 milligrnms in 24 hours. Children 
under 2 years: Consult a dnclor. The 
dos;~ge schcdule above is follurvetl by 
"or us directed by a doctor." 

151 For oroducts conloininn choline 
soii&ltrti iclcnfified in 8 ~J.?.'IC!~). 
Adults: Oral doiajic is 435 to 070 
millijirnms every4 hours or 435 lo 009 
milligrams every 3 hours or 870 to 1.338 
milligrams every 8 hours, while 
symptoms persist. not to exceed 5.352 
milligrams in 24 hours. Children 11 to 
under 12 years of age: Oral dosage is 430 
to 652.5 milligrams every 4 hours while 
symptoms persist, not to exceed 5 doses 
or 3,262.5 milligrams in 24 hours. 
Children 9 to under 11 years of age: Oral 
dosage is 420 io 543.6 miiiigrams every I 
hours while symptoms persist, not lo 
exceed 5 doses or 2.719 millierams in 24 
hours. Children 8 to under9 years of 
age: Ornl dosage is 430 milligrams every 
4 hours while symptoms persist, not to 
exceed 5 doses or 2.175 millierams in 24 
hours. Children 4 to under 8 years of 
age: Oral dosage is 322.5 milligrams 
every 4 hours while symptoms persist. 
not to exceed 5 doses or 1.632.5 
milligrams in 24 hours. Children 2 to 
under 4 years of age: Oral dosage i.215 
milligrams every 4 hours while 
symptoms persist, not to exceed 5 doses 
or 1,087.5 milligrams in 24 hours. 
Children under 2 years: Consult a 
doctor. The dosage schedule above is 
followed by "or as  directed by a 
doctor." 

161 For oroducts contoininn 
mniresiGm solicylole. idencfied in 
Q'34310(e). Dosages are based on the 
tetrahydrate form of magnesium 
salicvlate. Adults: Oral dosane is 377 to 

§3411n(c/. Ad~llts: Oral ddsage is 414 to 754 milligramr every 4 h o u r s k  377 to 
828 milligrams every 4 hours or414 to 5tlO milligrams every 3 hours or754 to 
837 milli~rams every 3 hours or828 to 1,160 milliplrams every 8 hours, while 
1.274 millinrams everv 6 hours, while svm~toms~nersist, noi to exceed 4.840 
symptom<persist, noi to exceed 5.098 mill&nimn.in 24 hours. Childmn 11 to 
mill~grnms in 24 hours. Children 11 to under 12 yeurn uf uge: O r ~ l  dowage is 
under 12  years of age: Oral dosage is 372.4 to 65.5 milligrams every 4 h u m  
408.8 to 621 milligrams every 4 hours while symptoms persist, not to exceed 5 
while symptoms pcrsist, not to exceed 6 doses or 2.827.5 milligrams in 24 hours. 
doses or 3.105 milligrams in 24 hours. Children 9 lo under 11 years of age: Oral 
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dosage is 3724 to 471.3 milligrams every unless otherwise atated in this (d) Directions. The labeling of the 
4 hours while symptoms persist, not to paragraph [b). Other truthful and product slates, mder  the heading 
exceed 5 doses or 2358.5 milligrams in nonmisleading statements, describing "DirecUons." directions that conform to 
24 hours. Children 6 to under 9 yearn of only the indications for use that have the directions established for each 
age: Oral dosage is 372.4 milligrams been established and listed in this ingredient in the directions sections of 
every 4 hours while symptoms persist, paragraph may also be used, as  the applicable OTC drug monographs. 
not to exceed 5 doses or 1,885 milligrams provided in 8 330.1[~)(2) of this chapter, unless otherwise stated in this 
in 24 hours. Children 4 to under 8 years subject to the provisions of section 502 paragraph [dl. When the time intervals 
of age: Oral dosage is 279.3 milligrams . of the act relating to misbranding and or age limitations for administration of 
every 4 hours while symptoms persist, the prohibition in section 3m[d) of the ihe individual ingredients differ, the 
not to oxcoed 5 dosee or 1.414 ?~..i!!!arams act ~gains t  the intioiuciiun or delivery direciioile for the iombinatic- product 
in 24 hours. Children 2 to under 4 years for introduction into interstate may not exceed any maximum dosage 
of age: Oral dosage is 188.2 milligrems commerce of unapproved new drugs in limits established for the individual 
every 4 hours while symptoms exist. not violation of section 505[a) of the act. ingredients in the appl~cable OTC drug 
to exceed 5 doses or 842.5 milligrams in (1) ~ ~ ~ ~ ~ ~ ~ i l ~ ~ d ~ ~ ~ b i ~ ~ t ~ ~ ~ ~  monograph, 
24 hour35 Children under 2 Year3 of age: idenlified in 5 343.20[0). Thc indications (1) Forproducls con~oiningpermitted Consult e doctor. The dosage schedule in $ 343.50(b)[1) should be used. combinations ideatifed in g 343.20(aJ- 
above is followed by "or as  directed by (2) ~orpermi~~edcomb;not~ons (i) When each ingredienl is present in a doctor." idenlified in 5 343.ZO[b)[I]. The !he minimum allowable amount. Adults: (el The word "physician" may be indicatiws are the following: "For the Oral dosage is every 4 hours while substituted for the word "doctor" in any temporary of ,,,inor aches and of the labeling statements in this symptoms persist. not to exceed 6 doses 

section. pains with" [select one or more of ihe in 24 hours or a s  directed by a doctor. 
following: "heartburn," "sour stomach," Children under 12 years of age: Consult (0 ~plionolstotement. Forpmducts or indigestion") (which may be a doclor. 

conloining aspirin, corbaspirin calcium, followed by: stomach 
choline salicylote, magnesium (ii) When eilher ingredient is present 
solicylale, or  sodium solicylate associated with" (select one of the in on amount above the minin~um 

following, as  appropriate: "this alIowoble quonlity. Adults: Oral dosage identi/iedin§a43.1O(b). (~1, (did). (el. and  symptom^ or (f). The labeling may state in a is every 8 hours while symptoms persist. 
prominent place the following (31 Forpermitledcombinotions not to exceed 4 doses in 24 hours or a s  
statement: "See your doctor for other identified in g343.2O[b)[2). The directed b y e  doctor. Children under 12 

indications in 5 341.85 of this chapter years of age: Consul1 a doctor. uses of '  [insert name of ingredient or should be used, trade name of product]", but do not use (e) Oplionol lobeling slotements for 
for more than 10 dnys without (4) Forpermitled combinations permitted combinofions idcnlified in 
consuiiing your docior because serious ide.v!<fied i.? 5 :3.20lb)[3]. Tho §343.20[b)[311 The labeling may state 
side effects mny occur." indications are the following: "For the "Contains buffering ingredients..' The 

!emporary relief of minor aches and labeling may also contain the statement 
O 343.80 Lsbeltng of pamined pains with" [select one ormore of the in 9 343.50[fJ. 
comblnattons of actlve lngredlenta following: "heartburn," "sour stomach." 

Statements of identitv. indications. or -acid indiaestionMl lwhich mav be 9 343.80 ~ r o f e a o n a l  labeling. .. ..... 
warnings. and tlirections for use, followed by:':'and uGet stomaci The labeling of a product provided to 
renpeciively, appiic~ble io each associ;.:ed w;i:r" (bclrct one of the heal:h pro:essionals [but not to the 
ingredient in the product may be 
combined to eliminate duplicative 
words or phrases so that the resulting 
information is clear and understandable. 

(a) Slotemen1 ofidenlily. For a 
combination drug product that has an  
established name. the labeling of the 
product states the established name of 
the conlbination drug product, followed 
by the statement of idc~ti ty for each 
ingredient in the combination, as  
established in the stntement of identity 
aectio~~s of the applicable OTC drug 
monographs. For a combination drug 
product that does not have an 
established name. the labeling of the 
omduc! slates the statement gf identitv ~ ~~ ~~ -~~~~~ 

ior each in~redient in the combination: 
as  estnhlished in the statement of 
identity sections of the applicable OTC . . 
drug m<nographs. 

Ibl indicolions. The labelin. of the w -- --- 
~ & d u c t  states, under the heading 
"Indications," the indication[sl for each 
ingredient in the combination.as 
estsbiished in the indications sections of 
the applici~ble OTC drug monographs. 

following, as eppropriate: "this 
symptom" or "these symptoms")] and 
"Also may be used for the temporary 
relief of minor aches and pains alone" 
[which may he followed by one or more 
of lhe following: ("such a s  associated 
with" (select one or more of the 
fullorving: "a cold." "the common cold," 
"sore throat," "headache." "toothache." 
"muscular aches," "backache," "the 
premenstrual and menstrual periods" 
[which may be followed by: 
"[dysmenorrhea)") or "premenstrual and 
nlenstrual cramps" (which may be 
followed by: "(dysmenorrhea)"))). ("and 
for the minor pain from arthritis"), and 
r a n d  to reduce fever."li ,, 

IS) For permitted combinotions 
idenlifred in §34320/h)/4). The 
indir:slionc in 5 357.705Ulbl of this . . 
chupter should be used. 

(c) Warnings. The labeling of the 
product states, under the heading 
"Warnings." the warning(s) for each 
ingredient in the combination. a s  
established in the warnings sections of 
the applicable OTC drug monographs. 

general public) may contain the 
followina statements: 

(a) FOTPM~UCIS containing aspirin, 
corbospirin colciom, choline solicylole. 
magnesium solicylote, or  sodium 
salicylole identified in g343.10 (b), (c), 
(dl, [el, and [fl except those buffered 
wilh sodium. "For rheumatoid arthritis. 
juvenile rheumatoid arthritis, systemic 
lupus erythematosus, osteoarthritia 
[degenerative joint disease), ankylosing 
spondylitis, psoriatic arthritis. Reiter's 
syndrome, and fibrositis." 

[b) For pmducls conloining aspirin 
identified in $343,IO[b) excepl those 
buffered with sodium. The labeling 
states, under the heading "ASPIRIN 
FOR TRANSIFN ISCHEMIC 
ATTACKS." the following: 
Ylndicofion: 

For mductng the risk of recumnt trans!?nt 
ischemic attacks ( W s )  or stroke in men 
who have had vensienl ischemia of the hraln 

~ .. 
due la  fibrin ~lalelel emboll.There is 
inadequate ekdence that aspinn or buNered 
nsplnn IR  e f f ~ ~ l l v e  in reducsn~ nA.8 in 
women nt the recommended dosege.Thereis 
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no evldenoe that aaplrln x buffered esplrin is  
of beneRt in the (raaimenl of compleled 
slrnkea ln men or women. 

Clinicol3ioIs: 
The Lndicallon in supported by Lhe resulls 

of a Canadian study (1) in which SBS petienle 
wilh threatened slmke were followed in a 
randomized clinicel Vial for an average of 28 
months lo determine whether aspirin or 
sullinowazone, slnslv or in combination. was 

lsdhemic atiacks, atmce, or deaih. The study 
showed that. although sulfinpyrazone had no 
slatislicetly significant effect, aspirin reduced 
the risk of continuinn transient ischemic 
allacks. slroke, or diath by la percent and 
reduced the risk of stroke or dealh by 31 
percenl. Another espirin study carried out in 
Ihe United Stales wilh 178 patients, showed a 
atatistically significant number of "favorable 
outcomes." including reduced transient 
ischemic atlscks, stroke, and dealh (2). 

Precoulions: 
Palienis presenllng wilh signs and 

symptoms ofTIA's should have a complete 
medical and neumlogic evaluallon. 
consideration should be given to other 
disorders lhal resemble TlA'a. Allenlion 
should be given lo risk factora: It is imporlant 
to evsluale and treat. if appropriate, other 
disenses associated wilh TIA's and stroke, 
such a s  hypertension and diabetes. 

Coccurrent administration of absorbable 
antacids at lhcrapeulic doses may increase 
the clearance of saiicglalce in some 
individuals. The concurrent odminlalralion of 
nonsbsorbable antacids may alter the rateof 
absorption of aspirin. thereby resuitins in a 
decreased acetylsalicylic acidlsaiicylale 
ralio in plasma.The clinical significance or 
lhese decreases in available aspirin is 
.. . . , . . , - . . . . . 

Aaoirin at d n m g ~ s o f r , W  milli~rems p ~ r  
day has been arsociatcd with small increases 
In blood pressure, blood urea nilrogen, and 
.mum uric acid lsvcls. It is rcrammunded ...-. ~ .-.. ~ ~ 

thal patienls placed on longterm aspirin 
Ireatmen1 be seen at reaular inlewals to 
assess changes in ihes~measuremenle. 

Adr,erse Reactions: 
At dosages orl.WO milligrams or hlgher of 

ssnirin aer day. aaslroinlestinai side effects 
in~ludcktomn~h~pain. hearthum, nausea 
und/or vomiting. as well an increased rates of 
gross gss~minteelmal hleedi, 3." 
(O~her npplicnble warninxs relnled lo the uae 
ol uopirin s s  drrcribed in 5 343.501cl may 
aim be included here.) 

Dosogn and Adminislmlion: 
Adult oral dnsage for men is 11M) 

milligrams a day, in dividcd doses of050 
milligrams twice a day or 325 milligrams four 
limes a day. 

11) The Canadian Coopcrellve Study 
Croup. "A Randomized Triul of Aspirin and 
Sultinpyrazone in Threalencd Slmke."Ne~u ~. ~. 
EnBloid fournolof Medicine, 299:53-59,1978. 

171 Fields. W.S.. et el.. "ConlrolledTriel of ,-,... ~~~~~. ~ 

Asairin in Cerebral ~schcmia.'. Stmke 8:301- 

(c] Forpmciucts containing aspirin 
identified in 8 343.1Nb) orpermit ted 
combinotiona identified in 5343.201b)13). 
The labeling slales. under the heading 
"ASPIRIN FOR MYOCARDIAL 
INFARCIlON:' the followinn: 

Aspirin Is indicated to reduce the dsk cd 
dealh and/or non-fatal myocardial lnfnrntlon 
In petlenta with a previous infsrclion Or 
unslable angina peclorls. 

Clinic01 Trials 

Daily dosage of aspirin in the post- 
myocardial infarclion studies was 3W 
milligrams in one study and930 t01.5M 
milligrams in 5 studies. A dose of 325 
milligrams was used in the study of unslable 
angina. 

Adverse Reocfions 

Goslroinleslinol Reocfion~ 
Doses of Ipm milliirems per day of aspirin 

caused gsalroinleslinel symptoms and 
bleeding that in some cases were clinicslly 
significant. In L e  largeat posl-inferction 
study (the Aepirin Myocardial Infarction 
Sludy (AMISI with 4 . W  people). the 
percentage incidences oigastminlestinal 
symptoms for the aspirin [1,w milligrams of 
a slsndsrd, eolid.lablet formulation1 and 
placebo-treated aubjects. respectively, wem 
alomach pain (14.5 percenl; 4.4 percenl): 
hearlbum (11.9 percent: 4.0 percenl): nausea 
sndlor vomiting (7.8 percenk 2.1 percent): 
hospitalization for geatroinleslinal disorder 
(4.8 percent: 3.5 percent] In the AMlS and 
other irisla. aspirin-trcatcd patienls had 
increased reles ot gross gastrointestinal 
bleeding. Symptoms and signs of 
gastrointessnalirrilation were no1 
significantly increased in subjects lrealed for 
unstable angins rvilh buffered aapirinin 
anlafin".'. 
(Olher ol,pltcable warnings related la lhe use 
of aspirin RB de~crihad in $313 50(cJ may 
also be included here.) 

In the AM19 Mal. the dosage of 1.030 
milligrams per dey of aspirin wan asscalaled 
with smallincrease8 in syslollc blood 
preasure (BP) [average 1.6 to 2.1 millimelen) 
and dlnnlnlle RP 10.5 lo 0.6 millimelersl. - . . - -. - - . -. . . - . . 
depending upon whether maximal or bs t  
ausilallo raodlngs were used. Diood urea 
nltmgen nnd udc acid levels were also 
increased. but by less than 1.0 mnlligram 
percenl. 

Subiecls wilh marked hyperlension or 
renal insulliciency had been excluded from 
lhe Vial so  lhsl lhe clinical 2aportanceoi 
these observations for such subjecls or for 
any subjecls treated over more prolonged 
periods la not known. It is recommended lhal 
patients placed on long-term aspirin 
lreelmenl, even at dose8 of3W milligramn per 
day, be seen at regular inlewals lo assess 
chsnges in these measuremonla. 

Sodium in Buffened Aspirin for Solution 
Formulolions 

One t~.b!ct daily of buffeted sspldn in 
solulion adds 553 milligrams of sodium to 
thet in the diet and msy not be tolerated by 
patients with active aodium.reIainin8 slates 
such as congestive head or renal failure. This 
amount 01 sodium adds about 30Dercenl to 
tho 7% ln wmilliea!!ivslenls intake "." - - . . . . . . . - 7 - -  ~~ 

aupgerlcd es appmprinle tor niclary 
t r o ~ t m m t  nI~n.ienlinl hvaertension In lhe ~ . ~ ~ .  ..= 
"IQW RepON of the Joint National Committee 
nn nslectlon. Evalual:ln. end Trealmenl of ~.~ 
High Blood FYesdure'' (8): 

Uosoge and Adminislrnfion 
Although most of the studiea used dosases 

exceeding 3&l milligrams. 2 Vlals used only 
300 milligrams and phsrmacologic data 
indicste that this dose inhibits plslelet 
funclion fully. Therefore. XW milligram8 or s 
coweniional325 mi:ligr.m =apisn 20% 1s 6 
reasonable, routine dose thal would minimize 
gaslroinlestinal adverse reactions This uas 
of aspirin applies to both solid, oral d o a a s  
forms [huflered and plain aspirin) and 
buflered ospirin in solution. 

Reterences 
(I) Elwood. P.C., e l  el.. "ARandomized 

Controlled Trial 01 Acelylealicylic Acid in the 
Secondary Revenlion of Mortality from 
Myocardial Infarolion:' Drilish Medico1 
,"" ..-,-- ~~ 

(2) The Comnary Ow f'roiect Research 
Group. "Aspirin in Comnary Heart Disease." 
lnl#r,lnl nrf:hmaic Djseoses, ZY:F?WZ. 1W8. ,-" ~ 

(3) Breddin K.. el al.. "Secondary 
prevention of Myocardial infarction: A 
Comparison of Acelylsalicylic Acid. 
Phrnnroenumon or Placehol'. Homeostasis. - . . . . . - - - 
470.263-268.1978. 

(41 Aspirin Myocardisl Infernlion Study 
Research Group. "A Randomized. Controlled 
Trial of Aspirin in Persona Recovered from 
Myocardial Infarclion:']ounrolo/Ihe 
American hfedical Associolion. 243:081-889. .- 
¶Dm. 

(51 Elwood. P.C.. and P.M. Sweelnam. 
"Aspirin and Secondary Mortality afler 
hr:racardial Marction." Loncsl, 113313-1315, 
December 22-29.1979. 
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(a) The Penanline-Asp?.. ReldamUon 
Study Research Group. "Penanlina and 
Aspirin In Cornnary Heart Dlseaae," 
Circulolion. BZ.UWa1, lw. 

171 Lewis. ItD.. el el., "PmtectivcENectsof 
Aspirin Agalnet Acute Myoutrdlal Idanlion 
and Death In Men with Unstable Anglna. 
Resulls 01s Veterans Administration 
Cooperative Sludy:'New E~landloumolof 
.hJedicine. 30933984a3.1983. 

(0) "1964 Report of Ule loinl NaUonel 
Covnr~~~ttec on Pet:ztton. Evaluation, end 
Treatmcnl of l l ~ ~ h  Blwd hemure." Untted 
Slotro Deparlment afllesllh end Hwnan 
Srnlcea nnd Un~ted Stalea Public Heath 
Service. Notional instilutes oIHeallh. 
Publication No. NU1 84-1088. IOM." 

Subpart D-Testlng Procedure8 

0 343.80 Dlsaotution testlng. 
(a) Acelominophen and aspirin 

lablels. Acetaminophen and aspirin 
lablete must meet the diasolution 

~ 

standard for a,cetelninophen and aspirin 
labltrls as conleined in U S P. X M  at  

- lb) Aspirin capsules. Aspirin capsules 
must meal the dissolution staodard for 
aspirin capsules as  contained in U.S.P. 

(c) ~ s p ~ $ i n  delayed-mlease capsules 
and ospirin delayed-release table&. 

Aspirin delayed-release capsules and 
aspirin delayed-release tablela must 
meel the disaolutlon atandard for aspirln 
delayed-release capsules and aspirin 
delayed-release tablels as  contained in 
U.S.P. XXI Supplement 3 at pages 1972 
and 1973, respecliuely. 

[d) Aspirin tablets. Aspirin tablets 
must meel the dissolution standard for 
asoirin tablets as  contained in U.S.P. 
X i i  Supplement 4 at page 2130. 

[e) Aspirin, alumina, nnd mngnesia 
lollcts. Aspirin In combination with 

dosage form must meet the diasolution 
standard for nnpirin, alumina. and 
mag~lcsia tablets as contained in U.S.P. 
XXI Supplement 2 at pages 1012and 
1813. 
[O Buffered aspirin tablels. Duifered 

aspirin tablets muet meet the dissolution 
standard for buffered aspirin tahlets a s  
c r  itiiined in 1J.S.P. XXI Suoolcment 4 at . . 
page Zi3i. 

PART 380--INlERPRClATIVE 
STATEMEHTS RE WARNINGS ON 
DRUGS AND DEVICES FOR OVER- 
THECOUNTER SALE 

4. The authority citation for 21 CPR 
Port 369 continues to read a s  follows: 

AulbariW Sacs. SM. W3.WB,Mn.?Ol, 52 
Slat. 1050-1052 as amended. l05MOSB as 
amended. 55 Slat. ffil,59Slal.4@3 aa 
amended (21 U.S.C. 352 353.350.357.371):21 
CFR 5.10 and 5.11. 

8388.20 iAmend.dl 
5. In S u b ~ a r i  8. C! 369.M Drugs: 

recommen&d wariing a n d  c a ~ l ~ o n  
rilotemenfs is amended by removing the 
enlry for "SAL:Ci'W\TES. INCLUDING 
ASPIRIN AND SAUCYLAMIDE 
( E X C U T M ~ I Y I .  S M I C Y ~ \ %  
EFFFRVESCKF~TSAI l r ~ L n n r  
PREPAMT'ONS. AND 
PREPARATIONSOP 
AMINOSNJCYL~C A c m  AND ITS 
SALTS]." 

8. In Subpart B. 8 389.21 Drugs: 
wnrning and caution slolernenls 
required by re~ulolions is amended by 
removing !lie entry lor 
"ACETAMINOPHFN (N-ACEMp- 
AMiNOPHF.NOI.)." 

Dated: Auguel5.18(18. 
Rank E Young, 
Commissioner ofFwdondDrw. 
IFTI Dnc. 68-86157 Filed 11-15-88: WS em] 
rnLUNa corn 4,Cb.Ol-Y 


