


37636 RULES AND REGULATIONS . 

tlons for use and warnings under sec- 
tion 502(f) of the act. They also point 
to two bills introduced but not e.uacted 
in the last session of Congress that would 
have ~ermltted patient labelina under 
Par&g clrcumst&ces. 

The comments contend that sections 
505 and ‘701(a) of .the sot contain no 
language authorlzlng promulgation of 
a patient labeling regulation.‘ It is 
Maimed that section 505 of the act con- 
tains nothing suggesting or pertaining 
to authority to rgulre patient labeling 
for new drugs while section 701(a) of 
the act provides FDA wlti only general 
rule making authorlw, and allows for 
promulgation of regulations only on sub- 
jects that are speciacally covered by 
some other section of tile net. 

Title Pl-Food and Drugs 
CHAPTER q-FOOD AND DRUG ADMINIS. 

TRATION, DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

S”8CHAPTER D- -DRUGS FOP. HUMAN USE 
[Docket No. ??N-W34] 

PART 310-NEW PRUGS 
Requirentent for L&I$g Directed to the 

AGENCY: Food and Dru$. Administra- 
tlon. 
ACTION: Final rule. 
SUMMARY: The agency is issuing final 
regulations to rep&e patient labeling for 
all ‘orescriotlon estrogenlc drua moducts 
for- gm&eril use. tie new %ulation 
apecifles the kind of information t0 be 
contained in the patfent lsbellng andhow 
it is to he made available to the patlent. 
The re6ulatlon does not apply ti eStrO- 
gen-progestagen oracontraceptives and 
oral diethylstilbestml (DES) products in- 
tended for postcoltal COQtzfiCeptiOn. 

EFFECTIVE DA*: September 20.19’17. 
FOR FURTHER INFORMATION CON- 
TACT: 

(al 01 the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 352.355.371(a)) 

Phili), L. Paquln: Bureau of Drugs 
(HJ?D-301, Food and Drug Adminis- 
tration, Department of Health, Educa- 
tion, and Welfare, 5800 Fishers %ane, 
Rockville, Md.-20857 (301-448-5220). 

SUPPLEMENTARY INFORMATION: 
In the FEDERAL REGISTER of September 
29, 1970 (41 FR 43108) the Commisslon- 
or of Food and Drugs proposed new re- 
quirements for patient labeling for es- 
trogens for general use. Interested per- 
sons were invited to submit comment8 

, on the proposal by November 20, 1076. 
More than 300 comments were received 
Comments came from drug establlsh- 
men& drug trade associations, profes- 
sional sock&s. eonsumcr gmubs. and 
Sndlvidual citizens. A summary of the 
comments and the Commissioner’s 
response am set forth below: 

1. Statvtoly authori&. Several oom- 
nients contend that the Food and Drug 
Administration (FDA) lacks the req- 
uislte legal authority to require patient 
labeling. The comments Nate that the 
proposal. to add new 0 310.515 (21 CFR 
310.515) cites sections 502, 505 and 701 

The Commissioner disagrees with 
these contentions. The F&d and Drug 
Administration’s legal authority for re- 
aulring patient lal%Jl.ug wss &lalned 
in-detail in DtmXXXIDh 4 of the ureamble 
to the prop&ed $eiformat for iresorip- 
tion drug labeling published in the F&o- 
ESAL REGISTER of April 7, 1976 (40 FR 
15302). The Commissioner affnms that 
explanation. Section 605 of the act pro- 
vides that a new drug appllcatlon (NDA) 
may be approved ouly if a new drug is 
shown to be safe and effective in use 
under the conditions set out in its label- 
ing, and section 201(p) of the act (21 
U.&C. 32l(i1)) similarly provides an ex- 
emption from the requirement of an 
NDA only if the drug is generally recog- 
nized as safe and effective under the 
conditions of use set out in Its labeling. 
Moreover, both sections 502(a) of the 
act and section 505(d) of the act pro- 
hlbit prescription drug labeling that is 
false or misleading in any particular, 
and section 201(n) of the act explicitly 
provides that the failure to reveal ma- 
terial facts can be misleadlug. Accord- 
ingly, the act requires the Commlssloner 
to make a determination that the lnfor- 
mation contained in the labeling for a 
prescription drug is sufficient to assure 
the safe and effective use of that drug 
by c?nsumers. The Commfssioneti con- 
cludes that such determination may well 
require specific information to be pro- 
vided to consumers about the drug, as’ 
has already been required for the oml 
contraceptives in 8 310.501 (21. CFR 
310.501). 

as authority for requiring patient label- 
ing for estrogens, and none of these sec- 
tions provides i;uch authority. The com- 
ments also refer to congressional intent 
expressed at the time of enactment of 
section 503(b) of the act, together with 
prevlo,us FDA statements on the subject, 
to urge that the patient label~proposal 
is wlthout statutory basis. Snec&allv. 
they argue that the enactment of se& 
tlon 503(b) (2) of theact In 1951 reflected 
a clear undeistanding by Congress that 
prescrIption drugs need not bear labeling 
containing directions forpatient use and 
that this section exempts prescription 
drugs at the time the drug is dispensed 
by the Pharmacist from any requirement 
that tht! labeling bear adequate dfrec- 

directions for use tid wanin& Is 
to avoid_ self-diagnosis and self- 

The primaw purpose of the provkiion 

administration of drugs that require 

’ in section 503(b) (2) of the act exempt- 

professional supervision for safe use. Re- 
cluii-ing a prescription drug product to 

ing a PrescriPtion drUK from adeauate 

contain printed patient information does 
not contradict this purpose. For estro- 
gens,, such information will inform the 
patient of the advantages and risks ae- 
so&ted with the use of these drugs and 
will ensure safe and eeeotive use of the 
drug after it has been prescribed by the 
PhYsician. Nothing in the legislative his- 
tory of section 603(b) or in any other 
section of the act suggests that Congress 
intended to preclude a requirement of 
labeling directed t.o the patient that pro- - 
motes safe and effective use of the drug. 

FEDERAI 
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The introduction of two.bllls In tho 
last session of Congress to provide fop 
patient labeling is not an lndicatlon that 
Congress%elleves that FDA lhcks stntu: 
tory authority to require patient labeling 
for prescription drugs absent such log- 
Mation. The Commissioner bellevos that ’ 
these bills have resulted from the reco6- 
nition by certain members of Congress 
that arguments such as have been ralscd 
by the cornme& have been and will con- 
tinue to be made. Leglsfatlon speoiflcally 
psoviding for patlent labeling would ro- 
solve questlons’about the ngency’e RU- 
thoribr once and for ali. 

The Commissloner also disagrees with h 
the contention that section 701(a) of 1 701(O) Of 
the act sllows only for the promulgntlon romulgntlon 
of substantive r&gulatlons on subJoota of substantive regulations on subloots 
that are sPecificallY authorized by somo that are specifically authorized by somo 
other seotion other seotion of the act. Rather, se&Ion 
701(a) 01 '701(a) of the act empowers the Conunis- 
sloner to pmmulc sloner to pmmulgate substantlvo rules to 
faoilltate enforcement of the aot. unlLc(I faoilltate enforcement of the act. UntIcd 
States v. Nova Scotia, 4!7 I?. Supp. 1304 States v. Nova Scotia, 417 I?. Supp. 1304 
cE.D. NY., August 17 cE.D. NY., August l?, 1976): Na#otmZ 
ptrfttoyf Ij’0od.y Aeeomunou v. wem- Nutritional Foods Aeeociutlou v. Wein- 
berver, 612 F. 2d 688 (2d Cir. 19761; I88 (2d Cir. 19761; 
Weinberger v. Hanson, Wescott and Duu- ‘“--?ott and outr- 
ninu, Inc., 412 U.S. 600 (1973); Clbrr (1973) : Clbrr 
Corp. v. Wefhberger, 412 U.S. 645 (10731, LWW.V. wernoerger,4AP u.8.645 ilOW. 
Accordingly, the Commlssloner oon- Accordingly, the Commlssloner oon- 
eludes that a eludes that a xegulatlon issued pursuant 
to section 701(a) of the uot may lawfully 
establish a requirement for patlont 
labeling for a mesorlptlon drug produot. 

2. Conststency 01 procedures emploucd 
by FDA With sectfon 505 ol the act, SCY- 
eral comments allege thnt 

t!z followed by FDA is inconsis 
e procedure 
nt with soo- 

tlon 605 of the act. They note that tho 
products to which the proposal would 
apply are subject to approved NDA’s and 
argue thnt under section 505(d) (6) of 
the act, the agency’s approvti of tho:o 
applicatfons was based In part on a 
determhlation * that labeling submittud 
with them, including physician labellng, 
wy not “false or misleading in any por- 
tlcular.” They in&t that section 606(o) 
of the act provides the only procodum 
by which FDA may withdraw approval 
for an NDA and %at wIthdrawal must 
be based upon a determination that la- 
belong contained in the NDA is fnlso or 
misleading in light of “new information.” 
Tht? comment8 argue that FDA cannot 
cimumvent this procedure by issulng a 
notice of its Intent to treat as mlsbrandcd 
drugs those whose labeling is in full corn- 
Pliance with NDA’s thnt have boo)] 
approved by t&c agency. 

The Commissioner disagrees. Although 
section 505(e) of the act provides that 
FDA may withdraw approval of nn NDA 
if new informntion demonshates that 
the approved labeling Js falso 0% mlslcnd- 
lng, section 505 of the not is not tho 
exclusive method for reguletlng now 
drugs. All drug products, inoludlng those 
subject to section 506, are subject to tho 
adulteration and mlsbrandlng proylslon 
of seotlons 501 and 602 of the act. If a 
new drulr product is mlsbrnnded unclor 
section 602(a) of the not, the Commls- 
sioner has the option to proceed with 
enforcement action under e&her seotlon 
502 or section 506 or both. Proccedlng 
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under secti~zi 502 is in no may inc00sis~ 
ent -mtb section 505. 

3. Inf7inwment upon t&e practice of 
medtine. several comments alleged that 
the proposed reguIatLm would result in 
a direct and substantial Federal invOhT+ 
ment in the patientlphysiclen relation- 
ship and would be a~. infringement nPon 
the pmctloe of medioine. The comment% 
argued that under the. traditional Pa- 
tientfpbyalcian relationship. the phgsi- 
cian provides such iuformation to the 
patient wnceming drug tbemm as the 

_ physician considemappropriate. TheIan- 
gun& of section 503(b) of the act, it; was 
.suggest.e.g, TeJ¶ect.9 this mlationshIg. The. 
comments argued further that fntruslon 
into the practice of medicine is com- 
pounded by statements in the Patient 

-labeling hetheFED~~~tR~~rs~s’s of Oc- 
tober 29* 1976 (41 FR 47576)) that en- 
courasze the patient to ask the doctor 
or pharmacist foi the package hum-t 
(DhYsfcian labelin!z) , -ivhicla by daition 
is directed.to tmirkd professionals. This, 
it is argue@, mill undxily increase a pa- 
tient’s concern about the drug and the 
therapy miles the patient Is fully con- 
vkmant with complicated medical and 
.@enUfLc tezmUol0~. 

The Commissioner believes that the 
SndIngs ltnkfng postmenopausal &x0- 
gen use to endotikial cancer. the re- 
ports of an aawclation be+xeen intrau- 
tkine exposure tc estrogen andcongerd- 
tal anomalies. and the tidings of an 
increased-r&k of vaginal canc& in ado- 
lescent daughters exposed in utero to an 
estrogen (DES) must not only he care- 
fulls’ considered br ~hv&i&G who nre- 
scrii~he these drugi, but also by patikts 
who take them. The advantages and risks 
associated mitb the use of these prod&s 
are of a type that can and should be 
assessed by patients. 

The Commisioner does not agree that 
the requirement for patient labeling in- 
terferes tit31 the physician/patient re- 
lationship or infrlnkes on the pm&ice 
of medicine. Indeed, by directing the 

-patient to consult with her ~1h~~3Icie.n 
the labelilrg requirement expli&y rec- 
owizes the Primam resnonsibilibr of the 
xmm-iWmg mphssician tb conve? to the 
patient, information regnrdiug pre- 
scribed drugs. This reguMio9therefore, 
is not intended to preempt the pbysi- 
cian’s rtionsibilitjl. nor will it have that 
effect. Rather. in situations mhere phy- 
sicians tie conscientious in describing 

, the relative benefits and I%& of these 
drugs mith their patients, the patient 
labeling will simply retiorce Mat the 
physician has explained k~ the patient 
and serve as a written reminder that can 
be referred to by the patient during the 
course of.f.herapy. 

At the same time, the Co&ulssIoner 
recognizes that information regardfng 
the benefits end rUs, of estrogen drug 
Products i sometimes not fully prodded 
by ~h.~eiciens. E%n when it is, it is likely 
to be given verbally and may thus be 
mMnt.erpreted or forgotten by patients. 
For thes~reasonsitisad~tio~neces- 
sary that these drugs contain patlent 
labeling. But under no C~CUIRS~FOJC~S is 
the Presence of the labeling intended to 

swemedc the role ot the ebyskkn in 
informtng the patient or to interfere In 
any way with commuukntlons bchveen 
the phpiclnn and his or her pnffcuk 

The st.d.sment in the pdient LnbeUn6 
tbnt refers to the pbyslchn fnsert is in- 
tended prlmnriIy to advise the pntient 
tbut such an insert cxlsts rind that it is 
wailable to the Patlent if the patient is 
interested in reading it. The Comm!s- 
sher bcllevas thnt it h mxcsznr~ und 
proper to inform pntknt5 that they mG9 
obtain additional informnt~on on the use 
of these drums U they so desk% The 
exMence and-availabtity of such inserts 
is alrends kuovm to mum natfeds and 
the Cominlssloner belimei ihe Inform- 
Won should be nvnllnbk e~~rdly to those 
patients who an? less informed. More- 
over, ns the CommMoncr hns madc 
patlent IabeUng seleetlvc iu scope--it 
does not attempt to descrSbc nil the In- 
formatIon that ls included in phyelclna 
labeling-he would view 8s inappm~riatc 
the fnihLII? t41 advlse DntfCUb tbnt the 
pntient lob&ng We&does not contain 
all the known iuformntlon on the drur. 
Therefore, the Comml~~loncr conclud& 
that the reference to the pbgslchu 
Inbeling should be rctnbxd iu patient 
Iabeuug. 

4. Product Zfabflff~ conscqucnccs. Sev- 
&ml comments contend thQt PatkIlt klh- 
elius could have a substantlnl ndverse 
effect art the liobllits of manufacturcm 
by imposing a stundnrd of %bsolute’* 
Wility. The comment; ewMn that in 
recent yw there hns heen a h’ead 
among the courts to ndoPt the concept of 
%trlct Uubffltp” DS exTraed In the “‘Rc- 
statement (Second) of Tort? (a highly 
regarded but unofllcial legal tre3tls.e). 
The commeuts m-sue that under 402W 
of tbeRe5tutement. n mnnufacturcrmny 
be held strictly liable for pemonnl ialuw 
to a consumer dhout rz,rrcud to nf~$I- 
gcnce on the part of the manufacturer 
if injury follows the nonnuI und rensoa-’ 
able use of the product. The comments 
clnim thnt mhuu npplled to prrzicdptfon 
dnxs, o* to the lnbweut nature of 
such products, tlkc doctrine wUI r&t in 
the appllcatkm on mnnufncturers of nn 
“‘absolute linbilihr” skndnrd. 

The Commlssfoner does not agree that 
the impoJtIon OK n requirement for pa- 
tent labeling will necessarily al&t nd- 
vessels the standard of civil tort UnblIlb 
that is fmaosad on drnf~ manufncturti. 
Whether or not a mnntiachuor is to be 
held liable in a given sltuntloa vW de- 
pend UPOP the In& surround!n~ tbo 
manufacture, snle. and use of the W  
Product. It MU also depend on tbc nn- 
ture of the Injury and the apDIlcnbIc 
c&II Inw. Moreover, the Comm&sloner 
believes that givins patlcnts informn- 
UOP on the hazards ossoclnted with IX- 
tmgen drug products will 0s lkcly result 
in mbed potentkd mnnufncturcr Un- 
bmty. omlns t0 lmmproved patlent com- 
pllance and 0 corres~ondJnc decrcnse In 
drawinduced injuw. In nny cvene, how- 
ever. wh@ber particular Inb&ng may 
alter a mnnWwturcr’s Uebiuty in 0 gkf31 
instance cannot be considered IIS a dls- 
positive factor by the ~ommlssloncr in 
reaching a declslon on the proposal. The 
CommIssIoncr concludes that to (~ssuro 

the safe and eRecMve USSL of esbcaeu 
products It is neces~ that the patient 
bo provided tith cvxtain specbk infor- 
mntion in tbe form of patient Iabelinz, 
ln nddltion to the instructions normally 
received from the prescribing physician. 
The Co-oner belie&s itproper that 
P reguhtfon requirfng such labeling be 
Pmmulgated. noMthstandin,a the poe- 
sibility that it may have an effect on a 
~~~~~Kn~turex’s UablIity in. &.oIated 
hEbUlCES. 

5. Consistency mith pren’mtsll/ an- 
nounced SDA po?icy. EZvmal comments 
cautendthntthefbx&UtIonofthkpm- 
poti would be incuuzdstent with an- 
~DLUIC~~ FDA policy. They notit to the statement ill the i?I3lTEti - i?imzme of 
l lovember 7.1375 (40 PI2 52073) in v&i& 
FDA announced its intent to c&sIdar 
the patient labelins concept in depth, 
prior to imPlementation Because of this 
statexnent and other activities in this 
nre;runderta?xnbyPDA.snch~puUic 
tcmhuus and-PDA contracts viith out- 
dde groruls to study the fez&biIity of 
such lub.beLt0.c. the cnmments state that 
they have been assrrmingthntthekmcy 
‘c;os WrelulIr stum the concept of 
Patied labelfn~ and the m-obkms fnher- 
entwithiti andpoint totheNovember’l. 
1975 FDA notice. rhich reauested com- 
ments us to methods of dkfti& such 
lab&lug, as supporting that asnrmption. 
They urcue thhthem ls no medical ~01 
Ied riced to abandon +&is ‘?ea,wnabIe” 
npproich. PartfcuIarl~ since the contm- 
vcrw in recent month.5 over the appn+ 
prlatcnez of estrogen therqy has 
served to hfsbI&ht to ph~~Ici&s the 
comples Incflkal Problems of such t&r- 
aw. Moreover. such a course of action 
may. Uw7 ame. constrict the agency 
in ovcnll bwWmrh3tf~~ of patient 
lnbellus requirements, such as proper 
modesof dkikibuWon,kn,~geondedu- 
wtiontd tiomideratiaos end caaside- 
tion of cost, U le,cal authority for pa- 
tient InbnUns. which they argue doss not 
CUrmuWY exLst. is obtained 

The CommL%ioner does not vier; the 
promed mwkement for patfent lab& 
In= for cshwen drug products zxz con- 
fflCthS titb PrWIouzlP annonnmd FDA 
POUCF. The November 7. 1975 not&e 
clenrlr stated tbnt the concept of patient 
packnze fnseats is not au ent,ir&~ new 
one to the agency. The notice aIs sr- 
Mained that PDA. in consultation with 
ndvkory committees and pfofessfonal 
trade. and consser gmups, vzs ev& 
atins the usefuhezs of patient package - 
inserts ln order to establfsh an ovenll 
~olfw on patient labeling. ~IEJ cam- 
sloner did not. homver, i&end to fmplg 
hut FDA rrould defer the adoptlon of 
mfmh’em~nntS for p’Jtientlabeling for spe- 
clfic dncs rhen the need for such label- 
ins vzs ckarly dernorwwzd. The Com- 
mksloner belier& that such a need has 
been demonstrated for estrogen ~ 
pmducts. The ndvant,ages and ri&s a~- 
soelated Mh the use of these timducts 
nm n type that can and shoalti be as- 
sessed by patients. pxrtkularly the fmd- 
Ws Unkfw 5o~-tmmopausal estrogen 
use to endometrfal cancer. the renork 
of DLI fmodatfo~ beken’ intmuterkie 
exposure to estrogeus and congenital 
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anomalies, and the JJndJng of an Jn- 
creased rJsk of vaginal cancer Jn adoles- 
cent daughters exposed in utero to an 
estrogen (DES). Therefore, the Com- 
mIs5foner views the requirement for pa- 
tlent labeling for these drugs a8 not 
conJhctJng wyith previously announced 
“DApoJIcy. 

The Commissioner acknowledges at the 
5ame time, that there lb stllf a proposal 
outstanding for a comprehensive plan 
for the development, issuance, and dis- 
tribution of Datlent labehngfor prescrip- 
tion drugs which, when i&ted Jn fina 
form, may lead to modJ&atJOn of the 
patient labeling for oral contracePtive.5, 
estrogens, ang other products for which 
earlier regulation8 were adopted. . 

6. InAationarv asnects of the mwosal. 
severai commeiits questfoned the &ate- 
ment in the preamble to the Droposal 
that the Comndssioner found that lt 
would cause no major infJatJon JmPact. 
These comments argued that the reqmre- 
ment that bulk package8 of estrogen 
product8 contain adequate numbers .Of 
patient package labehng would cause a 
substantial increase in cost iOr estrogen 
drug products. The comments argue that 
this requirement vdlf necessitate JnmaxW 
instance8 that the outer carton be rede- 
signed to provide sufecient space to ac- 
commodate the patid package labeling 
material. Because eknost all packages 
wU1 have to be redesigned, thJ8 will re- 
sult in a one-the increase in cost, They 
argue further that the PrODOsed regula- 
tion ~vill also necessitate the redesign 
of machines used for machine packaging 
estrogen drug products. In many in- 
stances. it ivJll make obsolete the manu- 
facturers abJlJW to’ use maohmes for 
final pa&aging, forcing the use of hand 
labor with a resultant increase in labor 
cost. Thus, depending on whether the 
machJnes can be-adapfed or whether 
hnnd packaging wJll be i&uJred a8 an 
ongoing activity, the regulatJon mill 
either cnllse a 6JgnJfi~nt One-fWe cost 
increase or cost increases that will oon- 
tlnue durJng the Metime of the product. 
There wilJ also be an increase in cost8 
for pharmactsts Jn terms of requirements 
for increased shelf space and for time to 
resnond to Datlents’ questJOn& 

The con&e&8 also anticipate that 
many ?fUestions wiil be generated by the 
patfent labeling and that the vast ma- 
jority of these questions wJU be directed, 
appropriately, to the prescribing physi- 
clan. Again, if the questions raised by the 
patient labehng become a burden upon 
the thne available to the prescribing 
physician, he mill have no other recourse 
than to charge the patfent for the extra 
time needed to an5mer the patient’s 
questl0xls. 

The Commissioner notes that neither 
the direct cost nor the lndJrect cost of 
the proposed requhements he8 been 
fully quantllied. But the direct cost of 
prlntlng package Jnserts and dJstrJbutJng 
them with the drug to the wholesaler and 
retailer and the cost of storage of these 
insert8 appear to be very small. The 
Commissioner belleves that the approxl- 
mat&- 2.4 million dolJar8 per sear figure 
included in the agency% inflation impact 
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a&esSment Js a fairly accurate represen- 
tation of the dJrect cost based on present 
rates of use. The CommJss1oner acknowl- 
edge5 that this approximate fjgure doe8 
not take into account the DossibilJty that 
equipment used for machJne packaging 
of estroroeen druc uroducts may have to 
be redes&med, or that in some-instances 
the product may have to be hand pack- 
aged In preparing the inflation impact 
assessment, however, the Commissioner 
dJd consider the slight increase Jn cost8 
that result from the necessity of Jn- 
creased shelf spa& in the pharmscp. 
ThLs Js included in the 2.4 ndlhon dollar 
Der sear flare. 
; & estroien patient labeling will baa 
new experienoe for Datienm. mescrIbers. 
dispensers, drug manufacture& and re& 
ulators, accurate predJctJon8 of the ex- 
tent to which patient labeling will effect 
professional time demands are not pos- 
sible. The past experience with oral con- 
traceptive Datlent labelbag. however, 
suggests that demand8 for professional 
time are not 8JgnJfJoantly increased by 
patient labehng. A conscJentlou8 phy- 
sloian presumably already advises each 
patient about the drug.5 that he pre- 
scrJbe.s-DriwJdJng information on dJreo- 
tions for use, CautionJng against misuse, 
and PivJng wamtngs about possible ad- 
ver5e reaction8. The patient labeling 
wJJJ simply reiterate tbJ8 information and 
serve es a reminder for what the patient 
might forget. As experJence Js galned, 
~hysicJans wJJl be able to anticipate ques- 
tions that mJght be stimulated by the 
patient labeling, and will be able tb pro- 
vide answers to these questions as part 
of the- routine Jn8tnmtJons provfded to 
the patient. Thus, the CommJ8sioner 
concludes that it ti unhkely that the 
questions raised by the patient labeling 
wJll measurably lengthen the time of the 
patfent’e visit, except pomlbly in the cake 
of a physician who is not accustomed to 
advising the patient about the dnlgs 
that are prescribed. The ‘Cmnmi8sioner 
notes, as well, that it Js unhkely that the 
patient labehng mill signiacantly bur- 
den pharmacists with an increase Jn 
questions regard&z the drugs because 
the patient labehng speciacally suggests 
that patients direct their question5 to 
the DresorJbJng DhysioiaIr. 

7. Avatlability of patient inlormatton 
on estromns. One comment contends 
that although patfent Jabehng dispensed 
by DharmaoJsts wJll help patients to 
some extent, the decision whether or not 
to pre8crJbe the drug occurs in the doc- 
tor’s oface rather than in the pharmacy, 
and it is there that the patient most 
needs the Jnformation for discussJug 
drug therwy. Moreover, the comment 
argues that Jf the patient has thfs Jn- 
formation in hand whJJe the decision is 
being made, the doctor has a strong Jn- 
cent&e to be familiar with the content8 
of the various labels, and with the use 
of the drug Jn,generaI. Once the patient 
has left the doctor’s ofhce, however, her 
OPportunJQ to participate Jn the decision 
JS gone, as is her opportunity to be 8uTe 
the doctor is knowledgeable and careful 
about drug PresrzribJng. Another com- 
ment recommend8 that the physicJan be 

required to provide the paifent with tho 
patient labehng at the time of presorIb- 
Jng, because the distribution of tho 
patfent lab8llng pieces to physloJan8 by 
manufacturer representatives or by mail 
is 1888 dJsruptive of the normal pa~kag- 
ing procedures and mny be less Jnfln- 
tionmy in the long run The comment 
suggcste that the storaae and dhtrlbu- 
tion of patient IabelJng pieces oan ~bo 
more easily managed in the doctor’s of- 
flco than Jn the Dharmnoy. 

ti response to thJ8 comment, tho 
CommJssJoner notes that when tho . 
phssician dispenses, or a8 Jn the case 
with Jnjectables, admJnJ8ters the drug, 
he becomes the dJspensor and Under tho 
regulation bears the responsibility for 
provJdJng the patient with the patlont 
labeling. In such ca8es the pntJent will 
be able to review the patient labehng at 
the time of admJnJ8tratlon, as rccom- 
mended by the comment. 

In other ca.se.9, however, which con- 
stitute the overwhelming majorlty, the 
patient labeling wJll be dispensed by the 
pharmactst along with the drug. The 
Commissioner views this result as the 
correct one. 

The CommJssioner agrees that the 
decision whether. or not to Dresorlbc a 
drug 19 usually made in the doctor’s of- 
fJce. But thJ8 de&Jon J8 made following 
examination and diagnosis. The Dhysi- 
cian would have to make a .dingnosis, 
dispense the patient labelhtg, glvo tho 
patient the opportunity to rend thr! 
patient labeling end then dlscnss the 
advantages and dJs.advantages of estrod 
gen theraPy with the patient. Although 
the CommJmioner would ndt object to 
this process, it Js his opinion thnt the 
PrOeeC role of the patient InbeIJng 18 to 
reJnforce and augment oral information 
given by the physician. Furthormoro. it 
J8 not reasonable to a8sume thnt phyhysl- 
clan8 would have the available time and 
fachJtJes conunonly to enguge Jn this 
mocess. PhysJcJans have the prJmary ro- 
5poesIbJhtY to advise patients about 
drmg8 and DrovJde such -Jnformntlon &I 
dJreotion5 for use. caution8 nrrnlnst mle- 
use, and mrnilyi about ~oshle ndvorso 
reactions. Patient labeling should servo 
prhnarlly es an adjunct to this dlsoue- 
don. Even when physicians elect to rely 
maJnly on written communioution of 
drug inform&ion to thefr Datlents, and 
where patient labeling wJh sarva na 
a Drhnmy informational source to 
DatientS, that labeling still suggest5 that 
the patient make de&Jon8 regardJng the 
use of the drue in consult&Jon with her 
physician. The ConunJ8sJoner concludes, 
therefore. thut dJstrJbut.Jon by physl- 
cian.v would offer httle advantngo to the 
patient over obWnJng the labehng from 
thheghe&macist when the ,drug Js 

The Commissioner dlsngrecs with com- 
ments contending that for economlo 
reason8 physJcians should dJ&rlbuto 
labeling. The Conunfssloner bclicvcs that 
1abelJng should be related to the dls- 
trtbution of the product. Such dlstrlba= 
tion provides for better control of thu 
labehng Jn the channel5 of distrfbutfon 
in that the lnbeline cm be tied into Jho 

. 
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l3rf$s&edtti& oFinlon thst rmtient qeung 
dlminkb patient comphauce 

with desnge regimen. Consumers xvho 
learn of ponible side effects. huiicaffons. 
rind contmlndicaK0n.s for a ghn medi- 
c&on mny decide to dkconknue or titer 
therm-w withgut fbe benefit of medical 
advice. Alternatively, the comments rug- 
gest that ~atlents mss develop the eus- 
petted symptoms bs suggestion. 

The Commissioner b&eves that it 15 
ultb~~fuly the patient’s dedsion whether 
she wishes to take estrozens. ?atr0Gan 
patient lnbelfng shouki help patients 
mnke deddons nlmut drug therapy on 
the basis of accurate and complete in- 
lorm4tlon. The f4&xs behind Datient 
adherence to ngreed medicationr~~ens 
are comulex ‘rmth the tmsent state of 
knsbwIedg8 it is im~c=&le to bredfct 
nccumteIy the influence that paMent 
lnbalfng a have on adherence to agreed 
medhtion regbnens. 

product’s lot-numb&g s~skm. This 
permits recall of. labeling, if required, 
and essures that revised and updated 
labemg can be dkpmsed with those 
products packsged after the occurrence 
of a revkion or a* updetiug of the pa- 
tient labelhug. On fbe other hand, if 
labeling were provided only by phpsl- 
clans, it would be vhtuallr &possible to 
waste or recall obsolete Iabding. It 
would also be necessar-~ to send copies 
of revised labeling to every physician in 
the country. This would require excessive 
conies to be miuted at additional cost 

_ L  arid result izi unnee~~ry distribution 
costs. Moreover, the Commissioner be- 
lieves that pha&‘ama&s are more likely 
than doctor’s offices to.have the kkds 
of atorsge. i3J.xesi. cad flung SYstems 
necessary for the efecfent aud rehable, 

. distribution of patient package inserts. 
lunar!?, the Commissioner is of the 

opinion that the pertient sections of the 
act do not sppeir to authorize re&a- 
tion of the prescribing function of phy- 
sicians to the extent contemplated by the 
cmment. The Commissioner does, how- 
ever, strongly encourage the volunfary 
distribution of patient labehni: by pre- 
sorlbfng physicians:He urge.9 manufac- 
turers in their promotional campaigns to 
supply prescribing ph.vsidms with the 
Patient labeling pieces and other sup- 

. PIks necessary to 0arry out the volun- 
fary dktributlon program. As dkcuved 

.above. when the Dhvskkn dkoenses. or 
tee hi the case w&h~injectableS adniin- 

_ istem the drug, he becomes the dispenser 
s and under the regulation bears the re- 

sponsibility for provhUng the patlent 
with the patient labeling. 

8. Ongoing dtstriiutton of patient 
ZaheZing. One manufacturer suggested 
that 5 310.615(d) (21, mblcb requires 
each bulk paokage to include a sufficknt 
number of patient-labeling pieces to as- 
sure that each patlent Rackage contain 
an insert, imposes umecessaw burdens 
and is m&cient. The comment suggests, 
for example, that phampacisk might re- 
move the drug bottle from the carton or 
other enclosure for the patient-labeling 
pieces and inadevertenti discard the 
cm-fan with the patient labeling. The 
comment recommends thst f 310.615(d) 
(2) be emended to permit the use of al- 
ternative methods of patient-labeling 
cbstribution. Iu particuhu, the comment 
urges that the use of a ‘dad system9 be 
permitted In this system the mamffac- 
turer or labeler would supply pads of pa- 
tient labeling to the pharmacist for par- 

I tlcular drug pmduck along with inshuc- 
tions on how to order additional labebng. 
‘IBIS system. it is argued, would be more 
e&Sent and effective in assuring that 
pharmacies have patient-labeling Pieces 
available for inclusion with prescrip- 
ti0ll.S 

.The Cornmissioner believes that it is 
not desirable to separate the distribution 
of patient labeling from the shipment 
in bulk of estrogen drag products to the 
dtspensor. such a distribution system 
would- increase the likelihood that the 
labeling would not be successfully tied 
into and connected with the drug pmd- 
uct either in shipment or 80 the poiut 
of dispensing. The use of such a sYstem, 

moreover, could result In the phmn- 
cist Cor phyakhm, mhen ho or she dk- 
penscs or rtdmhdstem the drag) dMW 
failing to d&ens0 any patient labehng 
or tn dkpeusiug the wrong lnbeUt 
3Ynally, the Commksloner notes that 
tradKondl.y, labehng hes been included 
in bulk shipmenkof drag products and 
whoksale dbkibutors and rotall pbar- 
macles hnve developed satkfactoru Pm- 
cedures to ensum the proper dlstrfbutton 
of the labeling. Be b confident that 
mnxmfwhllprs can davha pacl;n~lnS 
that will mlUtate agdnst pbarmnckk 
jgad-&mtly dlsposlng 01 enclosed la- 

To i&wmt amblgulty, noncthele~, tbc 
Commissioner h ame.ndfog 9 310.615(d) 
(2) to lndlcntu more de&y that in bull; 
paclinaees Mended for multiple dls~cna- 
in& a sufllcient number of patlent label- 
ingplecesmustphplcollyaccomp3npthe 
drug product, i.e., be included in or Wh 
each bulk package. The labeling ~Jeces 
mcry be in lndlvidunl or in “pad” form. 

AB a result of certoln ~uesUons orlslus 
from a0tivItlas of tha ngeuoy, the com- 
missloner is furthor amending proposed 
I 310.515(d) (1) and (2) to make it &ar 
that drug produck dkpensed or admfa- 
isbsred by nh~siclans te.c.. ln~ectnbles. 
etc.1 are-subject to these~&O&xxumk~ 
and fhnt multiple-doso da& IlJm balJz 
packages Mended for muttlple dJspms- 
ins, must also hacludc in or w&h each 
package 8 sudiclent number of pntknt- 
labelfog plecav to assure that one piece 
can be given to every ~atlent nd~ofnki- 
Wed the drug. - A_ 

The CommIssIoncr cxn~ccts that manu- 
facturers and lablers ipm employ a rc- 
Uablesktistfcrd method to dctermhx the 
sudlciency of the number of patlent- 
labellug pieces to be included in or tith 
each bulk pa&age and multiple-doteviaL 
Ee recosnizes, however, that m some 
cases addftfonal patient-labehng pfcces 
may for a variety of rcDsons be required. 
The CommksIoncr is adchng o sentence 
In f 310.515(d) (2) to lndlcate Mat the 

.manufactumr or labeler may also employ 
8 supplementary system to supply ad& 
tional patient labeling to the dlspensor. 
That system may not, houarer, act as n 
substitute for the rewlrement that 
P&lent labdlns must be SUUD~ed in or 
&th the buk package. -- 

9. Patient labelinrr und self-metiicafion. 
One comment co&nds th4t a t&d 
patient packa insed promfun that in-. 
eludes detallcd information on inblcn- 
KorGfor the USC of drugs will dt In 
the tmdlnr3 or exchnnsllls of prescrlptlon 
medlcatfous by patknk. Aconsumer mny 
not understand that a spechlc drug has 
been prescrlbcd for the sole ~ut-poso 02 
treating bat indlvidualh illness. In Borne 
inst.ancas the resulb of such substltutkns 
c.;.;~;; axtremely harmful to the in- 

The Commkvloner recofml2es that this 
h a potential problem and that p8Uents 
should be warned of the poavlblc bazards 
of such a pm&ice. The Commfeslon~r 
amees with this cammcnt and is nddhx 
0310.515fbl(8) accordmgly. - - 

10. P&ct ot pottent Zubcllng on patient 
compliance and suggestion-tnduced ad- 
verse ieocffon.5. Sevcml comments ax- 

Emeriencu w&h oral contraceptive 
paflent InbelIug secesfs, however, that 
Patient mmedence with drug therapy. 
rather than mitten ioformation, pri- 

.mnrlls defermfnes dfscontinuation of 
drug tbempy. Furthermore. in the case 
Of eSt2ogSIs. the Chnml.isioner firm& 
b+dk.Ves @.leMs &ouId take these drugs 
for asbrief a period as p0s&de and that 
women should be appraised of the rea- 
&ons why this is the caseIn thesuggested 
wording of the patient labeling, patknk 
are consIh?nUy referred to their pbysi- 
clan ho that deoklons can be made in the 
context of appropriate medical advice. 

If (L pdknt decIdei to follow the in- 
struction of her physiafan, the comm&- 
sloqer does not believe-that patient 
IabeUng vzih @nJfkant& increase the 
lncfdence of suggestton-induced side 
c&cts. SugGestion effects. moreover, 
seem to pray o mfolmal role in defermin- 
fng serious ndverse reactions. It is, iu 
fuu event. possible to hypothesize bene- 
fldal as well as negative effects of sug- 
gestfon. Clear expectatfon~ about the 
eRcck of drug therapy, rehsforced by 
patfent labehng, may make patients 
mom scnsltive end orvare of certain 
physical or psyohological reactions. 
Efkx2.s wbfeh might otherwise go un- 
noUcedmfwho~denfSeda.vdrugrelafed. 
Althoush this maw have the effect of 
nomlnaIly increastng the reported in- 
cldesxe 01 less serfous adverse reactions 
it nLso may have bene4lcial results.’ 
Patients may be more .x&live to “vmrn- 
ins? ~GIUW’ of serious adverse effects. 
dCCWfu erpeckffons may help reduce 
uncertainty and anxiety about possibIe 
eRr!cts of trenfmant. The nattent mzs 
f&o be beh nble to interpret z&d i&z& 
tuu more nccumfel~ the awe of drug- 
induced r&&ions, and treatment de& 
610x1~ wilI accordlnsbr be based on more 
medse informaffo%It is the~dommis- 
sloneis opfnion that the possible positive 
&MS ofsupplyinl: accurate side-effect 
~~Dhhg outwdgh the possfblepega- 

. 
At fbc same the. the Commissioner 

reco8nkes that there mw be some drugs 
far whkhpatfentlahehngfsrequkedand 
the pb~sidsin ccnaludes that thelabehne 
should not be given to the patient-for 
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wamplc, where tie patient rvould bead- 
verse4 affected by-some of the lnforma- 
tion in tie patient bbeilug. Th% Com- 
miSsloner does not, however. believe that 
estrogens fail into thl~ c&&gory, and 
such option Is not Provrded in this 
regulation. 

11 FZexibility in provirZiRg y~afient &a- 
Ming in hospital settings. A comm& 
stated that hospitals and :other health 
care institutions would require some 

&slblll~~ in meeting the proposed re- 
quirements. Itnoted that the RroR0Se.l is 
unequivocal: the 4’dkpensoi’ must give 
labeling to the patient when an estrogen 
drug product fs dispensed, or tithe drug 
tviil be deemed mlsbrandeti. The com- 
ment nobed that in institutitmai health 
care, phannactsts, Rhyslclen~, and nurses 
closely monitor a therapeutdo coume, and 
in that situation the patient can rely on 
personal contact and professions1 exper- 
tlse for drug information t% eamre safe 
and effective therapy. The comment 
argued that hospital pharmacists. be Rer- 
mltted to use professional discretion in 
determining the method of trensmlttlug 
lnformatlon, depending u&m the Se.& 
ousness of adverse affects, the condltlon 
of the patient, and the frequency with 
which the drug will be admi&teredThe 
comment further argued that it would be 
impractical for a hospital using a unit- 
dose drug distribution System to provide 
patient labeling whenever a chug is dls- 
pensed, because thedrugis diSpensedon% 
dose at a time. The comment recom- 
mended, therefore, +hat the regulation 
permit acute care hospitals to provide 
patient labeling to lnpatlents on e&o- 
gen therapy before admintstratlon of the 
flrst dose of estrogen, aud in long-term 
care facilities, before the iXrst admlnls- 
tratlon and every 30 days .thereaft%r. The 
comment also nrgcd that if cihxical ~erv- 
Jces substantlaily furnish the informa- 
tion called for, misbranding Should not 
be deemed to occur fi the actual labeling 
were not Rrovlded. 

The Commissioner agrees that hog@- 
tals and other health care LLstltutlons 
should hava some fl%xlblllty in meeting 
the requirements of this regulation. He 
concludes that It would be impractical 
and unnccessa~ to require patient ‘label- 
ing lo be made avallabIe to the hospltal- 
lzcdRatlent every tlmea drugis admlnls- 
tered, Therefore, the final regulation is 
revised by adding a new sentence to 
8 310.515(d) (1) that states that the re- 
quirements of 3 310.516 are met in the 
case of estrogen drug productS prescribed 
in an acute care hospital or in long-term 
facliltlas. if the Ratlent labeling is Rro- 
vided to the patient befor% administra- 
tion of the first dose of estrogen and 
every 30 days thereafter as long as the 
therapy continues. 

However, tbc Commlssloner does not 
agree that clinIcal Services should be per- 
mltt%d to merely ‘bubsW&Miy” convey 
the information called for In this pro- 
posal. He ad-&es that the.requirement 
for patient labellngfortbls druggnoduct 
cannot .be satls5ed by oral communlca- 
tion of the information by either the 
Pharmacist or physic&~ The written 
patient Jabeiing is intended to be a sup- 
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pleinent to any oral commtmicatlon of 
this information, or in the absence of any 
oral commtmicatlon, to at lea& furnish 
thepatientwlth ba& lnformatlonneces- 
sarg for the patient’s Safe and tie&V% 
use of theproduct. 

12. Type size in potisnt labelfxg. Com- 
men&! were received objecting ho the pro- 
posed reqmrement that g-point (non- 
condensed) type beused In patient Xab4- 
fng. One comment contended that the 
reqUlrement for g-point type is not a 
mild method of sRecJfymg type height 
or legibility. The comment argued fhat 
an S-point type face may iu some cases 
be significantly more legible and easier 
to read lhan some O-point faces. The 
comment fwther pointed out fhat the 9- 
point type is not a standard ‘size (the 
standards.for @pe size are 6. 8, 10, and 
12 point) and. therefore, is not available 
in many different type faces and styles. 
Mandating a 9-Point size requirement 
will. the&fore. complicate machine 
finisbhg and mill not permit many of 
the RrOcedums that are curr%ntly being 
followed by manumcturers to be armlied 
to patient iabellng. It could, for exf&ple, 
make it neoeseary to redesign bulk pack- 
age outer cartons, result in larger car- 
tons, end increase the amount of shelf 
space needed to store the drug yrodact 
In the xharmacp. The comment rewm- 
mends that the re#atlon not Specify 
a mlnlmUm tppe sire, but In&ad con- 
tain lawuage requiring that the patient 
labeling be legible. 

The Commissioner has given further 
consideration to the question of type 
size and legibility of patient labeling and 
has concluded that Ianguage requiring 
only that the labeling be “legible” would 
be unduly vague. A more objective stand- 
ard that can be uniformly applied to all 
patient labeling Is necessary. Therefore, 
amlnlmum txue slsimust be established. 
The Commlmloner is. hornever. persuaded 
that specifying a pptlcular point tspe 
slm Is not, by itself, a valid method of 
SPecifying tfRe height or legibility. Ac- 
cordingly, the tlnal regulation 2s revised 
to specify that the mlnhnum type sLze 
szlall be at lea& * Inch in height. Th% 
height ~ertalns to lower cam letters, and 
it is the lower case “‘0” or 1t.1 equivalent 
that shall meet the mlnlm~ standard. 
The body COPY shall be l-point leading 
and noncondensed tyRe, and shall not 
contain any light face tyReor small capl- 
tal letters.. It is the opinion of the Com- 
missioner that this requirement mill re- 
sult in a type slse that will ensure legl- 
blhty without lnmoslng a significant bur- 
den on the manufaoturer. 

13. E&diue dote prouisfons. Com- 
ments tvererecelv%ci objecthrg to thepro- 
YiSiOn in the RrOpOSed regulation that 
would e3low estrogen drug Rroducts in 
the ~ossesslon of a wholesaler or retailer 
before the effective date to be shipped or 
soId if adequate numbers of copies o’f the 
patient labeling are furnished to the 
wholesaler or retailer to permit any re- 
tail purchaser after the effective data to 
oblaln such labeling with the product. 
The comments suggested that this seo- 
tlon be deleted and thatthe effective date 
be predicated upon the date on which 

the estrogen drug producls are pnckncc& 
They argued that dl&lbution of the 
patient lahellng separate from the prod- 
uct is lnapproRr1at.e ~lnce control of 
Iabeilng is lost. An opporhmitry 00 
exists that one manufacturer’S Rackngo 
labeling may inadvertently be given to a 
patient when in fact another manu- 
facturer’s product was dispensed. Tho 
proposed process would also provide no 
means of revlSlng the labeling or alerting 
the retailer that the Patient lab&lug hns 
been revised or otherwise updated. 

The Commlsioner does not bellcvo 
that it would be m the best interest of 
the patient to establish a~ the effcctlvo 
date of the reeulatlon the date on which 
the producb are packaged. That cholco 
would afford manufacturers the oppord 
iamity to stockpile supplies of the drug 
not containIns PatIed labeling, and 
could result in significant delays in pro- 
vidiug the patient with the labeling. It 
could also result in a wide varlatlon ro- 
gardlng the time when the products of 
various menufacturcrs vfould begin to bo 
furnished to patients mlth pntlont label- 
ing. The intent of the effective data pro- 
vision a~ proposed is to prevent any fur- 
ther dlstrlbutlon of the subJect drug 
without patient labeling on or after tho 
effective date, mithout requiring tbo ro- 
call of stock in possession of persons tvho 
are not responsible for tho content of 
the labeling, i.e., wholesalers or rotaliars, 
The distribution of patient labcling sep- 
arat% from the product on an interim 

, basis will assure the prompt avallablllty 
of the patient labeling Us of the effeo- 
tlve date of the tial regulation, thus 
avoiding the necessity of a recall. Al- 
though a physician who dlspcnscs or nd- 
ministers the drug is consldcrcd to bo 
a retailer under the reguiatlons, tho 
Commissioner has concluded that it 
would be lmmactlcal to requlro tho for- 
warding of separate putient labeling, 
tvithln the specified time frame, to such 
~h~~iciana for those products in their 
possession before the effective date, Ac- 
cordingly, the requllement that any cs- 
trogen drug product be dispensed wllh 
patient labeling, 11s applied to physiolano 
who disixnse or administer the drug, 
will not be effective for suppllos in their 
possession on the effqctive date, but will 
apply only to suppiles received thcro- 
after. 

14. &pMcablfitr/ of the proposed rcgu- 
Zatfoa. One comment expressed the con- 
cern that the proposal, although obvi- 
ously intended to apply only to estrogen 
drug products that um restrlctcd to pro- 
scription dl.strlbutlon, did not clonrly 
state that the proposal is not appllcablo 
to over-the-counter drugs or cosmetics. 
The comment requested that the Com- 
missioner expressly stat% that proposed 
5 310.515 is only applicable to prescrlp- 
tlon drugs. 

The comment is correct in stating that 
the proposal only uRRlles to estrocen drug 
produots that are restricted to prescrip- 
tion distribution. The fhm1 regulation fo 
tied in 5 310.516(n) to include a spo- 
clflc statement lo that effect, 

The Commissioner advises thnt ho is 
not aware of any over-the-counter estro- 
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gen drug product Sntended for internal 
use. There are, however, several over- 
the-counter estro~en-con- dl-w 
products intended for topical use. These 
preparations, currentlp befng reviewed 
by Me OTC Advisory RevieW Panel for 
MisceRaneous External .Products, will 
not be affected in any way by this regu- 
lation. - 

15. content of patient laDeZing: D 319.- 
515(b) Of the proposed rule. Section 
310.515(b) of the proposal prescribes cer- 
tain specific’ poiats of information that 
shall be included in the patient lab&g. 
Several comments were received on those 
mints of information. The most sitznlfi- 
iant comments and the Commissioner’s 

, response to those comments follow. 
a. one comment recommended that 

endorsement of estrogen for short-term , use for moderate vaso?aotor symptoms Of 
menopause be deleted from i 310.515(b) 
(3). In the opinion of the comment. the 

patient information should not recom- 
mend estrogen6 for a&bing but the 
most severe and incapacit.ating v8somo- 
tor ssmptoms--othen9ise known es ‘sot 
flashes.” The comment argued that for 
estrogen use to be suggested merely be- 
cause the patient is going through meno- 
pause is unacceptable, consjdering the 
unequivocal animal and human evidence 
that estrogens cause cancer. 

The CommSioner responds thab al- 
though the labeling allows for the use of 
estrogens for moderate vssomotor symp- 
tom% the labeling is not i&ended to sug- 
gest that estrogen use f.s appropriate 
merely because the patient is galng 
through menopause. While “moderate” 
and ‘severe” are subjective terms. and 
may have airrerent meanings to p&i- 
dam and patients, the Commissioner be- 
Ueves the labeling cIearly indicates that 
a s-cant svmptom is neces5arv to 
justi?y rise. Foi tie type of vasoniotor 
sm~toms (hot flashes) for which estro- 
gens are indicated there is no alternative 
therapy, and such therapy is intended 
for short-term use only.‘With these con- 
siderations in mind the Commissioner 
concludes that to limit the use to severe 
vasomotor smn~&ms would be nuneces- 
sarRy rest&t&%, end that the re&Ia- 
tion should not be revised in this resaect. 

b. A comment objected to the state- 
ment ia proposed 0310.515(b)(3) that 
estrogens are not indicated for the treat- 
ment of nervousnf%s. The comment con- 
tends that annmber of inva&gSrtirs have 
studied the effects of estrogen on emo- 
tionul ~DtODlS assoclatecl with the 
menopause and generally have found es- 
trogens beneficial in alleviating such 
conditions. Such studies have included 
several’ double-blind studies, e.g., those 
by Douglas (Medical Annals of the 
District of Columbia, 38:437,1969), shef- 
frey (Medical Annals of the District of 
Columbia, 38:433, (1969), and Lownan. 
et al. L3outbern Medical Journal, 46: 
1079. 1972); In addition, it is argued, 
studies by Klaibern, et al. (American 
Journal of Psychiatry, 128:1492: and 
Conference on Biorhythm and Euman 
Reproduction, New York, October, 1972) 
have shown that conjugated’ estrogens 
are effective in alleviating depression in 

women, probably because of resto~~on 
in lnitiaI& depressed patlonts of more 
normal levels of esenUaI adrrncrslc 
functtonbg. The comment concludes t&t 
there Is sumcient cvldence thnt esko6ons 
am effective in alleviating certabl 3.Xx- 
vou8 smptmm or depressIon that mny 
occur during the menopause, and that a 
statement to the contrnry i9 lnnPm- 
priate. 

The CommWloncr is ftUnUhr with the 
refemnces cited by the comment, but 
does not agree that the studlcs offer sub- 
stttntial eddence that esh-ogau~ are at- 
fectIve for the treutmtmt of nervousness. 
EMrogcns have beenshown to be effecUvo 
fn keatlng moderate to severe vssomotor 
symptom. In the presence of such SYDJ~I- 
tams 6tftny women t&so cxhlbft s10ns of 
nervousness or depresslon. It is the Com- 
missloner’s vlcw that it is the succcssfuZ 
treatment of the vosomotar symptoms 
tbnt remote the cause of the nerrous- 
ness and depression; hence, tbwe sump- 
tcms are nIleplated. Eo not=, moreover, 
thnt there Is no evidence tbnt estrogens 
are effective in ollcvlntlng nervous SpmP- 
totns or depression that are not cnused 
by conditions for whlcb estrozcns hnve 
been shown to be effective. 

c. A commtit wns rcceivcd ti rt?GWd 
to the t.t?rmlnolosp’%ancer of theuterus” 
used in B 310516(b) (4) (0. The comment 
contends thnt the correct term is “Cn- 
dometrial carcinoma.” and not *‘cnncer 
of the uterus,” which includes cervhzal 
05 well as other types of caucer. 

The CommWoner 06reos dtb this 
comment and P 310.515(b) (41(I) is rc- 
vised nccordlngIy. 

d. A number of comments esmresscd 
concern regnrdlng tbc risk of cudorncz 
MQ txtrdnom kttncer of the utcnts) 
for women who hnve had hystoreclomf& 
They suggested Umt neither the proposed 
ykg;gglng text adetmntely nd- 

To nlltty tt~y&ecess~r~ concerns. the 
-1 rule is revised to requke a stntc- 
me& XII the pntlent label& that Indl- 
cotas that women who have bad total 
hssterectomles hnvc no risk of endome- 
trial cerdnoma. 

e. One comment contended thnt the 
Patient labeling should mention ?lver 
tumors” and not %cnbm llvcr tumors” os 
Proposed by f 310.515(b) (6). The com- 
ment argues thnt ttlthouixh the maSodtr 
of tumofs ossocioted tit6estrogentie i 
reported in tho rmbllshcd lknture bnvo 
been clnssIBed as “benlgnn,” some tumors 
hnve been clnsslfhxl as mnl&nnnt. Morc- 
over, it is argued, those tumors clns&led 
as “benign” have mrrllgnant potcnUal if 
not surgically emlsed. The comment sug- 
g&a that use of the term “bcnlgtP when 
there is mnllgmnt ~otet~tfnl, nnd where 
malignant llvcr tumors have o&o oc- 
curred in oral conkttcePUve users. is 
deceptlvdy soothing to the ordlnmy 
consumer. 

The Commissionff 06rec.9 that ol- 
though the majo& of tumors associated 
with estrogen use ns reported ln tbc pub- 
Iisbatl Uerature hnve been cln&fled ns 
benign, some tumors associated wltb the 
use of estrogen contalnln~ oral contm- 
ceptives hnve been classltled as, mnllg- 

mutt. The Commksioner believes that 
deleting the word %znipn” wouId be 
more accurate under the drcumstance~. 
The remIaUon k revised accordinglg. 

DATE OP hzosr RECEX~ REFIlIox 
The Conunfssfoner is revising f 310.515 

tb) (8) to provide that the dote, identi- 
fled tts such, of the most recent revisfon 
of the labelingbe pmmlnent&pW,ed Sm- 
medhtely after the kit hection of the 
InbelIng. Thfs conforms to the Preset 
pmctico of many manufacturers and 
should, tberefom. not be disruptive of 
lnbeling processes. 

srmlJs OP PAIImr LABELIXG TE%T: 
~REI’ISI~XS OF CCIOBEX GUIBEIJXE 

section 310515(fl lWuires that FDA 
make avtiable and pub&h in the FED- 
ERAL REourmlt patkIlt htbellng ior e&m- 
6ens that is responsive to all items sped- 
&d in P 310.515(b). The suggested text 
of patie& Itthfdlog that met the require- 
ments of the propased rule was published 
in the FEDEUAL KEorsmr of September 29. 
1975 (41 FR 43117) and revised in the 
FED- Rsnma of odobnr 29, 1976 
(41 PR 47573). In this final regulation. 
as a result of comments received on pro- 
posed S 310515(b), the Commissioner is 
making a number OK rnle cbmpes and 
de-es that corresponding changes 
In the patient labeling text 83-e necesary. 

Published elsewhere In t.bSs issue of 
the Pumm Rxorsmt is the precise 
ZnnSua6e of the revised patient lftbelfng 
btt that wiR be considered to meet the 
requItements of the fhml ride. me 
Conunkislonar advises that the text of 
tb0 patknt lnbtig is intended as a 
guideDue (21 CFR 1030) which if 
followed will enable anyperson to comply 
with the mulmtn.mts of 9 310515(b). 

Those manufacturars and suppliers 
who have deferred preparing patient 
IobeUng MM the ~ublicatfon of the final 
rule have tmtn Sesttetnlaer 20. 1977. to 
implement the r& labeling require- 
ment. For those mnnufacturers and 
SUPP&?~S who put fnto use the October 
29,lB’IG patient labeling text prior to the 
iszxtnnce of the final order, the October 
lnbellng will continue to be consfdered 
by the CommMoner as meeting the re- 
~ulrements of f 310515(b) until Novem- 
ber 21. 1977. After November 21. 1977. 
the IabelJng text published on October 
20,1S76 tm no longer be r&fed upon ES 
m&iDg the retzntn?ments of 9 310b15(b) _ 

Thordore, under the Federal Food. 
Drug, and Cosmetk: Act &zs. 502, 505, 
701(n). 52 Stat. 1050-1053 as amended, 
1055 (21 USC. -352, 355, 371(a))) and 
under nutbodts delegated to the Com- 
mIsbner (21 CPR 51), Part 310 is 
amended byaddingnea f 310515 to Sub- 
part E, to read as follows: 
5 31OS15 mm; I;rbCLg directed 

to tIltI pnticm. 
(n) The Commksioner of Food and 

Drums concludes that the safe and 
dYCCUve use Of W products containing 
e?ikOSa~~ ISQW that PalhttF be fully 
informed of the benefits and risks in- 
VOhd in the use Of these di?tgS. Accord- 
~66’. except as provided in paragraph 
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37Li12 RULES AND REGULXTJONS 

(e> of thfs secttqn. each estrogen drng 
product rest&tad to -prescription dis- 
trlbution, dnduding productr: ~ontainiw 
estrowns in flxod combhmtfon mlth 
other drugs, e.g., estrogen-tranquiJJzer 
combmatlons. that is the subJeot of a new 
drug applfcnttc.~ approved either before 
or after the Drug Amendments of 1962 
and any ldentlcai, related. or similar 
drug product, whether or not it is the 
subJect of ananproved new drug am& 
cation, shall be dispensed to 2n&ienT.s 
mlth labeling m  Jar language containing 
lnformatfon concemlnng egectiveness, 
contrumdications, vmrdn5. precautions, 
und advase reactions. !Ihe patient label- 
ing 6hn.U be provided es a semrate 
printed leaflet Independent of any addi- 
tlonal matedaIs. 

(b3 The patient labeling shall speoifi- 
cnlly Include the followtug: 

(1) Nameof the drug. 
(2) Name and place of busmess of the 

manufacturer, packer, or distributor. 
(3) A  statement regarding the -proper 

use of estrogens, particularly short-term 
use in moderate to severe vasomotor 
sympbas of the menopause and preven- 
tion of breast engorpcmeut. It is to bo 
stated that estroge6 are not indicated 
for certain conditions, ‘i.e., nervousness, 
preservation of supple skin, or mainte- 
nance of a youthful feeling. The limited 
usefulness In preventing breast engorge- 
ment is also to be noted. 

(4) A  warning regarding the most 
serious dangers of estrogens and the rela- 
We risk In users versus nonusers, where 
hovm, fncludmg: 

Xi) EndometrMl uroInoma The im- 
portance of minimizing dose and dura- 
tion of use Is to be stressed, as is the im- 
portance of using estrogens only ‘when 
necessary. A  statement indlcatlng that 
women who have had total hysferecto- 
mies hnve no risk uf andometrial car- 
cinoma. 

(11) Other possible cancer. The Sm- 
portanceof~amual examinattonsb tobe 
stressed. &xc&l attentirm to women 
with breast nodules, adnormal mam.mo- 
grams, or a famFly history of breast 
cancer is to be mentIoned. 

(iii) Gallbladder dJsea.se. 
(iv) Abnormal blood clottlnz 
tv) Damage to exposed fetus. 
(5) Astntement of conlzalndJo&Tdons. 
C6) AdL%uxlon of other sideeffects of 

estrosens. lnchnllng oral contraceptives. 
such as nauma and vomiting, breast _ . .-. 

pensed or administkred to every patient. 
Each bulk package shall be Iabeled vrith 
Jnstr~ctio~~ to the d3spensor to include 
one ‘patient labeling piece tith each 
Package dispensed or, In the case of 
iqiectabks. with each dose admtnlstered 
to the patient. This section doe-s not pre- 
.&de the ~~~~~ufacturer or labeler from 
afstI%UthG additiOnal Patiqt labeling 
pieces to the dismnsor. 

(31’ Any estrogen drug nroduct re- 
tenderness, growth of nbrolds, ,liver tu- stricted to prescription distribution, ex- 

mars, jmmdice, mental depresshm, atid 
~etenUon, md darkening nf the s?&. 

Pi’> A d36~~~~ion of tie dangerSbrIE Df 
which the patient must ‘be ~war.2. dn- 
duding abnormal W M  bleeding, 
‘SYDlPtoms sUgGC!Stbl(C f%.TOll,bOPhkbit&; 
mdmonax~ ambo1os. stroke D? heart at- 
~oclc, bred huups; jaundice, and dc- 

. preyion. 
(81 A  statement cautionfug the con- 

sumer that .&is drug has beau pravcribed 
for the sole purpose of treatins the m- 
dfvidual’s fllnas and that the drug must 
not be given to others. 

(91 The date. identified as such, of the 
most recent revbdon of the labehng 
prom3nently placed immediately after 
the last section of mrch labehng. 

(01 The patient labeling &all be 
printed in accordsncetith the following 
specifications: 

U) The mbfmum letter size Uower- 
wse letter ‘0” or its equivalent) shall be 
not less than $$I inch in height. 

(2) The body COPY shall contain l- 
point lem and noncondensed type, 
and shall not contti any Light face tspe 
or smal.Izapital lettem 

Cd) (1) Patient labeling for each es- 
trogen drug product shell be provided ln 
or 1~4th eaoh package of the drug prod- 
uct intended to be dispensed or adminis- 
tered to the patient However. patient 
labeling for drug products dispensed ln 
acute care hospitals or long-term-care 
facilities mill be considered to have been 
provided in accordance tith this section 
if provided to the patient prior to ad- 
znhdstmtion of the first dose of estrogen 
and every 30 days thereafter, ss long as 
the thrash continues., 

t2z) In the case of estrogen drug prod- 
ucts in bulk packages intended for mul- 
tiple dIsmuhg, and ia the case of in- 
jectables in multiple-dose titils, a MI% 
dent number of patient labeling pieces 
shall be included in or with each pack- 
age to assure that one piece can be in- 
cluded +rith each naekage or dose dis- 

cept ns noted In paragmph Co) of this 
section, that Js not labeled as required by 
this section and that is either introduced 
or delivered for Jntmduct.ion Into lntcr- 
stata commerce, or held for sale aftor 
itdpment in interstate commerce is mIs- 
brsnded pursuant to section 602 of the 
a&. Hovfever, an estrogen drug product 
in the possession of a wholesaler or re- 
taller before the effective date of thls 
section is nbt misbranded if ndectunto ’ 
numbers of copies of the pnt.Jentlnbellng 
are furnished to tho vrholesaler or re- 
tafkr to permit any retail purchaser 
after the effective date to obtain suoh 
labeling with tho product. Tho require- 
ment that any estrogen drug product bo 
dispensed with patient labeling, as ap- 
plied to physicfans who dispense or nd- 
miu&tsr the drug, wjlI not be effective for 
supplies in their possession on tho cffeo- 
tive date, but will upply only to supplies 
received thereafter. 

(e) This section does not apply to es- 
trogen-progestagen oral contrncoptlves 
and oral diethylstiIbe&ol (DEE) prod- 
ucts intended for postcoltal contracop- 
tion, which shall be labeled according to 
the requirements of 5 310.501. 

(f) The Food and Drug Admlnlstra- 
tion has available patient lnbellng for 
estrogens that includes information ro- 
sponsive to nlI items spcclfied Jn para- 
graph <b) of this section. The lnbellng 
has been published in the FXJC~AI, 
Rmnsrsn as part of a IpSI sotico, and 
npdated versions TVIU continue to bD nub- 
lished as guides as changes occur. Any 
person may rely on the latest published 
version of this Iabeling as cornplyIng 
with paragraph (b) of this seotlon. 

(g) Holders of new druc npplicntlons 
for estrogen drug products that nresub- 
ject to this section must submit supplo- 
merits under 0314.8(d) of tMs chap& 
to provide for the labeling required by 
paragraph (a) of this section. The lnbel- 
ingmafr be put into use without advance 
approval by the Food and Drug Admin- 
istration. 

Effective date: This regulation tin11 
be effective on Bentember 20, 1977. 
(SM. lm. 606. 701(a), G3 stnt. lOIe-lOG3 “!I 
amondoff. 1055 (al Ua.O.363, 3~5, 371 (n) ) .) 

Dated: July 15, 1077. 
DONAW EZNNWY, 

Commissionm oj Food and Drugs. 
~~D0c.77-20020F11eU7-31-77;0:46 ,un] 
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