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{2) (3} or%‘iiabove. Cl.imcal studxes ol addressed to ﬂ:e Food and Dmg R RA p phenacehn—conta;mng mixturés, and fhe

- demonstraiitg substantial evidence of :x+*"'Administration, 5600 Fishers Lane: L possibility of hemolytic anemia and ™

- eﬁechvenes‘a will not be réquired, but a, ) AL
" clinical stug_g demonstrating that the -

- combinatios roduct does not cause .

- hepatic injufy will be reqmre&. Such a:
study may qat be required if itis =
demonstratéd by clinical ewdem:e
- supplied &oézx‘the literature that the

. AR methemeglobmemm resulting from.
_'Supplements to full new drug -~ . abuse.In arriving at its conclusions:
= applications (identify 1 w1th ND A o regarding the safety of phénacetin, th :
' number): Division of - .- Panel conmdered documented evxdence
Neuropharmacologxcal Drug Products showing:. . bl iviing
(HFD-120), Rm. 10B-34 (or Divisionof =~ 1. That the central nervous system
> Surgical-Dental Drug Products (HFD-"  effects of phenacetm appeartobea :

+ - combinationis non-tomc. In vitro * f’.lsoj Rm.18B-03, Nahonal Center for -. major factor in the chronic abuse af
dassoluhon.,}’{e studies.are reqmred as -7+ Drugs and Biologics. =" 4 eti- 3 R combinations contammgtlns dmg;,.
: - part of thea ghcahon. In vivo=i-%. ¢ .= T Supplements to abbreVlated new dmg " Several authors of the.medical htera
‘- demonstratio xgmf bioavailability shall be . -applications (identify with ANDA. - . reviewed noted the habituation:
- .- required of p ducts which fai to 7 1, 7% number): Division of Generic Drug ":  potential of phenacetin-containing:

S -.-..,

‘ '_ achieve adeqdiite dissolution.z;"::: Monographs {(HFD-530), Nahonal . combinationsii ™ gl bET ¥

This notice 1§ issued under the Federal :-.Centerfor Drugs and Biologicsa.  : ": - 2 Anassociation between exc..ssive
- Fooci Drug, anﬂ Cosmetic Act (secs. 502, Requests for Hearing (identify wuh g chronig ingestion of phenacefin=: 22!
- 505, 52 Stat. 105&-1053 as amended (21", . . Docket Number appearing in the . - containing analgesn:s and life-:
-U.S.C. 352, 355) f nd under the authority - 7 “heading of this notice): Dockets' . - threatening urinary tract and kztlne,'y
delegated to tha:lirector of the Nahonal Management Branch (HFA—SOS) Rm. disease [renai papillary necrosis,.

. Center for Drug€idnd Biologits (see 21,:- - "4-BZiw e i . nonobstructive interstitial nephiritis; - ;
. CFR 5.70 and 47 ER 26913 ‘published in Requests for gmdelmes or mfonnahou calcification), and cancer, o£ the k\dney s

) the Federal Regi ~\ of ju.ne 22,1982)..... '~ .onconducting dissolution tests and - . and bladder. - Gl iz _‘
--“t Dated July 1,108 cran . obioavailability studies: Division of A thorough review of the hteramre o

" Harry M. Meyer, i ‘_ j-'_onpharmaceutxcs (HFD-520),.-..c © .~ the relationship between phenacetin and =

irector, N at: onal C o Dr‘&g's"én ¥t National Center for Dmgs and ' severe renal disease was made by the:3

: " Biologics: - " el Biologics. -2 <0 ~. - Panel and submitted for outside < 275w

o ' 'Questions about phenacenc substitutes... statistical evaluation. Numerous experts

1 and whether a reformulated productis . appeared before-the Panel. In addition;

‘identical, similar, or related to.a de - the Panel collected new information :

product evaluated by the Drug::- <" froma variety of sources including -

: Efficacy. Study Implementation (DESI) . kidney dialysis centers and regulatory

Zreview: Division of Drug Labeling - " agencies of other countries. The Panel ¢

- Compliance (HFD-310), National. %% .  report states in part at'42 FR 35425:

. Center for Drugs and 310108135, Rm..;< . "In the opinion of the Panel, the:.::

QB-ZB [_301-443—3750) R T

" LA RS N idence relating: phenacehn to severe': =
- Opportunity { for Hearing on Proposal R ;e“
To With draw Approval ° f New Drug . FOR FURTHER INFORMATION CONTACT: == . renal disease now ‘derives froma world.:

Prescnption a'riél bver- .
_ Drug Products Containing Phenacetin'

. Herbert Gerstenzang, National Center ::: - body of pubhshed reports 80 numerous

- for Drugs and Biologics (HFD-32), Fpod': ' and varied in'design that the possibility-
- of coincidental association is neghgibl
. and requires that phenacefin be's & ok
removed from the OTC drug market.
-~ “There is d View! set forth in materi
s sgbﬁdﬁedig m;r;:;l that ptilhinacehn
; - : ;. should notbe s out as
- applications for both prescnptmn and Phenacehn. an ‘ingredxent sy ~ causative agent in analgesic s
over-thé-counter (OTC) drugs contammg_ L prescnptlon and OTC drug products', has * combination products becaiise other 7
. phepacetin due to its high potential for- - been'widely used asan analgesicfor - agents fn analgesic'combinations; -guch:
 abuse ‘and its unfavorable beneﬁ:t-to—nsk :.over 80 years. It is usually’ used i 55+ 72 " as dspirin or acetaminopheén, hiave bée
~ratio when incorporated in ‘analgesic, ~.combination with other analgesic- “shown o' produce kidney damage’ when'

_.xmxtures which are then Subjected ! fo- “ingredients{it is virtually never used ds. used alone.in man dnd animals; whereas
- excessive chronic | use, All drug products =X 5 dingle“ingredient drug prodact:sif¥1s:% . phénacetin: alone bas rarely been shos
- -; containing phenacetin are sibject {0 thm: ‘Analgesic mixtures containing’ to produice | kidney damage insa.
. notice, Manufactirers miist reformulate: henagcetin when used chronically : - %5 The Panel does not agree:
L  their products to delete ghenacetm or” eXcessively canresult in severe and : with thxs argumentbecause there-are: =&
©~"replace it with ‘another analgesic on or irreversible toxic effects: Phenacetin's o
* =7 before August 10, 1983, Thereafter th : tenne-and &
iparketing of agy drug’ product-,, -
containing phenacetin { thatist not the 3
subjectof a pending;he_a:mg est
“be regarded as unlawful:
DATES: Hearmg requests due

A
mg Admxmstrahou ;. and Drug Administration, 5600 Fishers %

Ttk R :Lane;’ Rockvﬂle, MD 20857; 301:443~
% 3650. gt ,....,..L st

‘zsuuum This notice propases
““withdraw approval of new

A'nalgesm rand .Ant\rheumahc Products:
+3572. classified phenacetin’as ot safe ford?
OTC'use as an analgesit] becatse’ "ith'
high:potential for abuse, the ‘high:is
otential for-harm to tha-kidneys:

Anoasssss: Commniiinications in’
response to this dotice should'be
identified with Docket No. 80N-0382.%

directed to the attenuomo‘g the i




-

.. i~ *In addition to phenacetin bemg
<" involved qualitatively as the: eommon ;

. relationships between the'dose of ;-
| phenacetin required to .produce a given
... degree of Kidney injury or incidence of

- of other agents involved . 5:3% %0 % <

" Federal Register [ V6l 47, No. 154 / Tuesday, ;’Atgﬁ‘stad;f—z«s'sz:‘[ ‘Natices: .5z .-

- aspirin on thehdney e¥sewhere in this
document, *-® .

*From the point of view of safety of
phenacetin, whether it causes kidney “
disease itself, augments effects of other
active ingredients or increases the nse of
other nephrotono agents, itisthe = .. .
Panel's opinion that prolonged excessive )
ingestion of any common analgesic’
~ product containing phenacetin will
axgmf cantly increase the pmbablhty oi 7
serious kidney disease and premature
death. These levels and durationof -
ingestion, far exceeding label directions __
for use of such analgesic mixtures, are ;
indicative of a serious potential for. ...
abuse problem that the Panel beheves is -
associated with CNS effects of
phenacetin and other components of
such mixtures. This is especxally true for
powder formulations.”. .’

“Phenacetinis virtually never used as.
a single agent in the .S, or:any othex' Py
- country. It is almost always ~_[ ..
commercially available and used only in -
combinations containing other analgesic
compounds. Obvicusly, since the actual

- . use of phenacetin as a single entity is

rare, it could not be expected that renal .
disease resulting from its use alone "
would occur or be reported. It should be -
noted though that at least one case -~
allegedly involving only phmacetm has z
been reported. *-* . %, Although' - :
epidemiological or expemnental smdles
on the effects of phenacetm alone in -
producing renal disease in man are not |
available or feasible, several other types

of evidence indicate the 1 major. - TRy

. involvement of phenacenn in analgesxo-
- mduced renal dEeﬂS&.., f'f’" 63 T pjn;
“*In several major industr Sp et

countnes. where kidoey disease induced
by analgesic abuse has been a problem,” -
many analgesic mixtures bave been
_involved. Phenacetin has been the:
common denominator of analgesic .~

products responsible for the problem, Il;
the U.S., available data also indicate-; 3"

" that phenacetm—contammg products 2 are -

invovled in almost all reported cases o£1
* analgesic-induced kidney disease *

- denominator; data from’several:=3-
countries show similar. quant:ta.uve 1.y

g

. kidney disease, xrrespechve of {He dose

>. “Retrospéctive case s control 8 v
indicate’ ‘that total dosesaf 2 ta 4 kg’ b
phenacetm over a'perfod of abont:w Jrisdy

X percent probability of renal payiﬂary‘ g
" ‘pecrosis. Theprobabxhty of death due to:
* kidney failure in patients with* i
degeneration of the part of the hdney' ;

.- ingestion and renal dysfunction. In the
_opxmon of the Panel, and consulting "

- in fact the problem was “widespread is ¥
“"whafmost concerns the Panel. While™**

"7+ . More detailed examination and ~'->

- Burope phenaceﬁn-contaimng

aﬁ'ecfed by phenacetm is abont 30 to 40
percent. This incidence appears to be
aimilar for all mixtures of phenacetin -

regardless of whether they contain " " f '

aspirin; antipyrine, or caffeine. -

- “Several different types of studies " ”
. consistently suggest temporal and dose .
relationships between phenacetin ¢~ "

......

_reviewers, studies following changes'in’
* renal function in the same mdividual ar:

is removed, replaced, or readministered :

ik " provide strong evidence for a dxrect' et
. causal effect. Followup studies in’-

- countries after complete removal of

have shown a decrease in the mcxdence
of kidney damage associated with.
analgesic abuse as will be d:scussed

_later in this document * * *. This not
“only supports the assumptton of :

causality but also the conclusicn that
removal from OTC drug status would be_

. beneficial. Data collected from kidney

dialysis units in the U.S. and previous .

_autopsy studies suggest the incidence
analgesic-induced kxdney disease to be °

" significantly high to warrant the Panel’ s

action to recommend restriction of this = .

dmgfmmtheOTCdrugmarket e

:* *The Panel further believes that ﬂ:ese

" data provide the same early warning "~ .

indications seen in other countriés just™

before analgesic-induced kidney disease

was diagnosed as a fne]or public health

' problem: The ‘'lag time® betweenr several ~
- initial diagnoses of analgesxc-mdnced

kidney disease and the realization that

' there are not large numbers of cases of “*’

. analgesic-induced kidney disease being®
. presently reported in the U.S,, the Panel
:believes that if the medical community -

weére aware of this'problent and looked

for this type of kidney disease, the- =~

incidence of analgemc—mdnced kzdney
disease-would in fact be found to be a-*
‘major public health problem in the U.S.™

-'the Panel's réport and pmposed
monograph for OTC Internal Analgesxc,

(Ret. 1) published in the Federal Register. -
of ]uly 8, 1977 (42 FR 35345] on pag

ye
years would Tesult in approximately a7or.

combinafion products’ <Iiave“been used
or nonanalgesxc md:caﬁon

- ‘" Australia (Refs. 42 through 46). The

-.those secondary to chronic ingestion "

~"and although analgesic abuse; leads tor:
gmups of individuals when phenacetin’>""" alg 9.

_._ patients with’ mierstmal nephropathy v
" phenacetin from nonprescnphon use "

. take aspirixn for ‘prolonged periods do
.. nothave a ‘high incidence of analgesic:
;nephropathy. That i& although they t

“largeamaunts of aspirin by .’

Antipyretic-and Antirh tic Products™ .
pyTe eummatic Pae * often Iess than those. taken bY ana]gesxc

L"nephropathy is, found in pahents wi

. i‘mm combmatmn analgesxcs does niot.

Althongh attempts have been made lo }
deﬁne the prevalence of analgesic® =~ . e
abuse, it Bas been impossible so far to -
arrive ata generahzed assessment. Real - -~ -
dﬂerences exist in the prevaience Sl
between countries and between .. ..
different sections of individual =
countries, e.g., the United States and

" public health problems are primarily.”

‘multiorgan dysfunchon. it {s primarily -~ -
the renal disease that is of public health

xmportance. Tris esﬁmated that in soime
areas of the United States “20 percent o

had ingested large quantities of
analgesic mixtures and that this 77 <%
consumption appeared to be the pnmary
cause of their renal disease” (Ref. 45). _ ~
The adverse effects of chronic I:ugh -
doses of phenacetin-containing ~1-% "5..7 7 . -
analgesic combination products-, : it
discussed above and in the OTC Panel A
report have also been documented in
- recent medical literature (Refs. 41
through 45, 47 through 48). While™ ~ 7>
experimental data from animal stncﬁes
(Ref. 44) suggest that aspirin is more
potent than phenacetin in producing |
renal papillary necrosis in animals,. - -

. when the drugs are taken together the ©

incidence of renal lesions is greater than
with aspirin alone. Anpalgesic~ . 7 S
nephropathy is rare in humans who ~7v- "

have abused aspirin alone, presumably
* because of the le toxic propensities -

" of aspirin'in man and less potential for’s - f‘

* abuse of the single ingredient. Although"
analgechnephropathy occurs.in’;
. patients with rheumatoid arﬂmhs. the
incidence is noﬂ'ngh. and in almast all™
reported series has been limited to those
patients who have taken combination:*
analgesics containing phenacetin and " :
not to those patients who have taken .
. large quantities of aspirin alone (Ref. ™
48). IGncmdSmth (Ref, 42] states that’
dosage may account for the fact that
. patients v vnth rheumatoid arthritis who

conventmnal standards, the Zmounts are ..

rheumatou_i arthritis they have almo:

ower _}hg iricidence of analgesur-‘"
ephropathy. Thzs is based_on a study

Published

in the FEDERAL REGISTER in 1982 (Vol. 47) DODE p. sy



RN

'-34633

o T L e R

. Federail negieter,‘"/ Vol. 47, No..154 / Tuesday, August 10, 1982 I'I'\I_otic:esq.f::"-"»"' TR

R T,

\
i

X

pahe'tts who had excluswelv abused
either a “product contammg aspirin,”
_phenacetin, and caffeine or a product -
containing aspirin, salicylamide, and",
caffeine. The authors concluded that the
: " absence of phenacetin from this one’
product cver an eight-year period did .
", not appear to influence the frequency of |

renal insufficiency in patients. However.
" the pattern of drug mgesbon in these PR

" patients was not validated inany
manner other than by patient history, -
- "and the free availability of phenacetinin -

other OTC products throughout the . .~

- period of the study raises issues of 7.
validity of these findings. This is in 'f
_ contrast {o the experience in Canada,
Denmark, and Sweden (Refs. 43, 46, 50)
* where removal of phenacetin from all .
combination analgesic products has ...
resulted in a significant decline in
- analgesic nephropathy as measured by
sensmve indices (Refs. 47, 49). There
. appear to be true differences betweeu
analgesic nephropathy as it occursin .~
Austraha and as it occurs in other ~ __:
countries. Evidence of this is Australia’s -
- high frequency (25 percent) of end stage
"renal disease associated with analgesic.
nephropathy compared to 3.1 percent in.
Europe. This difference was also noted
" and discussed by the OTC Panel (Ref. 1)
Due to FDA's increasing concern.
about the toxicity of phenacetin, the
agency requested its Peripheral'and
" CNS Drugs Advisory Committee to. .
evaluate the data on the sefety and
- effectiveness of phenacetinin. ..
* prescription analgesic’ com’bmahon—
products. At its meeting of February 13—
14. 1978; the Committee concluded that a.
statement on the association of i
phenacetin with renal damadge’ should be
required in the labeling of such .

products, but the committee did not~ =
recommend that phenacetin be removed

from the prescription drug market. On .

. holders for prescription’ products that’
- contained phenacetm. asking them to.
i ‘f add a boxed warning statement to. the
~ labeling highlighting the essocxatxon 0
large doses of phenacetin for long ~
penods with severe kidney disease and
. with cancer of the kidney, and to add a:
. statement to the Warnings section.;
" " concerning kidney’ diseasé assocxatea
with phenacetin, Many | firms havi
aIready revised their labeling t to in
" these warnings. ‘Since August 7, 1984,
- warning statements’on the hazards of
long-term use of phenacetin'Have beel
- required in the’ Iabelmg of phenace!
. contammg pro ucts under 21 CFR

- Although the vidence lmkmg abuse.
of analgesics to cancer-of the kidney.
was not revxewed by the Penpheral an

PO

*-also reports that this clinical syndmm' :

- Because-of the availability of other safé’

would not be deprxved of useful

CNS Drugs Ad\nsory Committee in 1978.
- several reports implicating long-term use

of phenacetin-containing products with
cancer of the kidney and urinary . -
" bladder were reviewed by both the OTC
Panel (Ref. 1) and FDA (Refs. 21 through

* - 40). FDA later reviewed additional

medical literature, notably the 1978

" Bengtsson report {Ref. 40) which states
that over 100 cases of uro-eplthehal
cancers have been reported in users of
phenacetin-containing analgesics. In
1980, the first epidemiologic study of
analgesxc nephropathy and transitional
cell carcinoma of the urinary tract was

 reported from the United States by .
.Gonwa et al. (Ref. 51}. The findmgs here

were consistent with the previous
epidemiologic studies from Europe and

‘implicate analgesic abuse, pamcularly

of phénacetin, as being carcinogenic.

The Director of the National Center
for Drugs and Biologics has reevaluated.
the conclusions of the Advisory Review .
Panel on Over-the-Counter Internal
Analgesic and Antirheumatic Products,
the Peripheral and CNS Drugs Advisory

. Committee, and the evidence available

to the agency as discussed above and )
concludes that because the high . .
potenual for abuse of phenacetm-
containing products may leadto .. -
excessive ingestion, producing a clinical

. syndrome characterized by serious,

kzdney disease and premature death, the
- risks from use of such combination d.mg

products outweigh any benefit and .
_therefore they cannot be considered .

safe. The medical literature (Ref. 44)

is characterized by gastromtestmal B
symptoms with peptic ulcerations in 35 -
percent of patients, anemia in 60-90- -

. percent, hypertension in 15-70 percent.

- ischemic heart disease in 35 percent, -
* pigmentation, psychiatric disorders, and.
-pgsslble effects on pregnancy. Although -
- " phenacetin is not unique in its ability to «
November 20, 1978, FDA wrote to NDA_ " cause nephropathy.-xts ceniral nervous - -
* system properties make it likely that
analoesxc combination products -

containing phenacetin will be abused.

and’ effectxve analgesics both for.-
prescription and OTC use,; consumers

e The Food and Drug Administratio
cﬁarged with assuring that drugs are
safe. a.nd effective for their intended us
The statutory framework antxmpate ;
that néw mformatmn on ‘the safety of

_‘L’_,,. ‘-- PP

wo e
.

A marmufacturers..-

" particular.phenacetin-containing arug

© the Drug Amendments 0of 1962 and to

" any other drug products containing
* phenacetisi, whether or not they dre the
- subject of approved NDA's. OTC‘drug

“are subject to this notice. ’I‘herefore

:OTC rule making procedure set forth in_ :

aépmn 200 mg, butalbital 50 mg, ca.ffeme‘
40 mg. and phenacetm 130'mg:»

" Cdpsulés; Sandoz Pharmaceuticals, P.O

reveal limitations on use, of to warn of -..
previously unanticipated hazards. See .
21 U.S.C. 352 and 355. In accordance g
with the Federal Food, Drug, and. -
Cosmetic Act, the Director is now: s .-
proposing to withdraw approval of all
new drug applications for products-:
conlaining phenacetin. However, the -.
agency has determined that most of the:
products that contain phenacetin can be
reformulated adequately by either
deleting phenacetin or by replacing
with another analgeSic whose safety
and effectiveness is well established, -
thereby permitting reformulation 1o safe :
and effective products without theneed * - -
10 conduct safety and effectiveness -~
studies, Therefore, these products as e
reformulated may continue to be ~
available to consumers without -~
marketing disruption. Many products

that contained phenacetin have already
been reformulated; several.’ el
manufacturers have expressed a desu‘e S
to reformmulate their products and are> . <°
awaiting FDA guidelines. In many other .. .
countries phenacetin has already been -~ -
removed from the market without :-: .
causing problems for consumers or.

[

This notice apphes not only to the

products listed below, but also to any .2 Lo
phenacetin-containing drug product that T R
is the subject of a new drug application * . -
(NDA) approved either before or after=:::

products containing phenacetin:
" previously deferred to the OTC re
. (37 FR 9464) are no longer deferred’

.OTC drug products containing’
phenacetin will not be subject to the fall”

“1:NDA 17-534; Fiorinal Tablets and:

Box .11. Route 10, E. Hanover. N} 07935.

EbIets' Zemth Laboratones, Inc.,
Grand Ave, Northvafe. NJ 0784 L
< 3;ANDA 85—16& Butalbxtal mth APC

Tablets. Weést-Ward, Inc.. 485 Industrial
Way West. Eatontown. N] m
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's. ANDA 86-237: AP.C.. with _ ’;',‘

Butalbital Tablets; Chelsea

Laboratories, Ine.” .. T
6. ANDA 86-398; Butal Compound.‘ e

: Tablet. Cord Laboratories, Inc., 2555 - .-

80020. T
7. ANDA 86432 Butal Compound
Capsule, Cord Laboratories, Inc. | .
8. ANDA 85-710; AP.C.with
" Butalbital Tablets; Purepac o
Pharmaceutical Co., 200 Elmora Ave..
Ehzabet_h NJ 07207.. .
"9, ANDA 86-886; Lanorma] Tableis; :
Lannett Ca., Inc., 900 State Rd, |
. Philadelphia, PA-19136.. . .0 ..
10. ANDA 86-996; I.ancmnal CapsuIeS'
Lannett Co., Inc. -

11. ANDA 87-048; Butalbital mth APC
Tablets: Generic Pharmaceutical Corp,.-:
433 Commerical Ave, Palxsades Pk., N]
07650.

-12. ANDA 87-279; Butalbxtal thh APC
Tablets; Premo Pharmaceutical
Laborataries, Inc., 111 Leumng St., South

et

Hackensack.N]'G?GOﬁ. T e

The following producis contam

aspxnn 227 mg, caffeine 324 mg, - "~ ;«.7

phenacetin 162 mg, and propoxyphene
bydrochloride 65 mg. - .-

.1. NDA 10-996; Darvon Conzpound 65 .

Capsules. Eli Lilly & Co.. Box 618, .
) Indxanapohs. IN 46208, - 2
- 2. ANDA 80-044; Propoxyphene
Compound 65 Capsules; Federal
Pharmacal, Inc, P.O. Box Q. Kmoshzll
St., St. Croix, V1 00850. -
3. ANDA 80-882; ICN 65 Compound
Capsules; ICN Pharmaceuticals, Inc..:
" 5040 Lester Rd., Cincinnati, OH 45213
----4, ANDA 83-077; Propoxyphe.ue
Compound 65 Capsules; Zemth
Laboratories, Inc =7
‘5. ANDA 83-072; Propoxyphene
Compaund 65 Capsules; Mylan, "
Pharmaceuticals, Inc, P.O. Box 4293‘
Morgantown. WV 26505,
- 6. ANDA 83-086; Dolene Compound—

- 85 Capsules; Lede.de Laboratonas, Pearl _ :

vaer.N'YlOQﬁa. Sl sl

- 7. ANDA 83-101; Propoxypnene
d

Laboratones. CrEIEEY i

'8 ANDA 83-106; SK~Pmpoxyphen *

APC Capsules; Smith Kline & French

~© 'Laboratories, 1500 Spnng Ga.rden St.,
- ,' hﬂade!phxa. PA1910L. 3 0 =

- 9. ANDA 83-230; Propoxyphene .

Compound 65 Capsules; Parke Davis.

- Division of Wamer-!.ambert Co., 201

West Nﬁdway Blvd.. Broomﬁeld. Co:: .-
"o, Inc., 640 10th St, Atlanta, GA 30318. .

- with AP.C. Capsules; Mylan .. ..
- Pharmaceuticals, Inc. -:..oin o
. 15. ANDA 84-19G; Propoxyphene

: Capsules. Smith Khne & French

: Compound 65 Capsules; Premo -

= oxycodone terephthalate 0.38 mg, : and

. phenacetin 160 mg; Endo Laboraione'

100 Tablets confaining aspirin 227 me,
: caﬁfeme '32.4 g, ethoheplazing citrate

12, ANDA 83—70’1. Propoxyphene ,‘.’
Compound 65 Capsules; Towne Paulsen’.
& Co., Inc., 140 E. Duarte Rd. Monrovxa. )
CA g10168.. - s

13. ANDA 83—737 Repro Compound 85
Capsules; Reid-Provident Laboratories, -

14. ANDA 83-968; Propoxyphene HCl -

- Compound 65 Capsules; Anabalic, Inc, -7
17802 Gillette Ave., Irvine, CA 92684.:

16. ANDA 84-207; Propoxyphene | HCI
Compound 65 Capsules; Phxhps Roxane

_ Laberatories, Inc., 330 Oak SL. Lk

- Columbus, OH 43236.. = - B
_-17. ANDA 84-24%; Pmpoxyphene HCX’
" with A.P.C. Capsules; Abbott - .
Laboratories, Inc., 14th & Shendan Rd...

" N. Chicago, IL 60064.

18. ANDA 84-553; SK-65 Compound

Laboratones. . :
"18. ANDA 85-—732. Propoxyphene

Compound 83 Capsules. Chelsea
Laboratories. - .- :
20:. ANDA 86-488; Propuxyphene

Pharmacentical Laborataries, Inc. -
21. ANDA 87-142; Dolene Coxnpound—-

. 65 Capsules; Lederle Labaratories. .

* C. NDA 10-996; Darvon Compound

:Capsules cantaining aspirin 227 mg, -

caffeine 32.4 mg, phenacetin 162 mg, and

. -propoxyphene hydrochlonde 32 mg. EH .
. any & Co. -

- D.NDA 16—654 Darvo Comp—N 50

" Tablets containing aspirin 227 mg. . ~ - ,
. caffeine 32.4 ing, phenacetin 162 mg, and~- :
. propoxyphene napsylate 50 mg: Ehhll
” & Co. - PR s

E. NDA- 16-354. Darvo Comp—N 100

Tablets containing aspirin 227 mg, .- ;.-
caffeide 32.4 mg, phenacetin 162.mg, and

3 propoxyphene napsylate 100 mg; Eh,_,. ..
. Lilly & Co.

" F.NDA 7-337 Percodan Tabiets S
containing aspirin 224 mg, cafféine 32 -
mg, oxycodone hydrochloride 45mg, -,

phenacetin 160 mg Endo Laboratories, -
Inc, 1000 Stewart Ave., Garden Cxty. N]
11530 7 : o

I e NDA 7-337, Percodan—De:m Table
containing aspirin 224 mg, caffeine 32
mg, oxycodone hydrochloride 2.25'mg, -
oxycodone terephthalate 0.13 mg, and

00 mg, and phenacetin 182 mg, Wyeth:
;Iaboratongs. Inc., P.O. Box 8299

L .
contamm,g “ascorbic acid 100 mg,
230 mg, ; mothlpendyl hy drochlonde 4mg,

| mg Wellace Laboratorjes, ~=—-*~

-.Phenacetin [some of these products b

. marke!ed.)

- succinate 6 mg or 12 mg; Merrell-Dow:

Cincinnat, OH45215. - P

to Decapryn with APC contammg '
-~ aspirin 230 mg, caﬁ'eme 30mg, -

".mg or 12 mg; Merrell-Dow’

3 -., to Coricidin Tablets containing aspirin ::

phenacetm 160 mg, and phenylephnne

* hydrochloride 5 mg; Ayerst .

- Laboratories, 683 Th.u'd Ave.. New Yoﬂ; :

NY 10017. . :
]J. NDA 12-365; Soma Compound

" Tablets containing caffeine 32 mg, -

carisoprodol 200 mg, and phenaceun 16{)

- mg, Wallace Labsratones, Half Acre
. “Rd.. Cranbury, N] 08512. . RN

- K. ANDA 87-042; Cansoprodo]

- Compound Tablets containing caffeme DI
“. 32 mg, carisoprodol 200 mg, rand.: e

<. phenacetin 160 mg, Bolar L R
* Pharmaceutical Co In 130 meo Sty -
- Copiaque, NY 11728, 5 R

. L.NDA 12-365; Soma Compound mth; RN
Codeme Tablets containing caﬁ'eme 32 e
mg, carisoprodol 200 mg, codeine - S
phosphate 16 mg, and phenacetm 160 K

RO

M. NDA 13418 Norgesxc Tablets -

% containing aspirin 225 mg,. caffeine 30

mg, orphenadrine citrate 25 mg, and - * .~
" phenacetin 160 mg; Riker Laboratones‘ -
Inc, 19901 Nordhoﬁ St., Northrxdge. CA .
Q13247 " v .

- N.NDA 13-416; Nox-ges:u: I-’orte " .; -
_* Tablets contairing aspirin 450 mg.
caffeine 60 mg, orphenadrine citrate 50
_mg, and phenacetin'320 mg; Riker :
Laboratones, Inc.

" 0. NDA 16-109; Sinubid Sustained
" Release Tablets containing
acetaminophen 300 mg, phenaceun 300°
mg, phenylpropanclamine hydmchlonde
100 mg, and phenyltoloxamine citrate 66 .
g Warner-Lambert C’o., 201 Tabor Rd.,
Morzis Plains, NJ 07850.” R
1I. OTC Drug Products Contaxmng

been dxscontmued' and are not 'bemg

A.Thatpart ofNDA 64 erlam;ng
" to Decapryn S with APC oontaxmng S
aspirin 230 mg, caffeine 30mg, = -. |
. phenacetin 150 mg, and doxylamine- &

Pharmaceutical Inc, P. O Box 15250,

B. That part of NDA’ 6—412 pertammg

Pharmaceuticals Inc.’
. C.That part of NDA' 6—921 pertammg

3.5 gr, caffeine 0.5 g1, chlorphemramme
maleate 2 mg, and phenacetin 2.5 g
Schonng Corp. Ga]lopmg Hill Rds

07‘11(1. o
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E.'I'hat part. of NDA 7—0’18 pertaining -
to Thenfadil Compound Tablets. ..~
containing aspirin 180 mg, caffeine 15 -
. mg, phenacetin 120 mg, and. Iy
then;ldxamme maleate 6 ing; Wmthmp
- Laboratories, 90 Park Ave New York

- ._NYTLOOIB.”_

P. NDA 7-352; Hista-Pac Tablets Rt

containing aspirin 3.5 gr, caffeine 0.5 g1, - -

- phenacetin 2.5 gr, and pyrilamine’ -, .~

maleate 25 mg Hance Bros. & White Co.”

442 North 12th St.. Phxladelplna. PA
- . 19123,

G. NDA 7-812. Inhlston-APC Tahlets ]
: containing aspirin 3.5 gr, caffeine 5.5 gr, .

" " phenacetin 2.5 gr, and pher:_.amxne

maleate 10 mg; Plough, lac, P.O. Box -. _ "

377, Memphis, TN-38151, o - -
H. NDA 8-528; Bristamine-APC

contaxmng aspirin 210 mg, caﬁfeme 30 =

" mg, phenacetin 150 mg, and -
phenyltoloxamine 25 mg; antol ,
Laboratories, P.O. Box 657, S;racuse.
NY 13201,

" LNDA 11—29& Cardm Tablets ,
containing Pamabrom 25 mg, phenacetm
.125 mg, and salicylamide 200 mgs . -
Chattanooga Medicine Co., 1715 West

- 3sth St, Chattanooga, TN 37409.. -
% ].NDA 11-849; Pamprin Tablets -

containing pamabrom 25 mg, phenacetxn

125 mg, pyrilamine maleate 12.5 mg. and

salicylamide 250 mg; Chattem LN

Chemicals, 1715 West 38th SL. LT

- Chattunooga. TN 37408. :

- K. NDA 11-922; Carbetapenta.ne Dby

Cirate with SPC Capsules contammg :

.- caffeine 0.5gr, carbetaphetane citrate

° 12.5 mg, phenacetin 1.25'gr, and’:.

5ahcyarmde 3.5 gry USYV Laboratunes,

.. *3carsdale Rd..-Tuckahoe, NY 10707."

".. - Accordingly, all drug products that '

contain phenacetin are regarded as new

drugs (21 U.S.C. 321(p)) and are sub]ect

- '-, to the requirements ¢ of this notice.. 7

Opporlum!y for Heanng ; i
Therefore, noticeis given to the -

2T

‘holders of the new drug applications for

products containing phenacetin and to:
.- allother interested persons that the
. Director of the National Center for "=

Drugs and Biologics proposes to issue an'

order under section 505(e) of the Federal =

Food, Drug, and Cosmetic Act {21 U.S.C.™

(R

. 355(e)), withdrawing approval of the -

- .-new drug applications {or if indicate

. above, those parts of the applications -
... providing for the drug products liste

- above) and all amendments and

- .. supplements thereto because new.
" evidence of-clinical experience, not s

2 " contained in such'applicatiofis or not--

- available to the Director until after’ such-

applications were approved, avaluated
together with the evidence avaxlab‘[e to
. the Director when the apphcat;ons were

-

.. .. approved, shows that such drugs are not - -

shown to be safe far useunder the‘-'

- . opportunity for hearing, a notice of ™"

-, conditions of use on the basis of w}uch

. the apphcatmns were approved. =
_This notice of epportunity for heanng

applies not only to new drug application

holders {named above), but to all

- persons who manufacture or distribute &
. drug product, whether prescription or

over-the-counter, that contains
- phenacetin. It is the responsibility of
"every drug manufacturer or distributor
t6 review this notice of opportunity for .
hearing to determine whether it covers a
drug product that the person . *
manufactures or distributes. Such =
person may request an opinion of the .
applicability of this notice to a specxﬁc :
drug product by writing to the Division
of Drug Labelmg Comphance (address

-.. - given above).

In accordance with section 505 of the
act (21 U.S.C. 355) and the regulations
promulgated under it (21 CFR Parts 310,
314), the applicants and all other
persons subject to this notice including

" drug manufacturérs of over-the-counter -

. products. containing phenacetin are
hereby given an opportunity fora | 'i}
hearing t6 show why approval.of ther

f ‘new drug applications should notbe -
withdrawn and an opportunity to raise,” -
- for administrative determination, all -
issues relating to the legal status of drug

" producte containing phenacetin. " R

An applicant or any other person
subject to this notice who decides to:

.. seek a bearing, shall file (1) onor before .

- . September 9, 1882, a written notice’ ‘ofi
' appearance and request for hearing, and
{2) on or before October12, 1982, the 3~
data, information, dnd analyses’s ‘relied:
‘on tojustify a hearing, as specified in
. CFR 314.200. Any other interested: ;="
" person may also submit- comments s
this notice, The procedures and-”
. requirements governing this notice of

- appearance and request for Yearing;:
submission of data, information, and
"~ analyses to justify a hearing, subrmssxon
... .of other comments; and the grantmg or
- .- ‘denial of heanng are | contamed in 21>

CFR 314.200.% Al -
~ . The failare of an apphcant or any-

a timely writter] appearance and request
= for hearing as Tequired by 21 CFR~*~"*

' 314.200 conshtutes an election by the '
-'person not-to make use-of the '
-opportunity for- a hearing concerning the:
~action proposed with' respect ¢ to the :

7, product’ and constifutes a waiver of an
_: contentions'concerning the legal statu
- of any such drug product. Any, such driig
_product may not thereafter lawfully by
marketed, and the Food and Driig:

"~'regulatory actxon {0 rémove such dn

‘that theze is no genuing and substantial

. making findings and conduszons, i

| 314.200(g).

' submissions, except for data and

‘:'phenacehn-contammg combination -

.. their products. Reformulatmn of an O’I‘G -
" drug product containing phenacehn

-. any-applicable OTC drug final ="
-, drug final monograph is published,’
. manufacturers of such OTC > drug.

_ phenacetin with other analgesic =

. other person subject to this notice to file -..

- previously marketed in this’ country‘ and
. * it does not result in‘a’ product céntaining
(1) an dctive ingredient limited ¢

- products from the market. Any new 'd.rug 2
; product marketedimthout an apptoved A

new dmg apphcatmn is sub}ect to
regulatory action at any time, .~
A request for a heering may not rest
upon mere allegations or r denials; but -
must set forth spe cific facts showing
thst there is a genuine and substannal
issue of fact that requires a hearing. Ifit
conclusively appears from the face of -
the data, information, and factual ; -
analyses in the request for the heanng e

-—~-‘-.<

issue of fact which precludes the -
withdrawal of approval of the

application, or when a request for
bearing is not made in the required'~:
format or with the requiréd analyses, the”
Commissioner of Food and Drugs will
enter summary judgment against the -
person(s) who requests the hearing;

denying a hearing. See 21 CFR

All submissions under thxs nohce R
must be filed in four copies. Such"

information prohibited from public- >
disclosure under 21 U.S.C. 321(j) or‘la T
U.S.C. 1905, may be seen in the ofﬁce of JOY

the Dockets Management Branch, " -2 ©- ..
between 9 a.m. and 4 p.m.,. Monday _“ LT

.....

GIudeImes for Reforx;iulahon R
" The Diréctor has détermined that most‘

products currently being marketed can :
_be reformulated by deleting phenacetm -

~or by'replacing phenacetin with another ;, :
. analgesic. Manufacturers’ will begiven:

‘until August10,'1983;to. reformulate. 7 3

"must be in'accord with the pmvxsmng of I

monograph; Before an applicable orc

products may reformulate ‘either er by
deleting phenacetin or’by replacmg

ingredients; provided the following *
‘conditions are met; Thé reformulation
does not result in a product contammg a
combination of mgredxents not™ -

- prescription se ori or after May 1

Phenacehn-contaxmng prescription
d:ug products_ thatare the subject of an”

2
e
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approved full'or abbreviated new drug -~ analgesic other than aspirinor- ==~ " 7. ‘Any change’in t}_’x_e forx;:_ulgﬁop pf an oL
application may be _reformulated * . - acetaminophen will require'a full .- drug product required by this noticeis.-. . ..

without prior FDA approval by either "’ approved NDA if FDA has notmadea :  subjecttothe requirements of 21 CFR - -; B
deleting phenacetin or replacing - * * . detérmination that an ANDAis- . - * 207.30 (drug listing amendment)s <27 - o 7
phena'cetin;with another analgesic: "~ acceptable. Because the Directoris -~ ~ The Director intends to publish aill
. ingredient as follows: (1} Because the . : . allowing manufactures 1 year in which ~ notice withdrawing approval of those "~ R
_data establishing the safetyand - -t “to reformulate their products, early =~ parts of the new drug applications that™ .- &

effectiveness of the analgesics aspirin- ~"submission of a supplement or full new . provide for products containing . 7L N

o and acetaminophen are well-known, - : drug application requiring premarketing phenacetin, except for those products
;- - phenacetinin combination products’” ‘ . ring T€C

containing one of these analgesics

approval will provide abefter *- - °-:7 that are the subject of a hearing ‘request,
opportunity for the applicant to obtain’*" " by October 12,1982 The effectivé date
- approval of the reformulated productin- ~ of the withdrawal notice will be‘Adgu:st ,
.time to avoid interruption in its i 10,1983 Therefore, any drug product - :
marketing. 7 = - o=t oo <" containing 'phenaceﬁnjniﬁally"i :
< Products that are subject to {he drug~ - introduced orinitially delivered for;
‘efficacy study (DESI) program will 7227 introduction intg interstate commerce:
" continue to be subject to the J0- 770 after August 10, 1983, except for a drug
- requirements and conditions of the DESI ~ still the subject of a hearing request, will
 program when the products are - be considered misbranded under section -
- reformulated to delete phenacetinorto- - 502 of the Federal Food, Drug, and - 7.5, <

“should be replaced on a milligram-for
milligram basis with aspirinor: .,
acetaminophen, whichever analgesic

- ingredient is already in the product. (2}.
' If both of the above analgesics areina
product, then either cne or both of the-

analgesics present can be used to"

replace the phenacetinon a milligram-
for-milligram basis (i.e the total ..

milligram amount of the analgesics . =°._replace it with another analgesic. -~~~ Cosmetic Act (21 U.S.C. 352) and apew

added must be equal to the milligram - * " Reformulation of a phenacetin- """ drug within the meaning of section::™

amount of phenacetin deleted). Clinical - . containing prescription drug product * 201(p) for which-an approved newdrug
studies demonstrating the safety and -~ = subject to DESI for which a final .’ - application under section 505 of theact - 7%
effectiveness of the reformulated - .7 © effectiveness determination has been (21 U.S.C. 355) and Part 314 of the <z .- '
product are not required. If reformulated * made must be in accordance with the .~ regulations is required for marketing. In

as above these products may be - .7 % " applicable DESI notice. For example -7 the absence of an approved new drug -

marketed before FDA approvesa - . butalbital-analgesic combination -7, application, any such drug product” 3

supplemental application. according to 7" products containing phenacetinarg . . ° initially introduced or initially delivered
the proceduze provided by 21 CFR 314.8.  subject to DESI 64 which appears - 2 for introduction into interstate - 7 7 7!

- (d)and () - ITeeina il 540 elsewhere in this issue-of the Federal . - commerce after August 10, 1983 willbe= "
_ A manufacturer may not reformulate @ Register. A pumber of phenacetin- " - . subject to regulatory action. The agency ...

.phenacetin-containing prescription drug . Containing products also are in that part  concludes that-although phenacetin . .-

product that is the subjectofan T -7 of the DESI program for which a final = = posesan unfavorable benefit-to-risk - .

approved full or abbreviated new drug-:. .. effectiveness determination has not yet-. _ ratio when incorporated into analgesic - B

o= - application by substituting for. t.--: .7 been made. The Director advises that __-* mixtures, ‘a recall of phenacetin products - -

=~ phenacetin another analgesic ingredient: reformulation in accord. with this notice ~~"1s not warranted. Further, many firms .-, '

% notnow in the drug product unless a_ "¢ _will not alter any interim classifications - . have already reformulated their P

" supplemental ‘application is first "o “of these drug products as les than- =i - products and the agency expects that

A ERTTY:

y

. -. . ‘approved. Clinical studies will not be- fFective. 177 T h many other firms will reformulate their
*". required for a reformulated product in 77U -Any phenacetin-containing- R jucts as a result of the publication of
which either aspirn or acetaminophen is =" prescription drug product that is not the " - is notic L T T R

- subject of an approved NDA may be*
" reformulated in accord with the same’
* requirements as'set forth fora 2
" prescription product .

substituted for phenacetin, except when
_acetaminophen is substituted for .- &
phenacetin and the product contains a
known or potential inducer of hepatic
enzymes; then & liver toxicity study will

" be required. An applicant may not be:
required to conduct such a study if it is-
demonstrated by clinical evidence PSS

-~~~ supplied from ‘the literatute that the'

that is the subjéct . -

of an NDA. However, the reformulated -~
product may result in a product that. 7+

“July 8, 1977, pp. 35424-35434.. - -,
SRS : +%: 2, “Summary of the Réport of the Advisory.
requires an approved NDA or ANDA™" " Revigw Panel o1 OTC Internal Analgesic,

¢, and Antirheumatic Products,”
Drug Administration, 1877 , PP-

*“combination is non-toxic. For the:

- " prescription drug products listéd in this %% Cammpliance (address given'above):: : : 3 P ‘o
. - notice, the only-products of which the ™ The sipplemental hew drug’; dvisory Committee Meeting, February 13+
= "+ agericy is aware that would require such applications, abbreviated new dr A 1O78 A L
- evidence on liver toxicity (because the; applications, or full new drug % {engren, N.; C. Lagergren; and A,
2 < . donotalready contain aspirin or- applications submitted for ref o mad of the Regal Pelvisin = -
== . - ‘acefaminophen which can be increase *drug produéts as requl : » Acta Chir?” :: g
== 7 " toreplace phenacetin) are ire to include’i

containing carisoprodo  with th

- pheniacetin ingredient is in cagxsqpfédé
/containing products is replaced with 3%

‘:a.&e’tammo‘phen;%j_thén}gubﬁlem'entg‘ to full a;-elﬁﬁréﬂé_bléﬁéﬁlih Div}
. i mew drug applications or full new drigis.:, Biopharmaceutics at 8
“.. %7 applications will be regaired. - Bove. I vivo, demonsfration of:

- 7% - = Reformulation of a product thatis- igavailability shall beTequired of all
" now the subject of an approved ANDA: i

) products which fail tg-achie
by _:'s.ub‘st_imtiﬁ'g' fof phenacetin an® ssoluti

Careinomd fa a Swedish District with Abuse
of a Phenacetin-Contal ing Drug.” Britis
Journial of Urology, 41:401-405, 1963,

ve adequate
dissolutio
>

G 43 o e
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Cause-of Chronic Renat Failure,” Quorterly ..

7. ohansson. Sa 1. Angervall, U. Benglsson, “27. ]oh.ansson. S. and L. Angervall (letter},
i Journal of WMadicine, 185:49-68, Japuary 1978, .-

1d L. Wahlgvist, f‘Umepitheiial Tumors of : Science, 204:130, 1979,
2 Rexal Pelvis Associated with Abuse of 28. Tomatis, L. “Carcinogenicity of 47. Gloor, F. J. “Changing Conceptsin. . =
-enacetin-Containing Analgesics,” Cancen;’ Phenacetin” (Jetter), Science. 204:128-130, Psthogenesis and Morphology of Analgesic -,
3:743-753, 1974, 77 * St e < 1979. T ) Nephropathy As Seen In Europe,” Kidney - Y
a. Hoybye, G. and O. E Nielson, “Renal S 29, Macklin, A W. R. M. Welch, and P. International, 13:27-40,1978. © 0. Lt .
elvic Carcinoma in Phenacetin Abusers," - Cuatrescasas, “Drug Safety: Phenacetin” 48. Gault, M. H. and D- R Wilsom, ¥~ -5
«candinavian fournal of Urologyand- -+ = - (letter), Science. 205:144-146, 1979, - “Analgesic Nephropathy in Canada: Clinical’ = -
vephrology, 5190-1920197L . . - PR 30. Vaught. J. B. and C. M. King® = . Syndrome, Management, and Outcome,” ¥+
9. Lin, T G- W. Smith, and J. T. Rankin. .° “Phenacetin Studies” (letter), Science, . Kidney Iniernational, 13:58-62 1978.°
Renal Pelvic Tumour Associated with™™ ~ < 206:637-839, 1878.~ .. - o ' 49. Kincaid-Smith, Pa »Analgesic st
analgesic Abuse,” Canadian Medical =~ * 31, Macklin, A W.. and R. M. Welch. Nephropathy,” Kidney International, 13:1-
Association Journ ol 167:770-771, 1972 - - “Phenacetin Safety™ (letter), Science, 207128~ 1978, - RS SR
1321 5o, Burry, A.. “Pathology of Analgesic

. 10. Hoybye, G. and O. E Nielson; “Renal . 980, .- 1. TEees o .
Pelvic Carcinoma in Phenacetin Abusers,” - [ 32. IARC Mogog::aph on the ?"al“a*“m of Nephropathy? ‘Australian Experience.”
T U the Carcinogenic Risk of Chf:nuca}s to Man, Kidney International, 133440, 1878,

ibid Pe. 241—2.4’6-:’4 aas T '4"‘-' BEdOA TR ey R

. 1uTaylen].S." shoma of the Urinary-- - 13:141-155,1977. 0 oo 51. Gonwa, T, A etal -*Analgesic--’

Tract and Analgesic Abuse.” Medical Journal’ 33, Tomalis, L., et al. “Evaluation of the Associated Nephropathy and Transitional. <t~ .

S etustralia, 1407408, 1872, " . o ety of Chemicals: A Review of  Cell Carcinoma of the UeRer) Tract." Annals

12 Maznnion. R A. and D. Susmand. - the Monograph Program of the h:u'temahonal of Internal Medicine, 93:249-252, 1980, _ .7 ¢

‘«phenacetin Abuse Causing Bladder Tumor”  Asency for Research on Cancer,” Cancer 52. Minutes of August Z 1979 meeting Sha
Journal of Urology: 108:692197L = . - Research. 38'3 8773 885, 1878, . between Burroughs Wellcome Co.and FDA-.

" 13. Murray, T and M. Goldberg, “Analgesic 34 Woodard, G. &t al., “Phenacetin: Long- 53. Crout, ], R. letter to P. Cuatrecases, May - -
Abuse and Renal Disease.” Annual Review of Term Studies in Rats and Dogs. {abstract), 29, 1080 - - s R .
‘Medicine, 26:537-550, 1975 i n Toxicology af giApplxed Pharmacology, 7:503, . - S AT B

14, Goldberg. M. and T. G- Murray; - - 1965, .. o . L Reprints of the above referenceshave - -
«Analgesic-Associated Nephropathy,” New 35, “Bioassay of a Mixture of Aspiriz, - been placed on file with the Dockets. .=
¢ SVER Phenacetin, and Caffeine for Possible . Management Branch (address given 3 - ~

England Journal of Medicine, 290:716~717, .. . . YOy .
i of e T T o Carcinogenicity. National Cancer Institute
1g78. Carcincgensi:&';.'ecbnical Report Series No. 87, above) and may be seen between § am. <
us. and 4 p.m., Monday through Fridays =2,

- 45 Anonymous, “The Analgesic Powder.”” 13 3
A N, DHEW Publication No. (NIH) 78-1317, US. -
The {"'Ed":d]"”m“] °fA”5 ‘“’Im M _ %i:mmg Printing Office, Washington. - P Tl(xi;:s notice i?i jssued under the Federal
~ 48 Murra R M.G.C.Tim .andA.L'. ppe 5% o e s T ood, Drug, an! Cosmetic Act (sec-505.
Tinton. " oy igesic Abuse in p‘;‘;g’,hﬁc = 36. Johansson, S. and L. Angervall .77 52 Stat 1052-1053, a8 amended {215+ -
Pationts.” Loncet 031305, 1970, © . © “Urothelial Hyperplasia ofthe Renal - - —11.8.C. 355} and under the authority- - .~
17. Hutchinson. H. E. ] M }ad:lson."énd P Papillare in Female Sprague-Dawley Rats " - délécz.ated to the Director of the Naﬁona.l' s
ca to k"?hs ﬁnlné 3 Haemolyti Inducedbyhong'l'erm!-‘eedinso{: RO tor f - and Bi Io y =
A:ss“}’h - I;ﬁaca .‘ezzuggzé. 195emz° yn:-. _ -Phenacetin” Acta Pathologica gt 7= = * enter for Drugs and Bio ogxcs'(see 2
agra. cet, 2:1 - - . Mjcmb"’élogfca scandinavjca Sectiqn A, " CFR 5.82 and 47 FR 26913 pubhshed mn -
18 Lorenzen, L and Mo Schwartz, T p4:353-354,1976. iz . the Federal Register of June 92,1982 » <0 -
“P‘ne::aceﬁn-induced Haemolysisin?aﬁents 37"”653.&5500: S. andL A\nggwan,: R - e IR
with Chronic Nephritis and Phegacetin I “Urothelial Changes of the Renal Papdlare in Pated: July 1,288 Z
-Abuse,” Acla Medica Sf_‘md‘"m"a'ma’@el‘/ Sprague-Dawley Rats Induced by Loog Term - Harry M. M%:j’.f'}".'. D e
455-1930-—““d A Pl ock. ey ok Feeding of Phenacetin.” ibid. pp. 375-383- .., . Director, National C
16. Cumming, R L. C. and A. Po “Drugi”~, 38, Isaka, F, et al., “Tumors of Spragues== . Biologics, 17 *3
Induced Suippagmoglobmaemxg and Heinz: - * Tiawley Rats Induced by Long Term Feeding ~ [FR Doc. 82-21740 Filed 8-882 & am}'
Body Anaemia in Pregnancy with - of Phenacetin,” Gann, 70:23-36, 1979: - % pHiNG CODE ceo01M:
Involvement of the Foetus, * Scottisi Medgcal * . ag. Smith, R.L.and J. A. Timbrell, “Factors - Tyl g LB
. Journal, 12:320-322, 1967. - ———Affecting the Metabolism of Phenacetin” .1 =~ T ' .
20. Gault, M. H. et al, "Snydrome ' T ‘Xenobiotica, 4:489-501,1874. * Tt e R e 2 SN
Associated with the Abuse of Analgesics,” 40, Bengtssen, U. 5. Johanssod, and L .- DEPARTMENTO ANDHUMAN "
~ Annals of Internal Medicine, 85:306-925, . - Angervall, “Malignancies of the Uripary =, SERVICES .- Tt Sl
1968 ST e e e e Tract and Their Relation to Analgesic” i AL T L
. 21. Armstrong, B A. Carrod, and R. Doll, 1 Abuse,” Kidney International, 13a07-113.~7  Public Health Se

_wA Retrospective Study of Renal Cancer with  1g780 === 2l g ok et PR
Special Reference to Coffee and Animal © . 41 World Health Crganization, Dunne.J.=~ Statement of O i-g' f
tein ; itisi JOUITe e -F., letter of S_eptember 10,1980 to .. Crouts ~at ONSL
Cancer, 33:127-136, 1978, T e with attachment*‘Reports on Individual -
- 92. Mahony, I. F. et al,;“Analgesic Abuse, * -’ Drugsigr T s RIS St i
Reral Parenchymal Disease and Carcinoma ™ 47, Kincaid-Smith, g_,,_::mejgé's{{; Abus
of the Kidney or Uretet,” Auvstralian and New  and the Kidoeys” Kidney International,”.
Zealand Journal of Medicine, 7:463-489, 1877. 17:250-280, 1978 " -7° e
23. Bengtsson, U., et al., “Phenacetin Abuse. . 43. Murray, R. “Genesis of Analgesic™
and Renal Pelvic Carcirion_xa." Intematianal - Nephmpathy in the United ngdom,‘! Kidney. - D of 1y
Journal of Clinical Pharmdcology: 12:200-204, -, _International; Lo ' . Department OL &€
qg7s. - L iTeeRNS e e B R,
L% K. D. and J. Hogrefe,
- Abusus and Maligne Tumorel der .
s Ableitenden Harnwege,": Munchenet.
- Medizinische Wacbgnsghﬂff. 1148

-

T T 7 B e i iy 3 Murrz ) LU anqudld.b,ex'SL
L 25 Olafsson, 0. K R Gudmundssom. and 3 Analgesiolassbdated Nephropathy
=~ A.Brekkan, “Migraine, Gastristis and Renal “11.S.A - Epidemiologic, Clxmcaland £

provide a single:

Papillary Necrosis,” Acia Medica Pathogenetic F,e'gtures._'.xldneyflntematx 41 proviee = =
‘crandindvica, 179:121-128, 1968.... - 33:84-71, 19787, 1T 1A £t }DA informationto
38 - 48. Cove-Smith. J. R. media ,t?_zg:z_-eby

28. Cuatrecasas, P “Phendcetin Studies”

(etter, Science, 2037, 1975

“Analgesic Nephropathy:

P TR
SR published in the FEDERAL REGISTER in 1982 (Vol. 47) DODE p. <3 I



