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DEPARTMENT OF HEALTH,
ECUCATION, AND WELFARE

Food and Drug Administration

{DESI 7358:; Dockes No. FUC-D-520; NDA'S
5-798 et al.]

NITROFURAN DRUGS

Withdrawal of Approval of Certain New
Drug Appiications or Pertinent Parts
Thereot

A notice 138 punlisﬁed in the FEDERAL
REGISTER of March 29, 1573.:38 FR 3186)
tn which thie Commissioner of Food and
Drugs proposed 0 issue an orcer under
the provisions of section 585ie) of the
Federai Food. Drug, and Cosmetic Act
(21 T.5.C. 335025 withdrawing approval
of the foilowing new drug applications:

» NDA 7-338. Puracin Nasal Drops con-
taioing aiirolurazone Wi sphedrine;

2. NDA 12-403, Furacin Otic Drops contain-
ing nltrofusazone and =ntfuroxims  wWith
diperocion Qrdrochlorice; and

3. That part of NDA 3785 pertaining 7
Puracia Exrs Salution containing nitrofurae
zane; ail formeriy masketed by Norwica
Pharmacal Co.. Division of Morlon-Norwich
Products, inc., 13-37 Zaton Avenue, Norwich,
NY L3815,

Other drugs Included in the above®

notice are not afected by this notice
and will be handled in separate ansn.u.
REGISTER notices.

The bases of the proposed action were:
that there is a lack of substantial evi-
dence of efectiveness and that the prod-
ucts are not shown to te safe.

On April 30, 1973, in response 20 the
notice, Norwich fled separate requests
for a hearing sor each of the above new
drug applications. On September 3, 1974
and Ociober 4. 197¢ Norwich withdraw
the requests for hearing for the above

© products snd stated that marketing of

these products has been discontinued.

No other person flled a written appear-
ance cf elaclion as provided by sald
notice. The faiiure 0 Jle such an ap-
pearance constitutes an eleclion by such
persons not to avaii themselves of an
opportunity for hearing.

All identical, velated. or similar prod-

-ucts, not the subject of an approved new

drug applicaticr, are covered by the new
drug applications reviewed and are sub-
Jject o this riotice (21 CFR 310.3), Any
person wilo ®isnes to determine wnether
a speciflc produce is covered hy this no-
tice should write to the Fcod and Drug

t

FEDERAL REGISTER,

Administration. Bureau of Drugs. Office
of Compliance (HFD-200), 3600 Fishets
Lane, Rockville, MD 20852.

The Director of the Bufeau of Drugs.
pursuant to the provisfons of the Federal
Food, Drug, and Cosmetic Act (sec. 5085,
52 Stat. 1053. as amended; 21 U.S.C. 355),
and under authority delegated to aim (21
CFR 2.121), Ands that (1; on the basis of
new information before him with respect
to the drug products, evaluated together
with the evidence available to him when
the applications were approved, there is
a lack of substantial evidence that the
drug products wll have the effects they
purport or are represented to have under
the conditions of use prescribed, recome
mended, or suggested in their labeling;
and (2) tests by methuds not deemed
reasohably applicable when such appii-
cations were apoproved., evecluated to-
gether with the evidence available when
the applicaticns were approved, snow
that the drugs are not shown 1o be safe
for use under the conditiors of use upon
the basis of which the appications were
approved.

Therefore, pursuant o the foregoing
findings, approval of new drug appiica-
tion Nos. 7-358 and 12403 and approval
of those parts of new drug appilcation
No. §~795 pertaining <o Furacin Ear Solu-
tion and all amendmeats and supple-
ments applying thereto {s withdrawn ef-
fective on December 16, 1974.

Shipment in interstate commerce of
the above-listed drug producss or of any
identical, related. or sitadlar procuct, not
the subject of an approved new drug ap-
plication, will then be unlawful.

Dated: November 25, 1974.
J. Ricrarzs CROUT,
Director,
Bureau of Drugs.
{PR Doc.74-28188 Tlled 12-3-74;8:45 am]
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tion. (NDA 3-795) which provides for
Furacin Vaginal Snpposmrm. effective
J'cme 9, 1975.

& notice was published in the FEnEmar
REGISTER of March 29, 1973 (38 FR. 8136),
in which the Food and Drug Administra~
tion announced an cpportunity for hear-_
ing on a proposal to withdraw approval
af new drug applications or pertinent
parts thereof, of the following nitrofuran
drugs: Furacin Nasal Drops (NDA._ T-
358), Furacin Otic Drops (NDA 12-403),
Furacin Vaginal Suppositories (NDJA 35—
795), Furacin Ear Solution «NDA 5-795),
Tricofuron Vaginal Powder and Sup-
positories (NDA 11-063), Furoxone Tab-
lets (NDA 11-270), and Furoxone Liquid
(NDA 11-322), all new drug applications
held by Norwich Pharmacal Co., Divi-
‘ston of Momton-Norwich Products, Inc.,

.¥3-2T Eaton Ave. Norwich, NY I3815
(hereafter Norwich).
The announcement stated that, with
tﬁz exception of Furacin Ear Solution,
Nasal Drops and Otic Drops, the Na-
tional Academy of Sciences-National
Research Council (NAS/NRC), Drug
Efficacy Study Group, had reviewed the
drug products listed above and classified
“them as less than effective. The an-"
-nouncement further stated that ‘the
Commissioner proposed to initiate ac-
tion to withdraw approval of these new
drug applications on the grounds that
(1) new information with respect to the .
drugs, evaluated together with the evi-

dence available at the time of approval

of the applications, shows that there s a

Iack of substantial evidence that the

-drugs will have all the effects they pur-
. port or are represented to have under
the conditions of use prescribed, recam-
mended, or suggested in their labeling,

and (2) tests by methods not deemed
reasonably applicable when such appli-

cations were approved, evaluated to-

gether with the evidence available when

the applications were approved, show

that drugs for human use containing
nitrofurazone or furazolidone are not
shown to be safe for use under the con-

ditions of use upon the basis of which

the applications were approved. The
Food and Drug Administration also con- ’,

cluded that there was a lack of proof of %/

safety on the grounds, inter aliz, that| A
the oral administration of nitrofurazone
and furazolidone had dbeen shown to in-
duce mammary neoplasia in rats.
Prior to initiating such action, the
Commissioner invited holder(s) of the
new drug applications and any other
fnterested persons, including those mar-
keling identical, related, or similar drugs,
fo submit, by April 30, 1973, a written
notice electing whether or not to avail
sy - Dimself of the opportunity for a hearing.
. Pre. too¥ RarY SacesH dds B ML Applicants or other persons requesting a
iqpmrm,mxns Bhearing were advised to include a well-
- .. Ratoe MDA SRS EPC. hawt BRALLS - grganized and full factual analysis of the
FURACIN VAGINAL sumsrrm clln.ica.l and other investigational data

they were prepared to prove in support
: Denial of Hearing and Withdrawal of ~ of the opposition to the proposed with-

e New Drug Application. i3> -~ “drawals.
'Com:i{gimca !!9‘1_1@83 On April 30, 1973 In response to the
denies bearing and withdraws approval Dotice, Norwich filled separate requests’

for that part of the new ‘drug sppncs- for a hearing for each of the six nitro-
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 puran new drug applications listed above.
Each request raised a single legal objec-
-_tHon. denied the factual findings of the
4 ~ommissioner, and stated that further
z.”’ supplemental submissions in surport of
E -the requests for nearing would be made.
. On June §, 1973. Norwich submitted
%" medical data and proposed revised label-
- ing for Furoxone Tablets and rerormu-
lated Furoxone Liquid ‘NDA 11-270 and
- NDA 11-323). The original iabeling re-
" vyiewed by the NAS/NRC. Drug Efficacy
Study Group, recommended Furoxone
for the :reatment of bacterial or proto-
zoal diarrhea and enteritis. The pro-
. posed revised labeling would lmit use

cholera. and Giardis lamblia. Since the
new labeling is more restrictive than that
reviewed by the NAS,/NRC, Drug Efficacy
- Study Group, and since the only data
submitted were in support of the safety
and efficacy of the revised claims, the
. _request ‘or a hearing on Furoxone Tab-

lets will be the subject of a separate

FEDERAL REGISTEZR notice when review

of the data has been completed: a natice

covering Furoxore Liquid (old formula-
tions) is published elsewhere in this issue
of the FEDERAL REGISTER.'

On Jure 21 and November 16. 1973.
in an attempt to support the safety and
eficacy of Furacin Vaginal Suppositories
(NDA 3-195) and Tricofuron Vaginal
Powder and Suppositories (NDA 11-065),

; Norwich submitted additional safety
— data. marketing data, testimonial letters

“and afidavits, clinical efficacy studies,

and numerous reierences to the medical

literature. In its June 21, 1973 submis-
.- sion. Norwich proposed to relabel Fura-
cin Vaginal Suppositories and requested
approval to reformulate and relabel Tri-
cofuron Vaginal Powder and Supposi-
tories. The proposed reformulation of
Tricofuron would replace the nifuroxime
with nystatin; the proposed relabeling of
Tricofuron would restrict the recom-
mended use to treatment of specific
mixed infections of the vagina shown to
_ Dbe resistant to other agents. Subse-
! quently, on December 20, 1973, Norwich
| notified the Food and Drug Administra-
; . tion that the lists of references attached
| * to the affidavits submitted on Novem-
| ber 16, 1973, were incorrect. To correct
! ‘the errors, Norwich submitted new lists
of medical references together with copies
of the articles referred to therein.

The Tricofuron Vaginal Suppositories
and Powder, as presently labeled and
- formulated, are covered in a separate
notice elsewhere in this issue of the
FeperaL REcrsTeR.” The Director of the
Bureau of Drugs will notify Norwich
when he decides whether or not to ap-
prove the reformulated and relabeled
tricofuron products.

On September 3, 1974 and October 4,
1974, Norwich withdrew its requests for
a hearing for Furacin Otic Drops (NDA
12-403), Puracin Nasal Drops (NDA T-
358) and Furacin Ear Solution (NDA 5-
795). These drugs are the subject of a
separate FEDERAL REGISTER notice.

e,

of
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1 See PR Doc. 14071 supra.
* See FR Doc. -~

of Furozone solely for typhoid {ever, .

NOTICES

The Commissioner has considered all
of the material submitted by Norwich in
support of its request for 2 hearing on
the proposed withdrawal of the new drug
application for that part of NDA 3-795
covering Furacin Vaginal Suppositories
and conciudes that there is no geruine
issue of material fact requiring a hearing
and that the legal objections ofered are
ipsubstantial; a iull discussion follows:

I. Tee DrUG

Furacin Vaginal Suppositories contain
0.3 percent nitrofurazone in a water-
miscible base composed of glyceryl
monolaurate and polyoxyethylene (4)
sorbitan monostearate.

II. RecoMMeENDED USES

Furacin Vaginal Suppositories labeling
reviewed by the NAS, NRC, Drug Efficacy
Study Group, recommends this drug for
treatment of bacterial vaginitis and
cervicitis and resulting leukorrhea and
malodor, prevention of infection before
and after cervicovaginal surgery and
electrosurgery and before and after
radiation therapy of pelvic neoplasms.
The proposed labeling included with the
June 21. 1973 submission recommends
the product for treatment of bacterial
vaginitis (due to Heemophilus vaginalis
and other organisms shown to be unre-
sponsive to different agents) and for use
hefore and following radiation therapy
to prevent or treat malodor and dis-
charge caused by bacterial growth in
necrotic debris.

III. TEe Dara SuBMITTED To STPPORT
CLADMS OF EFFECTIVENESS OF FTURACIN
VAGINAL SUPPOSITORIES

A. Medical Literature References Sub-
mission. 1. Keith. Louis, Bash, I. M,
Dravineks, A., and Xrotosyonski, 3. K,
“Changes of Vaginal Odors of § Pa-
tients Under Nitrofurazone Treatument,”
Journal of Reproductive Medicine, 4(4):
pp. 69-76, April 1970. In this study, six
patients with disorders of the genital
urinary tract or the vagina and uterus
were treated with Furacin Vaginal Sup-
positories. Two of the six patients were
designated as “treatment contrels” and
were diagnosed as having hematuria.
cause unknown, and stress incontinence,
respectively. Neither was reported to
have malodor. Of the remaining four
patients, one was diagnosed as having
bacterial vaginitis, and three as having
postpartum endomeiritis. All four were
reported to have malodor. A seventh pa-
tient, with a urinary tract infection.
was designated as a “normal control.”

Vaginal vapors were collected before
treatment and were compared by using
gas chromatographic and odor dilution
techniques with vapors collected after
treatment. The before and after intervals
varied from ¢ hours to 24 hours among
the various patients.

The study is not an adequate and weli-
controlled investigation of Furacin
Vaginal Suppositories for the labeled in-
dications for the {ollowing reasons:

The study subjects included only one
with a condition for which the product is,
or is proposed to be indicated (bacterial
vaginitis with accompanying malodor).

on-
-t

That subject was treated with the

drug. It is impossible to have a well-c
trolled study of a product for its labe
indications when only one subject =
such an indication is studied: with:
as here, a subject who has the speci
indication and is not treated with

test drug, it is impossible to determx
whether any effect observed in the

subject was due to the test drug o
other factors, such as the natural hist
of the condition being treated. Accc
ingly, tkvi study does not purport to |
vide for comparison of the rtesults
treatment of the drug for its labeled
dications with the results in an apr
priate control group, as required by
CFR 314.111(a) (5) ) (@) ({).

Three out of four of the test subj
with malodor did not have malodor
sociated with a condition Zor which
test drug is labeled (they had malodor
sociated with endometritis, which is
mentioned among the drug’s ind
tions). No meaningful comparison
be made between results in the tr
ment grecup (here, the four subjects -
malodor! with the results in an ap:
priate control (here, the two “treatr
controls’” and the one “‘mormal contx
as required by 21 CFR 3}4.111(a) (&
(a){$), because, first, none of the t
patients designated as “controls” wa.
ported to have malodor, and second.
two patients designated as ‘“treatr
controls” were themselves treated
the very drug being tested. Efective
of a drug for a given condition cannc
demonstrated by observing what !
pens when the drug is given to pat:
who lack that condition in the first
stance. And effectiveness of a drug:
given ccndition cannot be demanstr
by administering the drug to two gr
of patients, a procedure which resul
two uncoatrolled tests, not a contr
study.

Since the method of selecting s
subjects did not, on its face, attem;
identify patients with conditions w
Furacin Vaginal Suppositories is
tended to treat (only one of six had
a condition), the study also lac
method of selection of subjects v
provides any assurance that they
suitable for the purpose of a study a
at providing evidence of the effectiv
of the drug for its intended uses, a
quired by 21 CFR 314.111(2)(3) (L
(2)(i). Further, since subjects
knowingly assigned to groups in st
way that one group contained all pat
with malodor and another containe
patients lacking malcdor, the stud:
its face, failed to assure that the
groups were comparable with respe
a critical variable, i.e., the conditio.
which the drug is intended as treatr
as required by 21 CFR 314.111(a) (3
(@) (2) (iit) .

With respect to the test results
cerning reduction of malodor, resu
the one test subject having malodor
ciated with a condition specified i1
drug’s labeling (bacterial vaginitis)
more than an isolated case report, v
is unacceptable as the sole basis fo
proval of claims of effectiveness (21
314.111/a) (3) (i) (¢)). Results in

FEDERAL REGISTER, VOL. 30, NO. 1035—FRIDAY, !AY 30, 1975



ee patients with postpartum endo-
- metritis are not pertinent to effectiveness

..of Puracin Vaginal Suppositories for its

e

= labeled indications

(current or pro-
posed) , which do not include malodor as-

- sociated with that condition.

The methods used to quantitate “im-
_provement” in malodor are questionable.
“Improvement”’ noted in the t{wo treat-
ment controls 'was 2 to 20 times greater
than that observed in the four subjects

- with malodor. Since the treatment con-

trols did not have malodor to begin with,

-1t is apparent that the meanings of “im-

- -.provement,” *“malodor.,” or both., em-

ployed in the study have no necessary

E correspondence to the meanings those

_ words have in the clinical context of

treating malodor associated with the
~pathological conditions specified in the
labeling for Furacin Vaginal Supposito-
ries. The authors’ observations and con-
~clusions respecting “improvement” in any
of the conditions involved in the study,
.~ thus, do not constitute “quantitative
- evaluation” within the meaning of 21

CFR 314.111(a) (5(ii) (a) (4).
2. Gardner, H. L., and Dukes, C. D,

_ “Haemophilus Vaginalis Vaginitis, A

-"Newly Defined Specific Infection Previ-
ously Classified, Nonspecific Vaginitis,”
American Journal of Obstetrics & Gyne-
cology Vol. 6§9:962-976, 1955. This was a
study to classify and describe a previously
_unclassified type of bacterial vaginitis.
While the authors mention in passing
that the organism under study may be
~ sensitive to certain antibiotics, no effort
- was made to evaluate the effectiveness of
any antibiotic, or of Furacin or any other
drug containing nitrofurazone. Hence,
the study is not an adequate and well-
controlled clinical investigation of the
effectiveness of Furacin within the mean-
ing of section 305(d) of the Federal Food.
Drug, and Cosmetic Act (21 U.S.C. 355
(d)) and 21 CFR 314.111(a) (5) (iD).
3. Edmunds. P. N., “Haemophilus Vagi-
- nalis, Its Association with Puerperal Pyr-
exia and Leucorrhoea,” Journal of Ob-
-stetrics and Gynaecology British Empire,
66:917-928, 1959. This study was to de-
scribe the diagnosis and incidence of the
H. vaginalis bacterium in various clinical
—groups and its relation to other vaginal
flora. Like the previous study, the author
notes that the organism is sensitive to
_antibiotics, but no effort was made !o
evaluate the effectiveness of Furacin
Vaginal Suppositories or any other prod-

-—uct containing nitrofurazone. Hence, the

study is not an adequate and well-con-

-~ trolled clinical investigation of the effec-

tiveness of Puracin within the meaning
of section 305(d) of the act (21 US.C.
355(d)) and 21 CFR 314.111<a) (3) (ii).

4., Gardner, H. L., and Kaufman, R. H,,
“Benign Diseases of the Vulva and Vagi-
na,” C. V. Mosley Co., 1969. The authors
treat FPuracin only peripheraily and the
portions of the text relating to Furacin
do not purport to describe an adequate
and well-controlled clinical investigation
of furacin within the meaning of section
505(d) of the act (21 U.S.C. 355(d)) and
21 CFR 314.111(a) (5) (i1), since they do
no more than state, in three sentences,

FEDERAL REGISTER, VOL. 40, NO.
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that Puracin gives results comparable to
the sulfonamides. Absent any details
which permit scientific evaluation, it is
no more than a testimonial, which is un-
acceptable as the sole basis for the ap-
proval of claims of effectiveness (21 CFR
314.111(a) (5) (i) (e)).

5. Moore, Richard M., “An Evaluaton
of Various Methods of Vaginal Asepsis.”
American Journal of Obstetrics and Gy-
necology 64(2), August 1952. This study
was to evaluate the comparative effec-
tiveness of a representative agent of each
major family of antibacterials then cur-
rently used in the vaginal preparation of
the patient for gynecologic surgery. In
this study, 325 unselected gymecologic
patients were divided into seven groups
(six groups of 30, including one “no vagi-
nal medication” group, and one group of
25 who received Furacin Vaginal Suppos-
itories). Vaginal cultures were taken
from all patients upon admission {or gy-
necologic surgery before any type of
medication was given. All vaginal pre-
parations were administered in the after-
noon before surgery and at 3 a.m. on the
day of surgery. Patients receiving sup-
positories were given only one as indi-
cated. Preoperative cultures were ob-
tained just before the patient was sent to
the -operating room. Postoperative cul-
tures were taken on the fourth day on
most, but not all, of the patients.

The results of preoperative prepara-
tion were compared with results upon
admission in ferms of (1) negative cul-
tures, (2) less than admission cultures,
and (3) greater than admission cuitures.
This comparison was made with all
groups, including that receiving Puracin
Vaginal Suppositories.

The results of postoperative treatment
were compared in a similar manner, bus
were restricted to three groups. The first
of these were patients who had received
no postoperative medication. The second
group included patients who had received
penicillin and streptomycin suppositories
or penicillin suppositories prior to surgery
but who had received no medication post-
operatively. The third group included
patients who had received postoperative
medication of penicillin and streptomycin
or penicillin suppositories. There is no
group identified in the postoperative cul-
ture summary information as having re-
ceived Furacin Vaginal Suppositories.

The author draws no conclusions re-
garding the effectiveness of Furacin
Vaginal Suppositories in the preopera-
tive vaginal preparation of gynecological
patients. The author’s conclusions are
limited to -the penicillin and strepto-
mycin vaginal suppositories and to the
penicillin vaginal suppositories. which he
claims to be the most effective antibac-
terial agents used in the study in the
preoperative preparation of gynecologi-
cal patients. With respect to Furacin,
the reported results indicate that Fura-
cin is no more effective than a placebo.
Thus. of the 50 patients who received
“no vaginal medication” prior to sur-
gery, 24 percent were classified by the
author as having ‘“less than admission
cultures.” The response among the 25
patients who received Furacin Vaginal
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Suppositories prior to surgery was iden
tical, i.e., 24 percent were classified a
having “less than admission cuitures.
Similarly, these two groups showed al
most identical resuits for the percent
ages of patients classified by the authc
as having ‘‘greater than admission cul
tures’” (48 and 44 percent. respectively.

With respect to postoperative resulit
of the agents tested. the author cor
cluded that the penicillin and streprtc
mycin vaginal suppositories and pen:
cillin vaginal suppositories, administere
postoperatively, maintained a relatvei
sterile fleild to promote postoperativ
healing. There is, as mentioned, no ir
dication in the study report that post
operative cultures were obtained ar
analyzed {rom the Furacin subjects, ar
the author makes no conclusion concerr
ing the results of Furacin in the pos:
operative context.

The author.did note that no patier
in the Furacin zroup had a morbid pos:
operative course in the study. The ai
thor states, however, that the size «
each of the groups considered was ¢
small for postoperative morbidity to
of any comparative significance. He fuw
ther states that it was evident that bas
surgical technique is of primary impo
tance in the incidence of ,postoperati
morbidity.

The study, thereiore, provides no ev
dence of the effectiveness of Furac:
Vaginal Suppositories for the preventic
of infection either before or after su
gery, or for any other indication.

Further, the study is not adequate ar
well-controlled within the meaning of .
CFR 314.111(a) (5) (i1) for the followir
reasons:

There was no explanation of how t}
patients were assigned to the test grou;
to assure the comparability in test ar
control groups of pertinent variables (
CFR 314.111(a) (B) (i) (@) () Gid)). A
signment of patients in a study lke tb
must, in addition to considering u
agents being studied, also assure th
the surgery employed on each group
representative of the surgical procedur
which were involved. The author iden:
fles the surgical procedures only
“major cases” and *“minor cases.” The:
is thus no assurance of the comparabi
ity of test and control groups of pertine:
variables, that is, the surgical procedur-
to which the patients were subjected.

The study does not purport to provic
a comparison of the resuits of posto
erative treatment with Furacin with t
control or “no vaginal medicatio:
groups in such a fashion as to perx
quantitative evaluation (21 CFR 314.1
(a) (5) (1i) (@) (4) ) .“There is no record
any postoperative cultures taken fro
women who had received Furacin Vag
nal Suppositories.

Only postoperative morbidity of t
Puracin-treated patients was discusse
and then only in terms of its inciden:
in the seven groups (i.e, no scientu
comparison is made, and no conclusio:
are drawn based on the incidences
morbidity). The criteria for defini
morbidity and the method or methods {
determining morbidity are not explair

1975



= By the author ‘21 CFR 214.111(a) (3) /i)
(@)(3)). The results with respect tQ
morbidity are thus inconclusive fas

~ Tstated by the author) and. in any case,
2= PFuracin is not indicated for prevention
or treatment of that condition.

6. Lang, Warren R., “Experiences in a
Vaginitis Clinic,” Journal of the Ameri-
ean Medical Association 174(14):122-
125. December 1960 and Lang, Warren,

= Fritz, Mary Ann, and Menduke, Hyman,

“The Bacteriologic Diagnosis of Tri-

chomonal Candidal, and Combined In-
< fections,”” Obstetrics and Gynecology 20

(6>, December 1962. In the first paper,
. 'Dr. Lang summarizes his experiences
—with vaginitis over a 13-year period:
- there is no indication that he conducted
_an adequate and well-controlled clinical
—investigation. nor does he represent his
—rviews to be the product of such an in-
—-vestigation. Although he states. in one

sentence, that bacterial vaginitis re-
--sponds well to PFuraein, among other

.drugs. he presents no data or details to
support that conclusion. The reference
does not purport to be an adequate and
well-controlled clinical investigation of
the effectiveness of Furacin <within the
meaning of section 305¢d) of the act (21

U.8.C. 355(d)) and 21 CFR 314.111(a) 73)
¢it) ; it is. rather, a testimonial and is un-
acceptable as the sole basis {or a claim of

-zeffectiveness 21 CFR 314.111¢a)(3) rid)

" €c)». The second paper, an extension of
—the first, is concerned exclusively with the
. dlagnosis and grading of vaginal bacteria
-and in no way attempts to assess the
=effectiveness of any drug prdouct. Fura-

ein is nowhere mentioned. It is thus not
an adequate and well-controlled clinical

_—Investigation of the efectiveness of Fura-
cin within the meaning of section 305¢d)

- of the act (21 U.S.C.355/d)) ard 21 CFR

314.111(a) (5) (il).

- 7. Capraro, Vincent J., *“Pediatric
~“Vulvovaginitis,” Journal Newerk City
—Hospital 2:15-25, 1965. This paper pre-
sents a very general discussion of various

aspects of pediatric gynecology, including

“how to conduct gynecological examina-

—tlons (without traumatizing younger pa-

—tlents), etiology, experience of the au-

~“#thor, and, flnally, treatment. Only one
—=entence in the paper refers to Furacin.
—It summarily states that Furacin may be

-nused with satisfactory results in some

—-cases of mixed bacterial vulvovaginitis.

No data and no report of a controlled

study are offered to support the claim.

The report does not purport to be an ade-
quate and well-controlled clinical in-

vestigation of the effectiveness of Furacin

-within the meaning of section 305(d) of
the act (21 U.S.C. 355{(d)) and 21 CFR

314.111(a) (5) (ii), but is, rather, a testi-
monial, and is unacceptable as the sole

basis for a claim of efectiveness (21 CFR

314.111¢a) (5) (i) (e)).

8. Robins, Spottswood, “Office Gyne-
cology in Private Practice,” Virginia

_Medical Monthly 89:637-641, November
1962. This is another general discussion
of office procedure to be followed by
practicing gynecologists. Although the

_author states that Furacin is indicated
following electrocauterization. he offers
=, data or details either to support his

NOTICES

conclusion or ‘o permit scientific evalua-
tion. The report does not purport o oe
an adequate and well-controlled clinical
investigation of the effectiveness of
Furacin within the meaning of section
505(d) of the act (21 U.S.C. 355(d))
and 21 CFR 314.1117a)5) (i) : it Is,
rather. a testimonial and is unacceptable
as the sole basis for a claim of effective-
ness (21 CFR 314.111(a)5) (i) ().

9. Grimes. Hugh G.. and Geiger. Clyde
J. “Furacin (Nitrofurazones Vaginal
Suppositories in Operative Gynecology.”
American Journal of Obstetrics and
Gynecology 79(3) :441-450. March 1960.
This is a study of the efectiveness of
Furacin Vaginal Suppositories on post-
operative morbidity, healing, vaginal
bacterial fora, and pH in 137 patients
ucdergoing gynecologic procedures of
varying seriousness. The patients were
divided into three major groups: a “‘con-
trol group.” an ‘“‘early treatment group,”
and a “laier treatment group.” The "‘later
treatment group” was subdivided into
two groups based upon the strength of
Furacin Vaginal Suppository used (0.2
percent Furacin or 0.3 percent Furacini.
The patients were examined upon admis-
sion. preoperatively and post-operative-
Iy: the results were then comparecd. The
orerative preparation, consisting of a
thorough cleansing of the serineum and
vagina with soap and water without any
specific antiseptic, was the samc for all
groups. The “early treatment group” (35
patients) received a single Furacin Va-
ginal Suppository 14 to 16 hours pre-
operatively, and one suppository per day
for 3 days postoperatively seginning on
the frst postoperative day. The *later
treatment group’ was subdivided as in-
dicated above. All subjects in this group
received a single Furacin suppository
preoperatively. Postoperatively, the sup-
positories were administered twice daily
to the respective subgroups beginning on
Day 1. )

The study offers no evidence of the
effect of Furacin Vaginal Suppositories
on the vaginal bacterial flora when the
suppository was given preoperatively.
The authors stated that “The suppository
given preoperatively did not alter bac-
terial flora qualitatively or quantitatively
in the second preoperative specimen in
84 of 88 patients (95 percent).” The
authors concluded that there was no
statistically significant difference in
postoperative morbidity. Further, the
authors pointed out that morbidily is in-
fluenced by multiple factors, ‘‘including
the all-important basic surgical prin-
ciples,” and discussed the test results
corcerning morbidity only afier the
qualifying introductory clause, “Pre-
suming these to be constant in our series
* * *" The authors noted that early
healing was a completely unsatisfactory
otservation as a basis for comparison of
effectiveness of treatment and control
groups because all patients had a rela-
tively consistent appearance of the 6-
day-old vaginal wound. The study states
that late healing was enhanced by Fura-
cin Vaginal Suppositories, and that that
observation is statistically significant.
Finally, the study states that “Diminu-

- 235
tion of the amoum?t and odor of dischar
was noted in these patients with sac
factory late healing,” but that ‘““Ths To
servation] is certainly subjective
nature,” and makes no attempt to su
port the statement by refererce o sp
cific data. The study thus purports
provide meaningful information with =
spect only to Furacin's effect on Ia
healing. Late healing is not an indicati
for Furacin under either its currently a
proved or asroposed labeiing. The stu
thus provides no information to suppc
the erffectiveness of the product for
labeled indications.

Further, the study is not an adequza
and well-controlled clinical investigati
within the meaning of 21 CFR 3141
(a)(3) /iy for the following reasor
The authors do not describe the meth
of assigning the subjects to fest zrou
in 3 way which assures comparabili
in test ard control zroups of pertine
variables ‘21 CFR 314.111(a) (3) D (
(2) tiit) ). Control of variables such
surzical skill, hemostasis, and particw
surgical procedure involved, is critical
any study attempting to assess diffe
ences in morbidity and wound healir
Also, the authors state that antibiot
were administered on specific indicat.
only, tut they do not indicate to whi
patients or consider whether the admi
istration of antibiotics was comparat
in the treatment and control groups :
CFR 314.111(a) (5) (i) (@) (2) (i) ).

The authors failed to take steps
minimiz2 observer bias, as required
21 CFR 314111(a) (3) (i) (@) (J). Sw
steps cannot he omitted when subjecti
clinical observatiors such as the rate
postoperative healing or vagiral heall:
are to be assessed. When subjecti
clinical observations such as postoper
tive healing or vaginal odor are to
assessed, a placebo suppository shou
be used (21 CFR 314.111(a) (3) (1D G
(4) (i) . -

With respect to diminution of amou
and odor of discharge, the authors a
mittedly made no attempt to subject t!
condition to rigorous clinical study. c.
no specific data in connection with
and do not represent that their concl
sion, that the amount and odor of d:
charge were diminished, is other thac
“subjective” impression, e.g.. the met
ods of observation and recording of thc
“results’” are not stated, as required :
21 CFR 314.111(a) (3) (D) (@ (. T
study thus does not purport to provic
substantial evidence as defined-in .
CFR 314.111(a) (3) (ii), in support of tl
effectiveness of Furacin in treating od
and discharge from any cause.

10. Schwartz, Jerome, and Nardiell
Vincent, “Furacin Vaginal Suppositorie
Their Use With Radiation Therapy f
Malignant Pelvic Neoplasms,” Americe
Journal of Obstetrics and Gynecolos
65(3) :1069-1072, May 1953. The autho
state that previous results with Furac.
Vaginal Suppositories in the pre- ar
post-operative treatment of the cerv
and vagina prompted this further stuc
for the drug’s use for the postradiatic
therapy of the female pelvis. The at

thors refer to a total of 26 cases in tl
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~Zreport. although they indicate that six
—of those patients had been previously re-
—rorted in 2 separate article. In the dis-
~-cussion of_the results., however, the au-
- thors combine these six and discuss their
—results in terms of a total of 26 women
_ndergoing X-ray or radium therapy to
- -the pelvis for some type of malignant
—pelvic neoplasm (.e., carcinoma of the
cervix or vagina) -and pelvic recurrences
--of-adenocarcinoma of the ovary.
" The authors indicate that at the in-
ception of radiation therapy, or shortly
—{hereafter, all patients were instructed
to douche twice daily with vinegar
~douches and to then insert a Furacin
~Vaginal Suppository. The authors indi-
—cate that some patients were treated
-with suppositories which contained all
-of the ingredients except Furacin. After
a trial period on the placebo supposi-
tories, these patients were placed on
“Furacin Vaginal Suppositories. Patients
originally receiving PFuracin Vaginal
_=Suppositories were thereaiter given the
-- placebo suppositories. The effects on the
amount and odor of discharge were com-
pared in the patients under both condi-
tions of treatment. The authors state
that the control cases treated with the
-placebo suppositories had minimal
diminution in the character, amount,
and odor of the vaginal discharge. When
these patients were placed on Furacin
Vaginal Suppositories, a marked de-
crease in the amount and odor of the dis-
charge is reported to have occurred. Pa-
tients who had begun on the Furacin
Vaginal Suppositories and who were
subsequently given the control product
_ws s =« invariably commented upon the
increase in both the amount and cdor
of the discharge.”

The results of the study are irrelevant
to the currently approved labeling indi-
cation for Puracin Vaginal Suppositories
in the context of radiation therapy be-
cause they provide no support for the
effectiveness of the product in the treat-
ment and prevention of cervicovaginal
infections before and after radiation
therapy for cervical and pelvic neoplasms
in women. The authors provide no data
relating to the presence of identification
of microorganisms present before or after
radiation. Neither is there any informa-
tion relating to the effect of Furacin
Vaginal Suppositories upon the bacterial
flora of the vagina of the patients. The
study thus is not, and does not purport to
be, an adequate and well-controlled clin-
ical investigation of the effectiveness of
the product for its currently approved
radiation therapy-related indications (21
CFR 314.111(a) (5) (1)), nor were the
patients selected on the basis of diag-
nostic criteria designed to assure that
they had a condition (cervicovaginal in-
fections before and after radiation ther-
apy) for which the drug is approved,
as required by 21 CFR 314.111(a) (3) (iD)
(@) (2) (@) .

The study does, however, relate to
malodor and .discharge associated with
radiation therapy by reason of bacterial
growth In necrotic debris, indications
which the NDA-holder proposes for in-
clusion in new labeling for Furacin Va-

NOTICES

ginal Suppositories. With respect to these
indications, the study is not adequate and
well-controlled within the meaning of 21
CFR 314.111(a) (5) (ii) for the following
reasons:

The entire substance of the results re-
lating to the- effectiveness of the product
in controlling malodor and discharge is
set forth in a cursory recitation only sev-
eral lines longer than the brief closing
summary. This recitation contains no
meaningful attempt to explain the meth-
ods of observation and recording of re-
sults. as required by 21 CFR 314.111(a)
¢5) (iD) (@) (3). Specifically, there are no
explanations of the following:

a. How the results of the treatment
were observed or recorded. The state-
ment is made that there “was a marked
diminution in the amount and odor of
the vaginal discharge in every patient
within 48 to 96 hours.” This conclusory
statement, as with similar flat assertions
in the recitation of resuilts, is unsup-
ported by any description of the manner
in which the underlying information was
obtained. i.e., by uncritical acceptance
of the subjects’ impressions, by direct
examination performed by the authors,
or by combining the subjects’ impressions
with medical verification by the authors
in accordance with objective criteria.
Whichever of these methods was em-
ployed. the description of the results is
further deficient in failing w0 specify
the criteria by which the “results” were
identified (i.e., if the subjects’ impres-
sions were used, the standards they were
given on the basis of which they could
reliably report to the investigators that
there was in fact a diminution'in either
malodor or discharge; and if the authors
observed the results, or verified the re-
sults as reported by the subjects, the cri-
teria they used to measure them). With-
out explanation of the standards used to
gauge the existence or extent of diminu-
tion {n odor or discharge, the report can-
not be considered “adequate” within the
meaning of the regulation because it is
incapable of scientific evaluation.

b. The method of quantitation, if any,
employed in the study. The only terms
in the recitation of results which imply
magnitude are “marked diminution,”
“minimal diminution.” *“marked de-
crease,” and “the increase.” Without
knowing with some precision what these
terms mean, or how they were under-
stood by those reporting and/or observ-
ing the results, there is no way of either
independently evaluating the results or
of verifying the validity of the authors’
evaluation of them.

¢. The manner in which the investiga-
tors assessed the subjects’ responses. As
mentioned. it is possible thag the sub-
jects’ responses were assessed solely on
the basis of the subjects’ own interpre-
tation of events, which could constitute
a critical defect in the study rendering
it less than adequate and well-controlled.
This possibility is a real one, given use
in the report of phrases like “the patient
at no time noted.” ‘“‘the individuals so
treated reported,” and “[t]lhese patients
invariably commented upon.” It is not
possible to determine whether a study is

in fact “adequate and well-controlle
unless the basis for assessing the st
‘jects’ responses is stated in, or is reasc
ably apparent from, the text of the stu
report. Here, it is not. b

d. The steps taken to minimize bias
the part of the subject and observer. T
significant variables in this study cc
cern the degree of diminution of o«
and amount of discharge. There is
indication that changes in these var
bles were measured against objective ¢
teria, and the text of the study stron.
implies that, on the contrary, they w«
based solely on gross sensory impressio
thus raising the problem of possible bi
It is, therefore, important to know wi
steps were taken to minimize subject a:
more important in this case, obser
bias as a basis for determining whet!
the study was adequate and well-cc
trolled. The report of the study is cc
pletely silent in this respect. There is
indication in the report that the subje
(who were also, apparently, observers
their own conditions) were not °
whether they were receiving the act
treatment or the placebo, or whether -
investigators (assuming, since the rep
does not say that they made indepe:
ent observations) knew when they int
viewed or examined the subjects whet.
the subjects had been given the prod
under study or the placebo. The st
does not explain how, or whether, th
potentialities for bias were minimizec

For the reasons above, this study is -
adequate and well-controlled within
meaning of 21 CFR 314.111(a) (5) (i)
(3). Even if submitted as a corroborat
study under 21 CFR 314.111(a) (3
(c), this study would not be consider
for it lacks the details which per:
seientific evaluation.

11. McClanahan, H. L.. and Woodwe
H. B., Jr., “The Postpartum Cerv:
Obstetrics and Gymnecology, 14(5), 1
vember 1959. In this study, 400 recer
delivered women were divided into -
equal groups. Two hundred were
structed to insert Furacin Vaginal £
positories every night for 18 days be
ning on the seventh postpartum day.
remaining 200 were not given any m
cation. All 400 were told to refrain {
sexual activity and douches. Evalua
of effect was made at the sixth posty
tum week by tabulating the incidenc
cervical diseases in the 400 women.

The study is not adequate and w
controlled within the meaning of 21 C
314.111(a) (5) (ii) for. the follow
reasons:

It fails to set forth what steps. if a
were taken to minimize observer :
patient bias, as required by 21 CFR 3
111(a) (3) {ii) (@) (3). In particular,
study does not state whether the
vestigators were aware at the time
interviewing and/or examining the :
jects whether the subjects were in
treatment or control group. Presence
absence of such knowledge is a signific
factor in determining whether a st
is ‘“adequate and well-controlled” in v
of the possibility of bias on the par:
an observer called upon, as here, to di
nose the existence of conditions on
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&sils of medical judgment, rather than

=t objective laboratory measurements.
=-The study report indicates that test
sanbjects were selected solely on the basis
S having been recently delivered. Thus,
sEhe study does not include a method of
melection which assures that the patients
wmeere suitable for the purposes of the
asudy, as required by 21 CFR 314.111(a)
#B5) (ii) 1@y 1 2) (i). The report includes
sseveral statements to the effect that
wmthological conditions of the cervix are
w0 common among recently delivered
awomen that it can be assumed that all
mch women have such conditions. No
dmasis for this assumption is stated other
4rman the authors’ clinical impressions.
Insubstantiated assertions that all
awomen who have recently delivered
amabies also have pathological conditions
L' the cervix cannot substitute for clini-
=l diagnosis that the test subjects do
Jn fact have such conditions. Further,
FPnracin Vaginal Suppositories is not in-
Hicated for use in all pathological con-
Ritions of the cervix from which recently
s#elivered women might suffer. Thus. even
2 the authors of this study provided a
dmasis for the initial assumption that all
wnrch women have pathological cervical
seonditions, the study nevertheless fails to
=rovide a method for selecting test sub-
wevts suitable for a study of the effective-
=mess of the conditions for which FPuracin
&s-indicated in its labeling.

=wThe authors state that some of the
=matients resumed sexual relations ‘with
spossible reinfection resulting), and that
35 percent had resumed douching before
ihe evaluation was made. Thus the
=tudy, on its face, did not employ a
=method to assure that the test and con-
—=trol groups were comparable with respect
o pertinent variables, as required by
=1 CFR 314.111(a) (5) (i) (@) (2) (iid). It
s thus impossible to compare the results
wf therapy with results in an appropriate
zntrol (21 CFR 314.111¢2) (5 (i) (@)

).

12. Schwartz, Jerome, “Furacin Vagi-
-mal Suppositories in Pre- and Post-
waperative Treatment of Cervix and
#agina,” 4American Journal of Obstet-
=ics and Gynecology, 63(2):579-382,

aarch 1952. This report assesses the ef- -

dEects of Furacin on wound healing, infec-
=tion, and amount and odor of vaginal
Kischarge in the post operative cervix
=f 90 patients. Both Furacin and vinegar
=douches were administered to all pa-
Zients. The report concludes that Furacin
—promoted healing, reduced infection and
=malodorous discharge, and had other
—favorable results in all pathological con-
=texts included in the study, i.e., post-
=plectrosurgical treatment of the cervix,
-saginal operations, total abdominal hys-
=erectomy, and postradiation treatment
pf carcinoma of the cervix.

The study is not an adequate and
—-well-controlled clinical investigation
—within the meaning of 21 CFR 314.111
£a) (3) (il) for the following reasons:

The method of assignment of the sub-
dects for inclusion into the test group
or control group is not specified (21 CFR
31411l 3) (W) (@) (2)). Thus, there is
o way to determine how the subjects

NOTICES

were assigned to the groups. or whether -

there was assurance of the comparability
of test and control groups.

The author does not expiain the meth-
ods of observation and recording of re-
sults. including the variables measured,
quantitation. assessment of any subject’s
response. and steps taken to minimize
bias on the part of the subject and oco-
server (21 CFR 314.1l1l(a) (3) i ia)
(3)). Olustrative of this defect is the fact
that no explanation is given of the stand-
ards employed by the investigators o
gauge the extent of the results of treat-
ment with Furacin Vaginal Suppositories.
Thus, the conclusion is offered in con-
nection with use of Furacin in post-
radiation situations that ‘“there was a
remarkable reduction in the amount of
vaginal discharge whicn was practically
odoriess.” Nothing in the report gives
content to the term ‘“‘remarkable reduc-
tion.” Nothing in the report defines
“odoriess.”” Another example of failure
to comply with this provision of the
regulations is that there is no indication
that any measures were ftaken to mini-
mize subject and observer bias. The
study deals with clinical effects (e.g., rate
of healing, amount and odor of dis-
charge) which depend on the exercise of
medical judgment for their identifica-
tion and assessment, and so the possi-
bility of bias on the part of the observer
must be taken into account in some
way to make the study scientifically
meaningiul. The study report is silent
on this point.

Although a table in the study report
refers to “control group,” the fext 210-
where discusses or even mentions the ex-
istence of such controls. and there is no
explanation of what that term means
in this study, nor of the results observed
in the controls. The only results which
are discussed are those observed in sub-
jects who received Furacin Vaginal Sup-
positories. Statements such as “healing
time was accelerated.,” .and “decreased
postoperative infection’ are made with-
out reference to any discernible objective
standard. much less to the results in an
appropriate control. Thus, on its face,
the study contains no comparison of the
results in treated subjects with the re-
sults in a control group, as required oy
21 CFR 314.111(2)(5) (ii) (@) ({).

Interpretation of results is obscured
by the vinegar douches used by all
patients. There is no way to tell whether
the observed effects were due to Furacin
or to the vinegar douches, and thus even
if the study utilized an untreated control
group, the study would not provide a
comparison of the results of Furacin-
treated patients with the results in a
control group, as required by 21 CTR
314.111¢a) (3) (i) (@) (4), because no
patients received only Furacin.

13. Kanter, A. E.. “Infection Following
Gynecological Surgery,” Clinical Obstet-
rics and Guynecology, 2:564-381, June
1959. This paper discusses complications
following peivic surgery. It makes no at-
tempt to siudy the efficacy of any drug
product. Furacin is mentioned in a single
sentence along with other vaginal sup-
positories. The paper does not purport o

23507

describe an adequate and ‘well-controlled
clinical investigation of the effectiveness
of furacin within the meaning of section
505(d) of the act (21 U.S.C. 355(d)) and
21 CFR 314.111(a) ¢35 ¢il). It is at best a
testimonial. which is unacceptable as the
sole basis for a claim of effectiveness (21
CFR 314.111ta) 3 viiy ey .

B. Affidavits, Testimonial Letters and
Marketing Data. The afidavits and testi-
monial letters f{rom practicing physicians
and marketing data submitted by Nor-
wich do not provide substantial evidence
of the effectiveness of furacin. Wein-
berger v. Hynson. Westcott and Dunning,
Inc., 412 U.S. 609 1973); Weinberger v.
Bentexr Pharmaceuticals, Inc., 412 U.S.
645 (1973) ; Upjohn Co. v. Finch, 422 F.2d
944, 951-954¢ (C.A. 6, 1970); PM4 v.
Richardson, 318 F. Supp. 301, 309-310 (D.
Del., 1970). Such material. which lacks
details which permit scientific evalua-
tion. is not considered in evaluating
whether substantial evidence exists sup-
porting the effectiveness of a drug ‘21
CFR 214.111ta) (3) (i) ¢ 0.

C. Proposed Revised Labeling of
Furacin Vaginal Suppositories. As part
of its submission in response to the
Notice of Opportunity for Hearing, Nor-
wich. on June 31. 1873, proposed new
labeling for Puracin Vaginal Supposito-
ries. The data submitted by Norwich in
support of its request for hearing have
been specifically reviewed with respect to
currently approved labeling. Necessarily,
the analysis of the studies, in relation %o
the criteria for adequate and well-con-
trolled investigations. also applies to the
proposed relabeling described in the June
1973 supplement, and this has been so
indicated where relevant. It has been
determined that the cited studies are not
adequate and well-controlled. Results of
these studies, therefore, do not provide
substantial evidence in support of the ef-
fectiveness of Furacin Vaginal Supposi-
tories for currently approved indications.
The question of whether the evidence
submitted supports the effectiveness of
the product for proposed labeling obvi-
ously has no bearing on whether a hear-
ing is justified in relation to evidence
submitted to support currently approved
labeling. In view of his analysis, the Com-
missioner does not believe that a hearing
could be justified in connection with the
proposed new labeling on the basis of

.the data cited by the applicant. In any

event, for those indications proposed in
the June 21, 1973 submission, the Com-
missioner concludes that the applicant
must submit a new drug application es-
tablishing the safety of Furacin Vaginal
Suppositories and containing substantial
evidence of its effectiveness under those
conditions of use for which Norwich
wishes to market the product.

IV. Tue Dara SousMITTED TO SUPPORT
CLADMS OF SAFETY

Norwvich has submitted a number of
animal studies to establish the safety
of the products under consideration here
and in support of certain animal drugs
which also contain nitrofurazone. The
Commissioner has not yet completed his
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.a;;review of this material. However. since amended (21 U.S.C. 355(e))) and under-” CARDIOVASCULAR AND RENAL
¥ the Commissioner has concluded that authority delegated to the Commissioner ADVISORY COMMITTEE

*~ Norwich has failed 10 support the (21 CFR 2.120). the hearing is' denied Notice of Meeting

claimed efficacy of these drugs with evi- and the approval for that part of the :

dence meeting the statutory standard new drug application (NDA 5-795) pro- Pursuant to the Federal Advisory Ca
of “adequate and weil-controlled ciinical ~viding for Furacin Vaginal Suppositories. mittee Act of October 6, 1972 (Pub.
investigations,” upnder section 505(d) of and all amendments and suppiements 92463, 36 Stat. 7701776 (5 TU.S.C. A
. the act ‘21 US.C. 155(d)) and 21 CFR thereto, is hereby withdrawn, afective I))-the Food and Drug Administrac

gggtnt(:) s . 1t is nou necessary to June 10.1375. snpounces the following public advis
- e missioner’s evaluation ot Dated: May 15, 1975. mmittee meetin and other requ
the safety data. The lack of substantial d: May 15, co ttee o eting e rea®
avidence of effectiveness requires denial A. M. SCHMIDT. information in accordance with prc
of a hearing for these products (21 us.C. Commissioner 0f Food and Drugs. sions set forth in section 10(a) (1) .
- 355(c); 21 CFR 314.115; Z. R. Squibb & [FR Doc.75-14070 Filed 5-29-75:8:45 am] (2) of the act:
Sons, [ne. v. Weinberger, 183 F. 24 1382,
- 1386 (C.A.3,1973)). 1N Commuttee name Date. sime, place Type of meeting and cONL3cT person
. TN
- V. LGl ARGUMENTS  Cardle 4 Renal Jmmel0.9 onterence Room Open—loan C. Standseft (HFD-UO
: - . Cardfovascut 10, 9 3.m., Conference p— . Ry
~ In its hearing request for the product - f{dng;;ucfmgme.m P parklawn Bldg,. 3600 Fisners &s:{g% Lage, Rocikwlle, Md. =034,
above. Norwich states that the new drug \, Caae, Rockmile, 3¢ o

issue cannot be decided in an adminis- - - - 7
. trative proceeding to withdraw approval ' Purpose. Reviews and evaluates all aculons under section 1312, Pubiic He
=" of a new drug application. After submis- _available Qata concerning the safety and Service Act (42 U.s.C. 300e-1p, anc
. sion of the request, the Supreme Court ‘effectiveness. of presently marketed and authority w0 direct and supervise.the
_  held that the Food and Drug Adminis- ;ReV¥ prescription drug products proposed plementation of section 1312. These
_ tration has jurisdiction in an adminis- 'for marketing for use in the treatment of thorities may not be furthier redelegc
trative proceeding to determine whether icardiovascular and renal disorders. 1 hereby delegate to the Administs:
a drug product is a “new drug” within Agenda. Discussion of 'NDA 12-151 Health Sewlces..&dmllxustra.tion‘, the
the meaning of the Federal Food. Drug. Spironolactone (Aldactone) and NDA 12- thority to monitor and investigate
and Cosmetic Act. Weinberger v. Hyn- 616 Spironolactone Eydrochlo;ocmwde COI_npha-nceof entities with applicab:
son, Wescott & Dunning, supra; Wein- i(Alda.ct,a.zide). Following routine com- qun‘emgnts of Title XIII, PHS Act,
berger v. Bentex Pharmaceuticals, Inc., nittee business. 2 discussion relative t0 regulations issued thereander, and
supra; CIBA Corp. V. Weinberger, 412 the toxicity of Spironolactone will ensue, AsSSUrances which they provided
T.S. 640 (1973). ‘A recent study of 78 weekain the rat re- glrlgsg_ gglea; n;atztgen m;cees:?ry 519’
Norwich also states that its Novem- .vealed a dose related increase in LUMOrs e! of s ion 12
_ber 16, 1973 Wbmﬁion’azoiisxt&ge n;f ‘of the thyroid and testes. Eaxiter studies the Act, and the authority to pursue
affidavits from three experts, establishes ‘of 52 weeks in monkeys and 104 weeks in remedies as may be available Wit
a genuine issue of fact which requires T3S atilizing lower doses will be reviewed :gec{; to such entities, other than th
a hearing. However, each of Norwich’s ‘in light of the new data. There will, in tiontYf b-:; b!;‘rxlg civil actions unde:
. gffants bases his opinion on the studies addition, be a discussion of possible liver Tohn . 131231 s lic Health Service
previously submitted by Norwich, his ‘{involvement. \ ese authorities may be redelegat.
own personal experience, and “pertinent - The Committee will review these Apd- In addition. I hereby delegate ©
feports included on the list of refer- ings and deliberate upon their relevance Administrator, Health Services Ac
erices” attached to each of their afida- ‘to the conticued marketing and/or la-  istratlon. the authority to perfor
vits, none of which, as shown above, con= Dbeling of Spironolacton® and Spirono-s *uxll“g&f Oféhgl Secretary, under st
Tiitutes substantial evidence within the lactone/ Hydrochlorothiazide and thed 13 0, Public He themce Act (42
meaning of section 503(d) of the act .indicaions for use. / 0e-9). This authority may be

51 U.S.C. 355(d)) and 21 CFR 314111 i Agenda items are subject to chan/gé as gated.

(a) (5) (iD) . Norwich’s afidavits are testl-  priorities dictate. / These delegations are effective
mo?liials a,nc:%1 do not raise an issue of fact . Dated: May 22 1975. / mediatel?. R M
requiring 2 hearing. ! ' . MOURE.
. 1 g SaM . FxE. o Ezxecutive Office
} VI. FINDINGS - Associate Commissioner for ‘\ public Health Ser
on review of the documentation and Compliance.

May 2, 1975.

.- _legal arguments offered
g e to support the {FR Doc.75-14172 Filed 329-75;8:45
AN

i
‘.
claims of effectiveness for Furacin Vagi- !

nal Sa%postiltories angn the t.rtiiecess,ity for | public 1 o Seni ;
an evidentiary hearing, tne Commis~ | ublic Heaiilt Service ;

Sioner fnds that Norwich has failed to | HEALTH SERVICES’ ADMINISTRATION Office of the Secretary
set forth specific facts showing that ' i ) NATIONAL COMMISSION FOR THE
there is a genuine and substantial issue ° Delegation of Authority TECTION OF HUMAN SUBJEC
of fact requiring a hearing, that the legal ' On May 1, 1975 the Assistant Secretary BIOMEDICAL AND BEHAVIOR/
arguments offered are insuficient to for Health made the tollowing delega- SEARCH Meeti AN

justify an evidentiary hearing, and that tions of authority to the Executive Offi- eeting \
there is a lack of substantial evidenrce ;cer Public,Health Service, and to the Notice is hereby given that ©

that this drug has the effects it is repre- ,{Adfnimsc;ator. Health Services Admin- tional Commission for the Protec

/
(FR Doc.75-13908 Filed 5—}9—75;8:45 aml}

pE——— 4

St

sented to have under the conditions of istrations Human Subjects of _Blomedlcnl_»a
use prescribed, recommended, or Sug- i Under the authority delegated to me havioral Rese_earch will meet on «
gested in its labeling. by the Secretary on July 29, 1974, 1 and 21, 1975, tn Conference R

L hereby delegate 0 the Executive Officer, B Wing, Building 21 National In
Therefore, pursuant to provisions of Ppuplic Health Service, the authority to of Health, 9000 Rockville Pike, Be
the Federal Food, Drug. and Cosmetic perform all functions of the Secretary in  Maryland 20014 The meeting *
Act {(sec. 503(e), 52 Stat. 1052, as ,connection with the bringing of civil vene at 9 a.m. each day and will
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