
CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Package for:

Application Number :    019931

Trade Name :   KLARON LOTION 10%     

Generic Name: Sodium Sulfacetamide Lotion 10%         

Sponsor :   Dermick Laboratories, Inc. 

Approval Date:   December 23, 1996  



.

, WV% ‘*.
*J

J.

●

~’ $ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health service
;
.

> la
Food and Drug Administration

NDA 19-931 Rockville MD 20857

Dermik Laboratories, Inc.
Attention: Ronald F. Pamer DEC-23 I$KE
Group Director, Regulatory Affairs
500”Arco1a Road
P.O. Box 1200
Collegeville, PA 19426

Dear Mr. Pamer:

Reference is made to your new drug application (NDA) dated December 22, 1988, submitted
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act for Klaron (sodium
stdfacetarnide lotion) Lotion, 10%, formerly identified as Sulfacet Clear Lotion, 10%.

Reference is also made to the not approvable letters dated September 28, 1989, and October
30, 1990, and to the approvable letter dated June 19, 1996. We acknowledge receipt of your
additional communications dated June 18, July 3, August 23 and 26, and October 25, 199&

This new drug application provides for the treatment of acne vulgaris.

We have completed the review of this application: as amended, including the submitted draft
labeling, and have concluded that adequate information has been presented to demonstrate that
the dwg product is safe and effective for use as recommended in the enclosed, revised, draft
labeling, Accordingly, the application is approved effective on the date of thk letter.

The final printed labeling (FPL) must be identical to the encIosed draft labeling. The enclosed,
revised, draft labeling and carton labels were stated to be acceptable in your facsimile dated
December 23, 1996. Marketing the product with FPL that is not identical to this draft labeling
may render the product misbranded and an unapproved new drug.

We also acknowledge receipt of your facsimile dated December 6, 1996, in which you have
committed to revise the container label to be consistent with the enclosed, revised, draft -
labeling. ”You”have committed to implement these changes in the container and carton labels at...
the next printing.

Please submit sixteen copies of the FPL as soon as it is available, in no case more than 30 days
after is is printed. Please individually mount ten of the copies on heavy weight paper or
similar material. For administrative; purposes this submission should be designated “FINAL
PRINTED LABELING” for approved NDA 19-931. Approval of this submission by FDA is
not required before the labeling is used.

Should additional information relating to the safety and effectiveness of the drug become
available, revision of that labeling may be required.

. ——. —



NDA 19-931
Page 2

We remind you of your Phase 4 commitment specified in your submission dated July 3, 1996.
This commitment is listed below:

Protocols, data, and final reports should be submitted to your IND for this product arid a copy
of the cover letterdsent to this NI)A. Should an IND not be required to meet your Phase 4
commitment, please submit protocols, data and final reports to this NDA as correspondence.
For administrative purposes, all submissions, including labeling supplement, relating to’fh&
Phase 4 commitment must be clearly designated “Phase 4 Commitments. ”

We also acknowledge your commitment of July 3, 1996, to conduct accelerated-condition
stability as well as labeled storage condition stu’dieson the first three full-scale commercial
production lots.

In addition, please submit three copies of the introductory promotional material that you
propose to use for this product. All proposed materials should be submitted in draft or mock-
up form, not final print. Please submit one copy to this Division and two. copies of both the
promotional material and the package insert directly to:

Food and Drug Administration
Division of Drug Marketing, Advertising and Communications,
HFD-40
5600 Fishers Lane

-Rockville, Maryland 20857

Please submit one market package of

.-

./.”

the drug when it is available.
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We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

I If you have any question, please contact:

I Kevin Darryl White, M.B.A.
Project Manager
(301) 827-2023

Sincerely yours,

9b-==kzJJl_

J athan K. Wilkin, M.D.
Dbector
Division of Derrnatologic and Dental

Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research

ENCLOSURE

.,. ...
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The reviewers of this application were:

Ella Toombs, M. D., Medical Officer, HFD-540
Janet Higgins, Chemist, HFD-540
Syed N. Alam, Ph. D., Pharmacologist/Toxicologist, HFD-540
Ralph Harkins, Ph. D., Biostatistician, HFD-725
E. Dermis Bashaw, Pharm.D., Biopharmaceutist, HFD-880
Kevin Darryl White, M.B.A., Project Manager, HFD-540

. . ..
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cc:
Original NDA 19-931
HFD-540/Div. files
HFD-540/PROJ MGR/White/12.04. 96
HFD-540/ACTING SUPV PROJ MGR/Kozma-Fomaro/ 12.04.96
HFD-540/MO/Toombs
HFD-540JDIV DIRIWilkin
HFD-540/CHEM/Higgins
HFD-540/CHE.M TL/DeCamp
HFD-5401PHARMlAlam
HFD-540/PHARNl TL/Jacobs
HFD-725/BIOSTAT TL/Srinivasan
HFD-880/BIOPHARM TL/Bashaw
HFD-520/MICRO?Creedon
HFD-520/NIICRO TL/Sheldon
HFD-2/M.Lumpkin
HFD- 105/M. Weintraub
HFD-830/E.Sheinin
DISTRICT OFFICE
HF-2/Medwatch (with labeling)
HFD-92 (with labeling)
HFD-40/DDMAC (with labeling)
HFD-613 (with labeling)
HFD-735 (with labeling)

drafted: KDW/December 4, 1996/NDA 19-931
r/d Initials:
final:

APPROVAL
PHASE 4 COMMITMENT ./’

,/’
/
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NDA 19-931

Derrnik Laboratories, Inc. ““
Attn: Ronald F. Panner
Group Director, Regulatory Affairs
500 Acola Road
P.O. Box 1200
Collegeville, PA 19426

Dear Mr. Pamer:

Reference is made to your new drug application (NDA) dated December 22, 1988, submitted
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act for Suifacet Clear
(sodium sulfacetamide lotion) Lotion, 10%.

Reference is also made to the not approvable letters dated September 28, 1989, and October 30.
1990. We acknowledge receipt of your additional “communications dated November 8, 1990:
January 25 (two identical) , lhdarch22, April 9, and October 15, 1991; March 4. }lay 12 and 13,
June 24, July 1 and 21, and September 9 and 23, 1994; January 30, February 27. March 10, and
December 12, 1995; and February 21 and 22, and March 12, 1996.

We have completed the review of this application a$ submitted with draft labeling, and it is
approvable. Before the application may be approved, however, it will be necessary for you to
submit the foIlowing:

1. Revised draft labeling for the drug pioduct that is identical to the enclosed draft
labeling. Should additional inforniation relating to the safety or effectiveness of
this drug product become available. further revision of the labeling may be
required.

7-. Under 21 CFR 314.50 (d) (5) (vi) (b), we request that you update your NDA by
submitting all safety info~ation you now have regarding your new drug.”Please
provide updated information as listed below:

A.

B.

c.

D.

.,-

Retabulate all safety data including results of trials that were still ongoing at
the time of~DA submission. The tabulation can take the same form as in

./,’

your initial submission. Tables comparing adverse reactions at the time the
NDA was submitted ~ now will certainly facilitate review.

,/’
Retabulate drop-duts with new drop-outs identified. Discuss. if appropriate.

Provide details of any signiilcant changes or finding, if any.

Summarize worldwide experience on the safety of this drug.
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E. Submit case report forms for each patient who died during a clinical study or
who did notcompleteastudybecauseofanadverseevent.

-.

Pleasealsoupdatethenewdrugapplicationwithrespecttoreportsofrelevant
safety information. including all deaths and any adverse events that led to
discontinuation of the drug and any information suggestingasubstantial
differenceintherateofoccurrenceofcommon butlessseriousadverseevents.
Theupdateshouldcoverallstudiesandusesofthedrugincluding:(1)those
involvingindicationsnotbeingsoughtinthepresentsubmission,(2)otherdosage
forms,and(3)otherdoselevels,etc.

3. A cornmi~menttoconductthefollowingasaPhaseIVrequest:

●

—— /-

4. As aresultoftheunsatisfactorycurrentgoodmanufacturingpractices(cGMP)
inspectionsdatedMa>-1,1993toJune23,1995thefollowingrequestsarelisted
below:

.4. An updatedmanufacturingproceduredescribingtheequipmenttobeused
andthemixing,’holdingtimes.

B. New accelera~ed-conditionstabilitydatafromrecentlymanufacmredlots
andacommitmenttoconductlabeledstorageconditionstudieson’thefirst
threefull-scalecommercialproductionlots.

We remindyouthatasatisfactoryinspectionofyourmanufacturingfacilitiesforconformance-
withcurrentgoodmanufacmring”’practices(cGMP)isrequiredbeforethisapplicationmay be ./”

approved.

Inaddition,althoughnot[hebasisfor:J_Jeapprovabilityofthisapplication,thestandardoperating
procedure(SOP) forthemicrobiallirmtstestshouldbeprovided.

Validationoftheregulato~me~hodshasnotbeencompleted..4tthepresenttime,itisthepolicy
oftheCenternottowithhoidappro~al because the methods are being validated. Nevertheless.
we expect your continued cooperation to resolveanydeficienciesthatmay occur.

.
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Pleasesubmitthreecopiesoftheintroducto~promotionalmaterialthatyouproposetousefor
thisproduct.All proposedmaterialsshouldbesubmittedindraftormock-upform,notfinal
print.PleasesubmitonecopytothisDivisionandtwocopiesofboththepromotiona~rnaterial
andthepackageinsertdirectlyto:

FoodandDrugAdministration
DivisionofDrugMarketing,AdvertisingandCommunications
HFD-40
5600FishersLane
Rockville,Maryland20857

Inaccordancewiththepolicydescribedin21CFR 314.102(d)ofthenewdrugregulations.you
may requestaninformalconferencewiththemembersoftheDivisionofDennatologicand
DentalDrugProducts,todiscussindetailthedeficienciesinthisapplicationandw-hatfurther
stepsyouneedtotaketosecureapproval.Themeetingshouldberequestedatleast15daysin
advance.

Within10daysafiertheda~eofthisletter,youarerequiredtoamendtheapplication,notifyusof
yourintenttofileana.menament,orfollowoneof~ourotheroptionsunder21CFR 314.110.In
theabsenceofsuchactionFDA may takeactiontowithdrawtheapplication.

/

Thedrugmay notbelegallymarketeduntilyouhavebeennotifiedinwritingthattheapplication
isapproved.

Shouldyouhaveanyquestionsconcerningthisapplication.pleasecontact:

KevinDarq~lWhite,h4.B..4.
ProjectManager
Telephone:{301)827-2020

Sincerely yours, .,-

,J3i}ector
“’DivisionofDermatologicandDental-

DrugProducts
OfficeofDrugEvaluationV
CenterforDrugEvaluationandResearch

Enclosure

—
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cc:
OrigNDA19-931 Concurrenceonly:

--

HFD-2/Lumpkin HFD-540/DEPDIR/Katz/04;l7/96
DistrictOffice-PHL HFD-540/PHARM SUPV/Jacobs/04/l6/96
HFD-105 HFD-540/CHEM SUPV/DeCamp/04/l6/96
HFD-SO HFD-540/PROJMGR SUPV~Coo10’04/l6/96
HFA-I00
HFC-130
HFD-5
HFD-540
HFD-540~IV DIR/Wilkin
HFD-540/MO/Toombs/04/OS/96
HFD-540/PHAIM4/Alam/04/08/96~
HFD-540/CHEM/Higgins’04/l6/96
HFD-520/MICRO SUPV/Sheldon/04/l5/96
HFD-426/BIOPHAilM,’Ajayi/04/09/96
HFD-725/1310STAT/Srinivasan104/09/96° .
HFD-725iBIOSTAT/Harkins!04/09/96
HFD-40/DDMAC/Raymond
HFD-5401_PROJMGRlJlite!G4/05/96

APPRO%-ABLE
PH.4SE IV COMMITME?iT

./

/“’
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Mr. Ronald F. Panner
Director, Regulatory
Dermik Laboratories,
500 Virginia Drive

Affairs
Inc.

Fort Washington, Pennsylvania 19034

Dear Mr. Panner:

Reference is made to your New Drug Application (NDA) dated
December 22, 1988, submitted pursuant to section 505(b) of the
Federal Food, Drug, and Cosmetic Act for Sulfacet Clear (sodium
sulfacetamide) Lotion, 10%.

Reference is also made to the not approvable letter dated
September 28, 1989. We acknowledge receipt of your additional
communications dated October 25, 1989 and June 26, 1990.

We have completed the review of this application, as amended, and
have concluded that the information presented is inadequate and
that the application is not approvable.

Under section 505(d) of the Act ‘and 21 CFR 314.125(b) of the FDA
implementing regulations, you have failed to provide substantial
evidence consisting of adequate and well-controlled studies, as
defined in 21 CFR 314.126, that Sulfacet Clear (sodium
sulfacetamide) Lotion, 10%, will have the effect it is represented
to have under the conditions of use prescribed, recommended; or
suggested in its proposed labeling. Specifically, each clinical
study did not include an acceptable physician global evaluation.

The testimonials from the clinical investigators, which were
included in the submission dated June 26, 1990, were inadequate.
The testimonials included statements by the clinical investigators
that the improvement observed by the patients in the clinical
studies was clinically significant. However, they do not provide
an evaluation of the progress of each patient. A physician global
evaluation would be expected to analyze the progress of eaa
patient from baseline disease status at each evaluation visit. It
is recommended that the progress be measured on a graduated scale.
Such a scale may be c?mprised, for example, of five numbered
gradations of improvem~fitfrom 110”(no change or exacerbation) to
1’4;1(disease cleared).

Please be advised that the information submitted in response to the
chemistry, manufacturing, and controls deficiencies specified in
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the not approvable letter dated September 28”,1989 was evaluated
and found to be acceptable.

We reserve comment on the proposed labeling until the New Drug
Application is found adequate in other aspects.

Within 10 days after the date of this letter, you are required to
amend the application, or notify us of an intent to file an
amendment, or follow one of the other alternatives under 21 CFR
314.120. In the absence of such action on your part, the FDA may
proceed to withdraw the application. Any amendment should respond
to all the deficiencies listed. A partial response will not be
processed as a major amendment, and,
will not be activated.

9
Sincerely

therefore,- the review clock

yours,

Murray M. Lumpkin, M.D.
Director
Divi.s>on of Anti-Infective

Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

cc: Orig NDA 19-931
PHI-DO
HFD-82
HFD-500
HFD-520
HFD-520/DIV DIR/Lumpkin
HFD-520/MO/Bostwick

W ,~ % “~

HFD-520/MO SUPV/Chambers
HFD-520/PHARM SUPV/Osterberg
HFD-520/CHEM/Shetty
HFD-520/CHEM SUPV/De Camp
HFD-521/PROJ MGR/Cook-. ..>~l~~,$o,.:c

...,
NOT APPROVABLE /’/v

,

.,



NDA 19-931

F!!.RonaldF. Panner
De.rmikLaboratories,Inc.
FortWashington,Pennsylvania19034

DeazPk. Panner:

Referen@ Ls made to yourNew IXugApplication(NDA)datedDecembeY22, 1986,
sutxnittedpursuantto section505(b)of the FederalFood,Drugand Cosmetic
Act for Sulfacet(sodiumsulfacetamide)Lotion,10%.

We havecompletedouz reviewand concludethatthe informationp~esentedis
inadequateand that the applicationis not approvable.UndeKsection
505(b)(l)of the ACC and 21 CFR 314.125(b)of the regulations,you have-failea
to providesubstantialevidenceconsistingof “adequateand well-controlled
studiesto assu~ethat thisproductwillhave the effectit is zepzesentc~to
haveunderthe conditionsof use ~ecomendedin the labeling. Specifically,
the clinial studies failed t.o include a global evaluation by the physician.

We do not consider the patient global evaluation xesults to be zeliable
because of the subjectivenatureof patientreactionto thetapy. Sincethe
reSUltsof the inflammatorylesioncountsindicatethatthe activeproductis
onlymarginallysupeziorto the placebo,the physicianglobalevaluation
becomesevenmore irgortantto the overallintezpxetationof the study.

The manufacturingcontrolinformationsuhitted in supportof thisapplication
is inadequateas follows:

b
1.

2.

3.

4.

The quantitativecompositionof the d~ugproductshouldbe statedin
percentagesbasedon volume,sincethe drugproductis a liquid. !I1-ie
batchcxnnpositionfozmanufacturingpwpxes may be statedin terms
of weights,sincethisreflectsno-ml manufacturingpractice,but
any such statementshouldbe accompaniedby a densityo: equivalent
volumefor pucposesof ccmpaxison,unlessdensityor specificgzavity
is a specificationfox the ingredient.In addition,a measuzed .

densityfor the formation shouldbe pzovidedto petit conversion
of wlw percentagesto wjv percentages. ,

The individualingredientsidentifiedas.
nust be identifiedby tzade

name, as wll as chemjtalname,and the compositionstated.

The specificationsassociatedwith testnWhod
are not assays,but limitson zeacted

pzecurso:s.M assaymethodwhichis specificfox the in~wdient
pu:portedto be presentmust be suhitted.

The specificationsfo:mi~obial limitsshouldidentifythe other
specifieswhicha:e Kegardedas
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5.

6.

7.

8.

9.

10●

b

11.

12.

13.

,.

DrugMasterFile (DMF)zefezenceshouldbe suppliedfor

Suppliersof non-compendialinactiveingredientsmust be identified
by name and address,and the specificproductto be used identified.

The batchmanufacturinginstructionsshouldbe revisedto pzovidefo~
adjustmentof the amunt of sulfacetamidesodiumby the resultsof
the wateranalysis.

The targetstrengthfoz the formulationmust be 100% of 1*1 claim.

The lakxxatozycontrolsused to assurethe identity,stzength,
qualityand purityof the dzugpzoductare inadequateto contxolthe
finishedduug pxduct as follows:

A. Th@pH specificationmust statewhetherthe measurementis to be
made on neatox diluteddrugproduct.

B. A descriptionof lot cont~olnumbexingwhichis capableof
yieldingthe completemanufacturinghistozyof the packagehas
not beensubmitted.

c. In addition,consideration
publishedassaymethodfor
7, pg. 2834).

The stabilitydata reportedare

shouldbe givento usingthe
sulfacetamide

inadequateto
expiation date of tw&ty-fourmonthsfoz the

A. The datesof nmufacture are not stated.

sodium(USPXXIISupp.

supportthe propxed
drugproductas follows:

B. NO lot includesre~:ts of measurementsbeyondtwelvemonths.

Testingat the threemonthtestingstationmust be includedin futu~e
stabilitystudies,as describedin the stabilityprotocol.

The labelsand l@eling aze inadequateto insurethe safeand
effectiveuse of the dmg as follows: ...

A. The abbreviation shouldk“ used insteadof fox
in the finalprintedlabeling.

;.‘

B. “is not the same as
the NF namemust be used,

Typographicalerrozsin the rightpanelsof the containerlabeland
cartonmust be correctedas follows:



NDA 19-931 -3-
.-

b

-.

A. should have a space following

B. 14ethylparabenis misspelled(onthe labelonly). -

14. We recomnendthatthe stabilityprotocolbe revisedas follows:

A. pH shouldbe includedamongthe specificationsto be tested.

B. my reworkedlot shouldbe placedon stabilitystudy.

c. Resultsof the ongoingstabilitystudiesshouldbe reportedeach
year in the annualreport,zatherthanonly uponextensionof
the shelflifeor withdrawalof a lot fromthe market.

15. We wish to b~ingto your attentionthat the canpendialmonograph
referencedin yourapplicationfor the controlof
permitswe use of sodiummetabisulfite

Sinceno monographfox ‘ appearsin USP
XXI/NFXVI,we recommendthatyou considerthe identityof the
materialyou proposeto use in the formulation,and, if appropriate,
make the followingrevisions:

A. Replace

B. Makecorresponding

Within10 days afterthe dateof

as an ingredientwith

changesin the draftlabelsand labeling.

this letter,you are requiredto amendthe
application,or notifyus of your intentto filean amenhnt, or followone
of the otheralternativesunder21 CFR 314.120. In the absenceof suchaction
on your part,the Foodand DrugAdministrationmay proceedto withdrawthe
application.Any amendmentshouldres~nd to all the deficiencieslisted. A
partialreplywillnot be processedas a mjor amendmentunlessit addresses
all remainingoutstandingdeficiencies,nor will the zeviewclockbe
reactivateduntilall deficiencieshave beenaddressed.

.-

Cc: Oriq NDA
HFti82/HFD-710
HFD-220/HF&50O ,/‘

HFD-520\HFD-520\LGavrilov~ch,,;’_,

Sincerelyyours,

LillianGavrilovich,M.D.
ActingDirwtor -
Divisionof Anti-Infective

,7 ‘@rugProducts

u
.,.4

. . . .

.,’”

$
~FW520/~Nans/HF*520~E&~~~:}6ffi~ of Drug EvaluationII

,,~@D-520/JMDavitt/HFD-20/
A ??E%

s la Centerfor Drug Evaluationand Research
\\ HFD-520/ROsterberg

———.——





‘.. PEDIATRIC PAGE
[Compfeteh all ori@malapplicationsandall efficacysupplements]

.

Indicationin this application &J~ Uti\%&

(Forsupplements,answer the followingquestionsin relationto the proposedindicatiori.)

‘$@1*
t

PEDIATfUC LABEUNG [S AD% UATE Appropriateinformationhas been submitted in this or previous ~
applications and hasbeenatfeqte[ysummarizedh thelabelingto permitsatisfactorylabefingfor#f pediatric

subgroups. Further information is not required. P@ ~ w -. y %=@&q ~
* S*E ,d ?*L~Q PW6d’13 ~~tlti< iL UK VG7 && ~3TA~** .

—2. PEDIATRIC STUDIESARENEEKIED.Thereis potential for use in children, and further information is required to

. permit adequate labeling for thu use.

— a. A newdosing formation is needed, and applicant has agreed to provide the appropriate formtrlat&.

— b. The applicant has committed to doing such studies as will be required.

3

_ (1) studiesareongoing,
_ (2)Protocofs were submitted and approved. ‘
_ (3) Protocolswere submitted and are under review.

...

_ (4 If no protocol has been submitted, explain the status of discussions on the back of this form.

— c- lf the sponsor is notwiflingto dopediatric studies, attach copies of FOA’S wriiten reque;t that such

studies be done and of the sponsor’s written response to. that request.

— 3. PEIIIATRIC,STUDIESARENOTNEEDED.Thedruglbiologic product has little potential for use in chifdren.

Explaim on’{he back of th~ form, whypediatric studies are not needed.
$.$+ *-J +%,7

EXPLAIN. If none of the above apply, explain, asnecessary,onthetrackOfthisfwm.q-+ *sWCs~ < I+.
P& c+-.~ c,

fTEMS ON THE BACK OF THIS FORM.

./.’

d? b

signatu~f Preparer and Title (PM, CSO, MO,other) DateA

NDA/PLAActionPackage I
HFD-510/GTroendle(plus, for CDEflAPs and AEs,copyof action letter and labeling)

4 IOTE A new Pediatric Page must be completed at the time of each action even though one was
Orepared at the time of the last action.
5195



PEDIATRIC PAGE
bwfete for all oriiinalapphatiom andafiefficacysupplements)

.

hlDAIPLA# /9?3 ) Supplement# Circle one: SE1SE2SE3SE4SE5 SE6

56 (Kcd <“/<.. ( %.@:* 5.. L,*LJZ [d:+. J
HF ~ -5-70 Trade(generic)name/sfosageform /’iG6*C’;.\@( ~ Action: AP AE<NA~*

ApplicantO!?.m:L‘ L $:Lc,.c#..p:~s TherapeuticClass 37

Indication(s)previouslyapproved ~d WWJ, &@,L.W
PediatricIabeliigof approvedindication(s)is adequate_ inadequate_ /V/A

Indicationin this application ,4 c.a L V*/ L@h.’<
(Forsupplements,answerthe foltowingquestionsin relationto the proposedindication.)

x
,,-

1. PEDIATRIC fdBEUNG IS ADE(llJAT& Appropriateinformationhasbeensubmittedinthisor previ us
applications and has been adequately summarized in the labeling to permit satisfactory labeJng fo

@
ediatric

subgroups. Further information is not required. fiz3~.~~7 <.t~~~.) 7 C . ?=I g ,’.. ,~. “.+,.> ‘d:+/:
fLW4A”!5 AU5~c - ~,v~ fs4.#x’,

—~ PEDIATRIC STUDIES ARE NEEDED. There is potential for use in chldren, and further information is requ~ to
-

$ tpermit adequate labeting for this use.

A new dosing’formation is needed, and appficant has agreed to provide the appropriate formulation.

The applicant has committed to doing such studies as will be required.

(1) Studies are ongorng,

(2) protocols were submitted and approved.
(3) Protocols were submitted and are under review.
(4) If no protocol has been submitted, explain the status of discussions on the back of this form.

If the sponsor is not wilfirrg to do pediatric studies, attach copies of FDA’s wriiten request that such
studies be done and of the sponsor’s written response to that request.

— 3. PEDIATRIC STUDIES ARE fdOT NEEDED. The druglbiologic product has fiitle potential for use in children.

Expfaii,on the back of thsform,why pediatric studies are not needed.

— 4. EXPLAIN.[fnone of the above apply, explain, as necessary, on the back of this form.

EXPLAIN,ASNECESSARY,ANYOFTHEFOREGOlfIfGITEMS ON THE BACK OF THIS FORM.

~&’~A.7rH
...

A- D- P-fQ5- .,.”

Signatureof Preparerand title (PM,CSO,MO,other]

cc: OrigNOA/PLA# /’‘7-?31

-P

6/1$/%

f-fFfl”3-Y~ /DivHie
..”

.~ .
NDAIPLAAction Package

,’

HFD-510/GTroendle (plus, for CDERAPsand AEs,copy of action letter and labeling)

fIIOTEA new PediatricPagemustbecompletedatthetimeofeachactioneventhoughonewas
preparedatthetimeofthelastaction.
i195

___——— .—
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Sponsor:

Medical (Xllcer’sReview of h7DA 19-931

SubmissionDate: March 4, 1994
Review Date: November28,1994

Dermik Laboratories
500 ArcolaRoad
ColIegeville, PA 19426

Product Narn(R Generic-SodiumSulfacetamide10%
Trade -SulfacetClearLotion

Pharmacological -S: Topical antibiotic

Proposed Indication: Acne vulgaris

Route of Administration: Topical

Proposed Dosage: ‘ Twice daily

Related NDAs: NDA 5-963 Sulfacetamide 10-30%
Ophthalmic Solution and
Ointment

NDA 10-210, 12-813, 18-988 Sulfacetamide / Steroid
Combimtion Products

Related Reviews: MOR dated 8/19/94
MOR dated 9/10/94
Statistical Review dated 7/29/94

Reviewer Comment:
l%is hDA was ongirudly submitted on December 22, 1988 and received a “not
approvable Wletter dated September 28, 1989, on the basis that the studies failed to
include a physician’s global eval~”on as pan of the ejicacy cn”teria (See Clinical ““
Review dated August 19, 1989). % applicant responded with the submission of two .,,
“testimonial letters * suppo~’ng the efficacy of the product. A second, “not
approvable” letter was issued repetiing the requirement for a physician’s global
evaluation. (See Clinical Review &ted September 10, 1990). The current submission
consists of two completed clinical studies.

/

17zisproduct has been widely used by dermatologists for many years.

NDA 19-931 Sulfacet Clear Lotion
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Protocol DL-6013-91O2(O1)

Principal Investigator:

Investigational
Review Board:

Study De&gn:

n

Number of Subjects:

Ages of Subjects:

Demographks:

Inclusion Criteria:

Exclusion Criteria:

A Controlled, Double-Blind Study Comparing Sodium
Sulfacetamide Solution and Vehicle - -

LawrenceC. Parish
1819 John F. Kennedy Blvd
Philadelphia, Pennsylvania 19103

Exxex Institutional Review Board
60F Apgar Way
Lebanon, New Jersey 08833

Thiswas a double-blind,singlecenter,randomized,vehicle
controlledstudydesignedtoassesstheefllcacyandsafetyof
topicallyappliedsodiumsulfacetamide10% lotioninthe
treatmentofacnevulgaris.

70

13 years to 30 years

Gender - 31 Males 39 Females— —

Race - 30 Caucasians 28 Blacks
4 Orientals 4 Hispanics
3 American Indians 1 Arabic

● Grade II - III acne
● 20 to 60 inflammatory lesions
● 20 to 100 comedones

● Known hypersensitivitytosulfurorrelatedcompounds
● Patientswho arepregmntforlactating
● Treatmentwithsystemicantibioticswithin4 weeksof’-

studyenrollment
● Treatmentwkh topicalantibioticswkhin2 weeksof “’”’

studyenrollment

NDA 19-931 Sulfacet Clear Lotion
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Study Plan: Patients who met the clinical designation of Grade II or Grade III, mild
to moderate acne, having a range of 10 to 80 facial comedones and 20
to 80 inflammatory were enrolled and instructed to apply the topical
preparation to the facial skin twice daily. Eftlcacy variables-which
were used to assess patient response to treatment included a reduction
from baseline in the number of comedones, papuIes/pustuIes and acne
grade. These variables in addition to physician and patient overall
assessment were monitored at weeks 2, 4, 6, 8 and 10.

Reviewer’s Comments:
Zke parameters and evaluation points chosen by the sponsor in order to assess
eflcacy of the drug produc~ were appropriate. There were no references to safety
evaluations included in the study design, however adverse events were recorded and
the results are included at the end of the study tabulation.

●

End of Study Tabulation Resuhs by Treatment Group

Sodium Sulfacetamide Vehicle

(numberofsubjects) (numberofsubjects)
Disposition

Enrolled 35 35

Completed 20 18

Discontinuations 15 17
VoIuntariIy Left 5 5
Missed 2 Visits 7 5-
Lack of Efficacy 3 2 ,._<.

Lost to Follow-up o 2
Adverse Reactions o 3

.. .

Reviewer’s Comments: l’%epercentage of completed subjects is relatively low in each
group. ,’”

/’

NDA 19-931 Sulfacet Clear Lotion
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Count Inflarnrnatov Lesions

Sodium SuIfacetam.ide

percentreduction
Q mean frombaseline

Baseline 32 22.6
2 Weeks 30 17.8 18%
4 Weeks 27 17.4 23%
6 Weeks 21 13.5 39%
8 Weeks 17 12.6 49%
10Weeks 20 11.6 50%

p valuefor reduction from baseline = 0.002
p valueforpercentreduction = 0.001

*

Count Comedones

Sodium Mfacetamide
percentreduction

~ mean frombaseline
Baseline 32 36.1
2 Weeks 30 27.8 20%
4 Weeks 27 27.1 28%
6 Weeks 21 22.5 34%
8 Weeks 17 18.2 47%
10Weeks 20 17.8 49%

p valuefor reduction from baseline =
p value for % reduction from baseline =

Vehicle _

pereentreduction
~ mean frombaseline
30 26.5
25 24.3 6%
24 25.1 12%
20 26.9 <1%
17 19.6 30%
18 30.2 -1 %

Q

30
25
24
20
17
18

0.021
0.005

Vehicle
percentreduction

mean frombaseline
33.7
27.9 16%
24.1 30%
29.8 10%
27.2 21% -

34.1 4%

.....

.,,”

/“
/

/’

NDA 19-931 Sulfacet Clear Lotion
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Sodium $hdfacetamide
Acne Grade I/11 /111/IV
Baseline 010220
2 weeks 05250
4 weeks 04230
6 Weeks 13170
8 Weeks 24110
10 weeks 51140

Sodium Sulfacetamide
Physician’s Assessment
worse 4 (16.7%)
No Change 1 ( 4.2%)
Slight Improvementa 2 ( 8.3%)
Moderate Improvement 8 (33.3%)
Excellent Improvement 9 (37.5%)

p value = 0.005

Sodium S.dfacetamide
Patient’s Assessment
worse 4 (15.4%)
No Change 3 (11.5%)
Slight Improvement 4 (15.4%)
Moderate Improvement 8 (30.8%)
Excellent Improvement 7 (26.9%)

p value = 0.037

Vehiele
I/II IIIIIIV
08220
07180
03191
02161
01160
00180

Vehicle

5 (20.8%)
9 (37.5%)
3 (12.5%)
6 (25.0%)
1 ( 4.2%)

Vehicle

6 (23.1%)
7 (26.9%)
6 (23.1%)
5 (19.2%)
2 ( 7.7%)

p-value
.6$L
.17
.65
.28
.07
.02

.,’”

,/’

NDA 19-931 Sulfacet Clear Lotion



Sodium Sulfacetamide

Patient’s Comparison with Previous Treatment
worse 1 ( 4.0%)
No Difference 1 ( 4.0%)
Slightly Better 4 (16.0%)
Much Better 5 (20.0%)
Not Applicable 14 (56.0%)

p value = 0.07

VehicIe

4 (14.3%) -
5 (17.9%)
6 (21.4%)
3 (10.7%)
10 (35.7%)

Reviewer’s Comments:
Ali of the values provided are those submitted by the sponsor; the results were
cozy%med by the agency statistician. ?%esubmission is the applicants response to the
agenq ’s request for a physician’s global evaluation, the results of that evaluation
&mcmstrate kztish”cal signiJcance favoring sulfacetamide. The inclwion of the
pm”ents ’ compafion to previous treatment is not supportive of the sponsors’ claim.

.,

NDA 19-931 Sulfacet Clear Lotion
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Adverse Events (AE)

Study DL-6013-91O2 (Dr. Parish)

Sodium Sulfacetamide Vehkle
(35 patientseachgroup)

N_!%)
All Patients (70):
Had at least one AE 2
Had a drug-related AE o
Discontinued because of AE o
Discontinued because of drug-related AE O

Adverse Event ‘
increased acne
itching
soreness, itching, redness*
urticaria*
redness and scaling on left

fhk @@riasis rosa-)
pain, left shoulder due to

auto accident)

GmlP
Sulfacetamide
Sulfacetamide
Vehicle
Vehicle
Vehicle

Vehicle

6%
o
0
0

~
1
1
1
1

,1

1

~

5* 14%
2 6%
3* 9%
2 6%

~ severity
2.9 mUd
2.9 mild
2.9 moderate
2.9 mild
2.9 mild

2.9 mild

* indicatesnatientdiscontinuedduetoAE -AlthoughPatient#69 inthevehicle.
treatmentgroupdidnothaveanA-Elistedon hisAE FORM, thereasonfor
discontinuationwaslistedasduetoadverseexperience(worseningacne).

.,’

,.
.,,’

NDA 19-931 Sulfacet Clear Lotion



------------- — —-
l’rotoeoi LW-6W3-Y3WZ

PrincipalInvestigators:

Investigational
Review Board:

a

Study Design:

Number of Subjeets:

Ages of Subjects:

Demographics:

Raw:

Ineiusion Criteria:

Exclusion Criteria:

A Controlled, Double-Biind Study Comparing
Sodium Suifacetamide and Vehicie

J. MichaelMoioney,MD
3535CherryCreekNorthDrive
Denver,Colorado80290

RichardS.Berger,MD
HillTop Research,Inc.
223Route18,Suite203
EastBrunswick,New Jersey08816

Summit Institutional Review Board
1630 30th Street, Suite 488
Hill Top Research
Miarnivilie, Ohio 45147

This was a double-blind, multi-center, vehicle controlled study
designed in order to assess the efficacy of sodium sulfacetamide
10% solution whgn c~rnpared to vehicle in the treatment of
patients with mild to moderately severe acne Vulgfis.

140

13 years to 30 years

Maie 70 Female 70

Caucasian 127 Black 7
Hispanic 4 Oriental 3
Asian 2 Other 7

Thesameasinthepreviouslydescribedstudyexcept:subjects“
weretohaveatleast10andno more than 60 inflammatory
lesions andor20 but no more than 100 comedones.

//
Identicfd to the previously described study.

NDA 19-931 Sulfacet Clear Lotion



Study PIan:

n

9

Patients were randomized to one of two treatment groups
(sodium sulfacetarnide or vehicle) and instructed to apply the
study drug twice daily for the ten week study duration.
Evaluations were made at baseline, and weeks 2, 4, 6, 8 and 10
in order to assess changes in the comedonal and inflammatory
lesion counts, physicians and patients global assessments as in
the previously described study. Note: patient assessment of
comparison to previous treatment was not evaluated in this
study .

Reviewer’s Comments: i’%isst@ shared the pkzn of the previously described study with
the exception as noted and is approptiateiy designed to answer

Enrolled

Completed

Discontinuations
Voluntarily Ieft study
Protocol violation
Adverse reaction
Loss to follow-up

the agency concerns.

Tabulation of Results by

Sodium Sulfacetamide

Number of Subjects
70

63

7
3
3
1
0

Treahnent Group

Vehicle

Number of Subjects
70

58

12
8
1

..

/--”

,//
/’

NDA 19-931 Sulfacet Clear Lotion
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Count Infkumnatorv Lesions

Sodium Sulfacet&nide
percentreduction

Q mean frombaseline
Baseline 67 G
2 Weeks 67 16.9 24%
4 Weeks 65 13.5 39%
6 Weeks 63 11.1 50%
8 Weeks 62 9.6 57%

10 Weeks 63 8.7 61%

p valuefor reduction from baseline =

p valuefor% reductionfrombaseline =

Count Condones

Sodium !Mfacetamide
percentreduction

~ mm frombaseline
Baseline 67 38.5
2 Weeks 67 36.7 5%
4 Weeks 65 34.3 10%
6 Weeks 63 32.4 17%
8 Weeks 62 32.3 16%

10 Weeks 63 32.6 16%

Vehicle
percentreduction

Q mean frombaseline
68 22.4
68 18.9 17%
66 15.5 31%
61 12.9 44%
58 12.3 46%
58 10.9 52%

.20

.02

Vehicle
percentreduction

Q mean frombaseline
68 37.2
69 34.1 8%
66 33.0 20% _
61 31.2 16%
58 32.4 11%
58 31.7 18%

p valuefor reduction fkom baseline = .55
p value for % reduction from baseline = .77

,-

./’”

/’
,{

/’

NDA 19-931 Sulfacet Clear Lotion
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Physician’s Assessment
Improvement from Baseline

Sodium fhdfacetamide Vehicle
Q &QE Q score

2 Weeks 67 9.4 68 9.9
4 Weeks 65 21.6 66 17.4
6 Weeks 63 31.2 61 27.2
8 Weeks 62 39.1 58 33.4
10 weeks 63 46.0 58 38.5

p-value
.72
.05
.25
.02
.01

Sodium Sulfacetamide Vehicle
Patient’s Assessrnenf
Worse o o% 2 3%
No Change 4 6% 3 5%
SlightImprovement 16 25% 12 20%
MildImprovement 17 27% 21 35%
ModerateImprovement 15 23% , 21 35%
ExcellentImprovement 12 19% 1 2%

p value = 0.23

Reviewer’s Comments:
17zeresults of this study demonstrate a clinically signi~cant reduction in the percent of
injkmrnatory lesions and improvement j70m baseline in the physicians global
assessments in the sodium sulfacetarnide VSvehicle treated group. The assessment of
comedones did not illustrate the same di?greeof improvement in the second study,
however, when comparing the overall results in both studies there is a clear
advantage favoring sodium sul$acetamide.

./,

,/”
,’

NDA 19-931 Sulfacet Clear Lotion
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flaverse Events ~mzsj 3tucly lJLW13-Y3(JZ(L)r.Berger and Dr. Maloney)

Sodium Sulf’acetamide Vehicle
(70 patients)

w~

All Patients (140):
Had at least one AE 13
Had a drug-related AE 1
JXseontinued because of AE 1’
Discontinued because of drug-related AE 1

Adverse Event
erythema, edema and itching
(due to sunburn)”
cystic acne lesion (right

lower lid)
dislocated shoulder ‘
yeast infection (vaginal)
rectal polyp (removal)
sunburn
dryness/cracking (mouth)
diarrhea
pneumonia
asthma
fracture (right index finger)
strep throat

chapping
burning/stinging
dry and flalq
pink eye
poison Ivy (face and arms)*
sunburn
pruritus (secondary to WA
exposure)

antibiotic use (patient refised
to divulge indication)

!2mP
Sulfacetamide

Sulfacetamide

Sulfacetarnide
Sulfacetamide
Sulfacetamide
Sulfacetamide
Sulfacetarnide
Sulfacetarnide
Sulfacetarnide(
Sulfacetamide
Sulfacetamide
Sulfacetarnide-

Vehicle -
Vehicle
Vehicle
Vehicle
Vehicle
Vehicle
Vehicle

Vehicle

‘*indicatespatientdiscontinuesduet~AE
/

19
1
1
1

~
1

1

1
1
1
3
1
1
1
1
1
1

1
2
1
1.
1
2
1

1

m
1.4

1.4

1.4
1.4
1.4
4.3
1.4
1.4
1.4
1.4
1.4
1.4

1.4
2.9
1.4
1.4
1.4
2.9
1.4

1.4

(70 patient@
~ m

9 13
34
1 1
00

Xwi!L
moderate

moderate

moderate
mild
mild
mild (3)
miId
mild
miId
mild
moderate
moderate

mild
mild (2) -
mild
mild
moderate
mild/moderate
moderate

mild

Reviewer’s Comments: l%e incidence of adverse was rnininkl in both groups, in both studies. The
studies submitted suppori the safety of sodium sulfacetamide in the trea~ent-of acne vulgan”s.

NDA 19-931 Sulfacet Clear Lotion
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Conclusions:
1. The ~bmitted studies demonstrate statistical superiority of sulfacetamide over vehicle

in physician’s assessment.

2. The submitted studies in combination with the previously submitted studies support
the safety and efficacy of sulfacetamide in the treatment of acne vulgaris.

/

3. The labeling should be revised as identified in this review.

Reeomrmmded Remdatorv Action;
NDA 19-931 is recommended for approval with the labeling revisions identified in this
review.

Ella L. Toombs, MD
cc: NDA 19-931

.-

./”

HFD-540/Chambers w Ml~q~~*
HFD-540/CSO/Cook
~-540/CHEM/Mokhtari-~ejali
IIIT1-540/PIWRh41Alam
HFD-540/MO/Toombs

,

?

lqd~~
NDA 19-931SulfacetClearLotion



Date of Review: April 3, 1991

~

SDonsor: Dermik Laboratories, Inc.
Fort Washington, PA

QZIKIA Sulfacet (sodium sulfacetami.de) Clear Lotion, lo:~.

Cate~o rv: Anti-acne

Date of Submission:

●
*

Backcrround;

product

March 22, 1991. The original NDA was filed
December 22, 1988.

Please see the previous clinical reviews dated August 18, 1989
and September 10, 1990. This NDA has been made ~~not
approvable” twice because a physician global evaluation was
not done when the pivotal clinical studies were performed.
The March 22, 1991 submission provides an outline for a
clinical study to address this ~efi.ciency.

Material Reviewed:
The sponsor proposes to perform a single parallel group
conpari.sonmf Sulfacet Lotion and its vehicle in the treatment
_of acne vulgaris. Thirty raale and female patients aged 13-30
years are to be studied. They will have Grade II or III acne
with a rainimum of 10 and a maximum of 100 inflammatory lesions
at study entrance. They are to be treated for two weeks.
The only efficacy variable to be studied is investigators
global evaluation on a scale from O = worse to 4 = excellent
improvement.

/’
/

.,,”
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Recommendation:
The proposed protocol has many deficiencies. The sponsor
should be notified of the following comments:

1.

2.

3.

4.

5.

6.

cc: Orig. NDA

Two independent studies are necessary to obtain
approval of the NDA.

Lesion counts as well as global evaluation should
be performed. Inflammatory lesions (papules and
pustules) as well as total lesion counts should be
done.

The number of patients proposed is too small. A
minimum of 30 patients per treatment
(preferably more) is necessaryto assurestatis%?
significance of the results.

The study should be performed for a period of at
least 10 weeks.

The number of inflammatory lesions at entrance
should be in the range of 20-60. (The proposed
range of 10-100 raises the possibility that one or
two patients with a high lesion count at entrance
could unduly influence the results).

The studies should be perfGrmed under an IND.
Apparently the studies submitted for the original
NDA were not part of an IND.

HFD-520jM0/Bostwick

David ~. Bofiwick

....–

g/J&. [H-.Q
Wiley A. Chambers, M.D. ‘“



Date Eevlew Bequn: September 10. i79v

Date Review Completed: September 10, 1990

~linicalReview of Amendment to NDA 19-931

Sponsor: Dermik Laboratorles~ Inc. ●

Fort Washington, PA 19034

~r-: Sulfacet (sodi~m sulfacetamide) Clear LotIon, 10%. -

Cateaory: This product is intended for the to~ical treatment of acne vulqaris. It
is to be use 1-3 times daily.

Q?te of Submission: December 22, 1968. The amendment reviewed here is dated June

26, 1990. ●

Background: In a review completed on August 19, 1989, mr. Bostwick and Dr. Evans
found this application to be not approvable no because physician global evaluation

of the progress of the patients uas done (the patients rated their own progress).

We have not recommended other topical acne products for approval without physician
global assessments. I

In a letter dated September 28, 1989, the Divisionmade the application not

approvable because the physician global evaluation was lacking and because a number

of deficiencies were present in the manufacturing control information. The June z~, -

1990 amendment replies to the not approva-ble letter.

Chemistry Review: Since the reviewing chemist was Dr. DeCamp, we assume that a new
reviewer will be named. No review of the new chemistry information is available at

this time.

Material Reviewed_: The sponsor has provided letters from the clinical investigators “

(Drs. Swinyer and Jurnovoy) which are statements that the improvement seen by the
patients in their studies was clinically significant. Those testimonials d-o not

provide the patient-by-patient evaluation of the progress of each test subje~t from

baseline to the end of treatment which we require for physician global analy~$s.
This should be explained” to the sponsor.

,’
,/

/

———— . ._—_-. —
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Lonclugion and. Iiecommendatlop: The sponsor should be lnlormed that ~ne appilCatl@n..-. — . -.
remains not approvable because an acceptable physician global analysis is not

available. Speclflcally, a physician global analysis would be expected to evaluate

the proQress of each vatient from baseline disease status at each evaluation v:si:.
The progress should be measured on a graduated scale (typically, five numbered

gradations of improvement from O = no change or exacerbation to 4 = disease cieared),

Two additional clinical studies which include this type of evaluation in the study
protocol are necessary for approval of this NDA. .

.————--

— ,, -

cc: Orig. NDA
HFi)-34J

iiFD-520

HFD-5201PHARll/ROsterberg

HFD-520/CHEl’VWHDeCamp

HF1l-520/ldAChambers

HFD-520/DCBostwick/llm/9/10/90

N19931.REV
&\\QQ

[

Wiley A. Chambers N.D.

Iledical Officer

.-

,~”

,/
,’



Date Review Begun: July 19, 1989
Date Review Completed: August 19, 1989

Clinical Review of Orfalnal NDA 19-931

SJmsQr: Dermik Laboratories, Inc.
FortNashfngton,PA 19034

~: Sulfacet (sodium sulfacetamide) Clear Lotion, 10%

Formulation:

Ingredient ~
~Sulfacetamide sodium, USP
~Edetic acid
~Hydroxyethyl cellulose, NF
~Laurlc myristlc 2:1 diethanolamide
Aethylparaben, NF
~Polyethylene glycol 400, NF
<Propylene glycol, USP
“ Sillcone emulsion /

/Sodium chloride, USP
-Sodium bisulfite
KXanthan gum
~Purlfied water, USP

Cateaory: This product is intended for the topical treatment of acne-
vulgaris. It is to be used 1-3 times daily.

Date of Submission: December 22, 1988. Amendment dated August 8, 1989.

Related Submlsslons: NDA 5-963, Sodium Sulamyd (sulfacetamide sodium) 10%
and 30%. Manufactured by Scherlng. Also NDA 19-525, FML-Sulfa (sulfacetamide
sodium 10% and fluorometholone, 0.1%). Manufactured by Allergan. There are,
other ophthalmic products (Metimyd, Schering) which contain sulfacetamide
sodium in combination with a steroid.

Chemistry Review: In his review dated April 28, 1989, the chemist, Dr.
DeCamp, found a number of manufacturing control deficiencies. These
deficiencies were informally communicated to the applicant. No additional
control submissions have been made to date.

Pharmacolow Revlew: In his review dated February 21, 1989, Mr. Davitt had
no objection to approval of the application. He recommended that the
Carcinogenesis and Pregnancy subsections of the labeling be revised to conform
to sulfonamide class labeling.
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Backaround: Although no NDA has been submitted for it, Dermlk already
markets a prescription product named Sulfacet-R Acne Lotion. Sulfacet-R
contains 10% sodium sulfacetamlde and 5% sulfkr. Sulfacet-R Is indicated for
acne vulgaris, acne rosacea and seborrhelc dermatitis. The basis for
marketing this product without an NDA is not known to us, nor do we know why
Dermik has chosen to submit an NDA for Sulfacet plain.

Sodium sulfacetamide Is a derivative of sulfanilamide. For the most part,
topical sulfonamide therapy is not used because of a high risk of
sensitization. However, sodium sulfacetamide has been found to be
nonirritating to the eye in concentrations as high as 30%. The drug
penetrates rather easily Into ocular fluids and tissues. Other sulfonamides
which have been used successfully for top~cal indications include siver
sulfadiazine and mafenide acetate (Sulfamylon).

It is expected that topical drugs with an antibacterial effect (such as sodium
s!!lfa~etamide) would be useful against inflammatory leSiOnS (P?iPU16!S and
pustules). The usefulness of these products aga~nst other acne lesions
(comedones, cysts) is dependent on their abillty to penetrate the skin to the
base of the lesion.

Clinical Stud esi

A. Controlled Clinical Studies (Pivotal Studies)

Inves tiaators: Leonard Swinyer, M.D.
Salt Lake City, Utah

Joel Jurnovoy, M.D.
Broomall, Pennsylvania

W: Dr. Svinyerand Dr. JUrnoVoyconducted two independent studies
using identical clinlcal protocols. The protocol was as follows:

‘1. Study design: This was a parallel group comparison of Sulfacet
Lotion 10%to its vehicle. Patients were assigned to the ---
treatment groups in a random fashion.

2.
./

Patient selection: Males and females with Grade”II or III acne
(mild to moderate) with aminimurnof 10 and a maximum of 100
inflammatory lesions. “

/

3. Patient exclusiomi’: These included patients who did not meet
the selection criteria as well as those treated with systemic or
topical antibiotics within four weeks of initiation of the study.

4. Dosage and duration: Application of the test products were made
twice daily for 10 weeks.
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5. Effectiveness parameters: Evaluations were made at the-initial
visit and at weeks 2, 4, 7 and 10. Counts were made of open and
closed comedones, papules and pustules on the face. An overall
evaluation (global assessment) was made M the Datients at the
final visit based on the following scale:

O - Horse
1 - No change
2 - Slight improvement

Moderate improvement
:: Excellent improvement

The patients were also asked to evaluate the degree of
Improvement at the end of therapy. In addition, evaluation of
the individual signs and symptoms erythema, peeling, dryness and
oiliness was made on a scale of “none”, “mild” and “moderate”
before therapy was begun and at the end therapy.

6. Safety evaluation: Adverse reactions were monitored at each
patient visit.

!k.sum: It Is felt that the most Important indicators of effectiveness <
are lesion counts. He wIII also present the results of the sign and
symptom evaluations, and the patient evaluations of global improvement.

1. Dr. Swlnyer

a. Evaluable patients: A total of 59 patients entered the .
study, and all were evaluated for safety. Six patients
dropped out of the study. One had an adverse reaction,
which will be discussed in the safety evaluation below.
One had a changed diagnosis (from acne vulgaris to acne
rosacea). Four left “voluntarily” although it appears that
one of these suffered an adverse reaction prior to
resigning the study (see safety evaluation).

--

We have examined the demographic data for the active and
placebo groups and conclude that they are comparable. .-

b. Inflammatory lesions: Since so few papules were evaluated
in the study, we have added the papule and pustule counts
together. ,~

Inflammatory Lesions ~ Mean Number and %Chanae from Baseline

Treatment Number
Group Baseline Week 2 Week 4 Week 7 Week 10 Patients

Sulfacet

Vehicle

30.9 29.4(5%) 21.3(31%) 18.3(41%) 14.1(54%) 27

31.8 31.4(1%) 29.8(6%) 23.7(25%) 21.4(33%) 26
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The differences between active and placebo in term~ of%
reduction in lesions are stat~stlcally significant at week
4 (p=O.003) and week 10 (p=O.001).

c. Comedones: Open and closed comedones are combined In this
presentation.

m medones - Mean Number and % Chanae from Baseline

Treatment Number
GrouD Baseline Week 2 Week 4 Week 7 Week 10 Patients

Sulfacet 76.0 82.4(108%) 62.8(17%) 47.6(37%) 38.4(49%) 27

Vehicle .70.2 74.0(2%) 67.6(4%) 49.6(29%) 44.8(36%) 26

None of the differences presented here are statistically
significant.

d. Global assessment:

Status of Disease at Week 10 ComL)aredto Baseline

Number of Patients and % of Total

Treatment —
Grc)uD o 1 2 3 4 Patfents

Sulfacet o 0 5(18%) 13(48%) 9(33%) 27

VeMcle 1(4%) 2(8%) 4(15%) 12(4%) 7(27%) 26

There is no significant difference between the groups.

e. Signs and symptoms.

Sian or S.mpto m Sulfacet Vehicle
Jnltial Final Initial Final ‘-;

Erythema, none 11
mlld- 13 2: 1: 2;
moderate 3 1 4 0,/”’

/
Peeling, none ?6 15 4

mild 10 1; 7 22
moderate 1 1 3 0

Dryness, none 4 3
mild 16 1: 1: 21
moderate 7 5 4 2
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S~cm or Svnmtom Sulfacet Vehicle
Initial Final Initial Final

Oiliness,

f.

●

9“

none 11 10
mild 1; 15 1; 14
moderate 4 1 2 2

One vehicle patient was not present for the initial
evaluation. The data presented here do not display a
significant difference between the active and placebo drug
groups.

Safety evaluation: One patient on placebo who swam daily
in chlorinated water “appeared” to be developing cystic
acne and very dry skin. One patient on active dropped
himself from the study, reporting by phone that his face
had “really broken out”, but he refused to return for a
subsequent exam. A second patient on active developed an
irritant eczema on the face. The irritation cleared when
medication was stopped.

Effectiveness evaluation:. This study demonstrates that
Sulfacet is superior to its placebo in mild to moderate
acne. Although the active product was superior in the most
important parameter for drugs of-this type (inflammatory
lesion counts), none of the other parameters tested
demonstrated a difference between active and placebo.

2. Dr. Jurnovoy

a. Evaluable patients: A total of 54 patients entered the
study, and all were evaluated for safety. Two patients In
the vehicle group were not evaluated for efficacy because
of noncompliance with the treatment schedule.

liehave examined the demographic data for the active and-’-
placebo groups and conclude that they are comparable.

./.

t). Inflammatory lesions:

Inflammatorv Lesions - Mean Number and Z Chanue from Baseline
/’

Treatment / Number
@ouD Baseline Meek 2 Week 4 Week 7 Week 10 Patients

Sulfacet 16.7 11.6(31%) 9.6(43%) 7.2(57%) 7.7(54%) 27

Vehicle 17.6 17.0(3%) 15.9(12%) 12.9(27%)11.1(37%) 25
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The differences between active and placebo in terms of%
reduction In lesions are statistically significant at all
treatment weeks. However, it can the seen that the gap between
the active and placebo groups narrows. At week 10, the p value
Is 0.01 for difference in % reduction of lesions. In terms of
actual reduction (number of lesions rather than % reduction) the
difference is on the borderline of significance at week 10 (p -
0.05).

c. Comedones:

Comedones - Mean Number and % Change from Baselin~

Treatment Number
&OUD Baseline Meek 2 Neek 4 Meek 7 Meek 10 Patients

●

Sulfacet 16.3 14.2(13%) 13.1(20%) 11.9(27%) 9.9(39%) 27

Vehicle 18.0 17.5(3%) 17.5(3%) 16.2(10%) 14.4(20%) 25

None of the differences presented here are statistically
significant.

d. Global assessment:

Status o f Disease at Week 10 CornDaredto Baseline

!!Q!!@3r0fpatients and% of Total

Treatment
GrouD o 1 2 3 4 Patients

Sulfacet o 2(7%) 6(22%) 17(63%) 2(7%) 27

Vehicle o 8(32%) 15(60%) 2(8%) O 25

The difference between the groups is statistically significant”
at a level of p - 0.0001.

e. Signs and symptoms:

Sign or symptom Sulfacet Vehicle
,“Initial Final Initial Final

Erythema, none 16 23 18 22
mild 11 4 7
moderate o 0 0 i

Peeling, none 27 25 27 25
mild o 0 0 0
moderate o 0 0 0

.,

—
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slan or SymDtom Sulfacet Vehlcl~
Jnitial Final Initial Final

Oiliness, none 16 16
mild 11 1: 8 11
moderate o 4 1 3

Dryness was not rated by this Investigator. The other
parameters do not display a slgnlflcant difference between
the active and placebo groups.

f. Safety evaluation: There were no adverse reactions
reported during the study.

9“ ‘Effectiveness evaluation: This is a study in which
marginal effectivenessof the active product vs. the
placebo is shown at the end of the study. While
statistical significance is present in the global
evaluations, we do not place as much reliance on
evaluations done by the patients themselves as on
evaluations done by the,clinical investigator.

A. Special Studies (Studies to determine irritation, sensitization,
photo-irritation and photo-sensitizationpotential of the drug).

Investiciator: All four studies were performed by:
Kays Kaldbey, M.D.
Philadelphia, PA 19104

1. Contact - sensitization (Maximization assay)

-: Twenty-six healthy adults were studied. This test consists of3
phases: pre-testing, induction and challenge. In the pre-testing phase,
approximately O.lml of the test drug is applied to the upper outer arm and
occluded. The patch is left in place for 48 hours. It is then removed .
and examined for signs of irritation. In this case, none was seen, except
in one patient as described below. .,

In the induction phase, O.lml of 1.5% aqueous sodium lauryl sulfate
solution is applied to the test site and occluded for 24 hours. The patch
is then removed and O.lml ofi”thetest drug is applied to the same site and
occluded again, this time fior48 hours. The patch is then removed and
examined for irritant reactions. In this case,’all subjects displayed a
moderate irritant reaction; The test drug was then reapplied to the same
test site and occluded for 48 more hours. A total of 5 induction
exposures were given.

In the challenge phase, the subject is rested for 10 days and then
challenged with a single application of the test drug to a new test site
on the opposite arm. The site is occluded for 48 hours and then graded
for sensitization.
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Results: None of the test subjects displayed senslttzation react~ons.
However, one subject was dropped from the pre-testing phase because of a
reaction. The sponsor was asked for details of this reaction. The
patient was a healthy 28-year old female who had no previous history of
allergies. She developed erythema and some induration after the first
48-hour “pre-test” phase.

It seems obvious that this is a primary allergic reaction (possibly better
classified as irritant reaction, since the patient was not challenged).
Thus, the true results of the study are that 1/26(4%) of the subjects
suffered an Irritant reaction to the drug prior to the induction phase.

2. 21- day lrritationlsenslt~zat!onassy

w: Twenty-eight healthy adults were studied. This test consists of
2 phases: induction and challenge. In the induction phase, O.lml of the
test material is applied to a test site on the arm and occluded for 24
hours. At the end of each 24-hour test period, the test site Is graded
for Irritant reactions, the test drug Is reapplied, and the process ~s
repeated for a period of 3 weeks. The Irritancy IS graded on a scale of O
= none to 4 = Intense.

In the challenge phase, the patient Is rested for a week and the test druq
applied to a
for 48 hours
repeated one

Result: Ths
calculated.

n~w test site on the opposite arm. The sites are occluded -
and examined for contact sensitivity. This process ts
more time.

irritancy scores were added for each patient and the mean
The mean was 4.9, which Is a relatively low score over the

3-week course of the study. No contact sensitivity-was demonstrated.

3. Phototoxlclty bioassay

Method: Ten
testing site
one control)
occluded for
toUVA and v-
48 hours.

~: NO

healthy adults were studied. The lower midback served as the
50u1 of the test drug Is put on the test sites (one active,

and allowed to rest for 10 minutes. The sites are then
6 hours. One dressing ‘s then removed and the site exposed .;
slble light. Reactions are graded immediately and at 24 and

phototoxicity rpactions were.observed.

4. Photocontact allergeni{lty

Method: Twenty-seven healthy adults were studied. The lower back served
as the test site. 10u1 of the test drug Is put on the test site and
occluded for 24 hours. The sites are then exposed to three mlnlmal
erythema doses from a standard light source. The sites are then left open
for 24 hours and the procedure repeated. This sequence Is done twice
weekly for 3 weeks. 10-14 days later, the subjects were challenged at a
new test site.
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~: MO photocontact allergenlcity reactions were noted. -

w: Me have the fol10wing comments concerning the draft package..

Sumnarvand Evaluation: Two clinical studies in support of effectiveness
were performed, which used BID applications for ten weeks. The studies were
parallel double-blind group comparisons of Sulfacet Clear Lotion and its
vehicle. The effectiveness parameters tested were inflannnatorylesions,
comedones, signs and symptoms and patient global assessment.

In both studies, the active product was statistically significantly superior ,,
to the placebo in terms of% reduction in inflammatory lesions at the end of
therapy. The statistical review by Dr. Taneja of our Biometrics group is in
agreement that statistical significance has been achieved in inflammatory
lesion reduction. This is the most relevant parameter for acne drugs of this
type. However, other paramete~<did not show a difference between treatment
groups except for patient global assessment in one study.

He have historically required that the global evaluation be done by the
physician, rather than the patient, in acne studies. This requirement is even
more critical in view of the marginal effectiveness of the drug. We therefore
cannot recommend approval of this application at this time. Two additional
clinical studies which include physician global evaluations are necessary.
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The drug appeared to be as safe In clinical studies and irritation an~
sensitizationtesting as are other prescription acne products.

Recwm ndatlon: This application should not be approved.

David C. Bostwick
Chemist

C. Carnot Evans, M.D.
Group LeaderJDERM

9

cc: Orig NDA
HFD-340
HFD-520
ttFD-5201JMDavitt
HFD-52C)li4iDeCamp
HFD-520JMOlCSOJDCBostwick:elp108i161B9
5059m
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Review and Evaluation of Pharmacology and Toxicology Data
Division of Topical Drug Products (HFD-540)

NDA 19-931 (BZ &AZ) (Amendment to a pending application)

Submission Date: March 4 & July 1, 1994

Drug Name: Sulfacet Clear Lotion (sodium sulfacetamide 10%)

Category: A sulfonamide drug (antibacterial)

Indication: Acne vulgaris

Sponsor: Dermik Laboratories, Inc., P.O.Box 1200, Collegeville, PA

Number of Vols. : One

Date

Date

Date

Date

Date

CDER Received: 7/11/94

Assigneq: 8/31/94

Review Started: 9/20/94

~st
Draft Completed: 10/3/94

/
Review Accepted by Supervisor: @ ~/~~

-..

Related submissions: IND

Review Objectives: To review a rabbit ocular irritation study and .
an in vitro skin permeation study:

Chemical Name: Acetamide, N- [-(4-aminophenyl) sulfonyl] , mono -
sodium salt, monohydrate

Chemical structure:

o ~a

NH2 S02NCOCH3 “ H20

./.”

Preclinical Studv &—
1. Primary Eye Irritation Study in Rabbits (Project #92-7721A)

,’‘

Lab Performing Study: “

Material Tested: Sulfacet Clear

Species: NZ White rabbit

Procedure: Prior to initiation of the study, the eyes were examined
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with fluorescein dye.

A 0.1 ml portion of the test article was instilled into the

conjunctival sac of one eye of the test animals, and the ‘other eye

remained as an untreated control. The eyes of the animals were not

washed after the drug instillation.

The treated eyes were examined at 1, 24, 48 and 72 hours, and at

4 and 7 days following insti.llati.on of the test article. The eyes

were also examined with fluorescein dye. The ocular lesions were

scored according to Modified Draize Technique. -.—

Results: The ’average ocular irritation scores were:

1 Hour 24 Hours 48 Hours 72 Hours U2QY lQ=Y

1.67 0.00 0.00 0.00 0.00 0.00

—

The scores indicated that the drug was not an ocular irritant

(FHsA). Cornea

were negative.

2. “In Vitro

Vehicle”

Lab Performing

and iris were not affected. Fluorescein dye tests

Permeation of Sulfacetamide From a Clear Lotion

Study :

Material Tested: Sulfacet Clear Lotion, (control #LMM1-51)
.,

Methods: Frozen hum% cadaver skin samples obtained from 5 donors

and dermatomed to a thickness of approximately 0.25 mm, were

thawed, and placed on the Franz cell with the dermis layer facing

the buffer in the dermal chamber. The integrity of the skin

sections was assured by examining its permeability to tritiated
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water.

The test solution (5 l/cm2 = 525 g of sulfacetamide) was applied

to epidermal side of each skin section. At 2, 4, 9, 12, 2-4, 32 and

48 hours the receptor solution was replaced with fresh buffer. At -

the end of the experiment the skin samples were washed, and dermis

and epidermis layers were separated. All samples collected were

analyzed for the drug.

Results:

The attached tables 1 and 2 show the penetration profile of ...

sulfacetamide’ into the receptor solution and into various skin

components. Peak flux was reported to occur within the first two

hours after topical application.

Nearly 2 g of the drug penetratedthrough the stratum corneum into

the dermis and the receptor solution, while 97% of the applied dose

remained on the surface. There was very high degree of variability

in the absorption profile among the different donor’s skin samples.

The investigators have suggested a possible follicular pathway for

the percutaneous absorption of sulfacetamide.

Evaluation:

The initial NDA submission for this product was in December 22-;’

1988 to HFD-520. Tlfeapplication was found to be non-approvable
—

“because the clinical “efficacy studies did not include an.

acceptable physician global evaluation’ .

Also, Dr. Lumpkin, the Director of HFD-520 i.n 1990, found the

—

pharmacology review of Mr. Davitt inadequate at that time. Later,



at the suggestion of Dr. Lumpkin,

pharmacology/toxicology data, and

4

Dr. Osterberg reexamined the

recommended that the sponsor

should perform an eye irritation study in rabbit, and e;amine the

percutaneous absorption of the drug in an in vitro system.

In the present submission, both these completed studies have been

submitted.

The results

product was

of the eye irritation study showed that the drug

not an irritant in this test.

The other recommended study to investigate percutaneous absorption ..
.

from the clinical formulation showed a great variability in the

results. The maximum absorption, however, was less than 4% of the

applied dose.

The labeling should include the results of these completed studies.
/

Recommendation:

The application is approvable with labeling change.

-$LJ---W
Sye” N. Alam, Ph.D.

Pharmacologist ,.

.,,

cc :

HFD-340

HFD-502/

HFD-540/

HFD-540/Pharm/Alam

.&-

,/‘
i
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HFD-540/Mo/Toombs

HFD-520/Micro/Sheldon

HFD-540/Chem/Mokhtari-Rejali

HFD-540/CSO/Turtil

HFD-540/f/t init by SAlam$&31~t~[Qq

HFD-540/DD/Concurrence/Wilkin

~ l++?y

9

&
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REVIEhl& EVALUATION OF PHARMACOLOGY & TOXICOLOGY DATA

NDA 19-931 (Original Submission, dated 12/30/88)

DATE RECEIVED: 12/23/88

DATE ASSIGNED: 2/21/89 (Archival Copy; triplicate not submitted)

DATE REVIEW COMPLETED: 2/21/89

APPLICANT: Dermik Laboratories, Inc.
Fort Washington, PA

DRUG: SulfacetR Clear Lotion

CATEGORY: Antimicrobial sulfonamide (topical)

RELATED SUBMISSIONS: IND and NDA

COMPOSITION:

Sulfacetg Clear (sodium sulfacetamide) Lotion

Component/Combined Totals M&&

tidetic Acid
diydroxyethyl Cellulose, NF
Aauric Myristic 2:1 Diethanolamide
Aethylparaben, NF
<Polyethylene Glycol 400, NF
/Propylene Glycol, USP
xPurified Water, USP

tiSodium Chloride, USP

i+4ulfacetamideSodium, USP
LAanthan Gum

,/
/ .

.,.”
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COMMENTS AND RECOMMENDATIONS:

1.) This Is a % sodium sulfacetamidepreparation for topical use In the
treatment of acne vulgaris.

2.) Nopreclinlcal animal studies are reported in this application. S~fety
evaluation must be based on the results of clinical studies.

3.) The ‘Tarcinogenesis...” and “Pregnancy” sections of the labellng should be
revised to conform to sulfonamide class

uohn M. Davitt

: Orig. NDA 19-931
::D-340
HFD-502/JHeissinger
HFD-520
HFD-520/Pharm/Davitt

4i&iEiii%iii%=-
HFD-520/Davltt/kjs/3/3/89 .
R/d init.by:JMDavitt
1217p

~: $/8”

.,,”

,//
.,
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lYQ& 19-931 ~~lWYWN DUE ● May 13, 1994
Sodium sulfacetamide, 10% lotion (SuIfacetR Clear Lotion)

Dern& Laboratories,Inc. ~ FunmilayoAjajl,Ph.D.
500ArcolaRoad
Collegeville,PA 19426

1?OF SUB-O N: Original NDA for OTC use CODE 3,S
—— -- —--- ____ ---- ---- ____ ---- ---- ____ __----- -— --— .- —-- ----- ----- -- —-- --——— —-.

~ The purpose of this submission is for a waiver of in-vivo bioavailability
studies. The application, NDA 19-931, is for a 10% sodium sulfaeetamide lotion intended
for the treatment of acne vulgaris. It was found to be non-approvable in October of 1985.
The sponsor has been in constant correspondence with the Ageney and is currently seeking
a waiver of the need to demonstrate in-vivo bioavailability for this compound. Iq yiew of
this, the repo~ of an in-vitro percutaneouspenetrationstudyusinghumancadaverskinwas
submitted,ThemethodemployedutilizedtheFranzDiffusioncellswithphosphate-buffer
saline(pH 7.4)asthereceptorfluidand human skin dermatomed to about 0.25 mm
thickness as the membrane. The peak flux, 0.73 + 0.23 ug/hr/cm2, occurred within the f~st
2 hours following application of the lotion. The total penetration of sodium sulfacetarnide
across the stratum comeurn into the dermis and receptor fluid over a period of 48 hours
fkom an applied dose of 525 ug was found to be 1.97 + 0.45 ug. Thus, it can be assumed
that approximately 1.52 mg will penetrate the skin following application of 4 g of 10%
lotion. This translates to about 0.31 ug/rnl in a 70 kg person with 70 ml blood / kg. It was
also observed that an average of approximately 97 + 5% of the applied amount remained
on the skin 48 hours after application. Thus, the penetration of sulfacetarnide from this
formulation through the cadaver skin is very low.

co~ “,The submitted report of the in-vitro percutaneous penetration
study is acceptable to the Division of Biopharrnaeeutics. However, the comments to the
Firm and the labeling comments (page 4) must be adequately addressed.

1?OF CONTENTS Page No.
Synopsk.......................................................................... 1
Recommendation.............................................................. 1
OrganizationofReview..................................................... 2
Background...................................................................... 2
DrugFormulation................................................................ 2
SummaryofStudies................”........................................... 3
@neralComenK ............................................................ 3
bhling............................................................................ 4
Comentto Fim ............................................................... 4
AppendixI(summaryofstudy)
AppendixII(proposedlabeling)

.,.
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QMANU&HON OF RTWIEW: Following the background is a description of the
drug formulation, the general comments, and the comments to the Firm.

01~: Sodium sulfacetamide is a sulfonamide that possess antibacterial
effixt against a wide range of gram negative and gram positive organisms. The mechanism
of the antibacterial action has been suggested to be due to the competitive antagonist effect
of sodium sulfacetamide on para-amino-benzoic-acid (PABA) which is an essential
component for bacterial growth. Sodium sulfacetamide has been used as a topical agent in
the therapy of ophthalmic infections, acne, and seborrheic dermatitis. It is available as 10%
solution, lotion and cream; as well as in 30% solution. The current NDA is for a 10%
lotion for the treatment of acne vulgaris. This formulation has not been marketed in the
USA or any other country. However, other topical formulations have been marketed for
more than 40 years worldwide mainly for ophthalmic use.

●

SUlfacet-Clear (sodi urnSU1facetamide) Lot ion

Kg per
ComDonent/Combined Totals 2w_k9* w!!. .

‘ Edetic Acid”
~ ydroxyethyl Cel 1ulose, NF
Y
J-

auric Nyristic 2:1 Diethanolamide
Methyl paraben, NF

fiol yethyl ene G1ycol 400, NF

9
ropyl ene G1ycol, USP

Purified Hater, USP

MSodiurnChloriole, USP
/sodf urn M~tabf ~ul f ite, NF

(Sodium Bisulfite)
~Sulfacetamide Sodium, USP
~Xanthan Gum

* Typical batch size

The average density of Sul facet Clear Lotion is 1.07 .-/“

2

./’”

/’ --



An in-vitro percutaneous penetration study using human cadaver skin from 5 donors was
performed using Franz Diffkion cells with phosphate-buffer saline (pH 7.4) as the receptor
fluid. The human skin were dermatomed to about 0.25 mm thickness and served as the
membrane. The peak flux, 0.73 * 0.23 ug/hr/cm2, occurred within the f~st 2 hours
following application of the lotion. The total penetration of sodium sulfacetamide across the
stratum comeum into the dermis and receptor fluid over a period of 48 hours from an
applied dose of 525 ug was found to be 1.97 & 0.45 ug. Thus, it can be assumed that
approximately1.52 mg will penetrate the skin following application of 4 g of 10% lotion.
This translates to about 0.31 ughnl in a 70 kg person with 70 ml blood/ kg. It was also
observed that an average of approximately 97 * 5% of the applied amount remained on the
skin 48 hours after application. Although the report indicated low penetration of
sulfacetamide from this formulation through the cadaver skin, the extent of exposure to this
sulfonamide following prolonged multiple application is unknown.

(i)Blood levels following oral adrninistratit)nofconventiomldoseshasbeenreportedtobe
about60 ug/mloffreesulfacetamide(ThePharmacological Basis of Therapeutics, 3rd
EIition, by Goodman and Gilrnan). However, blood le&s are higher in subjects with renal
impairment because the kidneys is the primary route of elimination of this compound.
Approximately 70% of a given dose is eliminated in urine within 24 hours and 80 to 90%
in 48 hours. The high volubility of sulfacetarnide in urine (up to 2%) accounts for the low
tildence of crystalluria and other untoward effects on the urinary tract. The clinical use of
sulfacetarnide was primarily for urinary tract infections -1 g orally 3 times daily. Sodium
sulfacetamide is currently used in the treatment of acne, urinary tract infections, and as
ophthalmic.

(ii) From the - study, it was estimated that a blood concentration of approximately
0.31 ug/ml, -20 times less than that following oral administration of conventional doses,
will be achieved following topical applicationof a single dose. However, percutaneous
absorption is likely to be higher through the viable skin, bearing in mind the blood supply
to the skin and other factors such as disease state.

(iii) The dosingrecommendation states that a thin fti of the lotion be applied 1 to 3 times
a day. With a reported half-life of 7 to 8 hours, accumulation of sulfacetamide following,
multiple topical application should be negligible.

(iv) However, since the duration of use is unlimited and the bioavailability following
prolonged topical application df this sulfonamide is unbown, it is recommended that the
sponsor, as part of a Phase W’ clinical study, determine the blood and urine concentrations
of sulfacetamide and its main metabolize during multiple dosing for a period of about 28
days.

c”)There is a needtodevelopan- methodforassuringcomparablebatch-to-batch

3



reIease ofsulfacetamidefromthelotionpreparation.As a result,thesponsorwouldbe
requiredtomakeacommitmenttowardsachievingthisgoal.

G CO~ S; The clinical pharmacology section should read thus:

CO~S TO F~ ●

(i) Because the extent of exposure to this sulfonamide following prolonged multiple
application is unknown, it is recommended that ‘he blood and urine concentrations of
sulfacd,amide and its main metabolize be determined from random samples obtained during
multiple dosing for a period of 28 days. This study could be a part of a Phase IV clinical
study. The Division of Biopharmaceutics will be happy to review the protocol of such study.

~~.ti

J(ii) It is important to develop an -mdthod and technique for monitoring the rate of , ,
d+release of sodium sulfacetamide from the 10% lotion formulation. This would serve as

batch-to-ba-ality control. For more information, please refer to the last paragraph of#~&
- +’ the publication in Pharmaceutical Research (1987), VO1.4,No.3, pg. 265.

74
,*

(iii) The sponsor is required to make a commitment (a) to provide a report of the study
described in Item (i) and, (b) to develop an- method discussed in Item (ii) above and
submit a report of the data so generated.

.

/3\qy “’”./,.
Pharmaeokinetics Evaluation Branch II

./’
,,, y’P&FTinitialled by Frank Pelsor, PharmD ... .. . . . .. . . . . . . . . . . . . .. . . . . . . . . . . . .

cc: NDA 19-931, HFD-540 (Clinical Division), HFD-426 (FIeischer), HFD427 (M. Chen,
Pelsor, Ajayi), Chron, Drug, Reviewer, FOI (HFD-19).

4
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IN YITRO PERMEATION OF SULFACETAMIDE
FROM A CLEAR LOTION VEHICLE

Thomas J. Franz and Paul A. Lehman

Department of Dermatology
University of Arkansas for Medical Sciences

Lktle Rock Arkansas

Sponsor: Dermik Laboratories, Inc.
Collegeville, PA

OBJECTIVE: To measurethepenetrationandpermeationofsulfacetamidein vitro
through human skin from a single formulation.

●

MATERIALS AND METHODS

Formulations: The 10% (w/w) sodium sulfacetamide formulation used in this study was
prepared by the sponsor and labeled as “Sulfacet ,CIearLotion”, control no. LMM1-5 1

Skin Preparation:
Human trunkskimfromfivedonors,withoutobvioussignsofskindisease,was

usedinthisstudy.Itwasobtainedwithin24hoursofdeathdermatomedtoathicknessof
approximately0.25mm,’sealedinawater-impermeableplasticbag,andstoredat-70°C
untilthedayofthestudy.Priortouseitwasthawedbyplacingthebagin37°C water,
thenrinsedintapwatertoremove any adherent blood or other material from the surface.
‘Skinfrom each donor was cut into multiple smaller sections big enough to fit on 0.8 cm2
Franz cells. The dermal chamber was filled with phosphate-buffered saline (TBS), pH 7.4,
and the epidermal chamber was lefl open to the ambient laborato~ environment. The
chambers were then placed in a difision apparatus in which the dermal receptor solution
was stimd magnetically at 600 rpm and its temperature maintained at 37° C.

To assure the integrity of each skin section, its permeability to tritiated water was .,
determined before application of the test formulation. Following a brief (0.5-1 hour)
eqdlbration period, 0.15 ml SH20 (specific activity = 0.3 pCdml) was layered across the
top of the skin section so that the entire exposed surface wascovered. After 5 minutes the
aqueous layer was removed and thy &mface of the skin carefblly blotted dry. At t=O.5 hour
the saline receptor solution was removed andanaliquotassayedfor tntium content. Skin
specimens in which the 0.5 hour absorption of 3H20 was less than 1.25 pl were
considered acceptable. ~

I



Percutaneous Absorption: FoIIowing the measurementofSH20 absorption the test

formulation was applied to multiple (4-7) sections from each donor at a dose of 5 pi/cmz
usinga positive displa~ment pipetter. At 2, 4, 9, 12, 24,32and48hoursthereceptor
solutionwas removed in its entirety, replaced with fresh saline, and an aliquot analyzed for
drugccmtentby HPLC. Samples not analyzed immediately were stored at -2(PC fol no
more than 72 hours. At 48 hours aRer drug application the surface of each skin section

was washed twice with 0.5 ml aliquots of water and the aliquots combined. The surface
wash was diluted 1:100 in water and then assayed for drug content. Following the surface
wash the skin specimen was removed from the chamber and separated into epidetis and
dermis by gently teasing with forceps. Each was extracted in one ml water over 24 hours
withgentlemixingatroomtemperature,thencentrifugedat10,000rpm for5 minutesto
remove tissue debris, and analyzed for drug content by HPLC. .

High pressure liquid chromatography: The samples were analyzed on a Hewlett-
Packard 1090 series H HPLC with a diode-array detector. The solvent system was 95/5
(v/v) water containing 2% acetic acid/ methanol. The solvent was pumped at 0.5 rnlhnjn
throughan ODS ~ersil (5pm, 100x 2.1 mm) reverse phase column maintained at 400C.

Eluting peaks were monitored at 270 run (4 run bandwidth) referenced to 500 nm (50 nm
bandwidth). Sample injection volume was 10 j.d.Standard curves were prepared by aliquot
ddutions of sodium sulfacetamide (USP RN 78485) in distilled-deionized water. Appendix
A inchdes example standard cuwes and chromatography obtained during this study.

Calculations: Raw data calculations were petiofmed using Excel spreadsheets (Appendix
C). Data from sections within a given donor were averaged and the mean across donors
determined. The applied dose was calculated by converting the concentration in the
Sulfacet lotion (1O% w/w) to the amountofsulfacetamideappliedto the skin by volume.
Six replicate weights of 25 ~1volumes of Sulfacet lotion determined its density at 0.00105
* 0.00008 g/pi. This showed that 525 micrograms of sulfacetamide was applied in the 5 pl
volume dose to each skin section.

RESULTS

Table 1 and 2 lists the overall summary of results obtained from the 5 donors evaluated .,..
(Appendix B includes the water integrity test data; Appendix C includes the individual
chamber dat~ calculations and donor summary tables). F@re 1 shows the penetration .,,”

profile of sulfacetamide into the recepjor solution. Peak flux was obsemed to occur within
the first two hours after topical application. Five hours after application the rate of
penetration becomes very low and demonstrates an apparent steady-state like flux for the
remainder of the study period (48 hours). From the 5 pl dose? nemy 2 pg sulfacetamide
penetrated through the stratum comeum barrier into the dermis and receptor solution. The
vast majority (97°/0) remained on the surface of the skin and was recoverable in the surface

wash afier 48 hours of topical exposure.

2



...

A figh degree of variability was notedintherate of absorption profiles from all donors,

particularlyintheheighto~theinitial peak. This is shown ;n Fig&e 2. Some sections ofa
givendonor’s skin showed a large initial peak and others failed to show a distinct peak.
Although the exact explanation for the high degree of variability is not known, based on
the prior experience of this laborato~ with other topical drugs this is an unusual -
obsemation. --

The data suggest that sodium sulfacetamide permeation may largely be controlled by the
length of time the vehicle remains intact on the surface of the skin, and the initial peak
seen during the first few hours could represent that fraction of the applied dose that has
partitioned into the skin from the liquid vehicle. Fo!lowing loss of solvent from the
formulatio~ through volatilization or movement into the skim sodium sulfacetamide is no
longer present in soluble form and now can move into the skin only after it has been
solub&ed by the sebum layer on the surface of the skin. The very low rate of absorption
seen after 10 hours (0.015-0.019 pg/cm2/hr) may, in fact, reflect the slow rate of
soiubilization ofrnicrocrystalline drug. ..

Another explanati~n for the kinetic profile of sodium sulfacetamide absorption seen in this
study is follicular difision. It is possible that the early peak represents absorption of drug
that has been deposited over follicles and, once that source has been depleted, drug which
is deposited over interfollicular areas must either: 1) diffuse laterally to reach follicles, or
2) difise through unbroken stratum comeum. In the first case the rate of absorption
would decrease after the initial peak because of an effective lengthening of the diffision
pathway. In the second case the rate of absorption would decrease because of a smaller
difhion coefficient, smaller partition coeticient, or both.

That the follicular pathway of absorption maybe important for sodium suIfacetamide is _
suggested by the large section to section variability seen with each of the donor skins.
Since one section of skin may have a greater number of follicles than another or, perhaps,
some follicles may be more open than others, a large degree of variability would be
expected. This effect would be particularly prominent it in fact, drug was unable to
permeate the skin except through the follicular pathway.

1.

2.

.

CONCLUSIONS .,.

Penetration through human skin of sodium sulfacetamide from Sulfacet Clear Lotion
was rapid with peak flux (0.73 + 0.23 pg/hr/cm2) occurring within two hours of its
application. /“

Total penetration over 48 houi~ from a 5 pl topical dose was found to be 1.97* 0.45

W
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Figure 1: Rate of penetration profile of sodium sulfacetamide into the receptor solution
applicationofSulfacetClearLotion.Dataaremean* SE fromfrom the topical

5 skindonors.
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CALCULATIONSTO ESTIMATEPLASMACONCENTRATIONSOF SODIUM

SULFACETAFiIDEFOLLOWINGTOPICALADMINISTRATION

1. The totalpenetrationover 48 hours from a
dosewas foundto be Pg (reference

(2pg i 525 ~g) * 100Z = 0.38%penetration

5 PI (525 pg) topical

Item 1)

2. The recommended dose of a topical lotion is 4 gl and 10% of the
dose is sodiumsulfacetamide.

(4000mg) * 10Z = 400 mg topicaldose

3. Assuming0.382penetration(1 above),1.52mg Of a 400 mg dose

penetrates.

.(400 mg) * 0.38% = 1.52 mg penetrates

4. In a 70 kg patient with 70 ml bloodlkgz, the totalblood volume

will be 4900 ml.

(70 ml/kg)* 70 kg = 4900 ml

5. If all the dose penetrat~ssimultaneously,the maximumestimated
concentrationwould be 0.31 ~glml.

(1.52 mg I 4900 ml) * (1000 #g i 1 mg) = 0.31 pglml

References:
lArndt,K.A.;Manualof Dermatologi,cTherapeuticswith Essentialsof

Diagnosis;Little,Brown,and Co., Inc., 1983; page 230 and Table 5.
ZDiern, K., ed. ; Do~urnenta Geipy ScientificTables,SixthEdition;Geigy

Pharmaceuticals,1962.
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NDA#: 19-931

DRUG CLASS: 3-S

Statistical Review and Evaluation

ADDlicant: Dermik Laboratories, Inc.

Name of Drucr: Sulfacet Clear Lotion (Sodium Sulfacetamide 10%)

Documents Reviewed: Volumes 2.1 through 2.4 dated April 30, 1994.

Indication: Acne vulgaris

Study DL-6013-9102----------------------page 2
AGE --------------------Page 2
Physicians Global Evaluation-------Page 2

Overall --------------------Page 2
Gender --------------------Page- 2

9 Race --------------------Page 2
Total Inflammatory Lesions---------Page 3
Comedones -------------------------- Page 3

Study DL-6013-9102----------------------page 3
AGE --------------------Page 3
Physicians Global Evaluation-------Page 4

Overall /--------------------Page 4
Gender --------------------Page 4
Race --------------------Page 4

Total Inflammatory Lesions---------Page 4
Comedones --------------------------Page 4

Medical Input: Dr. Ella Toombs, HFD-540

A. INTRODUCTION :

The sponsor first submitted material on this NDA in 1989. Our
review of that submission showed sulfacet clear lotion was
statistically superior to its vehicle for treatment of

.-

inflammatory lesions (papules and pustules) but not comedones. ..;
There was neither a patient nor physician assessment of efficacy
in the 1989 submission. As a result the medical division
requested the sponsor to conduct two additional trials with
physician global assessmen~of efficacy as the primary efficacy
variable. ,.,

This submission, which has two independent, parallel, double
blind trials, is the companyfs response to that request. In these
two trials the sponsor enrolled males and females, ages 13 to 30
years old with grade II or III acne based on the Pillsbury
classification plan. Subjects had a minimum of 10 and a maximum
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of 60 inflammatory lesions and between 20 and 100 comedones at
baseline. The primary” efficacy variable was physicians global
change from baseline, with measurements being taken at baseline
and weeks 2, 4, 6, 8 and 10. Secondary efficacy variable-s
include total inflammatory lesions, comedones and patient’s
global evaluation.

B. EFFICACY AND SAFETY EVALUATION

STUDY DL 6013-9102

The study conducted under protocol DL-6013-91O2 is a single
center, double blind, randomized, parallel arm trial comparing
sulfacet to its vehicle in the treatment of acne vulgaris.
Thirty five subjects were enrolled in each arm.

At baseline there were no significant differences between the
treatment arms (sulfacet vs vehicle) relative to age (20 years vs
19 years), gender(15/35 male vs 16/35 female) or race (14/35 vs
16/35; CZiUCaSian, 13/35 vs 15/35; black, 8/35 v= 4/35; other).
All p values are greater than .15. In addition, there is no
statistically significant difference between treatment arms
relative to acne duration prior to study entry or skin complexion
(fair, medium or dark).

/
In making my data validity checks, I found that the number of
losses, as reported by the sponsor, plus the number of evaluable
subjects adds up to more than 35 subjects per arm. Therefore I
have constructed my own evaluable and ITT subject data sets.

I used the comedone and inflammable lesion count change from
baseline to determine how “losses” would be classified on the
physicians global score evaluation. If there was only a baseline
reading, I recorded a “NO CHANGE” on the physicians global
evaluation score. I used LOCF for secondary variables.

1 made no comparisons based on age since all subjects, by design,
were less than 30 years old. Nor did I do any subset analyses on
any of the secondary efficacy variables. .....

The overall eva-luation”of physicians global score shows that ./’

sulfacet is statistically superior to its vehicle; the difference
in response rates is-1.11 units, p< .02. For females the
difference in response is .96 units, p < .04 and for males the
difference in response is ~’.26units, p < .02. The difference
i-nresponse rates for maids and females is not statistically
significant, p > .10.

My ethnicity subset comparisons show there is a .09 difference in
response rate between Caucasians and blacks, which is not
statistically significant. I combined Oriental, American Indian,
Hispanic and other because individually their numbers were
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insufficient for statistical comparisons. There is no
statistically significant differences in the three way
comparisons.

Flycomparison of reduction from baseline in inflammatory lesions
show a mean difference in reduction of 39.3 lesions, p < .05 in
favor of sulfacet.

My comparison of reduction from baseline in comedones show a mean
difference in reduction of 37.1 lesions, p < .03 in favor of
sulfacet.

Longitudinal analyses total inflammable lesions and comedones
indicate the sulfacet begins to show statistically significantly
better response than vehicle by week 6, p < .05. statistical

significance is approached at week 4, .1. Physicians
global evaluation scores were provided on?.y<atweek 10, so no
longitudinal analysis was possible.

..
8

STUDY DL 6013-9302

The study conducted under protocol DL-6013-9302 is a multiple
center, double blind, randomized, parallel arm trial comparing
sulfacet to its vehicle in the treatment of acne vulgaris. One-
hundred forty subjects were randomized to treatment; 70 subjects
per arm.

—

At baseline there were no significant differences between the
treatment arms (sulfacet vs vehicle) relative to age (19.1 years
vs 19.2 years), gender(35/70 male vs 38/70 female) or race (60/70
vs 57/70; caucasian, 3/70 Vs 4/70; black, 7/70 VS 9/70; other).
All p values are greater than .15. In addition, there is no
statistically significant difference between treatment arms
relative to acne duration prior to study entry or skin complexion
(fair, medium or dark).

In making my data validity checks, I again found that the number
of losses, as reported by the sponsor, plus the number of
evaluable subjects adds up to more than 70 subjects per arm. -’
Therefore I have constructed my own evaluable and ITT subject
data sets. ,,,

I used the same method for assigning losses a physicians global
score as described in study DL-6OI3-91O2 above. I used LOCF for
secondary variables. /y

,.’
I made no comparisons based on age since all subjects, by design,
were less than 30 years old. Nor did I do any subset analyses on
any of the secondary efficacy variables.

In study DL-6013-91O2 above a five point physicians global score
was used versus a six point scale in this study. Therefore, the

—. —
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difference in change in improvement scores differ somewhat.

The overall evaluation of physicians global score shows that
sulfacet is statistically superior to its vehicle; the difference
in response rates is 0.51 units, p < .05. For females the
difference in response is .56 units, p < .05 and for males the
difference in response is 0.48 units, p < .OS. The difference
in response rates for males and females is not statistically
significant, p > .10.

My ethnicity subset comparisons show there is a .05 difference in
response rate between Caucasians and blacks, which is not
statistically significant. I made no other comparisons due to
small sample sizes.

My comparison of reduction from baseline in inflammatory lesions
show a mean difference in reduction of 14.4 lesions, p c .05 in
favor of sulfacet.

.

●

My comparison of reduction from baseline in comedones show a mean
difference in reduction of -2.3 lesions, p =.8. Numerically this
is in favor of vehicle, but it is not statistically significant.

Longitudinal analysis of total inflammable lesions indicate the
sulfacet begins to show statistically significantly better
response than vehicle by week 8, p ‘< .05. No Statistical
significance is shown for comedones. Longi.tudi.nal analysis of the
Physicians evaluation scores wasn’t done because data was
provided only at week 10.

ADVERSE EVENTS

Meta analysis of the adverse event rates in the two studies
indicate there is no statistically significant difference in
overall adverse event rates (15/105 for sulfacet versus 14/105
for vehicle) nor in the discontinuation rate due to adverse
events (1/105 for sulfacet versus 4/105 for vehicle) .

D. CONCLUSIONS (Which May be Conveyed to the Sponsor) .-

On the basis of my evaluation of the physicians global scores -’;
(the primary efficacy variable), these studies demonstrate that
sulfacet clear lotion (Sodium Sulfaceta”mide 10%) is statistically
superior to its vehicle in the treatment of acne vulgaris. on the
basis of the secondary varip”bles, these studies statistically
support the claim that sulfacet clear lotion is more effective
than its vehicle for treatment of inflammatory lesions. The
statistical evidence supporting the efficacy claim of sulfacet
clear lotion relative to comedones is supported in one study
only. However, this was not a condition for demonstrating
efficacy.

.
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Relative to the evaluation of differential effects due to gender
or race, sulfacet demonstrates equal statistical effectiveness
for these sub groups.

Sulfacet clear lotion demonstrates no statistically significantly
greater risk relative to adverse events than vehicle.

Ralph Harkins, Ph.D.
Biomedical Statistician
Group Leader, Group 7

Concur: Dr. Satya D. Dubey

cc: ●
‘7H2 G-f~

Orig. NDA-19-931
HFD-54 o
HFD-540/Ms R. Cook
HFD-540)Dr.
HFD-540/Dr.
HFD-540/Dr.
HFD-713/Dr.
HFD-713/Dr.
HFD-344/Dr.
Chron.
This review

Wilkin
Toombs
Rand
Dubey [File: DRU 1.3.2]’
Harkins
Lisook

contains 5 pages.
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NQME Ig-gslmg class 3C

~ Dermick Laboratories, Inc.

C)F_ Sul.facet Clem Lotion (sodium sulfacetamide 10%)

~ Treatment of acne vulgaris

~ Volumes 1.1,1.4 and 1.5 dated December 22, 1988.

~ Mr. David C. Bostwick (HFD-520). This review has been
discussed with Mr. Bostwick who is in agneanent with the comments and conclusions.
stated,

Two vehicleantmlled, double-blind, parallel randomized studies (under protocol number
DC)-1307)wem conducted,,one under Iamad Swinyer, M. D. and the other under Joel

Jumuvoy, M. D., with the objective of assessing the efficacy of Sulfacet Clear Lotion

(sodium sulfacetamide 10%) v@h its inactive acymousvehicle in the treatment of grades II
and III (Pillsbury Clas=lcation) acne vulga&.

In otder to insure 50 completed patients and to “allowfor dro~uts the protocol called for 56

patients: males or females, 13 to 30 years of age, with grade II or III acne, with a
minimum of 10 and a maximum of 50 itdlamrnatory lesions (papules and pustules) to be -
assigned, in a random c&@, ,either the active medication (sodium sulfacetamide 10%

solution) or the vehicle fw a lo-w=k @riod with an initial visit and 4 return visits at weeks

2,4,7 and 10. “Athin film of active medication or vehicIe was appliedto the faceby the
patients two times @y. Qn all”visits, the number of comedones (open and closed),

papulcs and pustules on tlI~face were recorded along with an additional evaluation of ,.
overall appearance,’acxte g&de, and condition of the skin including erythema, peeling,

dryntis and oiliness.’ At”@@ visi~ an overall global patients’ evaluation was made using ‘“”
the following 5-p6int ~~e: worse, ho change, slight impmvement, moderate

impmvei.nen4 excelleqt irpp@xnent, and patients’ comparison with previous medication
was also evaluatid usirig the”5-point “s@e: worse, no difference, slightly better, much

better, not applicable (no qedica~on used &eviously).
.“

The prim~ criteiion”~efficacy was the reduction in total inflammatory lesions (sum of

-... ... ~...
,L”*..r ::~,:,,:. , ,



papules and pustules) over time. Secondary criteria were reduction in total comedones,

-v~nt ~ f- * condition (erythem& peeling, chyncss and oiliness), changes in
acnegradeand the global assessments at the final visit. For infkmmatory lesions and

‘-—&i&&n& the following derived vwiables were used in the analyses:

reduction fkom baseline= baseline count-count at visi~ and
pement reduction fimn baseline = (reduction from baseline&.seline count) x l(X)%.

A total of 59 patients were entered into the study. Six patients were excluded: four
voluntarily lcfi one had an adverse reaction, and one discontinued for other masons. Out

of 4 who voluntarily Ie& 3 left after the initial visit having total cornedones of 5, 14 and
29, and having total Mlamrnatory lesions of 11,14 and 39 respectively 1 left after week 7

visit The person who left after week 7 had 379 total comedones on initial visit, 136 on
week 2 visi& 133 on week 4 visit and 82 on week 7 visit he had 64 total inflammatory
lesions on initial visi~ 119 on week 2 visit 173 on week 4 visit and 156 on week 7 visit.
The one who had @verse reaction yith sulfacetamide left the study after week 2 visit. She
had 22 total comedones on initial visit and 29 on week 2 Visiq she had 13 total

inflammatory lesions on initial tisit and 19 on week 2 tilt. The one who left for other
reasons (not explained by the sponsor) left the study after week 2 visit. He had 13 total
comedones on initial visit and 3 on week 2 visi~ he had 23 total Marnrnatoxy lesions on
initial visit and 49 on week 2 visit. Fifty-three patients completed the study and were “
evaluated fm cffic~, 27.patients received sulfacetarnide and 26 received vehicle..

Thetwogroupswere comparable(seeTable1)atbaseline,andnosignificantdifferences

wereobsenwdwithrespecttosex,race,age,height,weight,complexion,durationof

acne,acne-gradeandsl&+xmiition(erythe~,peeling,dryness,oiliness).

. .

Atweek10(seeTable2),therewasas&n~lcant(p=.0429)1meanreductioninthe

numberof infkmatory lesions in the sulfacetamide group cbmpared with the vehicle

group.. The mean percent@uction fkomthe baseline in total number of inflammatory
lesions wks significantly (@lOl 1) greater for the sulfacetamide group than the vehicle .,.

. . . .
PUP”. . . _ ; ., ’””:.: -“

./,

There were no signkc&diffeqnc& (see Table 2) between the sulfacetamide group and
vehicle &up for ot@.effic~ variables including number of comedones, acne-grade, and—.
skin condition (&ythe@ peeling, c@ness, oiliness), and globs! patients’ evaluation.

,“.-
.’

1Hereafler all the p-v~ues are for two-sided tests,

2



.Tu~voY~ .

A totalof 54 patients were entered into the study: 27 in sulfacctamidc group and 27 in
vehicle group. Two patients from vehicle group were not analyzed for efficacy because of
the nonampliance with the treatment schedule. One missed week 8 visit and the other

_ ~~ w~k 4 tilt. The onc WhOmi- week 8 visit had 10 total comedohes on
initial visi~ 11 on week 2 visi~ 9 on week 4 visit and 6 on week 10 visit she had 14 total

infkmmatory lesions on initial visit 13 on week 2 visi~ 11 on week 4 visi~ and 8 on week
10 visit. ‘Ihc one who tipped after week 4 visit had 20 total comedones on initial visit
15 on week 2 visit and 11 on week 4 visi~ he had 16 total inflammatory lesions on initial
visih 12 on week 2 visit and 12 on week 4 visit.

T%etwo groups were comparable at baseline, and no significant differences (see Table 3)
were observed with respect to sex, race, complexion, age, height, weigh~ duration of

acn~ acne-grade and skin-condition ( erythem~ peeling, oiliness).

At week 10 (see Table 4), there WMa significant (p=.0458) mean reduction from the

baseline in the number of inflammatory lesions in the sulfacetamide group compared with

the vehicle group. The mean pement reduction from the baseline in number of
inflammatory lesions was si@ificantly @=.0103) greater for the sulfacetamide group than

the vehicle group. For the global patients’ evaluation, sulfacetarnide group reported a
significan~y (p=.0001) better responsethan the vehicle group.

. .

Them were no significant differences (see Table 4) between the sulfacetamide group and
vehicle group for other efficacy variables including reduction fmm baseline in number of

comedones, pementage reduction from baseline in number of comedones, acne-grade and

skin-condition ( erythern& peeling, oiliness).
. .

The pmtoccd appears to state.that total number of lesions is the primzuy efficacy variable but

the sponsor did not analyz&his variable. However, the sponsor has emphasized positive
results fm total nurnbei of @amrnat6xy lesions (which appears to be semndary effkacy

~--

variabble in the pmckol); This reviewer analyzed the total number of Iesioris for the two ./’
studies and r@ts are& :f~Il~ws.. .

. .,.

Y #l ~ -swrN~ .

The redts are given@ Table 5. Tke two groups are comparable at baseline with respect to
the total number of lesions ‘asno significant (p=.8440) diffenmce is obsennd.

At week 10, $ere are”no significant diffenmces between the two groups for total numberof

3



lesions (p=.2944) or for reduction from baseline in total number of lesions (p=.21 13);
however, there is a significant (p=.0101) percent reduction from baseline in total number of
kSiOflSin ti stdfacetamide grollp m COnqxutxjWithti V&iC]c~Up.

The resultsare givenin Table 6. The two groupsam comparableat baselinewith respectto

the total number of lesions as no significant difference (p=.K)23) is obserwi

At week 10, total number of lesions is significantly (p=.0340) smaller fm sulfacetamide

WWX ~nt~u~on - ~~e in toti number of lesions is significantly (p=.0340J
_ f~ ~=~de WOUP. HOwevm tie= is no s@nifkant (p=.0777) difference
between thetwo groups fm reduction in total number of lesions ficnn the baseline.

smvt@J&Qg.

ed to~. ●

1. Theprimary●nd sccondmy efficacy variables were not explicidy defined in the

_ me WtOCO1am to S~tC fiat tie @IIIaIY efficacy variable is the reduction in
thetotalnurnlxr of lesions from the baseline, and sqmdary efficacy variables are

reduction in total corntxlones from baseline, reduction in total inflammatory lesions from
baseline,globalassessment and comparison with a @or therapy at the final visit. The

sponsor did not analyzethe primary efficacy vtujable (reduction in the total number of
lesions). The sponsor has emphasized one of the secondary efficacy variables (total
number of Mammatory lesions) and has presented favorable results.

2. ‘l%emwere no signifkant differences between sulfacetamide and vehicle groups for the

mean redudon in totalnum6er of lesions (the primary efficacy vaxiable) in the two studies:
Dr. Swinyer’s.study (p=;21 13) and Dr. Jurnuvoy’s study (p=.0777). However, other

“mys of expressing this prirhary efficacy variable (e.g., percent reduction from baseline)

produced more favorable,n%ults (p<.034). In the absence of an ~ priori declaration of how
this variable should b @yzed the results are at best marginally in favor of sulfacetamide. .. . . ,. “

. . . . .

3. A si@lcant (@&llmean @uction fkom the baseline in the numbix >f
.,,’

..
. inflarnqM@ lesions (o~e qf@e”-ndary efficacy variables) was achieved with

sulfiwetide cqnpa@ &i@vehicle in both studies. This signifkance ismarginal

@mMine) as p-valuds Weclose @ .05.
.’. . . ... .

-4. TIE meanptx&nt reduction from the baseiine in the nwnber of inflammatory lesions-- -

(oneofthesecondaryeflicacyvariables)wassignificantly@.0103)greaterwith

4

—



SUMacctamidc than with vehicle in both studies.

S. In Dr. Jurnuvoy’sstudy, global patients’ evaluation and comparison with prior therapy
- (two of the secondary efficacy variables) showed a significant (@KM) preference for

sulfacctamidc, but in Dr. Swinyer’s study, no signiilcant difference between the two
groups was found f= these variables. Both of these variables were rated by patients and—.——
not by physicians. This introduced a lot of variation in data. In the presence of such a
large variation, important effects may be wholly or partially obscud or conversely

~ ~Y ~ ~1~ into ~fieving in effects that do not exist Such confusing effects
can be greatly reduced if a physician rates all the patients using a rdiable and valid
instrumetw This increases the probability that the sponsor will be ltxl along a uue rather
than a false path.

& ‘Ike were no significant differences between sulfacetamide and vehicle for other

efficacy vtuiables including nxktion from baseline in number of comedones, percentage
reduction fkom baseline in number of comedones,acne-gradeand skin-condition

(=’@e- -$%, @ess, and oiliness) in both studies.

7. There exists no explanation of why the exclusion criterion was different for the two
studies In Dr. Swinyerk study, patients were excluded if they had more than 50
.
inflammatory lesions whereas in Dr. J&nuvoy’s study, they wem excluded if they had

more than 100 inflammatay lesions.

IL There exists no explanation of why the timing of one of the return visits was different

fa the two studies. In Dr. Swinyer’s study, patients visited in week 7 and in Dr.

Jurnuvoy’s study, they visited in week 8.

9. The clinical reviewer ha; indicated that the sponsor will be required to conduct
additional stu+es utilizing a physician global evaluation. We would suggest that at least
one additional study,& &quested tith a physician’s global evaluation in which we require
that the sponsor’s most irn$ressive result in these studies (a significant (~.0103) mean

*t @u~on @rn -line in to~ infl~tov l=ions - a -n* ~~cY ““
variable) be I@cated @ongwith .a significant difference for the physician’s global

evalu&ion. ~ rn&@ds tianaly:is for these variables should be specified clearly and
.,-

cumpletely in the prot@Jl ~ a@ance so as to avoid any concern about post hoc amdysis
decisions. j ., ~. ● ... ,,

. . . /,,,. .
..

.

..

5
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.
TASLS 1: COMPARISOH OF TREATMENT QROUPS AT BASE LINE

(DR. 8WINYER”SSTUDY)

TREATMENTPATIENT CHARACTERB~C SULFACETAM GROUPS
VEHICLE

NUMBER OF ●ATENTS

ME (IN YEARs)
MEAN

SD

HEmHT (IN INCHES)
MEAN

SD

WEIOHT (s4 LBq
MEAN

SD

URATIOH OF ACHE @l MO)

MEAN
SD

SEX
MALEs

FEMALES

RACE
CAUCASIANS’

HISPANICS

COMPLEXION
FAIR

MEDIUM
DARK

ACNE-• RADE
GRADE N

@RADE III

ERYTHENA*
NONE
MILD

NODERATE
I

PEELING*

I

NONE
MILD

MODERATE

DRYNESS* “

I

NONE
MILD

MODERATE

27

18.8
4.s

87.9
4

141.8
28.2

62.;
50.4

14
13

27
0

f4 .’
11
2

2s
2

11
13
3

.t6 .
lb “
1.,.

4
16 “
.7 “

OILINESS*

I
.-..’...

NONE . .6 ‘-
MILD 16 ;. .

NODERATE . . ●“
.“. .-

T&AL NWBER” OF ““”. ;..
CONEDONES*

MEAN “ “:7; “
Sb : 71;7

TOTAL NIJ&En OF -“- . ..
IFLANMATORY LESIONS@

MEAN 30.9 “
SD .2f .2

26

1s.7
5.8

68.9
4.2

t46
32.4

76.5
68.5

15
11

2s
1

15
11,
0

22
4

6
1s
4

1s
7
3

2
19
4

s
18

2

70.2
‘53.6

.

31.6
24.S

STATMTICAI
TEST

.

t

I

t

t

BHISQUAR

:HISOUARI

:HISOuARI

tH~SOUAR[

HISOUARE

HISOUARE

HISQUARE

{ISQUARE

t

t

“: DATA WAS HOT RECORDED FOR ON~ PATIENT IN VEHICLE GROtJP.

w
.

0.s70:

o.391t

0.6242

0.3242

).6694

1.3036

.3649

.959s

,4313

47ss

4344

7443

0.7424

1.6692

.,. ”

,.:,+. .. ,,,..; . .



. TABLE 2 COMPARISON OF TREATMENT GROUPS Al WEEN 10
(DR. SWINYER% STUD~

NUUBER OP PATIENTS 20 ,. .

TOTAL WER OF
COMCDONE8

MEAN
80

TOTAL WHBER OF
FLAWtATORY LESIONS

MEAN I
SDI

:RCENTAGE REDUCTtON
IOU SASELNE W TOTAL

COUEDONES
MEAN

SD
I

:RCENTAGE REDUCTION
IOM BASELtNE IN TOTAL
IFLMMATORY LESIONS

MEAN
SDI

ACNE-GRADE
GRADE 1

GRADE N
GRADE 111

36.4
42.3

14.1
10.4

so
2@.7

“s2.6
24. S

m o.
27
0

44.8
2s.s

21.4
14.7

16.6
97.4

26.5
30.2

.0
26
0

1

t

t

.

0.s2s9

0.042#

0.106

0.0011

.

ERYTHEMA
NONE

II

o 0 CHISQUARE 0.3218
MILD 2s - 26

NODERATE 1 0 *

PEELINQ
NONE 7
MILD 19

MODERATE 1“

DRYNESS
NONE 4
MILD 1s

NODERATE 5

OILINESS
ttONl
MILC

MODERATI

GLOBAL PATtENTS’
EVALUATION

WORSf
NO CHANG[

SLIGHT IMPROVEMENT
}DERATE tMPROVEMENl
:EUENT tMPROVEMENl

~TtENTB’ COMPARISON
WITH PREVtOUS

MEDICATION
tiORSE

NO DtF*ERENCE
BLtDHTLYBETTER—

MUCH BE~ER .
NOT APPIJCABLE

I

11’
1s * .-
1
. .

“o .
0 ;“

.s .

.13 “v
.’, .

.. -
. ,“

.,-..
. . . . .

. .. .. .
.’1 -

2 :.”
. ~ “ ..

-14 -
.’f

. .

4
22
0

3
21
2

10
14
2

1
2
4
12
7
. .

CHISOUAtiE

,

CHISOUA’RE

0.3643

0.4402

CHISOUARE

CHISOUARE

CHISQUARE

0.8201

0.4958

0.7036

.

,.

,.”

.“



TABLE 3: COMPARISON OF TREATMENT GROUPS AT BASELtHE
(DR. JURNUVOY3 STUDY)

TREATMENT OROUPS STATISTICAL
PATIENT Ct4ARACTERlSTIC SULFACETAMIDE VEHICLE TEST P-VALUE

w3tBER OF ●ATENTS 27 27 . .

AQE @l YEARS)
MEAN 18.6

SD
lD t

s
0.66S4-

4.2

HEtOHT (IN INCHES]
MEAN 66.9

SD
6s.6 t

4.1
0.6203

4.3

WEtGHT (lN Las)
MEAN 14*.3

BD
~4t.2 t

30.6
0.s04

36.2

DURATION OF ACNE (tN YRS)
MEAN 5.1 4.s t 0.s737

SD 4.2 3.6

SEX
MALES 16 12 CHISQUARE

FEMALES 11
0.276

1s

RACE**
CAUCASIANS 26 24 CHISOUARE

BLACKS 1
0.9s57

1

COMPLEXION**
FAIR 4 s

MEDIUM .
CHISOUARE

21
0.SS42

17
DARK 2. 4

ACNE.QRADE**
GRADE N 24__ :.22 CHISOUARE 0.9202

GRADE Ill . 3 s

ERYTHEMA**
NONE - 16 - 16 CHISOUARE
MILD “ - 11

0.3346
7

MODERATE o 0

PEELING**
NONE ““ 27 25
MILD - . . . 0

. .
0

NODERATE 0. 0

OILINESS** .
NONE - 1s” 16 CHISOUARE 0.4969
MILD 11 6

MODERATE :“ o 1
-

TOTAL NUMBER OF . ~ . . ...”
COMEDONES** .

MEAN . ‘“’ 16.’3 16 t 0.ss2
; SD ‘,;:. 6.2 11.6

TOTAL NUMBER OF - . .. . . .

INFLAMMATORY LESIONS** “ :“””
ME.AN ● . . 16.7 17.6. . t 0.6S73

SD .. .’ 77*’ 6.
1’

*: DATA WAS HOT RECORDED FOR TWO PATtENTS IN VEHICLE GROUP

.

.,--

.,
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TABLE 4: COMPARISON OF TREATMENT OROUPS AT WEEN 10

(DR. JURNUVOYS STUDY)
I

TREATMENTPATIENT CHARACTERIS~C SULFACETA~ GROU STATISTIC
VEHIC

NUMBER OF •Am~

REDuC~N FROM BAsELINE
~ TOTAL NUMBER OF

COMEOONES
MEAN

SD

REDUCTION FROM BASELINE
~ TOTAL NUMBER OF

MWLAMUATORY LESIONS

MEAN
SD

PERCENTAGE REDUCTION
FROM BASELINE IN TOTAL

COMEDONES
MEAN

SD

PERCENTAGE REDUCTION
FROM BASELINE IN 70TA}
sNFLMMATORV LESIONS

MEAN
SD

ACNE-QRADE
GRADE t

GRADE II
GRADE III

ERYTHEMA
NONE
MILD

MODERATE

●EELINo
NONE
MILD

IMODERATE

OILINESS .,
NONE I

27

6.4
8.3

9
4.4

2S.6
1s.9

. .

54.7
22.1

3’
23
1

“ 23
. 4

0

27
0

“o

. .

I
7

#lLD -
MODERATE

.“16
4

QLOBAL PA~ENTs~

l“-

. .
EVALUATION “.

/

WORSE : “o.
~ CHANGE “ “2.

SLIGHT IMPROVEMEN . . ‘“6
flODERATE -IEIPROVEMEN .
XCELLENT IMPROVEMEN . .“ .7 ‘

1“
.....

AtiENTs’ COMPARISON . : .
WITH PREVIOIJS

MEDICATION . . -. ● .-.

.“

29

3.6
S.a

6.4
4.6

S1.6
S5.4

3s.s
28.5

?
21
1

22
3
0

25
0
0

7
15
3

0
s

1s
2
0

s
s
4
0
7

—“ “_ +--.-——— —- .- —.—— . . . .

TEST

.

t

I

t

t

HISQUiR

/.

tilSQUAR

.

2HISOUARI

:HISOUARE

HISOuARE

P-VALUE

.

0.242

0.04s0

0.613S

).0103

0.993

.7664

.

.952

0001

1326
—



TABLES: COMPARISON OF TREATMENT GROUPS.

(DR. SWINYER’S STUDY)

Patient Treatment Groups
Characteristic Sulfacetamid{ Vehicle

Totai Number of Lesions
at Baseiine

mea n

I sd
sampie size

I

ITotai Numb et of Lesions
Id Week 10 I

mea n
sd

sample size

Reduction f tom Baseiine
in totai number of Lesions
at Week 10

* mean
sd

sampie size

Percent reduction from “
Baseiine in totai number of
Lesions at Week 10

mea n
ad

sampie size

. .

. .
.

104.36
89.63

28

52.52
51.89

27

5“4.41
54.15

27

51.49
24.96

27.—

. .
. . “.. .

.,.
.“-. ” .

.
... .’” . .

:. .
..- . . .
. . .“. . . . ..

. . .
. . . . . .
. .

... * . ..
. . . ,... /. .. . . -,.”
. .

..
.“’

. .

.-

100.4
73.13

28

Statistical
Test

t

t

t

t

66.23
41.54

26

35.81
52.77

26

,,

.25.64
43.47

26

...

.,,’

p-Value

0.844

0.2944

. .

0.2113

0.0102



TABLE 6: COMPARISON OF TREATME~ GROUPS

(DR. JURNUVOWS STUDY)

Patient Treatment GroupsCharacteristic Sulfacetaml VehicleTotal Numbr of Lesions at
Baseline

I I
mean

sd
sample Size

ITotal Number of Lesions at
Week 10

I

I I
mesh

ad
sampie size.

I I
Reduction from Baseline in
Total Number of Le@ons.at
Week IO

mean
sd

sample size

Percent Reduction from
Baseline in Total Number.
of Lesions at Week 10

mea n
sd

sample size

33.04
14.31

27

17.63
11.59

27

15.41
71.22

27,

45.22
30.37

27

35.15
15.27

27

25.08
13.27

26

10.04
10.46

26

27.88
27.44

26

. .

.

-. .,-
. . .

. . . . .
..

.
.“” . .

.. .
. . . . .

. .. . . .
.’,

. .
7.0 . ... . .

. ,,’
.“+ /“

“.
.-

Statistlca
Test

t

t

t

t

1p-Value

0.6023

0.034

..

0.0777

0.034

,.’

““’d”aMai@m..&:.. . . .
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DIVISION OF DERMATOLOGIC AND DENTAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

MUM& 19931 CHEM .REVIEW #: 07 REVIEW DATE: 46-DEC-96

S~MI=IoN/mpE DOCUMENT DATE QE&J2UE Ju3SIGNEDDATE

FAX AMENDMENT 06-DEC-96

N- & ADDRESS OF APPLICANT..

DRUG PRODUCT N-
Pro~rietarU
ProDrletarYjUS~” .

ode ames/+11s.

CheWal* e/
rat3eutlcClass:

----- ---- 06-DEC-96

Dermik Laboratories, Inc.
500 Arcola Road
Collegeville, PA 19426

Klaron” Lotion
Sodium Sulfacetamide
SCL-10

COI,OGICALCATJ?GORY/INDICATION.. for the topical control of
acne vulgaris

DOSAG~ FORM-. Lotion

STRENG~S .. 10%

ROUTE OF DMIN ST~TION.I . Topical

DISPENSED: —XX2LRx — OTC

EMICAL NAME s STRUCTURA7tFORMUL A, MOLECULAR FORMULA . MOL.WT..

254.24
CAS 6209-17-2
sulfacetamide Sodium (USAN)
Refer to USAN for more details.

~A

Refer to Chemist’s review #1,#2, #3, #4, #5 and #6.

REMARKSJCO-NTS ..—.

The applicant has F=,ED a mock up copy of the container and
carton labels for KLaron which have been edited for consistency
with the revised draft package insert submitted on December 5,
1996. As discussed with Dermik via phone today, Dermik agrees to
implement these changes to the next printing. The agreement to
implement the cited changes on the container/carton in the next
printing is acceptable.

..-



NDA 19-931
Dermik Labs
Klaron@ Lotion

page 2

conclus ion;

The applicant has responded to all chemistry concerns cited in
the deficiency letter dated June 19, 1996. An acceptable EER has
been provided by the Office of Compliance on 11/14/96. The
responses have been adequate and an approval action is
recommended from a chemistry point of view.

v/%tima!!.!. i ‘
J&et G. Hi’ggifs
Reviewing Chemist

a

cc : Orig. NDA 19-931
HFD-540/Division File
HFD-540/Higgins
HFD-540/Mo/Toombs
HFD-540/Pharm/Alam 1.
HFD-540/Micro/Creedon -
HFD-540/CSO/White

filename H

;~;-;;;{s;;R;~~;;;mp~AIL P ~h

: N19931.R07

?

‘d l+JW

...

./.’
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DIVISION OF TOPICAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and controls

~ 19931 HE~ 06 REVIEW DATE : 14-NOV-96

~ P121CDERDAT E AssIG~D DATE

AMENDMENT\AL 03-JUL-96
AMENDMENT\NC 23-AUG-96
AMENDMENT\AC 26-AUG-96
CONSULT 16-OCT-96
AMENDMENT\BL 25-OCT-96

~Pp~JCANT:

DRUG PRO UCT N-D
pro~rietary..

etarv/USAN..

Code Names/# I L.
emlcal

Therapeutic Class..

05-JUL-96 23-JUL-96
29-JUL-96 12-SEPT-96
27-AUG-96 12-SEPT-96
---------
28-OCT-96 06-NOV-96

Dermik Laboratories, Inc.
500 Arcola Road
Collegeville, PA 19426

Klaron@ Lotion
Sodium Sulfacetamide
SCL-10

~HARMACOT,OGICAL CAT GORY/INDICATION.E ● for the topical control of
acne vulgaris —

DOSAGE FORM.. Lotion

STRENGTHS.. 10%

ROUTE OF ADMINISTRATION ~. Topical
DISPENSE D: JSX2L- — OTC

ICAL NAME. STRUCT~L FORMULA, MOLECULARFORMULA, MOL.WT..

254.24
CAS 6209-17-2
Sulfacetami,de Sodium (USAN)
Refer to USAN for more details.

SUPPORTING DOCUMENTS..
...

Refer to Chemist’s review #1,#2, #3, #4 and #5.
.,

mMAR s/coMMlwTs.K ● //

The applicant has responded to the not approvable letter dated
June 19, 1996. Their response was a full response and i.s
outlined in the submissions stated above. Along with their
response to the deficiency letter, the applicant selected a new
trade name (Klaron” Lotion) for this product. A trade name
consult was requested from the Labeling and Nomenclature



NDA 19-931 page 2
Dermik Labs
Klaron@ Lotion

Committee on 9/10/96. The committee found no reason_ for this
name to be unacceptable on 10/16/96. This reviewer concurs.

As stated in the not approval letter the major chemistry concern
was failure to meet GMP standards. The Case Management and
Policy Guidance Branch has requested that this reviewer ask for
the following information prior to approving this NDA:

1. w updated manufacturing procedure describing the equipment
to be used and mixing/holding times.

2. New accelerated-condition stability data from a recently
manufactured lot and a commitment to conduct labeled storage
condition studies on the first three full-scale commercial
production lots. ..

The above.information was provided in July 3, 1996 submission.
The applicant has provided an updated master formula,

as attachment 2 in the July 3, 1996 submission. The
applicant has stated that the formula will remain restricted
until the NDA is approved and validation is complete. Bulk
holding times will be determined during the validation, and the
master formula will then be ftirtherrevised. The master formula
is presently being updated with the product name, Klaron” Lotion.

It should be noted that the updated manufacturing procedure has
increased the batch size from 200.0 Kg to 700.0 Kg. The
investigator, Denise M. Digiulio, was contacted on 11/4/96 in
order to reveal the size of the biobatch utilized in this NDA.
She informed me that the size of the biobatch was 200 Kg.
Therefore, this increase to 700.OKg is acceptable as long as the
process validation is completed and found to be acceptable by the
district.

The applicant noted that no new lots of this product have been
recently manufactured, therefore, Dermik does not have any.new
accelerated stability data. However, Dermik has committed to
conduct accelerated-scale commercial production lots. 7.,

The October 25, 1996 amendment contains a revised draft package
insert. This submission contains a new draft package insert
which appropriately }ists sodium metabisulfite as an ingredient.
The brand name Sulfacet Clear Lotion has also been changed to —
Klaron Lotion. All these changes are’appropriate and found to be
acceptable.



. . .

NDA 19-931
Dermik Labs
Klaron@ Lotion

Conclusion..

Page 3

The applicant has responded to all chemistry concerns cited in
the deficiency letter dated June 19,

An acceptable EER hasbeen provided by the Office of Compli~~~~”on 11/14/96.
Theresponses have been adequate and an approval action is

recommended from a chemistry point of view.

/[f
//

/3- L

Reviewing Chemist

cc : OricJ.NDA 19-931
HFD-540/Division File
HFD-540/Higgins
Hl?D-540/Mo/Tooms
HFD-540/Pharm/Alam
HFD-540/Micro/Creedon
HFD-540/CSO/White

~ilk[l!tll
HFD-540/SUPERVIS0R/DeCamp ‘ f
R/D Init by: SUPERVISOR

fllenam
.

e~ N19931.R06

./‘



Consult #672 (HFD-540)

KLARON sodium sulfacetamide lotion 10%

TheCommitteefoundnolook-alike/sound-alikeconflictsnoranymisleadingand
fancifulaspectswiththeproposedproprietaryname. . .-=

The LNC has no reason to f~id the proposed name unacceptable.

a& \ /% ,chair

CDER Labeling and e~clature Committee

.
. .

/’”

/’
/,’



DIVISION OF TOPICAL DRUG PRODUCTS
Review of Chemist~, Manufacturing, and Controls

NDA #: 19931 CHEM.R~IEW #: 05 REVIEW DATE: 05-S12PT-95
SUBMISSION/TYPE ~ocuMENT DATE CDER DATE ASSIGNED DATE

EER 08-AUG-95 08-AUG-95 N/A -

NAME & ADDRESS OF APPLICANT: Dermik Laboratories, Inc.
500 Arcola Road
Collegeville, PA 19426

DRUG PRODUCT NAME
ProDrietaN: Sulfacet Clear Lotion
Non~roDrietarv/usAN : Sodium Sulfacetamide
Code Names/#Is: SCL-10
Chemical Tvme~
Therapeutic Class:

PHARMACOLOGICAL CATEGORY/INDICATION: for the topical control of
acne vulgaris

DOSAGE FORM:
STRENGTHS:

Lotion
10%

ROUTE OF ADMINISTRATION:
DISPENSED:

Topical
XXXRX — OTC

CHEMICA.LNAME, STRUC~ FORMULA, MOLECIJLAR FORMULA, MOL.WT:
254.24
CM 6209-17-2
Sulfacetamide Sodium (USAN)
Refer to USAN for more details.

SUPPORTING DOCUMENTS:

Refer to Chemist’s review #1,#2, #3 and #4.

REMARKS/CO~S :

Dermik Labs, a wholly-owned subsidiary of Rhone-Poulenc Ror”er,
the applicant of the subject NDA.

.,which was the contract manufacturer and QC support for Dermik
Labs acquired Dermik Labs in late 1994. Due to the.variousbusiness dealing between thes”e three companies, the inspection
was delayed. An est~lishment evaluation request (EER#6765) wa
filed on August 19, 2994-. The Office of Compliance concurred
with the District’s recommendation to withhold approval for

on August 30, 1995.

is

.s



page 2NDA 19-931
Dermik Labs
Sulfacet Clear Lotion

,,

The Case Management and Policy Guidance Branch justified their
decision to recommend withholding approval of this NDA based on
the following findings:

1. The NDA does not contain some essential and basic attributes
of the manufacturing process, e.9., the specific equipment to be
used and the mixing and bulk product holding times.

2. Some of the referenced stability data (labeled storage
condition) for four stability lots which are presented in the NDA
are not available. Of these four, all assay chromatograms are
missing for one lot and the O, 1, and 3 month timepoint assay
chromatograms are missing for the other three. Thus, the
accuracy of the reported data and true stability profile of the
formulation camot be verified.

*
The Case Management and Policy Guidance Branch has requested that
this reviewer ask for the following information prior to
approving this NDA:

1. An updated manufacturing procedure describing the equipment
to be used and mixing/holding ,times.

2. New accelerated-condition stability data from a recently
manufactured lot and a commitment to conduct labeled storage
condition studies on the first three full-scale commercial
production lots.

It is the recommendation of this reviewer
request of the Case Management and Policy
for the information stated above.

that we honor the
Guidance Branch and ask

There were various other observations-made by the investigators
of the facility during their inspection which was held from
May 1, 1995 to June 23, 1995. Deficiencies with respect to-
devi.ations from cGMP’s at included:

1. Laboratory Operating Procedures allow for use of the .;
“Outl.&er Test”, out of specification and within specification
analytical data are averaged to obtain data which is in
specification ‘“
2- The evaluation aridcorrection of out of specification
results were inadequ&te
3. quality systems failed to provide for the rejection or
handling of product not complying with specifications.
4. current analytical methods lack sufficient precision
5. accuracy and/or ruggedness for use as quantitative
regulatory procedures was not adequate



NDA 19-931
Dermik Labs
Sulfacet Clear Lotion

page 3

6. current manufacturing process validation reports were
incomplete
7. incomplete data was provided to support the validation of
some finished product and raw material microbiological test
methods including distilled water
8. manufacturing records failed to accurately reflect the
processing of the drug product
9. the facilities and equipment are not designed to minimize
microbial contamination.

It should also be noted that the production process was not
sufficiently described in the filing, lack of development data to
support the filed rework process, the microbiological test
procedure for the finished product was not validated, and review
of the raw stability data revealed inaccuracies.

,/”
/’

!.— —

..

/-.’



NDA 19-931.
Dermik Labs
Sulfacet Clear Lotion

page 4

CONCLUSIONS & RECO~ATIONS:

The application is NOT APPROV~LE for manufacturing and
controls under section 505 of the Act.

The facilities have beeninspected and the FDA form 483 that was issued.
For more detailsand additional info~tion please refer to the attached

documentation.

The following data should be submitted before the approval of
this NDA:

1. An updated manufacturing procedure describing the equipment
to be used and mixing/holding times.

2. New accelerated-condition stability data from a recently
manufactured lot and a commitment .to conduct labeled st-orage
condition.studies on the first three full-scale commercial
production lots.

%jj?J-
Reviewing Chemist

cc : Orig. NDA 19-931
HFD-540/Division File
HFD-540/Higgins
HFD-540/Mo/Tootis
HFD-540/Pham/Alam
HFD-540/Micro/Creedon

~R~~~;/~~~~~~~~/DeCamP ~~ t~i~~~
R/D Init by: SUPERVISOR

filename: N19931.R05

.

...-

.,,”



DIVISION OF TOPICAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and controls

NDA #: 19931 CHEM.REVIEW #: 04 REVIEW DATE: 07-APR-95

@JBMISSION/~E DOCUMENT DATE CDER DATE ASSIGNED DATE

DIU4FT LABELING N/A N/A N/A
METHODS VALIDATION/NC 30-JAN-95 31-JAN-95 N/A
AMENDMENT/XR 27-FEB-95 28-FEB-95 N/A
AMENDMENT/BC lo-MAR-95 17-MAR-95 N/A

~AME & ADDRESS OF APPLICANT: Dermik Laboratories, Inc.
500 Arcola Road
Collegeville, PA 19426

DRUG PRODUCT NAME
Pronrietarv: Sulfacet Clear Lotion
Non~ro~rietarvlUSAN : Sodium Sulfacetamide
Code Names/#’s: SCL-10
Chemical Tvpe/
Thera~eutic Claw

FWARMACOLOGICAL CAT13GORY/INDICATION: for the topical control of
acne vulgaris

DOSAGE FORM: Lotion
$TRENGTHS: 10%
ROUTE OF ADMINISTRATION: Topical
DISPENSED: XXXRX — OTC

CHEMICAL NAME, STRUCTWWUL FORMULA, MOLECULAR FORMULA, MOL.WT:
254.24
(2AS 6209-17-2
Sulfacetamide Sodium (USAN)
Refer to USAN for more details.

SUPPORTING DOCUMENTS:

Refer to Chemist’s review #1,#2 and #3.

REMARKS/COMMENTS :

There exists three unresolved issues in the subject NDA --
satisfactory inspections, acceptable labeling.

An establishment evalfiation request was filed by Dr. Rejali on
August 19, 1994 and has remained in pending status. I contacted

the investigator of the foreign facility,
He informed me that a 483 form was issued to the

facility and stated that he would fax me a copy of the 483. The
inspection seemed to show no problems of great concern and the
applicant can probably address the issues which were brought up

———



NDA 19-931 page 2
Dermik Labs
Sulfacet Clear Lotion

with no major delay. Refer to the attached copy of the issued
483. Shirnette Ferguson from the Office of compliance has
contacted the Philadelphia district regarding the subject
application and an inspection has not been done, but the
assignment has been issued to an investigator. Refer to the
attached e-mail. On April 6, 1995, Inspector Denise Digiulio
called me from the Philadelphia District and informed me that the
Rorer facility would be inspected the week of April 17, 1995.

The methods validation package was never sent off to the St.
Louis District for validation. However, according to the
applicant and Hank Drew, from the St. Louis Laboratories, the
validation was completed and found satisfactory. Mr. Drew said
that he would have a copy of the validation package sent to me.
I received the MV package on 2/21/95.
The following comments were made by the analysis:

The HPLC assay method appears to be suitable for regulatory work.
The retention times (Rt) of the peaks obtained by the district
were similar to those obtained by the company.

Peaks of Compounds Rt
I

IIsulfanilamide I 2.6 min

usulfacetamide I 4.9 min

IIsulfathiazole I 9.6 min

lp-OH benzoic acid 11.9 min

All requirements for reproducibility, resolution and tailing
were met. The analyst also stated and illustrated in the
chromatograms which accompanied her comments that the resolution
between the peaks also met the requirement.

A review of the draft labeling was conducted on February 16”,
1995. The following observations were brought up by this -,
reviewer concerning the draft labeling.

,{’
/“



NDA 19-931
Dermik L*S
Sulfacet Clear Lotion

page 3

The proposed action on this application is approvable, pending
the resolution of the above deficiencies.

Also refer to attachedtelephone memorandum.

CONCLUSIONS & RECOMMENDATIONS:

The application is approvable for manufacturing and controls
under section 505 of the Act pending satisfacto~ GMPs and
correction of the draft labeling.

One of the facilities has beeninspectedaand the FDA form 483 that was issued is attached
(attachment I). The other facility is scheduled for inspections
the week of April 17, 1995.

+// q q=-
J~et G./Hi
Reviewing Chemist

,,

.Cc: Orig. NDA 19-931
HFD-540/Division File
HFD-540/Higgins
HFD-540/Mo/Tootis
HFD-540/Pham/Alam -
HFD-540/Micro/Creedon
HFD-540/CSO/~rtil

~l\l~lr

HFD-540/SUPERVISOR/DeCamp (
R/D Init by: SUPERVISOR
filename:N19931.R04

...-.

.,,”

/’”
/,’
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DIVISION OF TOPICAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

~ 19931 .-REVIEW #: 03 REVIEW DM?Z: 07-DEC-94 -

SUBMISSION/TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE

AMENDMENT/A -1 12-MAY-94 16-MAY-94 28-NOV-94
AMENDMENT/A- 2 04-MAR-94 07-MAR-94 28-NOV-94
AMENDMENT/B- 2 01-J-UL-94 11-JUL-94 28-NOV-94

NAME & ADDRESS OF APPLICANT: Dermik Laboratories, Inc.
500 Arcola Road
Collegeville, PA 19426

DRUG PRODUCT NAME
Pro~rietarv: Sulfacet Clear Lotion
Nonpromietarv/USAN: Sodium Sulfacetamide
Code Names/#’s: SCL-10
Chemical Tree/
Therapeutic Class:

PKARMACOLOGZCAL CATEGORY/INDICATION: for the topical
control of acne vulgaris

DOSAGE FORM: Lotion
STRENGTHS: 10%
ROUTE OF ADMINISTRATIO~ Topical
DISPENSED: —=_xxx OTC

~_L FORMULA, MOLECULAR FORMULA,
MOL.WT: 254.24
CAS 6209-17-2
Sulfacetamide Sodium (USAN)
Refer to USAN for more details.

SUPPORTING DOCUMENTS:.

Refer to Chemist’s review #1 and #2.
.

REMARKS /COMMENTS :

The agency informed the applicant on October 30, 1990 by
letter that the information submitted in response to the ‘.....
chemistry., manufacture.ng, and control deficiencies specified
in the not approvabl,d letter dated September 28, 1989 was
evaluated and found to be acceptable. However, amendments
have been sent in to address other issues posed in the not
approvable letter dated October 30, 1990. The assigned
chemist at this time developed some other requests when the
amendments were submitted. This review addresses her
concerns which was communicated to the applicant by
telephone on May 16, 1994.



NDA 19-931
Dermik Labs page 2
Sulfacet Clear Lotion

CONCLUSIONS & RECOMMENDATIONS:

The application is approvable for manufacturing and
controls under section 505 of the Act pending the trademark
consult and EER responses. An EER was issued on August 18,
1994. The assigned EER number is 6765. Its current statusis pending. Refer to for more details.It should also be noted that the methods validation is still
pending.

Janet G. Higgins
Reviewing Chemist -

●

cc : Orig. NDA 19-931
HFD-540/Division File
HFD-540/Higgins
HFD-540/Mo/Tootis
HFD-540/Pharm/Alam
HFD-540/Micro/Creedon ‘
HFD-540/CSO/Turtil

/[

ii I ~~~(HFD-540/SUPERVISOR/DeCamp v
R/D Init by: SUPERVISOR
filename:N19931 .R03

..

.,.--

./, ”
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Consult #322
F (HFD-540)

SULFACET CLEAR LOTION Sodium Sulfacetamide Lotion
10%

The Committee is aware that USAN discourages the use of a
proprietary name that incorporates the syllables of the USAN name
since doing so may limit the availability of appropriate
nonproprietary names to USAN. While we would normally express
strong opposition to the proposed name because of its similarity
to the USAN name, we recognize that Dermik is already marketing
Sulfacet-R Lotion. In this case, we believe the Division
reviewers should consider the appropriateness of pursuing this
issue at this time. One factor to consider would be whether the
Agency approved the name “Sulfacet-R Lotion.” Please note that
,the approval status is being questioned since this product does
not appear in the “Orange Book.tf

Other than the concern described above, the Committee has no”
reason to find”the proposed name unacceptable.

CDER Labeling and Nomenclature Committee

, Chair ~//Y/?

/’
/;

..,-

.,

-..



Division of Anti-Infective
Chemistcs Review

NDA 19-931

a~~Iicant:

Proprietary

Dermik Laboratories

Drug Products
#2

August 28, 1990

-.

Ft. Washington, PA 19034

Name: Sulfacet Clear Solution
~on-~ rolmietarv Name: sodium sulfacetamj.de

Initial Submission: 12/27188

@endments: 6/26/90

Remarks:
1.

2.

3.

4.
5.

6.

7.

8.

9.

10.

11.

12 ●

13 ●

14 ●

15.

With regard to
dated 4128189,
- Adequate
With regard to
information. -
With regard to
information. -

.

question #1 in the Chemist’s Revew #1,
the firm has submitted the information.

..
#2, the firm has submitted the
Adequate
#3, the firm has submitted the
Adeuuate

With regardd to #4~ the firm has replied. - Adequate
“With regard to #5, the firm has submitted the
information. - Adequate
With regard to #6, the’firm has submitted the
information. - Adequate
With regard to #7, the firm has submitted the
information. - Adequate
With regard to #8, the firm has submitted the
information. - Adequate
With regard to question #9, the firm has submitted the
information. - Adequate
With r=gard to question #10, the firm has submitted
stability data. Adequate to support 24 months expiry
date.
With regard to question #n, the firm has made
commitment. - Adequate
With regard to question #12, the firm has submitted--the
information. - Adequate
With regard to question #13, the firm has responded ..’
favorably. - Adequate
With regard to question #14, the firm has submitted the
information. - Adequate
With regard t~’question #15, the firm has responded
favorably. i Adequate



CHEMIST$8 REVIEW #2
Nm 19-931 PAGE 2

Conclusions: The firm has adequately responded to-all the
questions raised i.n Chemist’s Review #1, dated 4/29/90.

/’‘
*L*L2 /++,

●

B. Vithal Shett~, Ph. D.
Chemist, HFD-520

.
cc: Orig: NDA 19-931

HFD-520
HFD-520/MO/DCBostwick
HFD-520/Pharm/REOsterberg
HFD-520/CSO/RCook
HFD-520/CHEM/BVShetty/th/10/l/90 ~~ ,
R/D initialed by SUPVCHEM/9/27/90 ~
n19931.rv2 )v/ 17$

/,/
/

.,,



Division of finti-Infect~ve
Chemi.%t’s Review

,,

NDR 19-93L

RI) plicant:
Dermik Laboratories. inc.
Ft. L4ashington. PA 19034

Contact:

James P. Thom~son

(215)-956-5119

Proprietary Name:
Sulfacet Clear Lotion

Date of Submission:
December 2’7. 1988

●

Diwg Praducts
#1

AOril 26, 1989

Dosacae Form / Route of Administration:

lction / to~ical

Pharmacological Cateqory / Principal Indication:
antibacterial / control of acne vulgaris

Structural Formula / Ch=micdl Nafne:
sulfac~;a-.i-a :od .- (Ll~Q::) CeH.N=NaD=S.H=O

N-[ (4-aminoDhenyl)su] fGnyl]-acetamic!e, monosodium salt.
monohydrate

m.w. 254.24

CRS 6209-17-2

Related fUDh”s. IND”s and DMF”s:

DMF
reference authorization orovided

DMF manufacturing facilities, Rorer

Pharmaceutical Corp.: Rorer is the parent ccmpany of ttne-
applicdnt: reference authorization provided

DMF .,,”
reference authorization orovided

DMF

reference authorization provided

DMF ,.‘ reference
authorization provided

DMF
reference

NDf3 5-963.

NDLI 19-525,

authorization provided

numerous GNDA’s assigned to HFD–230



hlE(A19-?31 ‘page 2
Chemist’s Review PJc. 1
April 26, 15’89

Remarks:

S’~lfacetamide sodium is a compendia product. It is
Currer.lly marketed as sterile ophthalmic ointments in 107.
strength, and sterile ophthalmic solutions in 10 and 3CJY.
strength by Schering under NDA 5-963, as well as numerous
other ANDG’s. Q lotion formulation of similar strength was

the subject of NDL?

The strength is stated on the basis of the anhydrous .
druq~ rather than the hydrate, as is Cnmpendial prac-tice.

●

Conclusions and Recommendations:

The application is not approvable under Section 505 of

the Act. SDecific items which are not aD~rovable are
identified undet- the following headings: Components anti
Composition. Raw Naterial Controls. Other Firms,
Manufacturing and Processin’o, Laboratory Controls.

Stsbility, cOIItrCl NL:nber%. Sam-les and Results. Labeling.

and Establishment Inspection. .+ ~raft of the chemist’s

pOftlOn of a nc)t approva~le letter is attached: CSCJ should

draft the full letter.

The information obtained from DMF is incomplete.

Specific deficiencies are identified under Synthesis. @
draft letter requesting additional information De submitted
to the DMF is attached.

LA@L

. & LLJ,P!A.
Wilson H. De Camp. #?h. D.
Chemist. HFD-520 .,”

cc: Orig: ND6 19-931
HFD–lOO/Kumkumian -
HFD-520 ./‘
HFD-520/wHD >

Init:ARCasola/
HFD-520/Powel 1
HFQ–520/Jo%hi

<@FD-520/Bostwick
WHD : 4/28/89 —
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Consultative Review to Division of
Topical Drug Products (HFD-540)

DIVISION OF ANTI-INFECTIVE DRUG PRODUCTS (HFD-520)

Clinical Microbiological Labeling Review _

NDA #:19-931 REVIEW #:2 REVIEW DATE: 1O-FEB-95 .

SUBMISSION/TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE

ORIGINAL 22-DEC-88 23-DEC-88 12-MAY-94
AMENDMENTS 12-MAY-94 16-MAY-94 02-JUN-94

26-AUG-94 29-AUG-94 29-AUG-94

Consult requested on: February 8, 1995 By: Mr. S. Turtil

NAME & ADDRESS OF APPLICZUTT: Dermik Laboratories, ..I.nc..._______. _ .
500 Arcola Road
P.O. Box 1200 ..

9“ Collegeville, PA 19426-0107

CONTACT PERSON: Ronald F. Panner
phone Number: (215)454-8000

DRUG PRODUCT NAME: Proprietary: Sulfacet
,Nonproprietary: Sodium
‘sulfacetamide
Chemical Type: sulfonamide

Antibacterial
Therapeutic Class: 3 c

ANDA Suitability Petition/DESI/Patent Status:
N/A

PHARMACOLOGICAL CATEGORY/INDICATION: u............... .... ...__ ........Jj----

DOSAGE FORM: Topical Lotion
STRENGTHS: .% lo%......-..._._..-
ROUTE OF ADMINISTIUiTION: Topical
DISPENSED: XRX OTC ---

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOL.WT:

A7-[(4-aminophen-yl)sulfonyllatietamide, monohydrate,
monosodium salt ,/y

,,
y2cH*oH

““c-c”’

Molecular Formula: C8HgNzNaS03.H20
Molecular weight: 254.24



NDA 19-931
DERMIK
Sulfacet Clear Lotion

Pa9e 2 Of 2.

SUPPORTING DOC~~:
IND

REVIEW COMMENTS:

The following is the comment from this reviewers last
review (October 24, 1994) : “The information in the clinical -
pharmacology subsection of the package insert may be
misconstrued to suggest that the antibacterial activity of
this compound is equivalent to an antimicrobial claim.
Please suggest alternate wording that is more congruent with
the function of the active compound, that is treatment
versus prophylaxis.”

. .
The medical officer has suggested the following in her
review dated November 28, 1994: “Microbiolcqv: Thesulfonamides are bacteriostatic agents.

Sulfonamidesinhibit bacterial synthesis of dihydrofolic acid by
preventing the condensation of the pteridine with
aminobenzoic acid through competitive inhibition of the
enzyme dihydropteroate syntheqase.

Resistant strains havealtered dihydropteroate- synthetase with reduced affinity for
sulfonamides or produce increased quantities of aminobenzoic
acid. TT

The earlier comment from this reviewer apparently has not
yet been relayed to the applicant.

This reviewer has noobjection to the suggested wording by the reviewing medical
officer. However, the statement “Sodium sulfacetamide is a
sulfonamide with antibacterial activity.” in the description
section is redundant and implies causality.

This reviewersuggest truncating the sentence to read: “Sodium
sulfacetamide is a sulfonamide.” . .._ .. -,, ~, . . ..-.

“ :’-j&2/[u.,,.4’,L:L:.L~,./2’”” ;,,-,
Kathleen A. .CreWon, Ph.D.
Review Microbiologist 2/10/95

,’
cc:Orig. NDA 19-931 ~’ Concurrence Only:

HFD-540/Division File HFD-520/ActgDir/LGavrilovich
HFD-520/KCreedon/2-10-95 HFD-520/SUPERVISOR/ASheldon
HFD-540/MO/EToombs R/D Init by: ATS;2/10/95 ~3?J(/)~<

HFD-540/Pharm/SAlam filename: N19-931.rev

,~~ z#~ 6 ~ti’

— .-



Consultative Review to Division of
Topical Drug Products (HFD-540)

DIVISION OF ANTI-INFECTIVE DRUG pRODucTs (HFD-520)

Clinical Microbiological Review

NDA #: 19-931 REVIEW #: 1“ REVIEW DATE: 28-OCT-94

SUBMISSION/TyPE DOCUMENT DATE CDER DATE ASSIGNED DATE

ORIGINAL 22-DEC-88 23-DEC-88 12-MAY-94

AMENDMENTS 12-MAY-94 16-MAY-94 02-JUN-94

26-AUG-94 29-AUG-94 29-AUG-94

Consult requested on: May 30, 1994 By: Ms. R. Cook
(now assigned to Mr. S. Turtll)

NAME & ADDRESS OF APPLICANT: Dermik Laboratories, Inc.
500 Arcola Road

* P.O. Box 1200
Collegeville, PA 19426-0107

CONTACT PERSON: Ronald F. Panner
Phone Number: (215)454-8000

DRUG PRODUCT NAME: Proprietary: Sulfacet
Nonproprietary: Sodium
sulfacetamide
Chemical Type: sulfonamide

Antibacterial
Therapeutic Class: 3 C

ANDA Suitability Petition/DESI/Patent Status:
N/A

PHARMACOLOGICAL CATEGORY/I~ICATION:

DOSAGE FORM:
STRENGTHS:
ROUTE OF ADMINIST~TION:
DISPENSED:

Topical Lotion
10%
Topical .-

XR% OTC

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,

MOL.WT:

lJ-[(4-aminophenyl) su>fonyll acetamide, monohydrate,
monosodium salt

-0-

~a

NH2 S02NCOCH3 ● H20

Molecular Formula: C8H9N2NaS03.H20

Molecular Weight: 254.24



-4 19-931
lMIK

~alfacet Clear Lotion

Page 2

~UPPORTING DOCUME~S:

IND

INTRODUCTORY REMARKS:

This application is in response to a not approvable letter
issued October 30, 1990, in which additional clinical trials
were requested. A microbiology review of the manufacturing
and controls had not been conducted on the original
application.

. .

REVIEW COlkNTS:

The product, Sulfacet Clear Lotion (10%) is a topical
product to be sold in 2 oz. (59 mL) bottles. Methylparaben
at % is used as the preservative, and a satisfactory
preservative effectiveness has been submitted. The results
of a microbial limits test was also submitted, however, the
applicant has not submitted the corresponding standard
operating procedure (SOP) for the microbial limits test.

The applicant has submitted a draft package insert based on
the approved package insert for Sulfacet Acne Lotion (which
contains 10% sodium s-ulfacetamide and 5% sulfur) . Although
the products do not have microbiologic claims for the
treatment of acne vulgaris, the clinical pharmacology
section states that the product works via its antimicrobial
activity. The wording used is the same in all sulfacetamide
products, and although is not the optimal wording, it is
truthful in its content. Consequently, the first sentence
of the clinical pharmacology subsection of the package
insert may continue to read: “The most widely accepted ““
mechanism of action of sulfonamides is the’ Woods-Fildes
theory which is based on the fact that sulfonamides acta as -“
competitive antagonists to para-aminobenzoic acid (PABA) , an
essential component for bacterial growth.

— /.,/
/’



‘~ 19-931
?MIK

=ulfacet Clear Lotion

Page 3 of 3.

CONCLUSIONS & RECOMMENDATIONS:

This application is APPROVAELE from a microbiology
perspective .

The following comments should be relayed to the applicant.

The standard operating procedure (SOP) for the microbial
limits test should be submitted to complete the application
record.

The information in the clinical pharmacology subsection of
the package insert may be misconstrued to suggest that the
antibacterial activity of this compound is equivalent t-o an
antimicro~ial claim. Please suggest alternate wording that
is more congruent with the function of the active compound,
that is treatment versus prophylaxis.

‘Zi#%2&#
Review Mic~obiologist 16/28/94

..
cc:Orig. NDA 19-931 Concurrence Only:

HFD-540/Division File HFD-520/ActgDir/LGavrilovich -“;
HFD-520/KCreedon/10-28-94 HFD-520/SUPERVISOR/ASheldon
HFD-540/Mo/EToolnh R/D Init by: ATS;10/31/94~ ++71
HFD-540/Pharm/SAlam filename: N19-931.rev
HFD-.5~g/Chem/JHj~@+

L
FD”1540/CSO/STurtil “J

... /,/./&; fyfl
-—-.-------” -““
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5 DEPARTMENT OF HEALTH & HUMAN SERVICES:“. _- Public Health service
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7

FOOD and DRUG ADMINISTRATION
‘+‘++,~ CENTER for DRUG EVALUATION and RESEARCll

Memorandum

Date “Nov~rnbpr 20, 19’)0 .,

“om Supervisory Pharmacologist, HF”D–520

SUbj@NDA J9–931,
Sulfacet Clear Lotion, 10%

To “5
. Rosemary Cook, CSfJ, HFD–!5Z0

In response to the request from our Division Dj.rpctor, Dr. M. M.

Lumpkin [see attached), I have reviewed the pharmacology portion

o.f the action packet for NDA 19-931 (Sulfacet Clear Lotion, 10Z) .
Dr. Lumpkin expressed the opinion that the pharmacology rationale
for apprnval was inadequate and requested a review to determine if
animal data was needed to support approval of this ND~. ‘-

●

As a resul t, I examined the action packet and concluded that some -
specific ani.mal–derivect da~a would be appropriate to help support
product approval anct/or labeling statements to ensure safe handling
and use of the product. The following data would be needed to

satisfy the potential safety concerns that 1 believe are credible:

1.–Ocular irritancy potential; data to be derived from a Draize eye
irritation test using albino rabbits. Since the product can be
usect near the ey(~s, the potential for accidental eye exposure

exists and appropriate warning statements would be needed if the

prncluct shows this capacity for injury.

2– Percutaneous penetration data regarding the sulfonamide. Dermal
absorption data would be significant to the safe~y assessment if

a, ‘portion of the pat~ent population was allergic to sulfonamides

because serious allergic responses could b= provoked. Sulfonamides

produce the second greatest number of allergic responses in humans

in an arena where the penicillins are number one. Such data

preferably could be obtained ddring a human clinical ‘trial. If it
is not possible to use humans, then an appropriate whole anim-al

model could be used. The sponsor may also elect to use an in vitro
model to determine the degree of

.-—.— ..
percutaneous penetration or,-”

perhaps, provide information from the biomedical literature to

answer this question. The latter method must have provided the

data using agency–a-cceptable protocol=.— ./
,/

,’

—
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The sponsor should be informed about this data request as soon as

possible so that delays in product approval will be minimal.

Robert E. Clste

cc:

Ph.D.

HFD–520 (Dr. l_Urnpkim)
HFD–520 (Mr. Bostwick) ~ -~. c.&’%G&’ //-2490
HFD–520 (Pharmacology)

,-— —

.,

4’
/’



MEMORANDUM.—-..-—-———. —. -

DRTE : 30 October 1990

TO: Robert Osterberg, Ph.D.
..

2;; ;v’4”2’L&) {;> g“;%>.#LL

FROM : Murray PI. Lurnpk in, l“1. D.

Director, Division of Anti-infective Drug Products
HFD-520

SUBJECT: NDA-19931

Bob:

I received the action packet for NDG 19931 (Sulfacet clear

Lotionj 107.) tod~y, and I am. concerned that the Pharmacology
review wrintten by Mr. Davitt is inadequate in my opinicn. The
product is not approvable at this time because of clinical

inadequacies, so I am going to sign the Non-approvable letter
today . However, would you please review this section and
determine whether animal data are needed for this product’, and,
if not, I think a memo to the NDA addressing that decision
should be added. If animal data are needed, then we need to
inform the sponsor of that decision as soon as possible.

Thanks.

cc: NDA-19931

..

,’
;/

,
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

“%>
Food and Drug Administration
Rockville MD 20857

Telephone Memorandum

Date:

To:

From:

Subject:

Through:

December 15, 1994

Ms. Audrey Hackman

Janet G. Higgins
Review Che-rn\st, HFD-54d

NDA’ 19-931: Sulfacet” (Sodium Sulfacetamide 10%) Clear Lotion

Wilson H. DeCamp, Ph.D.

*
Supervisory Chemist, DTDP, HFD-540 ~

!

— —

Due to the changes that have-been made to the NDA since its origiml submission in
1989, an updated methods validation package was requested. Ms. Hackman said she
did not know when Dermik Laboratories would be able to submit the “updated methods
validation package, however, she would contact me by phone when she obtains a time
frame from the chemists at Dermik Laboratories, Inc.

cc: Orig. NDA 19-931
HFD-540/ Higgins
HFD-540/ DeCamp
HFD-540/ Turtil
HFD-540/ Toornbs
HFD-540/Alam
HFD-540/Creedon ,-
HFD-540/Division File ,’

filename: N19-9310M01

.

.-

.,.

.-



NDA 19-931

RonaldF. Panner
DermikLaboratories,Inc.
500 VirginiaDrive
FortWashington,PA. 19034

Dear Mr. Panner:

W have receivedyour New DrugApplication(NDA)submittedpursuantto section
505(b)\507of the FederalFood,Drug,and CosmeticAct for the following:

Name of Drug Product: SulfacetclearLotion(sodiumsulfacetamide10%)

Eate of Appli&tion: December22, 1988

Dateof Receipt: December23, 1988

OUr ReferenceNumber: MDA 19-931

Unlesswe find the applicationnot acceptablefor filing,the filingdatewill
be February23, 1989.

Pleasebeginany communicationsconcerningthisapplication by citingthe NDA
numberlistedabove. Shouldyou haveany quesionsconcerningthe NDA, please
contactMr. DavidBostwickon (301) 443-0211.

Sincerelyyours,

cc: orig NDA
HF*82
HFD-71O
HFD-220
HFD-500
HFD-520
HFD-520/IGavri lovich
HFD-520/MO
HFD-520/Chem
HFD-520/Pharm

LillianGavrilovich,M.D.
ActingDirector
Divisionof Anti-Infective ““”
DrugProducts ./

Officeof Drug EvaluationII
CenterfOr Drug Evaluationand Research ‘.....

,’
/.

./

HFD-520jDCBostwick:elp/12/29/88
4560m ~ @@

--



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PublicHealthService

Food and DrugAdministration
Centerfor Drugsand Biologics

Date: September26, 1989

m: ActingDirector,Divisionof Anti-Infective

From: DavidC. Bostwick

Subject:NDA 19-931, Sulfacet

I am forwarding the following

(sodiumsulfacetamide)

Drug Products(~FD-520)

Lotionr10%.

informationfor youz review:

1. Not Approvableletter

2. MedicalReview - D,C. Bostwickand C.C. Evans,M.D.

3. DraftStatisticalReview- B.Ki Taneja, ph,D.

4. ChemistryReview-W.H. -p, Ph.D.

5. PharmacologyReview- J,M. Davitt

6. DraftLabeling
— — (-

The activeingredientin thisproductis alzeadyused in many ophthalmic
preparations.

The medicalzeviewfindsthat the applicationis not approvablebecauseno
physicianglobalevaluationwas done in the cliniml studies. Althoughthe
statisticalxeviewin the packageis in draftform,Dr. Neviusdoesn’t feel
that the final version will be changed very much.

Chemistryis not approvable.The deficiencieshavebeen informallygivento
the sponsors,but we have not yet receivedany reply. Pharmacologyis
approvable.This applicationshouldbe made not approvable.

fividC. Bostwick
Chemist

.,,

cc: Orig NDA /’
HFD-82/HFD-520
HFD-520/DCBostwick:elp/09/26\89
HFD-520/WHDeCamp/HFD-520/CCEvans
HFD-520/JMDavitt
5111m



NDA 15-931

.

!lesrHr. Winner:

Referenceis made to “yodrNew gfucjApplication(NXl}and to your amendment
~atedJane 26, 1;90,re.xive3by the I&xland 7M2 Administration(FDA)-on
July 2, 1990,for Sulfacet.CleazX@tion,1!)%.

Ke consideryour submissiona major anmhent under21 CFR 314.50 and have
deterrnind t?-mt 12@additional days will be r~uiced for its rwiw.

$lurrzrj ~w.Iu@inJ .KD.
Director
Divisionof Anti-Infective
DrugProhcts
Officeof DrugEvaluation11
Centerfor Drug EvaluationantiResearch

cc:
ORIG. NDA 19-931
HFD-520
HE’D-520/DCBostwick P,,p?” “
HFW520\CH12@IkCamp &$ +#$
HFD-520\PHAIW

[

4/”
IEl)-521/IZ4S/VCSickler/sdj/7/20/90 ~- z~ @
F/T: 7/20/90

EX’I!131SIONLEITER 2205u

./’”

— —

--



DATE : May 16, 1994

TO: J. P. Thompson
of Dermik Laboratories.

CONVERSATION

Inc ●

Telephone Number (610)-454-3027

PROM: Rosemary Cook . 14t’\@tiJ (5
of FDA
Telephone Number (301) 443-0257

SUBJECT: Recommendations from Team meeting

IND/NDA NUMBER: NDA 19-931

DRIJG: Sulfacek Clear Lotion (sodium sulfacetamide lotion), 10%

SPONSOR/APPLICANT: Dermik Laboratories, Inc.

Mr. Thompson was informed of the following recommendations that
were generated during the general team evaluation of NDA 19-931:

1.

2.

3.

4.

5.

6.

7.

An updated listing of all applicable drug master files
and manufacturing facilities should be submitted;

A statement, if applicable, that all chemistry,
manufacturing, and controls information remains the same
as of June 26, 1990 . (date of the last submission
referenced in the not approvable letter dated October 30,
1990) should be submitted. Otherwise, all revisions must
be specified;

It should be confirmed whether- SAS datasets for the
clinical data included in the submission dated March 4,
1994, have been submitted;

Desk copies of the submission dated March 4, 1994 should
be provided for review by the Pharmacologist and Chemist; ..

Draft labeling included in the submission dated March 4,
1994, should be revised to conform to the requirements of
21 CFR 201; /’

It should be confirmed whether a guinea pig sensitization
study has been completed;

Copies of the study report, “In-Vitro Permeation of
Sulfacetamide From a Clear Lotion Vehiclelt should be
submitted for review by the Biopharmaceutist and Chemist;



Page 2

8. With regard to the microbiology review section, the
following information should be included:

A. Preservative effectiveness data; and

B. Any microbiological quality controls associated
with excipient testing and/or any saxnpling during
the manufacturing process.

Mr. Thompson stated that a response to the recommendations would be
submitted.

The conversation ended amicably.

m

cc:
Orig NDA 19-931 -. — ,-
HFD-540
HFD-540/Mo/Toombs
HFD-540/PHARM/Carlin
HFD-540/PHARM SUPV/Alam
HFD-540/CHEM/Rejali
HFD-540/CHEM SUPV/De Camp
HFD-520/MICRO SUPV/Sheldon
HFD-426/BIOPHARM/Aj ayi
HFD-713/STAT SUPV/Harkins
HFD-540/PROJ MGR SUPV/Cook

,.-

.,,”
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IJ#lDERMIK ‘iABOIUTORIES, INC.
ARH6VE-POULEA;CRORERCOMWVI’

Dedicated toDennatology’
r

!; .
,. .,

J~.!::, ; ,r , -4P
500ARCOLAROAD //

L.;“~.,f:;\ “~
P.O.BOX 1200 I i-
COLLEGEVILLE.PA 19426-0107

%

TEL.215-4S4-8000

March 4, 1994

Lillian Gavrilovich,H.D., ActingDirector
Centerfor Drug Evaluationand Research
Divisionof Anti-InfectiveDrug Products(HFD-520)
Officeof Drug ReviewII
DocumentControlRoom #12B-45
Foodand DrugAdministration
5600FishersLane ~
Rockville,MD 20857 -K, _L_ ....””

NDA 19-931
SulfacetO Clear Lotion
(sodium sulfacetamide 10%)

AHHNDHENT TO A PENDING APPLICATION

Dear Dr. Gavrilovich: — —

Referenceis made to the followingcorrespondenceconcerningDermik
Laboratories’NDA for Sulfacet@Clear(sodiumsulfacetamide10X)Lotion:
our originalNDA submissionfor Sulfacet@ClearLotiondatedDecember22,
1988,yournot approvableletterdatedSeptember28, 1989,our subsequent
communicationsdatedOctober25, 1989and June 26, 1990,and specificallya
secondnot approvableletterfromMurrayM. Lumpkin,M.D. datedOctober30,
1990.

In additionto the abovereferences,pleasealso referto theBackground/
Overviewof ClinicalInvestigationsincludedin Volume2.2 on page25 of this
submission,a copy of whichis attachedto this letter.

In Dr. Lumpkin’s October 309 1990 correspondencewe were informedthat our NDA
was inadequateand thereforenot approvablebecause“eachclinicalstudydi~
not includean acceptablephysicianglobalevaluation”.Vith the exceptionof,,
the previouslymentionedinadequacyand finalproductlabeling,we have been
informedthatall otherinformationcontainedin the originalNDA and related
supplementalsubmissionshas beenevaluatedand foundto be acceptable.

Sections of the NDA applicati~’ containing previously reviewed and evaluated
informationhave not been resubmittedin this application,only thosesections
thatvererevisedto includenev informationare resubmitted.



LillianGavrilovich,M.D.
March4, 1994
PageTwo

In response to the October 30, 1990not approvableletter,DermikLabs has
conductedtvo additionalcontrolledclinicalstudiesthatincludeglobal
evaluationsby the physicianswho conductedthe studies. The resultsof these
studiesare includedin thissubmission.

Priorto completionof theseclinicalstudies,CSO Ms. RosemaryCook
telephonedDermik’sHr. JamesThompsonwith additionalrequestsfrom
toxicologistDr. RobertOsterberg.Dr. OsterbergrequestedthatDermik
conducta primaryeye irritationstudyand a percutaneousabsorptionstudy
with SulfacetQClearLotion. Finalreportsfor thesestudiesare also
includedin thissubmission.

It is our beliefthatthe data and informationincludedin thisamended
applicationestablishthatSulfacet@ClearLotionis safe and effectivein the
treatmentof acne vulgaris.

Sincerelyyours,

y Y+A ‘+
R naldF. Panner
GroupDirector
RegulatoryAffairs

-.

RFP/JPT/mab
Enclosures

/“ -
/

%.

. .“’

—



BA(XGROUND/OVENllMJOF CLINICALINVESTIGATIONS

Sodiumsulfacetamideexertsan antibacterialeffectagainsta wide rangeof
gram negativeand gram positiveorganisms. In additionto its use in the
topicaltreatmentof acne,it has beenwidelyused to treatophthalmic
infectionsand seborrheicdermatitis. Sodiumsulfacetamidehas establisheda
remarkablerecordof safety,and evenvery high aqueousconcentrationsare
nonirritatingto the delicatetissueof the eye. (Veinstein,L.,
“Sulfonamides.win The PharmacologicalBasis of Therapeutics,5 cd.; Goodman,
L.A.,and Gilman,A.~ds.; MacmillanPublishingCo., Inc.,1975;1119-1120).

Uhile thereare many testimonialsattestingto the efficacyof sodium
sulfacetamidein the treatmentof acne vulgaris,therewere no well-controlled
studiesconfirmingits efficacy. It was our intentionto conductcontrolled,
double-blindstudiesthatwould confirmthe efficacyof a topicalsodium
sulfacetamide10% solution(Sulfacet*Clear)in the treatmentof acne
vulgaris.

The efficacy of SulfaceteClearLotionwas evaluatedin two double-blind,
randomizedtrialsinvolving107 patientswith gradeII or gradeIII acne
(StudyDO 1307)..After 10 weeksof treatmentthe 10% sodiumsulfacetamide
solutionwas significantlymore effectivethan aqueousvehiclein the percent
reductionof inflammatorylesions. Finalreportsfor thesestudieswere
includedin our originalDecember22, 1988NDA submission.

Upon completion of the review of the previously mentioned clinical studies,
Dermik Labs was informed by the Divisionof Anti-InfectiveDrug Productsin an
October30, 1990 letterthat the applicationwas not approvable.The specific
reasoncitedby the Divisionwas that“eachclinicalstudydid not includean
acceptablephysicianglobalevaluation.”

As a result of thisdetermination,DermikLabs initiatedtwo additional
controlledclinicalstudiesidenticalin designto the studiesincludedin the
originalapplication,with the additionof the inclusionof a global
evaluationby the physician. In one of thesestudies,the Parishstudy (Study
DL-6013-91O2),the globalevaluationswere made at the end of the
investigation.In the otherstudy,whichwas a multi-centerstudyconducted
by Drs. Bergerand Maloney(DL-6013-9302),the globalevaluationswere made by
the physiciansat each follow-upvisitand at the end of the study. Patient
globalevaluationswere also made at the end of both studies.

After 10 weeksof treatmentwith Sulfacet”ClearLotionthe resultsof the-two
studiesshowedthat inflammatorylesionswere significantlyreduced. More
importantly,both the physicianand patientglobalevaluationsindicated .,
significantimprovementof patientstreatedwith Sulfacet@ClearLotionover
vehicle.

Therefore,the resultsof thesetwo additionalcontrolledclinicalstudies
shouldcompleteall outstandingrequirementsfor approval. -

—
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DEPARTMENTOF HEALTH AND HUMAN SERVICES Form +oved: OMB No. @?Q-0001

PUBLIC HEALTH SERVICE Ea$iimmn Date: June 30, 1992

~00 AND DRUG ADMINISTRATtON
See OM8Sfxwnenf on P49c3.

APPLKATION TO MARKET A NEW DRUG FOR HUMAN USE FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE . DATE RECEIVED DATE FILED

(We 21, Code of FederalRegulations, 3 14)
DIVISION ASSIGNED NDAJANDA NO.ASS.

! !
NOTE: No ●pphcatton maybe fded Unle$$● ~mpleled ●ppi}titton form hat been t~cetved (2 f Cf R Pat%J 14).

WE of APPLICANT DATE 0$ SUBMISSION

Dermik Laboratories, Inc. - - March 4, 1994
TELEPHONE NO Ondude Ares Code)

ADDRESS (Number, Street,Ciry.State ●ndZtP Code) (610)454-3026
500 Arcola Road NEW DRuG OR ANTIBIOTIC APPLICATION

Collegeville,PA -19426 INuMBER {If previously !$wed)
NDA”19,931

I

ORUG PRODUn

ESTABLISHED NAME (e g., USWUSAN) [ PROPRIETARY NAME (If any)

sodium sulfacetamide
I

Q
SulfacetClearLotion

I

CODENANIE (tiany) CHEMICAL NAME . .

SCL-10 ● Acetsmide, N-1(4-adnophenyl) sulfonyl]-,
mono-sodium salt, monohydrate .

DOSAGE ~RM ROUTE OF ADMlNl$7WTnN

Lotion
I

Topical .
. I 10%

I I
*ROPOSED INDICATIONS FOR uSE

@’

I

Sulfacet Clear Lotion is indicated in the topical control of acne vulgaris

lsT NUMBERS OF ALL INVESTIGATIONAL NEW DRuG APPLICATIONS [2 f CFR Pan 312), NEW DRuG OR ANTIBIOTIC APPLICATIONS (21 CR Pm
;4J. AND ORUG MASTER FILES(2ICFA314420) REFERREOTO IN THIS APPLKATION:

IND and see
page 2)

list of Drug Master Tiles in original application

.

(Volume 1.1,-- <

.

. ..-
.

tNFORMATION ON APPUCATIC)N

TYPE OF APPLICATION (Ctwk ene)

~ tHtS SUSMISSW 6 A FULL APPLKATION {21 CPJ?3f4.SO) O THIS SU8MfSSION tSAN ASBREVIATED APPL~TIoN (ANDA) (21 CFR 314.55)

IF AN ANOA. lDtNTIFY IHE AP~ROVED DRUGpRODU~ THAT ISTHE BASIS FOR THE SUBMISSION

kAME OF DRuG HOLDER Of APPROVED APPLICATION

STATUS OF APPLl~TION (check -j

EFf~S~~f,;~aPENDING APPuCATFON a SUPPLEMENTAL APPLICATION

PROPOSED MARKETING STATUS (ti$ one)
i

p! APPLtCATIOtd FOR A PRESCRIPTION DRuG PRODUCT (Rx) ~ APPLtCATtON FOR AN OVER . THE .COUNTER PRODUm (OTCJ

FORMFDA356h(IWW) ~u;V1OUSEDITION ISOBSOLETE

1 -002 ““=’

..

t-

- ——— ,.. ...-—.



This application contains the followinq items: (Check all tftat app/vJ

1
1

x 2 Summary(21CFR314.50(c))

3.Chemistry, manufacturing, and control section (21 CFR 314.S0 (d) (1))

4. a. Samples (21 CFR314.S0(e) (1))(5ubmit only upon FDA*srequest)
1

I
b. Methods Validation Package (21CFR314.50(e)(2) (i))

9

c Labeling(21CFR314.50(e)(2)(ii))

x i. draft labeling(4 copies)

ii. finalprinted labeling (12 copies)

X 15. Nonclinical pharmacology and toxicology section (21 G R 314.S0 (d) (2))

I6. Human pharmacokinetics and bioavailabilhy section (21 CFR314.50(d)(3))

I7. Microbiology sea-cm (21CFR314.S0(d)(4)).

x 18.Clinical data section (21CFR314.S0(d)(S))

IS. fifety update report (2I CFR314.50(d)(S)(vi)(b)) .

x 10.Statim.calsed”on (21CFR314.50(d)(6))

x 111.Caserepofitabulaticms(21CFR314.S0(f)(1)) ‘

12. Caserepons forrns(21 CFR314.S0 (f) (1))

13. Patent information on ●ny patent which claims the drug(21 U.S.C 3SS (b) or (c))

14.A patentcertificationwithres~ toanypatentwhichclaims the drug (2 1 U.S.C3SS (b) (2) or (j) (2) (A))

1S. OTHER (~~”~) . -

Iagraatoupdat8thsspPlac#oRwathrruwsfctymformawm ●bout the drug tfut may reasonably ●ffem tha stat.mtnt .of urntrmndtimoas,
warnings. pr-uciorrs, or advww rmmm m the drafi hbehng. I ●gree to tubmtt thesa safety updat~ rem as fofbwx (1) 4 ment~i ●f’uf
she rntil wbmmwon. (2) Iotlowmg wc*Ipt of ●n ●pprovabfe Iww ●nd (3) ●t other ttmq w raquestti by FDA. kfUta ●ppluatmns zpproved, I
agree to comply wth d hws ●nd raeufatmm tfut tPPIY to #PPmW #PPkmmn& mcftdmg tha fdkrwmg:

1. Good mznuf~aurmg pramca requworts m 21 CFR210 ●nd21t
2. t.abefmg regufatron$ m 21 CFR201
3. m the case of ● P-WI- drug Woducc Prescfiwm drug @vemsmg regufatrons m 21 CFR 202.
4 Reguhons on m~khg dunges m ●ppfuatron h 21 0R314 ~. 31471. end 314.72.
5. Raguf.euom on reports m 21 CFU314.30 and 31441.

,.’

6. Local, nm dnd fedwd ●nronmwnd rrnpaati.
lfthis ●ppfiatlon ●wltes to ● dwg produn that FDA bs PW@$d for $CMduflWl undar tha cOntmUod substances Act f ●gree not to market the
prWud untif the Drug Enforcement Admmrstwon makes4 final xheduling decmon.

WE OF RESPONSIBLEOFFICIALORAGENT sfGNAt OFRESPONSIBLEO DATE

Ronald F. Panner
Direc~orr Regulatory Affairs ~AY

3/4/94’
.

AOORESSfStre@C C@, State.Zip-) TELEPHONE NO. (hd~ -s Code)

500 Arcola Road (610) 454-3026
Col leszevtlle, PA 19426 1

f (WARNING:Awillfullyfake statementis●criminaloffense..U.S.C.TitJe18,S-1001.).

1 -’003
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_ CORRESP

DERMIK lABORATORIES, INC.
/$)fJ

ARHONE-POULENCRORERCOMPANY—
Dedicated toDwnatologym

a!COLA ROAD
ox 1200

C“OLLEGEVILLE,PA 19426-0107
TEL. 610-454-8000

December 12,1995

Jonathan K. Wilkin,M. D., Director
Center for Drug Evaluation and Research
Division of Dermatologic and

Ophthalmologic Drug Products
HFD-540
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
Sulfacet@ Clear Lotion
(sodium sulfacetamide 10%) ‘-

●

Reponse to FDA Request
for Information

Dear Dr. Wilkin,

●Reference ismade toa December 12,1995 telephoneconversationwith
members of your Project Management Staff during which Dermik was
requested to submit patent information and a debarment statement to our
Sulfacet@ Clear Lotion NDA. The following statements respond to this request:

As stated in Section 314.53(c)(3), Dermik Laboratories, Inc. believes that there .
are no patents which claim the drug orthedrug productor which claim a method
of using the drug product and with respect to which a claim of patent
infringement could reasonably be asserted if a person not licensed by the owner
of the patent engaged in the manufacture, use, or sale of the drug product.

As required by Section 306(k)(l) of the Generic Drug Enforcement Act [21
U.S.C. 335a (k)(l), we hereby certifiy that, in connection with this application, ““
Dermik Laboratories, Inc. did not and will not use in any capacity the service of ,.
any person debarred under subsections 306(a) or (b) of the act.

/’
,’

*



Jonathan K. Wilkin, M.D.
December 12,1995
Page 2

If you have any questions or if 1can provide you with any additional information,
please contact meat (61 O) 454-3026.

Sincerely yours,

Group Director
Worldwide Regulatory Affairs

Operations

RFP/JPT/man
Enclosure

●

/’,,,
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DERMIK LABORATORIES, INC.
A RH~NE-POULENCRORERCOMPANY

&dicated toh-mtology”

..
500 ARCOLA ROAD

.::. J . -,
.’. +“:3%& ..; . . . .,/- ,, .- -

P.O. BOX 1200 i
>! ..-

COLLEGEVILLE, PA 19426-0107 ,, ; , j ;J j j ‘>:j/u\ ~

TEL. 610-454-8000
$< I

February 27, 1995 ,,.,,.1.

\

, ‘:f&Li “M%
Jonathan Wilkin, M. D., Director ., ..,...:,,

Center for Drug Evaluation and Research .- (:,~:.- ‘: ~,,
&

Division of Top~cal Drug Products
HFD-540, Room#121H0
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

a

Dear Dr. Wilkin,

Reference is made to our NDA #1 9-931

NDA 19-931
Sulfacet@ Clear Lotion
(sodium sulfacetamide 10%) ‘-

Response to FDA Request
for Information

for Sulfacet@ Clear Lotion (sodium
sulfacetamide 10°/0) and to Mr. Steven Turtil’s February 21, 1995 telephone

“request that we provide certain additional information.

As requested, we are providing the following information.

Patent Information: There are no relevant patents relating to this product.

‘Marketing Exclusivity In accordance with 21 CFR 314.1 08(b)(4), Dermik
.- requests three years of marketing exclusivity for this product. Other

“’ z@plications for a different use (ophthalmic) have been approved for drugs
containing the active moiety. This application (NDA #1 9-931 ) includes ‘-”
reports of new clinical investigations sponsored by the applicant that are
essential to the approval of the application.

Debarment Certification: In accordance with subsection 306(k) of the
Federal Food, Drug, and C6smetic Act, Dermik certifies that we did not and
will not use in any capacity the services of any person debarred under
subsections 306(a) or 306(b) in connection with NDA #1 9-931.

.,’



r“ Jonathan Wilkin, M.D.
February 27, 1995
Page 2

Safety Update Review: According to 21 CFR314.50(5)(vi)(a), the FD~
requiresthattheapplicantperiodicallyupdate a pending applicationwith
any new safetyinformationwhich may effecttheproductlabeling.The
original NDA was filed December 22, 1988. Two additional clinical trials
were conducted at the Agency’s request to support this application. The
results of those trials ~

were submitted as an amendmentto
the application on March 4; 1994. There has been no additional clinical
experience with this product. Therefore, the application contains all of the
currently known safety information relating to this product.

In addition, we are formally submitting a clarification of the component Iauric --
myristic 2:1 diethanolamide which has been the subject of several conversations
with Dr. Janet Higgins, Reviewing Chemist.

This submission fully responds to all outstanding requests from the Agency
regarding this application. If you have any further questions, please contact me
at (61 O) 454-3026.

Rohald F. Panner
Group Director
Worldwide Regulatory Affairs
Operations

RFP/alh/man
Enclosures
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DERMIK LABORATORIES, INC.
t’;u

AI?HONE-POULENCRORERCOMPANY—
Dedicated fofkmatology”

@
COLA ROAD

ox 1200
C“OLLEGEVILLE, PA 19426-0107
TEL. 610-454-8000

December 12, 1995

Jonathan K. Wilkin, M. D., Director
Center for Drug Evaluation and Research
Division of Dermatologic and

Ophthalmologic Drug Products
HFD-540
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
Sulfacet@ Clear Lotion

b (sodium sulfacetamide 10%) “-”

Reponse to FDA Request
for Information

Dear Dr. Wilkin,

●Reference is made to a December 12, 1995 teiephone conversation with
members of your Project Management Staff during which Dermik was
requested to submit patent information and qdebarrment statement to our

Sulfacet@ Clear Lotion NDA. The following statements respond to this request:

As stated in Section 31 4.53(c)(3), Dermik Laboratories, Inc. believes that there
are no patents which claim the drug or the drug product or which claim a method
of using the drug product and with respect to which a claim of patent
infringement could reasonably be asserted if a person not licensed by the owner
of the patent engaged in the manufacture, use, or sale of the drug product.

As required by Section 306(k)(l) of the Generic Drug Enforcement Act [21
U.S.C. 335a (k)(l), we hereby certifiy that, in connection with this application,
Dermik Laboratories, Inc. did not and will not use in any capacity the service of

.-.

.,,”

any person debarred under subsections 306(a) or (b) of the act.

/“,/
/’” “-

●

—



Jonathan K. Wilkin, M.D.
December 12, 1995
Page 2

If you have any questions or if I can provide you with any additional information,
please contact meat (61O) 454-3026.

Sincerely yours,

Group Director
Worldwide Regulatory Affairs

Operations

RFP/JPT/man
Enclosure

*
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DERMIK IAE30F?ATORIES, INC. ~~H6~~-pouu~c~o~~~co~pA~y
Dea’icatedtoDerrnatology”

500 ARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE,PA 19426-0107 Juty 3, 1996

TEL, 61044-8000
Jonathan K.WMdn, IV?.D.,Director
DiisionofDermatologicand Dental
Dwg Products

Center for Drug Evaluationand Research
OfficeofDrug EvaluationV
Food and DrugAdministration
9201 CorporateBoulevard
BuildingNo.2,Second Floor, Room NI 15
Rockville, MD 20850

NDA 19-931
Klaron” Lotion 10%
(sodium sulfacetamide lotion, l_O%)”-’

●

Amendment to a Pending Application
- Response to Approvable Letier

Dear Dr. WWin,

Reference is made to yourJune 19,1996 letterindicatingthat Dermik’s NDA for .

Sulfacet Clear Lotion(sodium-sulfacetamide lotion, 10%) is approvable and to our June
24, 1996 letter informingyou that Dermik intended to amend this applicationand
respond to your June 19, 1996 letter. This submissionconstitutesthat response.

#
Included in ttis submissionare specific responses to each of the requests made in the
approvable letter. Please note that Dermik has selected a new trade name (Kla.ron@ -
Lotion) for this product.

VVebelieve this submissionfully responds to all of your requests. If you have any
questions regarding this submission,please contact meat (610) 454-3026.

sincerely.

Q&iFc.? -.
Rdnald F. ‘Panner
Gfoup Director
Worldwide Regulatory Affairs

/’ Operations.1

RFP/alh/man
Encloures



DERMIK LABORATORIES, INC. ti
FORT WASHINGTON, PENNSYLVANIA 19034 215-628-6529
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:1-_... December22,

LillianGavrilovich,M.D.
ActingDirector
Divisionof Anti-InfectiveDrug Products
Officeof Drug EvaluationII
Centerfor DrugEvaluationand Research
HFD 520
DocumentControlRoom 12B-30
Food and DrugAdministration
5600 FishersLane
Rockville,MD 20857

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

...

.-. .

Original New Drug Application
SulfacetQ? Clear Lotion
(sodium sulfacetamide 10Z)

Dear Dr. Gavrilovich:

Pursuantto Section505(b)of the Fede~alFood,Drug and CosmeticAct and in
accordancewith the requirementsof 21 CFR 314 DermikLaboratories$Inc. is
submittingan OriginalNew DrugApplicationfor Sulfacet@Clear (sodiurf,
sulfacetamide10%)Lotion.

Sodium sulfacetamide is a sulfonamide with antibacterial activity. This
application contains data and information that confirm the safety and efficacy
of sodium sulfacetamide in the topical treatment of acne. In addition to its
use in the treatment of acne vulgaris, sodium sulfacetamide has been widely
used to treat ophthalmic infections and seborrheic dermatitis for over forty
years.

In accordancewith 21 CFR 314.50,this applicationcontainsthe following ““
technicalsections: (1) Chemistry,Manufacturingand Controls,(5) Clinical - :
Data and (6) StatisKlcal(identicalin contentto the clinicalsection).
Copiesof the case reportfo~ms for the adequate and well controlled clinical
studies upon which the eff$,dacyof Sulfacet@ Clear Lotion is based are also
included in this application.

Three copies of the Methods Validation package and labeling required by 21 CFR
314.50(e) are included in the review copY of this application. One copy is
included in the archival copy.

.-

Dedicatedto DernzatoZogy



Lillian Gavrilovith, M.D.
December 22, 1988
Page 2

Dermik Laboratories, Inc. considers the information in this application to be
confidential and proprietary and we request that no portions thereof be
disclosed to third parties, under FOI or otherwise, without prior discussion
with US.

Should you have any questions or require any additional information during the
review of this application, please contact me at (215) 956-5119.

Sincerely yours,

9

&JWW)Q.(
*+

Ronald F. Panner
Director
Regulatory Affairs

RFP/get

Enclosures
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I OEPARTMEN1 OF HEALTH AND HUMAN SERVICES Form Approved: OM13No. 0910-0001

PUBLICHEALTHSERVICE ExpiratkwI Date; August31, f 989.

FOOD AND DRUG ADMINISTRATION FOR FDA USE 0NL%

APPLICATIONTO MARKETA NEW DRUG FOR HUMA!U USE DATE RECEWED DATE FILED

OR AN ANTIBIOTIC DRUG FOR HUMAN USE
- J!3DEc&j

(Title 21,Cocfeof Federal Regulations, 314J DIVISION ASSIGNED NDAI DA NO A!

5a 1%3
NOTE: No apphcation may be fded unlex a completedapplicationform hasbeen recewd (21 C.f.i?. Part 3T4).

NAME OF APPLICANT DATE OF SUBMISSION
12122f88

Dermik Laboratories, Inc.
. .

TELEPHONE NO. @elude Area Code)

ADDRESS (Number, Street, City, State ●ndZip Code) (215) 283-0200

500 Virginia Drive
NEW DRUG OR ANTIBIOTIC APPLICATION
NUMBER (If previously Issued)

Fort Washington, PA 19034
1

DRUG PROOUCr

ESTABLISHED NAME (e.g., USP/USAN) PROPRIETARY NAME (If any)

sodium sulfacetamide
I
Sulfacet@ Clear Lotion

,
CODE NAME (If any) CHEMICAL NAME

●
Acetasnide,N-[(4-aminophenyl) sulfonyl]-,

SCL-10 mono-sodium salt, monohydrate

DOSAGE FORM ROUTE OF ADMINISTRATION STRENGTH(S)

Lotion I Topical I 10%

ROPCXED INDICATIONS FOR USE

Sulfacet@ clear Lotion is indicated

/

in the topical control of acne vulgaris

LISTNUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (2? CFR Part312), NEW DRUG$?R ANTIBIOTIC APPLl@TIONS (2? CFR Pd
3t4J, AND DRUG MASTER FILES(21CFr?3?4.420) REFERREDTO IN THIS APPLICATION:

I
‘~

See attached list of Drug Master Files.
t I?ECWED

m FORON(IW!INN !::] NW

INFORMATION ON APPLKATtON &
TYPE OF APPLICATION (Check one)

❑ THIS SUBMISSION ISA FULL APpLKATION (21 CFR374.50)0THK SUBMISSIONISM ABBREVIATED APPLICATION (ANDA) (2 I CFR314.5,
IF AN ANDA, IDENTIFY THE APPR9VED DRUG PRODUCT THAT IS THE BASISFOR THE SUBMISSION

NAME OF DRUG HOLDER OF APPROVED APPLICATION

i
STATUS OF APPLICATION (Check OCW)

PRESUBMISSION a AN AMENDMENT TO A PENDING APPLICATION ❑ SUPPLEMENTAL APPLICATION
~ ORIGINAL APPLICATION n RESUBMISSION

PROPOSED MARKETING STATUS (Check one)

~ APPLICATION FOR A PRESCRIPTION DRUG PRODUff (f?x) ❑ APPLICATION FOR AN OVER - THE - COUNTER PRODUCT (OTC)

--

L
- FORM FDA 356h (3/87) -..

1



CONTENTSOFAPPLICATION
This application contains the followirq items: (Check all that apply) I

1. Index
.

2. Summary (21 CFR314.50 (c))

3. Chemistry, manufacturing, and control section (21 CFR 314.50(d) (l))

4. a. Samples(21 CFR 314.50(e) (l)) (Submit only upon FDA’s request)

b. Methods Validation Package(21CFR 314.50 (e) (2)(i))

c. Labeling (21 CFR314.S0 (e) (2) (ii))

i. draft labeling (4 copies)

ii. final printed labeling (12 copies)

5. Nonclinical pharmacology and toxicology section (21 CFR314.50 (d) (2))

6.Human pharmacokinetics and bioavailability section (21 CFR314.50 (d) (3))

7. Microbiology section (2I CFR314.50 (d) (4))

8. Clinical data section (21 CFR314.50 (d) (5))

9.Safetyupdaterepon(21CFR314.50 (d) (5) (vi) (b))

x

x

x

x

x

x

x

10. Statistical section (21 CFR 314.50 (d) (6)) I x

11. Case report tabulations (21 CFR 314.50 (f) (l))

12. Case repotis forms (21 CFR 314.50 (f) (l))

x

x

13.Patentinformationonanypatentwhich claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15. OTHER (Speci&)

agree to updatethisapplicationwithnewsafetyinformationaboutthedrugthatmayreasonably●ffectthestatementof con~ralndtcdt(ons.
warnings, precautions, or adverse reactions in the draft Iabehng. I agree to s~bmlt thesesafety u~ate reports as follows: (1) 4 months afte
the mmal submlwon, (2) following receipt of ●n approvable letter and (3) at other times as requested by FDA. if this apphcatlon 15 dpproved,
agree to. comply with all laws and regulations that apply to approved applications, mcludlng the following:

1 Good manufamuring practice regulations In 21 CFR21O and 211.
2. Labeling regulationsin21 CFR 201.
3. In the case of a prescription drug product. prescription drug advertising regulations m 21 CFR 202.

./”

4. Regulations on making changm in application in 21 CFR 314.70,314.71, and 3t4.72.
5. Regulations on reports in 21 CFR314.80 and 314,81.
6. Local, state and Federal environmental Imoact laws. -

If thts appllcatton applies to a drug produd that FDA ha~.proposed for scheduling under the controlled substances Act I agree not to market
the product until the Drug Enforcement Admirwtratiovmakes a final scheduling decision. —

/
NAME OF RESPONSIBLE OFFICIAL OR AGENT SIGNATURE OF RESPONSIBLEOFFICIAL OR AGENT DATE

RonaldF. Panner
Director,RegulatoryAffairs $+~ Q +/& 12/22/88
ADDRESS (Street, City, State, ZIP Code) ~LEPHO ?$ No (Include Area Code)

, 500 VirziniaDrive I
Fort Wa~hington, PA 19034 1 (215) 956-5119

1

—

—

1

(WARNING: A willfully false statement isa criminal offense. U.S.C. Title 18, Sec.1001.) I
*U.sGovernment PsuNrsNG01+1CI?:19X7. Ix I -33X13$?.55



DERMIK LABORATORIES, INC.
500 VIRGINIA DRIVE ● FORT WASHINGTON, PENNSYLVANIA 18034

August 8, 1989

)ldy~‘t “;&m’?
Lillian Gavrilovich, M.D.

c

Acting Director
Division of Anti-Infective Drug Products
Office of Drug Review II
Center for Drt?gEvaluation and Research
HFD 520
Room 12B–45
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
Sulfacet@ClearLotion
(sodiumsulfacetamide)

Dear Dr. Gavrilovich:

Attached is our reply to Mr. David Bostwick’s July 27, 1989 telephone

questions concerning our NDA for Sulfacet@ Clear Lotion.

Please contact us if additional information is required.

Sincerely yours,

Q.O!.di?fbqvwwp..
:,

Ronald F. Panner
~

Director
Regulatory Affairs

RFP/get

Enclosure

..
.

--

-.
Dedicated toDermatology
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DERMIK LABORATORIES, INC.
920AHARVESTDRIVE,SUITE200,BLUEBELL,PA19422 215-540-83001FAX:215-540-8320

October 5, 1989

Lillian Gavrilovich, M.D.
Acting Director
Division of Anti-Infective Drug Products
Office of Drug Review II
Center for DrugQEvaluation and Research
HFD 520
Room 12B-45
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
Sulfacet6ClearLotion
(sodiumsulfacetamide10%)

Dear.Dr. Gavrilovich:

Referenceis made to your September28, 1989 letterwhich indicatesthatour
New DrugApplicationfor Sulfacet@ClearLotionis not approvable.

21 CFR 314.120the purposeof thiscommunicationis to
intentto file an amendmentto thisapplication.

Sincerely yours, \

V WOJ ‘ -,

“JudithR. Plon
Associate Director

/“
,/ - Regulatory Affairs
/

JRP/get

-.

Dedicated to Dermatology
ARORERCOMPAIW
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DERMIK LABORATORIE$ lN(_j&&$:::.:~~~“ ::jk%@{
500VIRGINIA DRIVE,FORT WASHINGTON, PA 19034 r~ ‘-’

[,~~~/
[;; p--:”’ \f-

June 26, 1990

Murray Lumpkin, M.D.
Director
Division of Anti-Infective Drug Products
Office of Drug Review II
Center for Drug Evaluation and Research
HFD 520
Room 12B-45
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
Sulfacet@ClearLotion,10Z
(sodiumsulfacetamide)

..
9 ~ TO PENDING

APPLICATION

Dear. Dr. Lumpkin:

Reference is made to the Agency’s September 28, 1989 letter informing us that
our pending New Drug Application for SuIfacet’~’Clear (sodium sulfacetamide)

Lotion 10% is not approvable. S~eciflcally, we were informed that our
application was not approvable because the adequate and well controlled
clinical efficacy studies whi,:,hdemonstrated a statistically significant
superiority of Sulfacet Clear” Lotion over vehicle, did not include subjective

global evaluations by the physicians. The letter also delineated the
deficiencies in the manufacturing and control information that was submitted
in support of our application.

This submission contains data and information that respon,,sto all Agency
f

comments andlor questions concerning our pending Sulfacet Clear Lotion

application. Included in this amendment are th,~,overall clinical evaluations
of the investigators who conducted the Sulfacet” Clear Lotion controlled
efficacy trials. Also included in this amendment is manufacturing and control
information that corrects the inadequacies in our pending application. -

,/-
,/

/“

,,.”

Sincerely yours,

- ~*Tp!3
.

Director
Regulatory Affairs

RFP/get●

Enclosures

Dedicated to Dermatology

A~XRCOMPANY
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DERMIK LABORATORIES, INC.

500VIRG1~ DRIVE,FORT WASHINGTON, PA 19o34

Murray Lumpkin, M.D.
Director
Division of Anti-Infective Drug Products
Office of Drug Review II
Center for Drug Evaluation and Research
HFD 520
Room 12B-45 ●

Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

November 8, 19

h

o

NDA 19-931
Sulfacet@ ClearLotion
(sodiumsulfacetamide10X)

Dear Dr. Lumpkin:

Reference is made to your October 30, 1990 letter which indicates that our New

Drug Application for Sulfacet@ Clear Lotion is not approvable.

As required under 21 CFR 314.120 the purpose of this communication is to
inform you of our intent to file an amendment to this application.

Ronald F. Panner
Director
Regulatory Affairs

RFPlget
,’

/

/’

--

Dedicated to Dermatology

ARORERCOMPmY
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DERMIK LAJ30RATORIES, INC.

(j(?w

Murray Lumpkin, M.D.
Director
Division of Anti-Infective Drug Products
Office of Drug Review II
Center for Drug Evaluation and Research
HFD 520
Room 12B-45
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

January 25, 1991 I

??DA19-931
Sulfacet@ Clear Lotion, 10Z
(sodium sulfacetaide)

Dear Dr. Lumpkin:

Reference is made to your October 30, 1990 letter informing us that our New

Drug Application for Sulfacet Clear Lotion was not approvable. Reference is

also made to our November 8, 1990 letter’informing you of our intent to file
an amendment to this application which has kept our application active.

The purpose of this letter is to request a meeting to discuss the current
status of the application and our future plans. The following dates for the
meeting are acceptable to us: February 2, 5 & 28, and March 1, 5, 7 & 8,

1991. We would prefer a morning meeting.

The Dermik representatives” who will be present at the meeting are:

Albert M. Packman, D.SC., Vice President and Technical Director

Ronald F. Panner, Director, Regulatory Affairs
James P. Thompson, Senior Associate, Regulatory Affairs

We will contact your Division shortly to determine if any of our proposed ““”
meeting dates are acceptable. ,.’

Sincerely yours,

$CVWUJ?*
Ronald F. Panner -
Director

Y/+

l?egulatoryAffairs

RFPlman

—
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DER$flK LABORATORIES, 1~,, -
500 VIRQINIADRIVE ● FORTWASHINTON PENNSYLVANIA !~’i~: ;;; ~; ~-...,

. .. .

.

Murray Lumpkin, M.D., Director
Center for Drug Evaluationand Research
DiviSiOn of Anti-InfectiveDrugProducts
Hrl)S20

*

NDA 19-931
SuIf8cetQ ClearLotion,10% ‘
(80diumsulfacetaraide)

AMENDMENTTO PENDTNGAPPLICATION

DearDr. Lumpkin:

Referenceis made to yourOctober 30, 1990 letterinformingus thatour New
DrugApplicationfor Sulfacet($clear (sodium sulfacetamide)Lotion, 10% was
lot approvable because our controlled clinical studies did not include a
>hysician global evaluation. Reference is also made to our November 8, 1990
lekter informing you of our intentto filean amendmentto thisapplicationas
:equiredby 22 CFR 314.120.

;ncl.udedin this submissionis an outlineof a proposedclinicalstudythatwe
relievew1ll pcovh additiond confirmation of the statisticallysignificant
‘fficacyresultsdemonstratedin the controlledclinicalstudiespreviously
rubmittedto our SulfacetClear LotionWA. After you have had an opportunity

jto review this outline, we would like to meet With YOUbriefly andlor
‘appropriatemembers of your staff to discuss the details of this study prior
to its finalization.

If you have any questions,pleasecallme at 215-956-5U9.

/.

Sincerely”yours,

ye*Pd “
R ald F. Fanner f./< Director

.
,

Regulatory Affairs

RFPiman

DedicufedtoD6?wx#0zogy
-.
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DERMIK LABORATORIES, INC.
FORT WASHXNGTON, PENNSYLVANIA 19034

b
April 9, 1991

Murray M. Lumpkiq, M. D., Director
Division of Anti-Infective Drug Products
Office of Drug Review II
Center for Drug Evaluation and Research, HFD 520
Document Control Room 12B-30
Food and Drug Administration
5600 Fishers bne
Roclwille, Maryland 20857

[%73 /
RE: Sulfacet? Clear Lotion, NDA~

GeneralCorrespondence

Dear Dr. Lumplcin:

Thisletter will serve to inform you that during the period 14 March 1991 to 19 March 1991,
Investigators from the Philadelphia District Office of FDA conducted an NDA pre-approval
inspection for Sulfacet@Clear Lotion, NDA 19-031.

At the conclusion of the inspection, an FDA 483 was issued listing four Observations made..
— during the Investigation. Response to the FDA 483 was made in a 28 March 1991 letter to .

Loren Y. Johnson, District Director, a copy of which is included with this letter for your ““’-”
information.

Of special interest to your Division is the commitment made as part of our Response to
Observation 1 of the FDA 483 in which we indicate that an additional stability report will be
submitted to this application by 31 July 1991.

--

Dedicatedto Dermatology
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Murray M. Lumpkin, M. D., Director Page 2
Division of Anti-Infwt.ive Drug Products April 9, 1991

Dermik Qdxxatories Inc. and Rhbne-Poulenc Rorer, Inc., the parent company of Dermik, have
requested facility approval from the District Office due to the fact that the FDA 483 did not
address any GMP violations associated with the Dermik operation.

If I can be of fiuther assistance, please contact me.

Sincerely,

*

MSM/mag
Attachment

Margaret S. Masters
AssociateDirector,RegulatoryControl

Desk Copy: Dr. B. V. Shetty

/“
/

,<

--
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‘;’] I?H6NE-POLJLENC RORER
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●

RHONE-POULENC ROREfi INC.

500VRGINIA DFWE
FORTWASHINGTON. PA 19034 “
TEL 215-628 -66C0

Registered Mail
Return Receipt Requested

March 28, 1991

Mr. Loren Y. Johnson
District Director
Department of Health and Human Services
Food and Drug Administration
900 U.S. Custom House
2nd and Chestnut Streets
Philadelphia, PA 19106

Dear Mr. Johnson:

During the period 14 March 1991 to 19 March 1991 an
NDA pre-approval inspection for Sulfacet Clear Lotion
was conducted by Ir?vestigators;,Joan A. Loreng and
Rita F. La Rocca. The following are the FD 483 obser-
vations made by the inspectors and our formal responses:

1. Stability samples of Sulfacet Clear Lotion ex-
hibited a progressive darkening upon aging. NO
conclusion has been drawn as to the cause or
significance of the color change.

Response

Proposed specifications for product color do allow
for some color change (i.e. colorless translucent
to amber-grey). A full stability report, including .-
information on the cause and significance of the
product color change upon aging, will be provided :/’”
to the FDA Reviewing Chemist, Dr. B. V. Shetty,
by 31 July 1991.

2. Sulfanilamide{;;a known degradation product of
Sulfacet Clear Lotion, is not pentioned in the
assay method. The peak became apparent in the
HPLC chromatogram as early as six months.

--



Response

The assay method was developed in a manner to
ensure that known degradation products, includitig
sulfanilamide, were properly separated on the
HPLC chromatogram. ,Chan3es wili be incorporated
in the assay “method to ensure that sulfanilamide is
identified and properly quantitated for purposes
of stability testing.

3. Records of analysis of sulfacetamide raw material
used in batches of Sulfacet Clear Lotion manu-
factured for clinical trials were not retained.

Response

The clinical batches referenced in the FD 483 were
manufactured in 1983. Our written policy for
maintaining raw material analytical release
records states that they will be held on file
for seven years and then destroyed. This policy
was followed for the raw materials in question. ..

We agtee to change our procedures to ensure that
pertinent raw material control records are main-
tained as part of the clinical batch record file.
This will ensure that all necessary information is
maintained and available for review.

4. The density of pilot bptch Sulfacet Clear Lotion,
Lot # CLR 7-32, was not determined at the time
of manufacture. The determination is required
for conversion of weight/weight potency to weight/
volume potency. The p~oduct is labeled per weight/
volume basis.

Response

The current assay method for Sulfacet Clear (2S-120-8)
states that values should be converted to w/v % by
multiplying w/w % by density. The omission of the
density test for Lot # CLR 7-32 was an oversight.
Assay results for release of Sulfacet Clear Lotion
will continue to be converted to w/v % through indi- “’”
vidual density determinations. .,,”

For purposes of stability, calculations of assay
results will be w/w % in.order to reduce variation
associated with density “calculations (caused by
entrapped air in:~iscous lotion). The product speci-
fication will be’converted from w/v % to w/w % by
utilizing a standard density value calculated from a
grand mean of multiple determinations.

--



In view of the fact that facility GMP violations are not
at issue with respect to this inspection and that
Rh6ne-Poulenc Rorer commits to provide an updated stability
information report and method to the reviewing chemist for
this New Drug Application, we request that facility approval
not be withheld. Further, Dermik Laboratories and
Rh6ne-Poulenc Rore”r, Inc. commit to full validation of the
product process prior to introduction of the marketeg product.

Please do not hesitate to contact me if there are any un-
resolved issues with respect to this inspection.

Charles F. Boudreau
Director, Quality Control

CFB/cc

cc: w. S. Hitchings, Ph.D., Vice President, Q.A. .
J. A.mLoreng, Investigator, FDA
M. M. Lumpkin, M.D., Director, Division of Anti-
Infective Drug Products, FDA

B. V. Shetty, Ph.D., Reviewing chemist
R. H. Thurman, President, Rh~ne-poulenc Rorer
Pharmaceutical Corporation

— — )-

.-
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DERMIK LABORATORIES, INC.
500VIRGINIA DRIVE, FORT WASHINGTON, PA 19034

@h &p14

Phone:(215)628-6000 ‘
●*.

~,<--- ‘!<,/..7,
vu .n,~

Q
41~~

October 15, 1;91

Murray Lumpkin, M.D., Director
Center for Drug Evaluation and Research
Division of Anti-Infective Drug Products (HFD-520)
Document Control Room #12B-45 4
Food and Drug Administration

.

5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
Sulfacet@ Clear Lotion, 10Z

(Sodium sulfacetamide)
..

CHANGE OF ADDRESS
Dear Dr. Lum~kin:

Effective November 7, 1991, Dermik Laboratories, Inc. is relocating to our
new worldwide corporate headquarters. Our new address, telephone and FAX
numbers are:

Dermik Laboratories, Inc.
Regulatory Affairs, H1O
500 Arcola Road
Collegeville, PA 19426

Phone: (215) 454-3026
FAX : (215) 454-5287

Please direct all future correspondence concerning this application
accordingly.

RFPlild

Sincerely yours,

Ronald F. Panne@
Director
Regulatory Affairs

,...-

+
./.”

.
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Dedicated to Dermatology
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‘, DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OM8 No. 0910-O@l

PUBLIC HEALTH SERVICE Expiration Date; November 30, 1990.

FOOD AND DRuG ADMINISTRATION
See OMB Statement on Page 3.

APPLICATION To MARKET A NEW DRUG FOR HUMAN USE ● FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE DATE RECEIVED DATE FILED

(Title 21, Code of Federal Regulations, 3 14]
OIVISION ASSIGNED NDCJANDA NO. A

NOTE: No appbcation may be filed unless a completed apphcatlon form has been recewed (2 ~ CF/?Am314).

4AME OF APPLICANT DATE OF SUBMISSION

D-. LAiWIW~RXIK, ~. October 15, 1991
TELEPHONE NO (Include Afed Code)

4DDRESS (Number, Street, City, State and zip code) (215) 956-5119

500 Virginia Drive NEW DRUG OR ANTIBIOTIC APPLICATION
NUMBER (If previously Issued)

Fort Washington, PA 19034 19-931

DRUG PRODUCT

ESTABLISHED NAME (e.g., USP/USANJ PROPRIETARY NAME (If any)
.

sodgum sulfacetamide

ZODE NAME (/fany)

SCL-10 .

>OSAGE FORM

Lotion

‘ROPOSED INDICATIONS FOR USE

Sulfacet Clear Lotion

I
CHEMICAL NAME
Acetsmide, N-[ (4-aminophenyl) sulfonyl 1,
mono-sodium salt, monohydrate

ROUTE OF ADMINISTRATION STRENGTH(S)

Topical I lox

Topical control of Acne vulgaris.

LISTNUMBERS OF ALL INVESTIGATIONAL NEW D’RUG APPLICATIONS (21 CR?Part3 12), NEW DRUG OR ANTIBIOTIC APPLICATIONS{21 CFR Part
314}, AND DRUG MASTER FILES(2?CHf 3 14.420) REFERRED TO IN THIS APPLICATION:

..

.>

INFORMATION ON APPLICATION

TYPE OF APPLICATION (Check one)

I ~ T“KSUBMISSIONIS AFiJLLAPPLICATION (2t@314.50) ~ THISSUBMISSIONKANABBREVIATEDAPPLICATION(ANDA)(21 CFR314.55}

IF AN ANDA. IDENTIFY T(K APPROVED DRUG PRODUCT THAT ISTHE BASIS FOR THE SUBMISSION

NAME OF DRUG HOLDER OF APPROVED APPLICATION

1

I
STATUS OF APPLICATION (Check one)

~ PRESUBIWS$ION a AN AMENDMENT TO A PENDING APPLICATION
n ORIGINAL APPLICATION ~ RESUBMISSION

❑ SUPPLEMENTAL APPLICATION

PROPOSED MARKETING STATUS Kheckorre). -.
#

a APPLICATION FOR A PRESCRIPTION DRUG PRODUCT (Rx) D APPLICATION FOR AN OVER - THE - COUNTER PRODUCT (OTC)

FORM FDA 356h (7i90) Page

—~—
_—.—
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RHONE-POULENCRORERCENTRALRESEARCH
500 ARCOLA ROAO
PO. Box I.?cn
COLLEGEVU-LE PA 194264107

RONALD F. PANNER
GROqPDIRECIK%
WORLOWC-EFUSGMTOWAFFAIRSOPERATIONS

TEL. 610454+O26
FAX 610-454-5299

.
Jonathan Wilkin, 14.D. , Director

:

Center for Drug Evaluation and Research
Division of Topical Drug Products
HFD-540
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

May 12, 1

●

NDA 19-931
Sulfacet” Clear Lotion
(sodium sulfacetamide 10%)

. .

Response to FDA Request
for Information

Dear Dr. Wilkin:

Reference is made to our April 19, 1994 telephone conversation with Ms.
Rosemary Cook in which she requested we submit information to the Microbiology
and Pharmacokinetics / Bioavailability sections of our NDA for Sulfaceto Clear
(sodium sulfacetamide) Lotion 10%. Reference is also made to our May 11.,1994
telephone conversation with Ms. Cook in which she further clarified the
information needed to satify the Microbiology request. This submission
specifically responds to the Microbiology request. Information in support of
a waiver for in vivo bioavailability studies is being sent under a separate.—
cover.

In our original NDA application, we provided background information on sodium
sulfacetamide which indicated that this drug has historically been used as an
antibacterial agent. However, in this NDA we do not make microbiologic claims..=;
relating to the use of this drug for the treatment of acne vulgaris. Yrimary
acne is not considered a bacteriologic condition. Our clinical protocols were
not designed to investigate the antibacterial activities of Sulfaceta Clear.
Our clinical studies indicate that the beneficial effects of Sulfacete Clear
for the treatment oj acne are primarily due to anti-inflammatory actions.

t

_..-
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JonathaM Wilkin, M.D.
Hay 12, 1994

Page 2

The regu~ations in 21 CFR 314.50(d)(4) requires submission of a lkicro.biology
section If the drug is an anti-infective agent. Although we are not claiming -
antimicrobial activity in this NDA, at Ms. Cook’s request, we have included in
this submission to our NDA the following information to be provided to the
tiicrobiologyreviewer:

Item 1. Dermik Formulary procedure number 3M-51O-O1: Preservative
Effectiveness - USP Method (previously submitted as pages 116-117
of the original NDA)

Item 2. Sulfacete Clear test results for above method (previously
submitted as page 118 of the original NDA) and a statement
interpreting these results

Item 3. Results of Microbiological Analysis of two clinical lots of
Sulf?aceteClear using Dermik method number 3M-501

Item 4. A copy of the
submission

Item 5. A copy of the
NDA amendment

NDA summary (VoIume 1) included in the original NDA

updated NDA summary (Volume 2.1 ) included in the
submitted Mazch 4, 1994

-.
We
If

expect that this information will be useful in your evaluation-of our NDA.
you have any questions, please contact me at (610)454-3026.

Group Director
Worldwide Regulatory
Affairs Operations

RFP/ALH/man
Enclosures

./,’

,.,

/“
/

/“
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Dedicated to&m!olo~=

I k..-.ARCOLAROAD
0.BOX1200

~ LLEGEVILLE,PA1942~107
-.

DUPLICATE
—

.,-.:<?” -

May 13, 1994
~.,. -

.-..
,

-1
Jonathan Wilkin, M.D., Director
Center for Drug Evaluation and Reseaqch
Division of Topical Drug Products !,,

,:” HFD-540 Room 12B45
::;.,.-. Food and Drug Administration...
,% 5600 Fishers Lane

Rockville, MD 20857..

NDA 19-93
$

‘U]far’’+ff’ ‘1a9- ‘lotion .
2:?I ----.-.%-“*=-L JJ

n
(sodium sulfacetmide 10%)

Response to FDA Request

for Information

Request For a Waiver of In-Vivo
Bioavailability Studies

Dear Dr. Wilkin:

%!

Reference is made to our April 19, 1994 telephone conversation with Ms.
Rosemary Cook, Acting Supervisor in which she requested we submit information

.-.=
to the Pharmacokinetics I Bioavailability and Microbiology sections of our NDA

{

~~ for Sulfacet@ClearLotion (sodium sulfacetamide 102). Reference is also made
*.

to our subsequent telephone conversation of April 26, 1994 with Dr. Francis
~ Pelsor of the Biopharmaceutics Division in whichwe discussed the

I

$+ applicability of a waiver for & ~ bioavailability studies for the same
,~,-.product. This submission specifically responds to the Pharmacokinetics I.-.:...

Bioavailability request. Information to be submitted to the Microbiology
1~~ section is being provided under a separate cover.

[

j

.*
..With this letter, we are requesting a waiver of in vivo ~ioavai!ability based

e‘- upon 21 CFR 320.22 (b)(3)(i) which indicates a waiver is applicable to a drug .--’-+

$’
product for which the bioavail.ability is considered self-evident because the
drug is a solution for application to the skin. Attached please find thes.-q:ffollowing information, supportive of our request for a waiver:-.+.

/.

.~

/
Item 1. The study report;for a percutaneous absorption study titled ‘In

g Vitro Permeation of Sulfacetmide from a Clear Lotion Vehic~e=bY
Thomas J. Franz and Paul A. Lehman, previously submitted toi:*=.::,-..~:.-.--->,f:;.~ section (d) V. F. in the NDA amendment of March 4, 1994 (vol.

.>$-. 2.4, pages 69-107),:---
....+.
..~?:

‘1
---.*4;

.-,...
-;. ,.<.-i,-

-.?..
_~
>>
-, . ,.

- ‘,*

I

.,.

... ;:-.-.,...
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Jonathan Wilkin, M.D., Director
Page 2
May 13, 1994

Item 2.

Item 3.

Item 4.

Item 5.

Item 6.

Item 7.

Item 8.

The Pharmacological Basis of Therapeutics, Third editioxtby
Goodman and Gilman, page 1160 which lists the average
concentration of sulfacetamide after oral administration, and an
evaluation of how those levels compare with what we might expect
based on our in vitro data,.—

.

A statement confirming thbatthe formulations used in the clinical
studies and the percutaneous absorption study are the same as the
formulation intended to be marketed,

Results of a literature search (1966 to present) of the adverse
reactions associated with topical administration of sodium
sulfacetamide and a comparison of these reactions with those
observed in the Clinical studies submitted in our NDA. “--

The
NDA

The
NDA

Medical Literature
submission (Volume

Integrated Summary
amendment of March

review summary included in the original
1.5, pages 231-248)

of Safety Information included in the
4, i994 (Volume 2.4, pages 119-129)

A copy of the NDA summary (Volume 1) included in the original NDA
submission

A copy of the updated NDA summary (Volume 2.1 ) included in the
NDA amendment submitted March 4, 1994

We believe this information supports our request for a waiver of in vivo
bioavailability studies for SulfacetR’Clear Lotion (sodium sulfacetamide 10%).

——

If you have any questions, please contact me at (610)454-3026.

Sincerely,

g’AM2’-/
—

,-,/
/’

Ronald F. Panner
Group Director
Worldwide Regulatory
Affairs Operations

tFP~ALH/ccr

#
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ILATE.RHONE-POULENCRORERCENTRALRESEARCH
500 ARCOIA ROAD
P.o. Box lm
COLLEGEVIIK. PA 19426-0107

RONALD F. PANNER
GROUPolPEcToR
wORLOWCEREGIJuTORYAfFAIRS0PEi14nONS

TEL 610-454-3026
FAX. 610454-5299

Jonathan Wilkin,M.D., Director
Center for Drug Evaluation and Research
Division of Topical Drug Products
HFD 540, Room 12B-45
Food and Drug ‘Administration
5600 Fishers Lane
Rockville, MD 20857

June 24, 1994

n

NDA 19-931
. Sulfacet@ Clear Lotion

(sodium sulfacetamide 10%)

Dear Dr. W/Win:

Reference is made to a June 20, 1994 letter concerning Sulfacet Clear (sodium
sulfacetamide 10?40)Lotion which we received from Dr. Funmilayo O. Ajayi as a
facsimile transmission June 21, 1994.

This submission contains information from the NDA for Sulfacet Clear Lotion that
was requested by Dr. Ajayi in her letter.

If you have any questions concerning the information included in this submission
or would like us to provide any additional information, please contact me at (61O)
454-3026.

,1

/,,f
/“

11111--;
Desk Copy: Funmilayo O. Ajayi, Ph.D.

.

Sincerely yours, -

B tif’amua.sb, ‘
L

Ronald F. Panner
Group Director I
Worldwide Regulatory Affairs

Operations
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DEF?MIK fABOFWTORIES, INC.
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DUPLICATE500ARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE, PA 19426-0107
TEL.215-454-8000

Jonathan Wilkin, M.D., Director
Center for Drug Evaluation and Research
Division of Topical Drug Products
HFD-540, Room 12645
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

July 01, 1994

NDA #19-931
Sulfacet@ Clear Lotion
(sodium sulfacetamide 10Yo)-

Response to FDA
Request for Information

Amendment to a
Pending Application

Dear Dr. Wilkin,

Reference is made to our NDA #19-931 for Sulfacet@ Clear Lotion (sodium
sulfacetamide, 10?40)and to our telephone conversation with Ms. Rosemary
Cook, CSO, on 16-May-1 994 in which she requested updated and/or additional -
information regarding this NDA. Reference is also made to our telephone
conversation with Dr. Nahid Rejali, Reviewing Chemist, on 16-May-1994 in which
she re!ayed two CMC questions. These FDA comments and Dermik’s
responses are attached along with any additional supporting information.

We believe this submission fully responds to any outstanding comments in .
reference to this NDA. If you have any further comments, please contact me at
(610)454-3026. .,’

, Sincerely Yours,

/’ .
/’

f)%e.-hy/(&
Ronald F. Panner
Group Director
Worldwide Regulatory
Affairs Operations



Dermik Responses to FDA Comments on the following:

CMC Information

Labeling

Nonclinical Pharmacologyand Toxicology

Human Pharrnacokinetics and Bioavailability

Microbiology

Statistics

-- t-

--

.,-

.,.



CMC Information

FDA Comment The application should be updated to include recent references
to all Drug Master Files.

Dermik Response: The following DMFs included in the original NDA (Volume 2;
pages 6,52,53,54, and 55, respectively) have been updated and were dir~ctly
submitted to the FDA by the providers. Copies of each of the updated DMF
letters are included in this submission as Attachment 1:

The DMF ~for Ro~er Pharmaceutical Corp. included in the original
NDA (Volume 2, page 45) is no longer applicable. According to 21 CFR
314.420, the DMF is replaced by the pre-approval inspection for a U.S~”
manufacturing sit:.

FDA Comment The names and addresses of all manufacturing and packaging
‘facilities should be updated or if they are the same, a statement to that effect
should be made.

Dermik Response With respect to the manufacturing and packaging facilities,
the information currently included in the NDA is correct.

FDA Comment Are the manufacturing and packaging facilities identified in the
NDA ready for an inspection?

Dermik Respons= As discussed with Dr. Rejali during a telephone
conversation on 30-Jun-l 994, these facilities are prepared for another pro-
approval inspection.

FDA Comment Have any of the previously manufactured lots of Sulfacet@
Clear been validated?

.,

Dermik Response: None of the previously manufactured lots of Sulfacet@
Clear have been validated. Protocols for the validation of the manufacturing
process have been generated. TJe first production lot and two subsequent lots-
will be validated utilizing these pfotocols. —



FDA Comment Dermik should provide a statement that the CMC information is
the same as it was in the original application and the CMC amendment
submitted 26-Jun-l 990. If it is not the same, revisions should be identified.

Dermik Response In response to specific requests from Dr. Funmilayo Ajayi,
Biopkrrnaceutist, and Dr. Nahid Rejali, Chemist, “we have attached a copy of
the updated stability data (Attachment 2) that were previously submitted in ~ur
26-Jun-l 990 and 24-Jun-l 994 amendments.

During our review of the CMC information, we discovered that.
: was incorrectly listed as an ingredient throughout the ofiginal

NDA (Volume 1, page 18 and Volume 1.2, pages 10, 12, 13,36,37,40,42, and
44). Likewise, the 26-Jun-l 990 C=MCamendment references the incorrect
ingredient in response to Comment 12.B. and in Attachments 1,Ill, and VI and
Appendix Il. The correct name for this component is

Please be advised that - ‘- - has never been a
component of Sulfacet@ Clear Lotion (sodium sulfacetamide 10YO).The NDA “--
documentation is the only place where this error occurred. All laboratory and
batch records throughout development and stability test batches and the final
Master Formula correctly list as a
component in Sulfacet@ Clear Lotion. ‘“-

Attachment 3 of this submission includes two items addressing this issue: 1) a
copy of the analytical report form for -
and 2) Dermik Forrnulary DF 07-0066-0128: Sulfacet Clear Lotion which
correctly lists - “ - as an ingredient in Part
Ill of both the formula card and the manufacturing directions.

Comment 12.B. in your 28-Jun-l 989 letter to Dermik stated, “12. The labels and
labeling are inadequate to insure the safe and effective use of the drug as
follows: B, the
NF name must be used.” In our 264un-1 990 fesponse to this comment, we
incorrectly agreed to your requested change. However, in order to accurately
identify the ingredient, the correct name will
be used in the final printed labeling for this product.

.,,

The current CMC information for this application is the same as the CMC
information included in the original application and the 26Jun-1 990 CMC
amendment with the exception o~lhe incorrect ingredient name as described
above. ,,,



.-%-- ... ...

FDA Comment Providecopies of the permeation study included in the 04-Mar-
1994 amendment for the Chemistry reviewer.

Dermik Response: A copy of this study report is being included in this
submission as Attachment 4.

FDA Comment Submit a separate desk copy of the CMC section that was-
included in the 04-Mar-l 994 amendment. -

Dermik Response: A copy of the CMC section that was included in the 04-Mar-
1994 amendment is included in this submission as Attachment 5.

/’
/’



. . . ... .<-----,...., .: .-.

Labeling

FDA Comment The labeling included in the 04-Mar-1994 submission should
be reviewed and revised appropriately to be in compliance with 21 CFR 201.
Ms. Cook ~“d that we shouldmake sure the general sulfonamide warning re:
sensitivity is included in the labeling.

Dermik Response: We have reviewed the labeling included in the 04-Mar-l 994
submission. This labeling is in compliance with 21 CFR 201 and includes the
general sulfonamide warning regarding hypersensitivity.

As mentioned in our CMC response, the labeling will be revised to replace

/“
.$

/’

----

./,”



Nonclini@l Pharmacology and Toxicology

FDA Comment Submit a separate desk copy of the Pharmacology/Toxicology
section that was included in the 04-Mar-l 994 amendment.

Dermik Response: A copy of the Pharmacology/Toxicology section thal was
inciuded in the 04-Mar-l 994 amendment is included in this submission as
Attachment 6.



. --- .. - ,-.,-...

Human Pharmacokinetics and Bioavailability

FDA Comment Providecopies of the permeation study included in the 04-Mar-
1994 amendment for the Biopharmaceutist.

Dermik Response: A copy of the permeation study was included in our 13-
May-1994 Pharmacokinetics / Bioavailability amendment. An additional cop] is
being inc!uded in this submission as Attachment 4.

-



Microbiology

FDA Comment Provide additional preservative effectiveness information if
available. Additionally, provide any microbiological quality control information
generated during the manufacturing process. Excipient testing should be
included.

Dermik Response: Our 12-May-1994 Microbiology amendment completely
responded to this request.

,/’
/’

—



/-- :

~

DERMIK LABORATORIES, INC.
A RH6NE-POULENCRORERCOMPNY _

Dedicated toDennato[ogy”

(-)I?!R!MLL
500 ARCOLA ROAD

.’ 1 ‘.w~$ ~a~

P.O. BOX 1200
COLLEGEVILLE,PA 19426-0107
TEL.215-454-8000 September 9, 1994 .

Ella Toombs, M.D.,
r,. . . . .

Medical Reviewer
, >,

,.

Center for Drug Evaluation and Research
t ., : :,., ..

Division of Topical Drug Products [ $EP 12 jgg~ ‘:
HFD-540, Room 17B45 :,., ,.

Food and Drug Administration

‘L

.,,. . .
“:?’ HFE-520e<::$:’j

5600 Fishers Lane
~<+” ..i-,

Rockville, MD 20857
.q’c&#

/
.~!a~ta . ‘

.&~.

NDA #19-931
Sulfacet@Clear Lotion --

● (sodium sulfacetamide 10%)

Response to FDA
Request for information

Dear Dr. Toombs,

Reference is made to our NDA #19-931 for Sulfacet@Clear Lotion (sodium
sulfacetamide, 10?JO)and to your request that we submit a disk containing the
Clinical Section of this NDA in Word Perfect.

Enclosed, please find a disk containin~ the Wo~d Perfect study reports and
tables for the Berger, Maloney, and Parish studies as well as the ASCII files for
the tables. The Word Perfect files are compatible with Word Perfect Version 5.1. “
Also included in this submission is a letter from our statistical consultant which
lists the file name, type, and content.

We expect that this information will assist you in your review of this NDA. if you.
have any further questions, please contact meat (610)454-3026.

,,

Sincerely Yours,
/.

,L \:’.\
,/’

8
Q--R. ~/ -h —.

I -’+ l~j-, i,.,A.. k.’. ‘ -,- ...?.. Ronald F. Panner
~“ Group Director

Worldwide Regulatory
Affairs Operations
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500ARCOLA RO.AD
P.O.BOX 12WI
COLLEGEVTLLE,PA 19426-0107
TEL.215-454-8000

~uk (1
September 23, 1994

Jonathan Wilkin, M.D., Director
Center for Drug Evaluation and Research
Division of Topical Drug Products
HFD-540
Central Document Room #12B30
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
m Sulfacet@ Clear Lotion

(sodium sulfacetamide 10%)

AMENDMENT TO A PENDING
APPLICATION

RESPONSE TO FDA REQUEST FOR
INFORMATION

Dear Dr. Wilkin,

Reference is made to our NDA #19-931 for Sulfate@ Clear Lotion (sodium
sulfacetamide 10YO)and to our July 1, 1994 amendment in which we corrected
an error in the Chemistry, Manufacturing, and Controls section of the original
application. Reference is also made to our September 21, 1994 telephone
conversation with Mr. Stephan Turtil in which he indicated that some confusion
had arisen regarding the formulation of the drug for the Clinical studies.

Please be informed that the same formulation of Sulfacet@Clear Lotion (sodium
./-

sulfacetamide 109’0)has been used in all clinical, nonclinical, and stability ,’”

studies.

As requested by Mr. TuRil, we h~ve attached an explanation of the correction
including a listing of all studies conducted and a quantitative description of the
formulation of SulfaceW Clear Lotion (sodium sulfacetamide 10YO).This
response is being submitted in quadruplicate to facilitate your review. In
addition, a facsimile copy has been transmitted to Mr. Turtil.



Jonathan Wilkin, M.D., Director
September 23, 1994
Page Two

We believe this submission fully responds to any outstanding comments in
reference to this NDA. If you have any further comments, please contact me at
(61O)454-3026.

Sincerely yours,

Ronald F. Panner \ ‘o
Group Director
Worldwide Regulatory Affairs
Operations

RFP/alh/man
Enclosures

..-

/’”

/./
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January 30, 1995

Jonathan Wilkin, M.D., Director
Center for Drug Evaluation and Research
Division of Topical Gel Products
HFD-540, Room#12B-30
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931 ..
●

Sulfacet@ Clear Lotion
(sodium sulfacetamide 10%)

Response to FDA Request
for Additional Copies

Dear Dr. Wilkin,

Reference is made to our NDA #19-931 for Sulfacet@Clear Lotion (sodium
sulfacetamide 10YO). Reference is also made to Dr. Janet Higgens’ December
15, 1994 telephone request that we submit additional copies of the Methods
Validation Package.

As discussed with Mr. Steven Turtil on January 27, 1995, we are submitting four
copies of the Methods Validation Package included as Volume 1.3 of the original
NDA submission of December 22, 1988. Please refer to our July 1, 1994
amendment for updated information on

In addition, I have attached a letter documenting submission of Methods
Validation samples to the FDA’s St. Louis office on March 20, 1991.

.,

We have reviewed the package and believe that the original submission contains
all the information required in the current Guideline for Submitting Samples and - -
Analytical Data for Methods Validation and the informal guidance provided by Dr.
Higgens in her Telephone M,@morandumfaxed to us on January 13, 1995.

--
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DERMIK LABORATORIES, INC.
A RHbNE-POULENCRORERCOMPANY—
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500ARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE,PA 19426-0107
TEL.610-454-8000

March 10, 1995

Jonathan Wilkin, M.D., Director
Center for Drug Evaluation and Research
Division of Topical Drug Products
HFD-540, Room#12B-30
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

NDA 19-931
Sulfacet@ Clear Lotion
(sodium sulfacetamide 10“/O)

Response to FDA Request
for Information

Dear Dr. Wilkin,

Reference is made to the recent telephone conversations representatives of
Dermik (Ms. Audrey Hackman, Mr. James Thompson and Mr. Robert Klein) had
with Dr. Wilson DeCamp, Supervising Chemist, and Dr. Janet Higgins,
Reviewing Chemist of your staff, during which an inactive ingredient in Sulfacet@
Clear Lotion with the tradename was discussed. At the
conclusion of these conversations, it was agreed that the name used to identify

in the Sulfacet@ Clear Lotion NDA should be

As requested, this submission contains an updated List of Components and a
Statement of Composition of the drug product. Please be informed that the only -
revisions to these sections were the renaming of .,

and reiterating the previous revision of the name of
The actual excipients used in the

Sul~acet@Clear Lotion drug prdduct formulation have never changed.



Jonathan Wilkin, M.D.
March 10, 1995
Page 2

Also included in this submission, as requested, is an infrared spectrum fog

We believe this submission fully responds to all outstanding requests from the
Agency regarding this application. If we can provide you with any additional
information or if you have any further questions, please contact me at (61O)454-
3026.

Sincerely yours,

Ronald F. Panner
Group Director
Worldwide Regulatory Affairs
Operations

RFP/alh/man
Enclosures

..--,

/“
.{ _
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DERMIK LABORATORIES, INC. ~~Hb~~-pouu~c~o~~//~oMpw
Dulcated tofirmatologyn

500ARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE, PA 19426-0107
TEL.610454-8000 February21, 1996

Jonathan K. VMlkin,M. D., Director
Divisionof Dermatologicand Dental
Drug Products

Center for Drug Evaluationand Research
Office of Drug EvaluationV
9201 CorporateBoulevard
BuildingNo. 2, Second Floor,Room N115
Rockville, MD 20850

NDA 19-931
Sulfacet” Clear Lotion
(sodium su!facetamide 10%’o)

Response to FDA Request for
Information

Dear Dr. Wilkin,

Reference is made to our pending NDA 19-931 for Sulfacet@ Clear Lotion and to Mr.
Frank Cross’ February 16, 1996 telephone request that we submit an electronic copy of
the package insert.

As requested, a diskette containing an annotated version of the package insert in Word
Perfect version 6.0 is being forwarded directly to Mr. Frank Cross under separate cover
In addition, attached pIease find a paper copy of this package insert, as well as the
original December 22, 1988 version. Changes to the original submission have been
outlined to facilitate the Agency’s review.

This submission fully responds”to the Agency’s request. If you have any questions,
please contact meat (61 O) 454-”3026.

Q-l+ ~~ -,

RonaId F. Panner
Group Director

,. Worldwide Regulatory Affairs
, Operations

RFJ%ALH/man
Enclosures
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DERMIK LABORATORIES, INC.
ARH6NE-POULENCRORERCOIUPN—

Wcded tohmatologym

500ARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE, PA 19426-0107
TEL.61044-8000 February 22, 1996

Jonathan K. VWkin, M. D., Director
Division of Dermatologic and Dental

Dug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
9201 Corporate Boulevard
BuikJing No. 2, Second Floor, Room N115
Rockville, MD 20850

NDA 19-931
Sulfacet@ Clear Lotion
(sodium sulfacetamide 10%)

.. .

Response to FDA Request for
Information

Dear Dr- Wilkinr

Reference is made to our pending NDA 19-9!31 for Sulfacet@ Clear Lotion and to Mr.
Frank Cross and Mr. Kevin Darryl White’s February 22, 1996 telephone request that we
submit an electronic copy of the unannotated package insert.

As requested, a diskette containing an unannotated version of the package insert in
Word Perfect version 6.0 is being forwarded directly to Mr. White under separate cover
In addition, attached please find a paper copy of this package insert.

This submission fully responds to the Agency’s request. If you have any questions,
please contact meat (610) 454-3026.

RFP/ALH/man
Enclosures

Rbnald F.”Panner ‘
Group Director
Worldwide Regulato~ Affairs

Operations
./’

,
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DEF?MJKLABORATORIES, INC. do
A RHONE-POULENCRORERCOME4NY-

Dedicaed roDm]Jatolog>”

jOOARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE,PA 19426-0107
TEL.610-454-8000

,-

March 12, 1996

Jonathan K. WWin, M. D., Director
Division of Dermatologic and Dental

Drug Products
Centerfor Drug Evaluation and Research
Office of Drug Evaluation V
9201 Corporate Boulevard
Building No. 2, Second Floor, Room NI 15
Rockviile, MD 20850

NDA 19-931
Sulfacet@ Clear Lotion

● (sodium sulfacetamide 10%)

Response to FDA Request for
Information

Dear Dr. Wilkin,

Reference is made to our pending NDA 19-931 for Sulfacet@ Clear Lotion and to Mr.
Kevin Darryl White’s March 11, 1996 telephone request that we provide justification
for a statement in the ADVERSE REACTIONS section of the proposed package insert.

As requested, please find attached a complete statement of the Agency’s comment as
well as Dermik’s response.

This submission fully responds to the Agency’s request. If you have any questions,
pIease contact me at (61 O) 454-3026.

Rbnald F. Panner
Group Director
Worldwide Regulatory Affairs

Operations
,’

RFP/ALt-l/man
Enclosures

—
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FDA Comment:

The ADVERSE REACTIC)NS section of the Sulfacet Clear proposed package insert
states, “Only one patient of’161 treated with Sulfacet@ Clear Lotion had adverse
reactions of erythema, itching and edema.”, Please provide justification for the number
(161) of patients.

Dermik Response:

One hundred sixty-one (161) patients represents the total number of patients treated or
exposed to Sulfacet Clear Lotion in four controlled clinical efficacy trials.

Two studies (DO-1307) conducted by Dr. Swinyer and Dr. Jumovoy were included in
the original NDA submission (December 22, 1988) and mntained data from 56 patients
treated or exposed to Sulfacet Clear Lotion. [Please refer to Table 2, page 125,
Volume 2.4 of the March 4, 1994 amendment.]

Two addtional clinical efficacy trials (DL-601 3-9102 and DL-601 3-9302) were
conducted by Dr. Parish and Drs. Maloney and Berger and were submitted in the March
4, 1994 amendment. These studies contained data from an additional 105 patients -
treated or exposed to Sulfacet Clear Lotion. [Please refer to Table 4, page 127, Volume
2.4 of the March 4, 1994 amendment.]

Therefore, the total number of patients treated or exposed to Sulfacet Clear Lotion in
four controlled clinical efficacy trials is 161 (56+ 105).

//
/’

?2
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DERMIK WORATORIES, INC. ARH~.YE-PO[’LE\CRORERCOMR4\l)’—
L?edicaed lollennaiolo~~”

500.4RCOLARO.AD
P.O.BOX 1200
COLLEGEWLLE. P.+19426-0107
TEL.610-454-8000

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental

Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Floor, Room NI 15
Rockville, MD 20850

NDA 19-931
Sulfacet@ Clear Lotion
(sodium sulfacetamide lotion 10%)

Notification of Intent to Amend

Dear Dr. Wilkin,

LReference is made to the above-mentioned NDA and to your Jun 14, 1996 letter in
which you indicated that this NDA is approvable.

,

Therefore, in accordance with 21 CFR 314.11 O(a)(l), the purpose of this
communication is to notify you of our intent to file an amendment to this pending
application.

x —--’ --- %.. ... ........ .,--

SincereIv.

---–=-~ Ii GrouD Director
e.c.r..1:,1:7 ~ , ~
.:L.’J . -------

f)::~~ ~

.=.. -,.-.. Worldwide Regulatory Affairs.. . —.. :
Operations

RFP/alh/man
Encl.

,/’ .-
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DERMIK lABORATORIES, INC.
A RH6NE-POULENCRORERCOMPANY~

Dedicated tolkmatoiogym

500ARCOLA ROAD
,.

P.O.BOX 1200
COLLEGEVILLE,PA 19426-0107 hly 3, 1996
TEL.610-454-8000

Jonathan K. Wilkin, M. D., Director
Division of Dermatologic and Dental

Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No- 2, Second Floor, Room N115
Rockville, MD 20850

. NDA 19-931
Klaron@ Lotion 10Y’O
(sodium sulfacetamide lotion, ~0%) ---

a

Amendment to a Pending Application
- Response to Approvable Letter

Dear Dr. Wilkin,

Reference is made to your June 19, 1996 letter indicating that Dermik’s NDA for
Sulfacet Clear Lotion (sodium sulfacetamiele lotion, 10%) is approvable and to our June
24, 1996 letter informing you that Dermik intended to amend this application and
respond to your June 19, 1996 letter. -This submission constitutes that response.

.~.. —_. —..—

Included in this submission are specific responses to each of the requests made in the
approvable letter. Please note that Dermik has selected a new trade name (Klaron@
Lotion) for this product.

We believe this submission fully responds to all of your requests. If you have any
questions regarding this submission, please contact meat (610) 454-3026.

S~cerely,

RFP/alh/man
Encloures

Rbnald F. Panner
Group Director
Worldwide Regulatory Affairs

,/’ Operations
,’

.,
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DERMIK LABORATORIES, INC.
A RH6NE-POULENCRORERCOMPANY—

Dedicated toDennutology”

500ARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE,PA 19426-0107
TEL.610-454-8000

August23,1996

Mr. CharlesThorne

ComplianceDirector

U.S.Food and Drug Administration

Room 900,U.S.customhouse

2nd and ChestnutStreets

Philadelphia,PA 19106-2973

RE: NDA 19-;31

SulfacetClearLotion

(sodhunsulfacetamidelotion,10%)

ICSOACTION - I
CertifiedMail

ReturnReceiptRequ

-

DearMr. Theme:

Referenceismade toyourNovember 9, 1995correspondenceinwhichtheAgency requested

additiomlinformationrelativetothepre-approvalinspectionperformedbetweenMay 1,1995

andJune23,1995forSulfacetClearLotion,NDA 19-931.

Specifically,theAgency hasrequestednotificationofwhen an amendment would be friedwith

theapplicationthatincludedanupdatedmasterformula.The Agency alsorequestedwritten

notificationthatallcorrectiveactionshave’beencompletedforNDA 19-931.

Furtherreferencek made toDermik’sDecember 11,1995correspondenceinwhichDermik

statedthat,inaccordancewhh FDA’s request,an amendment addressingalloutstandingissues

wouldbe submittedafterfimlreviewoftheNDA. On June19,1996,Dermik receivedfinal

comments on theapplicationfromtheDivisionofJJermatologicand DentalDrug productsin ..-

whichan updatedmasterformulawas requested.
.,

Pleasebe advisedthaton July3,1996Dermik Laboratories,Inc.submittedan amendment to

thependingapplicationinresponsetotheapproyableletter.The updatedmasterformula,DF

07-0066-7500-1,Revkion lb,dated~uly3,1996was submittedaspartofthatamendment. A

copyofthecoverletteroftheJuly3, 1996amendment andtheupdatedmasterformulaare

appendedwiththiscorrespondenctf.

Additionally,Dermik informedtheAgency thata tradename ofKlaron@Lotion10% (sodium

sulfacetamidelotion,10%) hasbeenselectedfortheproduct.



NDA 19-931
SulfacetClearLotion

August23, 1996

Page2

As Dermik commhted tointheOctober9, 1995correspondencelettertoMs. Diam Kolaitis,

DistrictDirectorPhiladelphiaDistrict,Dermik repeatedthePreservativeEffectivenessTestfor

SulfacetClearLotion.A copyoftheresultsforthistestareenclosedforyourreference.

By way ofthiscorrespondenceDermik certifiesthatallcorrectionshavebeencompletedfor

theNDA.

Derrnikbelievesthatallconcernswhh respecttotheSulfacetClearPre-ApprovalInspectionby

thePhiladelphiaDistricthave been fully satisfied and are sufficient to allow a recommendation
of approval to the Center for Drugs.

Ifyou haveanyCOJMXXTMregardingthisnotificationpleasecontactMr. Lane Sattlerat(610)

454-2322ortheundersignedat(610)454-8440.

Sincerely,

DERMIK LABORATORIES, lNC.

BridgetteSpeights

SeniorRegulatoryAssociate,QualityCompliance

Attachments: CoverletteroftheJuly3, 1996amendment andupdatedmasterformula

PreservativeEffectivenessTestResults

cc: DktnaJ.Kolaitis

DistrictDirector

PhiladelphiaDistrictOffice

U.S.Food and Drug Administration

Room 900,U.S.Customhouse

2nd andChestnutStreets

Philadelphia,PA 19601-2973

JohnathanK. Wilkin,M.D. ,~13irector

DivisionofDermatologicaLandDentalDrug Products

CenterforDrug Evaluationand Research

OfficeofDrug EvaluationV

Food andDrug Administration

9201 CorporateBoulevard

BuildingNo. 2,SecondFloor,RoomN115

Rockville,MD 20850

./,
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mDERAAIKLABORATORIES, [NC.
A RH6NE-POULENCRORERCOMPANY—

Dedicated iommltofogy”

500ARCOLA ROAD
P.O.BOX 1200
COLLEGEVILLE.PA 19426-0107 August 26, 1996

TEL.610-454-800b
Jonathan K. WIlkin, M.D., Director
Division of Dermatologic and Dental

Drug Products
Center for Drug Evaluation and Research

&

Office of Drug Evaluation V ~:!!~ OR!~ AliFNP?.flFt$t
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Floor,Room N115
Rockville, MD 20650

NDA 19-931
Klaron” Lotion 10%
(sodium sulfacetamide lotion, 10’Yo)

●

Response to FDA Request for
Information

Dear Dr. WNdn,

Reference is made to your June 19, 1996 approvable letter and to our July 3, 1996
response. Reference is also made to Mr. Kevin Darryl White’s August 22, 1996
telephone request that Dermik notify the District Office of our response to the
approvable letter and formally submit a copy of that letter to the NDA.

Therefore, in response to Mr. Wtite’s request, please find enclosed a copy of the
August 23, 1996 letter to Mr. Chartes Theme, Compliance Director of the Philadelphia
District Mice.

We believe this submksion fullY responds to all of your requests. If You have any
questions regarding this submission; please contact meat “(61O) 454-3026.

RFP/alh/man
Enclosures

‘--c-J

Sincerely,

R&ald F. Panner -
Group Director
Wortdwide Regulatory Affairs

.-
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ORIGINAL

B DERMIK LABORATORIES, INC.
A RH~NE-POULENCRORERCOMPAArY—

Bdicated to&-matology”

500ARCOLA ROAD
P.O.BOX [200
COLLEGEVILLE,PA 19426-0107
TEL.610454-8000 October 25, 1996

Jonathan K. WWin, M. D., Director
Division of Dermatologic and Dental

~L

Drug Products ilq! Ol?!c AhlEr4”!l!@P$U
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
BuildingNo. 2, Second Floor, Room N115
Rockville,MD 20850

NDA 19-931

m Klaron” Lotion 10%
(sodium sulfacetamide lotion, 10%)

Amendment to a Pending Application
- Draft Labeling

Dear Dr. Wdkin,

Reference is made to your June 19, 1996 approvable letter and to our July 3, 1996
response to that letter.

Our July 3, 1996 submission contained a revised draft package insert which incorrectly ~
listed sodium bisulfite as an ingredient in the Description section. This submission
conatins a new draft package insertwhich appropriatelylists as an
ingredient.

Please also be informed that the GMP inspection of the manufacturing site is now /
complete. The Philadelphia District Office has indicated that they have made a
recommendation for approval of the NDA for this product.

If you have any questions regarding this submission, please contact me at (610) 454- ,
3026.

Sincerely,

/’ -~y? A-w _
J R nald F. Panner

RFP/alh/man
Enclosures

Group Director
Worldwide ReguIato~ Affairs

. . ... . . . . . .— ---____ .._ ..- !
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