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APPROVAL LETTER



NDA 19-653/S-009
NDA 19-697/S-002

FEB 1 6 199

R.W. Johnson Phannaceutical Research Institute
Attention: Ms. Isabel Drzewiecki
Regulatory Affairs
Route 202, P.O. Box 300

Raritan, N.J. 08869-0602

.'~If.

Dear Ms. Drzewiecki:

Pleae refer to your July 26, 1993, supplemental new drg applications submitted under secton
505(b) of the Federal Food, Drug, and Cosmetic Act for:

Ortho-Cyclen (NDA 19-653) and
Ortho-TriCyclen (NDA 19-697)

(norgestiate and ethinyl estradiol) Tablet.

We also reer to your amendments dated August 23, 1994, submitted in response to our deficiency
leter of May 6, 1994.

The supplements provide for a new non-alcoholic based dissolution method (DM 91-020) with a
tentative dissolution specification of Q = 80% at 20 minutes for both norgestimate and ethinylestradioL. .
We have complet the review of these supplementa applications and they are approved. . A final
disslution spcation should be esblihed in new supplements after additional data are acced

for onè year using the new dissolution metp.od DM 91-020 (USP Apparatus 11,600 ml of 0.025%
Tween 20 in water) at 50 rpm and 75 rpm, and at 15 and 20 minute sampling tiìes. It is

understood tht the dissolution method DM 91-020, with tentative spcification of Q= 80% at 20
minutes for.both norgestimate and ethinyl estradiol, wil now be included as á' requirement for

both product release and stabilty of these tablets.

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

Should you have any questions, please contact Dr. Lisa Stockbridge at 301-443-3520.

~

SiOXl1 your. s, /.

p-iI (01 )
Solomon sát~l, ~.D.
Director
Division of Metbolism and
Endocrie Drug Product (HFD-510)

Center for Drug Evaluation and Research



cc:
Original NDAs (2) .
DISTRCT OFFICE
HFD-510 (2)
HFD-510\SSobel\ YChiu\MRhee
HFD-426 \ADorantes \JHunt

HFD-510\LStockbridge/2.14.95\19653bap.s09 #' 2-1Ç"-9r

Concurrence: MiUee/YChiu/EGallers 02.15.95

SUPPLEMNTS APPROVED(AP)

NDA 19-653/S-009
NDA 19-697/S-002
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NDA 19-653/S-009
NDA 19-697/S-002 ~ MAY - 6 1994

R.W. Johnson Pharmacutica Research Institute
Atttion: Ms. Isabel Drzewiecki

l\atory Afair.s
Route 202, P.O. Box 300

Rata, N.J. 08869-0602

Dea Ms. Drzwiek:

Pleae refer to your July 26, 1993, supplementa new drg applications submitt under secon
505(b) of the Federal Food, Drug, and Cosmetc Act for:

()
Orto-Cyclen (NA 19-653) and
Orto-TriCyclen (NA 19-697)

(norgate and etnyl esadol) Tablet
"..

Th supplements provide for a new non-alcoholic based disslution metod (DM 91-020).

We have complet our review and find the inormation presented .is inadequate and the
suppementa applicatioBS are not approvable under secon 505(d) of the Act and 21 CFR
l14.125(b). The deficiencies may be summarized as follows:

1. To support the rationale for usg the dissolution medum, th is somewhat
different than the more classica meda, plus the seeced pade rotation sp of
75 rp, the following inormation mus be provided:

a) pH solubilty data for norgestiate and etyl esradol

b) sin condition information at 37°C for varous meda

c) tablet dissolution profies (includig raw data) in meda that provide
adequate sin conditions with appropriate sample ties to characterze a

profie (e.g., distilled wate, simulated gasric fluid without enes,
simulated intenal fluid without enmes, differt buffer, etc.)

d) raw data and profies at dierent padle rotation sp (50 and 75 rpm)
in the dierent dissolution media where sin conditions exist.

2. Individual and mea clssolution data and profies at 5,10, l2 20 and 30 minute
for thee producton batch (12 tablet of ea strengt; 0.180 mg NGS/0.035 mg

EE, 0.215 mg NGS/0.035 mg EE, and 0.250 NGS/0.035 mg EE) should be
provide.



, .

"' .. ~" ,

3. If it is determined that the dissolution method DM91-020 is acceptable (i.e.,

dissolution medium is justified, etc.) then the proposed dissolution specification
(Q=SO% at 30 minutes) is probably not going to be acceptable because a 30 minute
dissolution test is not able to discern minòr difference in tablet hardness or
i( Ji. An earlier tes tie (e.g., 10 or 15 minutes) would be warranted.

Within 10 days after the date of this letter, you are required to amend the supplemental
applications, notify us of your intent to fie. an amendment, or follow one of your other options
under 21 CFR 314.120. In the absence of any such acton FDA may proceed to withdraw the
supplementa application. Any amendment should respond to all the deficiencies listed. We wil
not proces a partal reply as a major _amendment nor wil the review clock be reactivated until
all deficiencies have be addressed.

Should you have any questions, pleae contact Dr. Lisa L. Stockbridge at (301) 443-3520.

Sinceely yours,

'0..
A S- -Lr1iSolomon Sobel, M.D.

Direcor
Division of Metbolism and
Endocre Drug Product (HFD-510)

Cente for Drug Evaluation and Research

cc
Arch NDAs (2)
HFD-510 (2)
HFC-130/JAlen
HFD-510/YChiu/MRee/RBet
HFD-427/JHunt/ ADorantes

HFD-SO
drafed/LStockbridge/4.21.94\N19653A.SNA
revised/JHunt/4.28.94/ft/LLS/4.2S.94 ø G-I:r9'

Concurrence:MRee 4.21/YChiu/ ADorates/4.25/JHunt 4.28/EGalliers 5.3.94

SUPPLENTS NOT APPROV ABLE

NDA 19-653/S-009
NDA 19-697/S-002
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.:.:.:.;.:.:.:.;.:..... ... .....................................---- ........................................ n. ....... 1. OrQani zation
OMEDP HFO-510

MAR 2 3 1994

2. NOA Number
19-697

3. Name amd Address of ADDl icant
The R. W. Johnson
Pharmaceut i ca 1 Research I nst i tute
Route 202, P.O. Box 300
Rari tan, NJ 08869-0602
908-704-4038

ORic"'lru-, Lj 1- l 'oJ 'J J~:\

4. SUDDl ement
5-002

7 -26-93

5. Name of DruQ
Ortho- Tri eyc 1 en

7. SUDDl ement Provi des For
A new dissolution method.

6. NonDroDri etary Name
Norgestimate/EE tablets

8. Amendment

9. Pharmacal OQi cal CateQorv
Ora 1 contraceptive

10. How Di sDensed
RX

11. Rel ated
I NO/NOA/OMF
NOA 19-653

12. DosaQe form
Tablets for oral administration

13. Potency
180/35, 215/35, 250mcg/35mcg

(norgest imate/EE)

14. Chemical Name and Structure
Norgest imate: 18, 19-di nor-17 -pregn-4-en-20-yn-3-on, 17- (acetyl oxy) -13-
ethyl-,oxime,(17a)-(+)-

Empirical Formula: eî3H31N03 MW: 369.50

Ethi nyl Estradi 01: 19-nor-17 -a-pregna-l,3, 5- (10) -trien-20-yne-3, 17 -di 01

Empirical Formula: e2oH2402 MW: 296.41

15. Comments
This supplement was submitted for a new dissolution method (OM 91-020),

which is to fulfill their commitment to develop nonalcoholic based dissolution
method. This new method utilizes 600ml of dissolution medium containing 0.025%

(w/v) polyoxyethylene sorbitan monolaurate. Apparatus is U5P Apparatus II
(paddl es) wi th 75% rpm pos it i oned i:J,mm from the ins i de bottom of the vessel.

16. Concl usion and Recommendation
The proposed dissolution method is acceptable, however, the dissolution
specification (Q=80% at 30 minutes) is not acceptable based on Biopharm's
recommendation. Issue a not-approvable letter with information requests
described in the Biopharm's Review.

17. Name
Moo-Jhong Rhee, Ph. o.

~e Date
3-22-94

Di stri bution
R D initialed
5L.178

Jacket Revi ewer Division File
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1 . Oraanization 2. NDA Number
DMEDP HFD-510 ~ -:

DEe 2 I 1994

3. Name amd Address of Applicant
The R. W. Johnson
Pharmaceutical Research Institute

Route 202, P.O. Box 300
Raritan, NJ 08869-0602
908-704-4038

4. Supplement
S-OO 2

7-26-93
Chem Rev #2

5. Name of Drua
Ortho- TriCyclen .

6. Nonproprietarv Name
Norgestimate/EE tablets

ORIGINAL

7. Supplement Provides For
A new dissolution method.

8. Amendment
8-23-94

9. Pharmacoloaical CateQorv

Oral contraceptive
10. How Dispensed

RX
11. Related

IND/NDA/DMF.
NDA 19-653!sWr

12. Dosaae form
Tablets for oral administration

13. Potency
180/35, 215/35, 250mcg/35mcg
(norgestimate/EE)

14. Chemical Name and Structure
Norgestimate: 18, 19-dinor-17-pregn-4-en-20-yn-3-on, 17-(acetyloxy)-13-ethyl-,
oxime,(17a)-( +)-

Empirical Formulà: C23H3,N03 MW: 369.50

Ethinyl Estradiol: 19-nor-17 -a-pregna-1 ,3,5-( 1 0)-trien-20-yne-3, 17 -diol
Empirical Formula: C2oH2402 MW: 296.41

15. Comments
The original supplement was not approved because of deficiencies found by the Division
of Biopharmaceutics. This amendment was submitted in response to the not-approvable
letter (5-6-94) and it was sent for consult review to the Division of Biopharmaceutics.
According to Dr. Angelica Dorantes' reyiew, the proposed interim dissolution specification,
Q=80% at 20 min, under the condition (USP apparatus II, paddle 75rpm, 600ml of
0.025% Tween 20 in water) is acceptable. However, the Biopharm expressed their desire
to see additional data accrued for one year using the proposed method at 50rpm and
75rpm, and at 15 and 20 minutes.

16. Conclusion and Recommendation
This supplement is now approvable. Issue an approval letter with recommendation from

. the Division of Biopharmaceutics (see Dr. Dorates Review, 12-14-94).

17. Name
Moo-Jhong Rhee, Ph.D.

Date
12-21-94

f_,; .

Distribution
RID initialed b
SL-1.178

Reviewer Division File
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NDA 19-697

ORTHO TR-CYCLEN(ß Tablets
NorgestimateÆthyl Estradiol
The R.W. Johnson Pharmaceutical Res. Inst.
Div of Oro Phanaceutical Corp.
Rartan, New Jersey

- ".: v'uu¿'IUmL.'"~' A--,J¡,v,- y.t. 't-~ cLl)C¿¿¡¿

1(-,2'8-- 91 O/ d~fr ~ (O-c.ld)
MAR ,; 194 (~c/ÚÓl-0aJ¿ .

L¡ -4- eo i

SUBMISSION DATE: July 26,1993

Or~'GH\Jl\L
REVIEWER: Angelica Dorantes, Ph.D.

TYPE OF SUBMISSION: Supplement to provide Dissolution Data Code: 3 S

SYNOPSIS:
The sponsor is submitting a supplement to NDA 19-697 for ORTHO TR-CYCLEN(ß Tablets.

Reference is made to FDA's approval letter dated July 3, 1992 for ORTHO TR-CYCLEN(ß

Tablets and to a June 29, 1992 submission, in which the sponsor comitted to submit an in

vitrl? non-alcoholic-based dissolution method to replace the sponsor's current
hydroalcoholic method.

Accordingly, in this supplement the sponsor is submitting a dissolution method (DM 91-

020) for norgestimate/ethinyl estradiol tablets employing a method using 0.025% (w/w)

polyoxyetylene sorbita monolaurate (Tween 20) in water as the dissolution medium. The

sponsor's proposed dissolution specification is Q=80% at 30 minutes for norgestiate and

ethiny1 estradioL. In support of this supplement the sponsor has included the following:

1. Proposed dissolution method: DM 91-020 (see Attachment I).

2. Validation report QA 4057, QA 4058, and QA 4059 of the analytical method used in the
dissolution studies for 0.180 mg NGS/0.035 mg EE, 0.215 mg NGS/0.035 mg EE, ànd 0.250 mg
NGS/0.035 mg EE tablets, respectively (see Attachment II).

3. Information on discrimnation studies conducted for the proposed dissolution method (see
Attachment il).

RECOMMENDATION:
Based upon the review of the dissolution data submitted in the supplement to NDA 19-697

fied on July 26, 1993 for ORTHO TR-CYCLE~ Tablets, the Division of Biophanaceutics

feels that the proposed dissolution method and Report QA 4057, QA 4058, and QA 4059

for the analytical penormance (lineai~, recovery, precision, and ruggednes ) of the assay used for

the determination of the dissolution samples, are appropriate. However, additional
dissolution information as outlined under Comments 1 and 2 below should to be provided

for review before the proposed dissolution method is accepted.



1. To support the rational for using the dissolution medium and its volume plus the

selected paddle rotation speed of 75 rpm for the proposed dissolution method DM 91-02

the following information should be provided:

a) pH solubilty data for norgestimate and ethinyl estradioL.

b) Sink condition information at 370C for various media.

e) Tablet dissolution profies (including raw data) in media that provide adequate sink conditions with

appropriate sampling times to characterize a profie (Le., distilled water, simulated gastric fluid

(without enzymes), simulated intestinal fluid (without enzymes), different buffers, etc.).

d) Raw data and profies at different paddle rotation speeds (50 rpm and 75 rpm) in the different.

dissolution media.

2. For method DM 91-020 provided should be individual and mean dissolution data and

profies at 5, 10, 15, 20, and 30 minutes for three production batches (12 tablets of each

strength; 0.180 mg NGS/0.035 mg EE, 0.215 mg NGS/0.035 mg EE, and 0.250 mg NGS/0.035 mg EE).

3. Regarding the sponsor's proposed specification of Q=80% at 30 minutes for NGSÆE,

the Division of Biopharaceutics feels that the selected specification is not appropriate

because, a 30 minutes the dissolution test is not able to discern minor differences in tablet

hardness or lubrication (see Figures 1 to 5 of discrimination studies in Attachment II). Once the

requested additional dissolution information is provided, and if it is ultimately determined

that the proposed dissolution method DM 91-020 is acceptable, then the proposed
specification of Q=80% in 30 minutes would probably need to be changed to Q=80% at

either 10 or 15 minutes in order to have a dissolution specification that would adequately

detet the effect of minor differences in foimulation or production changes.

Pleas convey the Recommendation and Comments 1 and 2 as appropriate to the sponsor.

NOTE: Attachment I to II are been retained in the Division of Biopharaceutics and can be obtained upon request.

. .. lJCý~
~te, Ph.D.
Pharacokietic Evaluation Branch

RD initialed by John Hunt.

RD initialed by John Hunt. d. ~/94 s;l7/?f
cc: NDA 19-697, HF-51O, HFD-426 (Dorantes), HF-426 (Feischer), Drug, Cbron, and HF-19 (FOI)

~. .'.,
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DA 19-653 ,/t;-O~ SUBMISSION DATr: August 23, 1994
-CYCLEN Tab ets

Norgestiatethyl Estradiol

~~~~i;yd1~(O~lg
Norgestiatethinyl Estrdiol

The R.W. Johnson Pharaceutical Res. Inst.
Div. of Oro Pharaceutical Corp.
Rarta, New Jersey REVIEWER: Angelica Dorantes, Ph.D.

TYPE OF SUBMISSION: Supplemental Amendments - Dissolution Data Code: 3 S

SYNOPSIS:
On August 23, 1994 the sponsor submitted an amendment to supplement No.9 under

NDA 19-653 for ORTHO-CYCLEN(I Tablets and an amendment to supplement No.2 under

NDA 19-697 for ORTHO-TRICYCLEN(I Tablets. In these supplemental amendments

reference is made to a previous supplemental applications dated July 26, 1993, which

provided information for a new non-alcoholic based disolution method (DM 91-020), and to

an FDA not-approvable lettr date May 6, 1994, which lited the deficiencies for the July

26, 1993 supplemental applications (see Attachment i). In these August 23, 1994

supplementa amendments to NDAs 19-653 and 19-697, the sponsor has included their

responses to the Biophan deficiencies outlined in the May 6, 1994 Agency's letter (see

Attchment II).

Relate to the dissolution specifications for method DM 91-020, it should be noted that

R.W. Johnson Phanaceutical Research Institute (PR!) acknowledges that the proposed

FDA specification of Q=80% at 15 minutes can be supported with the currntly available

. data. However, they indicated that the production scale dissolution data available using
method DM 91-020 are limited, and it would be premature to adopt the proposed FDA's

dissolution specification at this time. Therefore, upon approval of these supplemental

amendments PRI commtted itself to provide additional dissolution data (i.e., dissolution data at

15 and 20 minutes for all production size batches of the thee NGSÆE tablet strengths, including both release and

stability data). At the end of one year, the data accrued wil be evaluated and a final

dissolution specifcation wil be propose. A supplementa application(s) wil then be rùed

with the FDA.



I

\

2

RECOMMENDA TION:

Based upon the review of the dissolution data subrrtted in the supplementa amendments to

NDA 19-653 for ORTHO-CYCLENCI Tablets.and NDA 19-697 for ORTHO-TRICYCLENCI

Tablets which were fied on August 23, 1994, the Division of Biopharaceutics believes

that the sponsor responses to Deficiencies 1 (a, b, and c) and 2 listed in the Agency's letter

date May 6, 1994 are adequate, and they are acceptable. With respect to Deficiency No.

1d, the results indicate that the 50 rpm paddle speed did not significantly decrease the

dissolution of either norgestimate or ethinyl estradioL. Therefore, the Division of
Biophanaceutics believes that a paddle speed of 50 rpm is more appropriate than 75 rpm.

Regarding Deficiency No.3, the sponsor's proposed tentative specification of Q = 80% at

20 minutes for both norgestiate and ethinyl estradiol (USP Appartus II; paddle, 75 rp, 600 in of

0.025% Tween 20 in water), is acceptable on an the interi basis.

With respet to the sponsor's commitment to provide additional data upon approval of these

supplementa amendments, the Division of Biophanaceutics feels that this is a reasonable

approach. However, before a final dissolution method and specification are accepted, the

Division of Biophanaceutics would lie to see the additional dissolution data accrued for

one year using the proposed dissolution method; USP Apparatus II (paddle), 600 mL of

0.025% Tween 20 in water, i) at 50 and 75 rpm and ii) at 15 and 20 minutes sampling

ties.

Please convey the Recommendation as appropriate to the sponsor.

NOTE: Attchent I and II are been retaned in the Division of Biopharaceutics and can be obtaned upon request.

~-blJ~
Angelica Dorantes, Ph.D.

Phanacokietic Evaluation Branch

RD initialed by John Hunt.

Fl initialed by John Hunt.
_ __;:11~~ . -':V'lf. i

cc: NDA 19-653 & 19-697, HF-51O, HF-427 (M. Chen, Dorates), Drug, ebron, and HFD-19 (FOI)
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.(~ DEARTMEOF:HETHdl.HUMA.SERVICES,~~
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Public Health. Service

Food and Drug Administration
Rockvile MD 20857

Date &-5- 98
NDA No. 19~6 97

i r ,
R. W. Johnson Pharmaceutical Research Institute
Route 202, P.O. Box 300
Raritan, NJ 08869-0602

Attri: Thomas Koestler, Ph.D.
L. .J

Dear Sir/Madam:

We.åcknêiWlédgeTeceiptofyour.supplemental. application for the. following:

Name. of Drug: OR'IHO-TriCyclen. Tablets (norgestimate&
ethinylEstradiol)

\
./

NDANuIlQer: 19~697

. SUpplement Number: 8-002

Daté' of Supplement: July 26, 1993

Daté .ofRëceipt: July 28, 1993

"-Allccin1rnUniCationsèoncerning thisNDA should be addressed as follows:,

Cènter-for mug Ev~luation and Research; HFD:a 510
Attention: DocumentCQntrol Room -xilK8X 14B-3
56PO.Fishers. Lane
RockVile, MD.. 20857

istin . ow . for
Consumr Safety Officer
it~)HYl~1XIIII~ Hm
ImxDtIi~~6~im¡'iqx.
xxlf~~~irIlK~ ... . ... .,

DiVi~îori óf Metabôlis
aidErdócrine.. Drug Products
Center for DrgEvaluation
andR.G~rch

;!"
~,

~d
.~~~



rNDA NO.tCjhQ7 REF. NO.~

¡ J U L 2 6 1993~DA SUF?L FC:l src' 1~ .'J4
-Pi tI -I I IJnsl Supplement

Solomon Sobel, M.D.
Food and Drug Administration NDA 19-697
Center.for Drug Evaluation and Research ~pRTH0.kTR1~YGLEN(j Tablets
Office of Drug Review II, HFD #510 ( (/~q;S:f IviQ.t/12-H1 1'1111 a~1Y~dtol).
Attention: Document Control Room #148-03 Cross referto:5600 Fishers Lane NDA 19-653
Rockville, Maryland 20857-1706 ORTHQ-CYC.1Ef~ Tablets. d' i'

(nor ~ S-hMdA e4 ;Ìivl es1v i 0yDear Dr. Sobel: ,) I
Reference is made to your July 3, 1992 approval letter for ORTHO TRI-CYCLEN and to
our June 29, 1992 submission in which we committed to submit an in-vitro non-alcoholic-
based dissolution method to replace our current hydroalcoholic method. At this time we
are submittng a dissolution method (OM 91-020) for norgestimate/ethinyl estradiol tablets
employing a method using 0.025% (w/v) polyoxyethylene sorbitan monolaurate (Tween
20) in water as the dissolution medium. Ouiæroposed di~olution spe~fication is Q=80%
at 30 minutes for norgestimate and ethinyl estradioL. --

In support of this supplement, we have appended the following:

· Our proposed dissolution method (OM 91-020).l- ~ ~
. Reports QA 4057, QA 4058, and QA 4059. These reports. .. _

detail the validation of the dissolution method for 0.1 -LV1iVvS GOMP-LErt.O
norgestimate/0.035 mg ethinyl estradiol, 0.215 mg -
norgest~mate/0.035 mg eth~nyl estrad~ol and 0.250 mQS.OAf'TI"N!'
norgestlmate/0.035 mg ethinyl estradiol tablets, ~/. . lJ .. v. .

respectively. ~ LETTfRNA 0 N.A.l.
~ . j'~"-9il

Information on discrimination studies we have cond 0 . ~iÓ-fr

~1~è~°-l~~~~e~~S~~~~i~~;~~r~~'es~:sT~~-~h:~;E .". INITIALS . DATI
manufactured from c =i

L- J mg magnesium stearate, which is our

.

)

LA JOLLA RARITAN SPRING HOUSE TORONTO ZURICH



-2-

JUL 2 6 1993

approved formulation) were used to test the method's ability to discern
minor differences in tablets. The CILEST Tablets were manufactured by
our affilate, Cilag Ltd. in England, and the ORTHO-CYCLEN Tablets
were manufactured in Raritan. The formulations and specifications for -
ORTHO-CYCLEN and CILEST Tablets are the same. Results of the
studies demonstrate the proposed dissolution method can discern minor
differences in tablets such as hardness and r: J
Therefore, we would consider this dissolution method to be
discriminating.

Should you have any questions, please contact me directly at (908) 704-4038.

SR\lb

oc\sobel.624

)
.... ../

Sincerely,

~~\;~
Thomas P. Koestler, Ph.D.
Senior Director
Regulatory Affairs



~IGdNAL:Ø~

si-i1f ~
f2 THE R. W JONSO

PHARMACEUTICAL RESEARCH INSTITUTE
ROUTE 202. P.O. BOX 300, RARITAN, NEW JERSEY 08869-062

Solomon Sobel, M.D.
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Review II, HFD #510
Attention: Document Control Room #148-03
5600 Fishers Lane
Rockvile, Maryland 20857-1706

NDA 19-653 (S-009)
ORTHO-CYCLEN(ß Tablets~

MAY . 2 0 1994 .

. Øv\1l
--

NDA 19-697 (5-002)
ORTHO TRI-CYCLEN(ß Tablets f'~

't11. a__
~"Y' '\\f

Dear Dr. Sobel:

Reference is made to our supplemental new drug applications dated July 26, 1993, which
provide for a new non-alcoholic based dissolution method (OM 91-020), and to your not-
approvable letter (copy attached) dated May 6, 1994 and received on May 19, 1994. We
are currently compilng the information requested and plan to respond to the noted
deficiencies as soon as possible. .

In accordance with 21 CFR 314.120, we wish to notifY you of our intent to fie an
amendment to each of the supplemental NDAs referred to above in support of approval
of these. applications.

Should you have any questions, please contact me directly at (908) 704-4038.

Very truly yours,HEV~EWS GOMPLETEU

CSOACT/ON.
.

a. LETTER~
\srlb CSo IN 1lIAts

Attachment ,¡

N.AJ.

U~02 _
DATE

~ Æ. Q'2_~~
Isabel 8. ~wiecki
Senior Director
Regulatory Affairs

(I

\ortho _cy\etters\sl.m20
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Solomon Sobel, M.D.
Food and Drug Administration
Center for Drug Evaluation and Research.
Office of Drug Review II, HFD #510
ATTN: DOCUMENT CONTROL ROOM #148-03
5600 Fishers Lane
Rockvi lie, Maryland 20857-1706

Cross refer to:
NDA 19-653 (S-009)
ORTHO-CYCLEN(I Tablets

Dear Dr. Sobel:

Reference is made to the above supplemental new drug applications dated July 26, 1993,
which provide for a new non-alcoholic based dissolution method (OM 91-020). Reference
is also made to your May 6, 1994, not-approvable letter (copy attached) listing the
deficiencies in these supplemental applications.

At this time, we are submitting our responses to the deficiencies outlined in your letter.
We trust that these responses satisfactorily address your concerns.

A field copy of this submission is being forwarded directly to the FDA Newark District
Office. We certify that the field copy is a true copy of the information contained in the
archival and review copies of this amendment to our pending supplemental applications.

Should you have any questions, please con
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