Exhibit A

NDANGS? o ' B - SEP 28 2000

© . Population Council

_:- Attention: Sandra P. Amold

. ¢ Vige President, Carporate Affairs
i . 1230 York Avenue -

+ 7 New York, NY 10021

. -. IE': D’é'ﬁ’i‘tmsf-h'n{éld.:

,:';I;léﬁsé:ié}er' t your new drug application (NDA) dated March 14, 1996; recéived March 18, 1996,
<+i. - submitted under section $05(b) of the Federal F ood, Drug, and Cosmetic Act for MIFEFREX™
o (mlfcpnstonc} Tablets, 200 mg. :

o We acknuwledge receipt of your submlssmns dated April IS* June 20, Iuly 25 August 15 and September
i-i" 16 and 26, 1996; January 30, March 31, Tuly 28, August 5, Scptember 24 Novcmbcr 26, 1997; January
< 30(2), February 19, April 27, June 25, Dctober 26, December 8, 1998:Fehruary 8 and 22, March 31,

" April 28, May 10 and 20, June 3 (2}, 15, 23, 25, and 30, July 14 (2)'and 22, Aungusi 3, 13, 18 and 30,
.. Scptember 3,'8, 13 and 30, Octaber 5, 26 and 28, November 16 and 29 (2), December 6, 7 and 23, 1999;

- and lanuary 11, 21 and 28 (2), February 16 and 24; March 3, 6,9, 10, 30 and 31 (2), April 20, May 3, 11
~:"_ond 17, June 22 and 23, July 11, 13, 25 and 27, Angust 18, 2] and 24 September 8, 12; 15 (2), 19(2), 20,
G 21,22,26 (2), and 27 (2), 2000. Your subm:ssnon of March 3¢, 2000 gonstituted a complete response to

;- our Febmnry lE, 2000 acuﬂn letter . )

T Thxs new drug appl ication pmvldes fnr the use of M:fcprexm for the mcdxcal termmahon of intrauterine
L pregnancy through 49 days’ pregnancy. .. . ;

3;“ We have comp!ctcd ‘the réview of this appllcahon, as nmended and have toncludécl lhat adcquate

- informaticn has been presented to approve Mifeprex™ {(mifepristone) Tablets, 20 mg, for use as :
- . recommended in the agreed upon labeling text. The application is approved under 21 CFR 314 Subpart
~ i H. Approvn! is effective on the date of this letter. Marketing of this drug product and related activities-
" are to be in accordance with the substance and procedures of the referenced regulations.

Lo The fina) prirircd fabeling {FPL) [including the prof'essiomt labeling (Package Insert); the Medication -
.+ Guide required for this product under 21 CFR Part 208, the Patient Agrecment Form, and the Prescriber’s
- Agreement Fonm] must be identical to the submitted draft labeling (Package Insert, Medication Guide,

- Patient Agreement Form, and the Prescriber’s Agreement Form submilted September 27, 2000; and the

~ immediate container and carton fabels submitted July 25, 2000}. Marketing the product with FPL that is

» - not identical to the approved labeling text may render the product misbranded and an unapproved now -
C drug

PlcaSL subnul 20 paper copws ofthc FPL as s00p as 1! is avmlable in no casé more than 30 days after it is.
printed. Please individually mount ten of the copies on heavy-weight paper or similar material,

- Alternatively, you may submit the FP'L electronically according to the guidance for industry titled

- Providing Regulatory Submissions in Electronic Format - NDAs (January 1999). For adininistrative
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purposes, lhls .eu‘nmlssmn should be dﬂsrgnaled "FPL for appl'OVed NDA 20 687 b Approval of th:s
w8 ubmlsslon Hy FDA is not requlred before the Iabc!mg isused.. -

Undcr‘ 21 CFR 314 520, dlslﬂbullon of the dmg is res'trlctcd as follbw.S‘

- Mrf‘eprex"’"" must be provnded by or under the supmusmn of a physician whu Mieets the following
o quahf cations:

A I:thty tb aisess thc duration of prcgnancy accurafely,
Abﬂlty to diagnose ectopic pregnancies.

~Ab1hty m pravide surgical intesvention it asis of mcornp]ele abortion o Severe bleeding, or :
..+ % have fhade plans to provide such care thirough other qualified physicians, and are able to assure’

; - patient access to medical facilities equlpped to provide blood transfusions and resuscitation, |f
S necossa.ry

- Hns read and understood the prescnbmg mf ormation of lktﬁft-,prexTM

1 Must pro\ude ¢ach patnemwuh a Meducahon Guide and must fully cXplam the procedurc to each
. i patient, provide her with a copy of the Medication Guide and Patient Agreement, give her an

< :"opportunity to read and discuss both the Medication Guide and the Pahent Agreement, obtain her
- sugnalure on the Patient Agreement and must sign it as well.

) -Mua;l hotify the sponsor or its deslgnatc in wrmng a5 d:mussed in the Package, Insart under the. .
- ¢ heading DOSAGE AND ADMINISTRATION in the event of an ongoing preguancy, which i |s
C Lo not lennmated subsequent to the conclusion of the treatment procedure., ,

e qut report any hospitalization, transfusion o - other serious évents ta the spuh'sbr- or its designate.

'i'f:; * Must record the ,Mifcprexm package serial number in each patiént’s record,

e Wlth respect to the aspccn of dxsfnbutmn otherllmn physmmn qunhﬁcalmns dcac.nbcd above, the
L fDllvwmg applies: _

: l".-"f;: Dmubutmn wifl be in accordance with lhe :.)":lcm descnbcd in 1ho March 30, 2000 submnssmn
=" This plan assures the physica! security of the drug product and provides specific requirements
" impostd by and on the distributor Including procedures for storage, dosage tracking, damaged -
_-product returns, and vther matters.

L We nlsf) note tiie foliuwing Phase 4 commitments, S']:Jci:'ll'ed' in your submission dated September 15,
T 2000, These commitments replace all previous commitmeiits cited in the September 18 1996 and the
L I‘ebmary 18,2000 approvable letters. These Phase 4 commitments are:

LA nulwrtvbascd slu dy of safety outcomes nfrmtu:ms having niedical aborion umlcr 1he careof

.- physicians with surgical intervention skitls compared to physicians wha refer theiipalients for

- .-surgical infervention. Previous study questions related to uge, smoking, and follow-up on day 14
“{compliance wilh reium visit) will be incorporated into this coboart study, as well as an audit of signed
Patient Agrecment forms.




2.1 A sigrv ei'l‘laﬁcé“'sw{iy:érfx Gutcarnes of 'b‘ri'gbmgpféénhﬁcieé.‘ i s :
You have agreed to provide the final Phase 4 proioesls fof ihese studies within six months.
¢ Profotols; "clerh,. and final reponts stiobld be submitted toyour IND for this prodiet aiid 8 60 py of (he cc;\;ér
le@tgr'scnl to this NDA. If an IND s not required to meet your Phase 4 commitments; please submit
. . protocols, data :‘md final reports to this NDA ay correspondence.. In addition; under 2| CFR o Lo
3}4.Bl(b)(2)(vi1), we request that you include a status summary of each commitment in youranrual -~ .
répoit to this NDA.. The status summary should include the number of patients entered in each study, |
-expected completivn and submission dates, and any changes in plans since the last-annoal report. For -
administrative purposes, all submissions, including labeling supplements, relating to these Phase d
¢ommitments musl be clearly designated "Phase 4 Commitments,” -~ . ] L
"W also toinind you that, tinder 21 CER 314550, afér tio initial 120 day period folibwing this approval, * '
©." you must submit all promotional matetjals, including promotional labeling as well as advertisements, at- - -* -
. * least 30 days prior to the intended time of initial dissemination of the labeling or initial publication of the'
" advertisement. | . . S E e AR
B advised that; s of April 1, 1999, all spplications for now active ingredients, fiéw dosago fomis; hew:: 7 ¢
"Indications$, new routes of administration, and new dosing regimens are required to'contaiti an asgsessment.. .

-of the'safety and effectiveness of the product in pediatric patients unless this requirement is waived or. : °
deferred (63 FR 66632).; We are waiving the pediatric study requircmient for this action on this
application. - - il ez

Pledse subiiit one mirket package of the drug prodiict when it is available.

WErémmd 'yéix tii‘ét:'jmu must comply with the récjtﬁfélhents for dn approved NDA ‘sﬁt'foﬁh nnde} O
. 2T'CFR 314.80:and 314.81. : B T R

: lfynu have :anjv»qiiciliohs;éal[-.:.‘:'.:..';:;=:':.f.' R I R TSI R T l) .
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