 NDA20-164/S-015
, Page 10

coagulatxon parameters is not requxred (see PRECAUTIONS
Laboratory Tests) e S e

oo In the "Adult Dosage" subsectlon-f ‘

' : (1) 'In the "Hzp or Knee Replacement Surgery" sub—subsectxon

: The firm sh L ted to change the sentence — M
S wto the wordmg in the September 8, 1997 R
. ;approva eletterforSOlG 3 : o
A sub subsection ntled
§ Pulmonary Embolzsm"

" Treatment of Deep Vem Thramboszs and 5 |
was added ‘ :

i Thxs mformatxon should be reviewed by the MEDICAL OFFICER
Dr. Nenad Markovnc, and DIVISION DIRECTOR, :
Dr. Lilia Talarico, and the information is UNACCEPTABLE The .

o firm should be requested to delete the sub-subsection and msert the -
N followmg to read S ’

B DRAFT LABELING




NDA 20- 164/S 015?, o
Page 11.

Inthe HOW SUPPLIED sectron

mfonnanon about the 60 80 and 1
: preﬁlled syrmges was’ added to th

¢ "How Supphed" table

Superscrrpt 1 was added after the second column headmg -and the
- following information was added as ;

00 mg graduated

a

’I‘lns mformatron was revrewed by the REVIEW CHEMIST
: Dr Joseph Sreczkowskl and 1t is ACCEPTABLE

- In superscnpt 2 of the footnote sectio 0 of
. added before the words

§ . DRAFT LABELING

- Thrs mformatlon was revrewed by the REVIEW CHEMIST
Sk Dr. Joseph Sreczkowskr and it is ACCEPTABLE

graduated, preﬁl]ed syringe strength : |
o Thls mformatmn was revrewed by the REVIEW CHEMIST

~ Dr. Joseph Sieczkowski, and it it UNACCEPTABLE. The firm should be

e requested to delete the graduated pref' lled syringe strength "80mg/0 6mL"
i and msert "80mg/0 8mL" - i

o In the body of the table thc
L f'was added :

i In tbe body of the table

’ o The f’ irm shou]d be requested to add the followmg title headmg to the first
column. k"dosage umt" B

- Afer the HOW SUPPLIED | section, the underlined information in the:kfollowin‘g
. sentence was changed ' e

"from DRAFT LABELING




NDA 20-164/8 015
’ ‘ Page 12

Thxs mformatmn was revnewed by the REVIEW CHEMIST SR
Dr. Joseph Sleczkowskl and it is UNACCEPTABLE In the sentence, the firm

should be re uested to delete the word and insert the word e

B DRAFT LABELING

\bMock up coples of the labels for the 60 80 and 100 mg unmedxate contamer labels bhster
‘ f,gpackets and cartons were prov1ded ‘ : ; o

The fum should be requested to provxde the followmg mformanon :

o kIndxcatc on unit pa

. c cartons where the lot number and the eXpifatiohdéte :
 will be dxsplayed . o o

| i Indxcate thc followmg on the syrmge label
i | (1) The oncntanon of the label mfo m: tlon on the syringe barrel
, ‘ ' (2) : Where the explratxon date wxll bc rlsplayed
3) The graduatlon Wthh w1ll appear on the label (if any).
| e Conclusnons
. 1 jThe ﬁrm should be requestcd to provxde final printed labeling 1ncorporatmg the changes S
e :‘ldﬁntlfied in this review: mc]udmg 1.@.-1); 2.(1)-(4); 4.2.-b(1)-(2); 5.; 6.a.-b.(1)-(3); ‘
o Ta,c.,d.(3),e (1) (2), f.; 8. a. -b. (1) (3) c.(1)-(2),d.; 9.; 10.; 11.c. ~d 12; and
13, a. -b (D-3. :

2 - -‘;The followmg should be revxewed by the bxopharmaccuncs reviewer: 3

E_?zz%o
S Naren oliver

~ Regulatory Health Project Manager




‘, EXCLUSIVITY SUMMARonrNDA#.ZD_LﬁL_ SUPPL# SO
o 'f.'IradeNameLovenox Tni. GenencNamemf'&EH’—SOdmm
Applicant Name one~ oulenc Rorer HFD,-_J_)__ o

s “Approval Datek : "1:/.31'/98 i

wfﬁ,‘.‘fj'PARTI S

& i 1. An exclusivnty dctermmauon wxll be madc for all on%mal apphcatxons but only for certam "
S supplcmcnts Complete Parts II and III of this Exclusivi Summary only 1fyou answer
- "yes" to one or more of thc followmg questions about thc subtmssmn S

'a sttanongmaJNDA? :
) YBS [ INOI_x_I

”b) sttaneﬁecuvenwssupplement? ‘ T
. . Y /xwoiy

Ifyes, whattype? (sm sm @) o sE L

g »changemlabehngrelatedtosafety? (Ifitreqmredrewewonly ofbmavaﬂabxhty;g =
S ~orbxoeqmva1enoedata answer ' no") S

o ’.Ifyouranswens no* becauseyoubehevethe xsabxoavaﬂab smdyand g
. thefefore. not eligible for exclusivity, E: y it is a bioavailability study,

. that the smdy was not sxmply a bxoavaxlabmty study.

Form OGD-011347 Revised 8/7/95. edited 8/8/95
_ect Original NDA vaisonFile : EIFD%SMaryAmHolovac
; : J.c /w/s o,: =180 S

.  ; c) - Dxd it requxre the review of chmcal dam other than to support a safety claxm or"-'« S

your reasons for dxsagneeing : 'th any arguments made by the apphcant-‘f‘; . .

- Hitisa mpplement the revxew of chmcal data but it is not an i
m%ﬁs supplemcnt. the change or claim t.’nat is supported by the S




L

" IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS Go |
S ,DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. Hasa product with the same active mgTedlent(s). dosagc form, sm:ngth route of

‘ff‘a"“ilFTHEANSWERTOQUES’I‘IONZIS"Y'ES, GODIREC’I‘LYTOTHESIGNATURE D
. '-;:BLOCKS ONPAGES. ~ | | i

i ‘,{’"3 Is th1s drug product or mdlcauon a DESI upgrade?

d) Dxd the apphcant request exclusmty?

- ‘If the anS#)&* to v(d)vvisii *yes," how many yedrs‘df exclusivity did the applicant

admmxstranon, and dosmg schedule prevmusly been approved by FDA for the same use?
; YES/ I NO / ..x._/ |
- Drug Name

 Ifyes, NDA#

YES/_/ NO/x/

- IF THE ANSWER TO QUESTION3 IS "YES, GO DIRECTLY TO THE SIGNATURE“' S
' BLOCKS ON PAGE 8 (even if a study was reqmred t‘or the upgrade). ‘ ‘

BRSERESEAPPEARS THIS WAY ON ORIGINAL




AR 1L s T
- (Answer either #1 or #2 as appmpnlate)
1 : N LR T . . Lot )

i ‘I-Ias FDA prevxously approved under section 505 of the Act any drug roduct conminmg :
the same active moiety as the drug under consideration? Answer "yes 1f the active moiety
: i(mcludmg other esterified forms, salts, complexes, chelates or- clathrates) has been -

. previously approved, but this particular 'form of the active moie y e.g., this particular :
e ;estetorsaltgmludmgsaltswn

)gen or coordination bonding or other non-oovnlent r

- - derivative (such as a complex, cheYatc or clathrate) has not been ap umeVEd Answer *no"

- if the compound requires metabolic conversion (other than deeste
- form of the drug) to. produoc an already approved active moiety.

YBS/x | NO/_/

If "yes," ide the proved drug pmduct(s) contmnmg the actxve mox , and 1ny |
known, tthnﬁle (s) ap ety

NDA# ')o-/w-l L
NDA# ‘
f . NDA#_ »

- Ifthe product contams more than one actlve mmety (as defmed in Part o, #1), has FDA » ;
prevxously a) proved an application under section 505 containing any one of the active

- moieties in roduct? If, for cxamlple, the combination oontams one never-befom—
- approved actlve mo cty and one previous g Tiagp::ove:ed active moiety, answer "yes." (An
~ - active moiety that is marketed under an monograph, but that was never approvod ‘
o undet an NDA is oonsxdered not prevxously approved.)

cation of an &ctenﬁed |

;,d,partn §od1wh) _LnJecflaz1 k

| YES/_/ NO/__ g S
If w,ide the roved roduct(s) co theacuv mo ,and lf

;known.umnnﬁiﬂy#()m , dmgp e et lety
NDA# | e
NDA#

IFTHEANSWER'I‘OQUESTIONIORZUNDERPARTIIIS"NO GOD]REC'I‘LYTO
THESIGNATITREBIDCKSONPAGES. lF"YES. GOTOPARTIII ey ~




S

",;‘IF"NO, GODIRECI‘LYTOTHESIGNATUREB!:B

2 i A chmcal mkugahon is '%s&ﬂtlﬂl tO the approval if the

PARTIII u.v EE-YEAR EX A!
To quahfy for three ears 0 exclusivny, aiﬂmatxcm or su

~new clinical mvesﬁgatmns (other than bioav
(1? plication and conducted or sponsoredb the apghcam Thxs

bility studxqs !

the answer to PART II Quesuon 1 or 2 was "yes.’

. Does the apphcatxon contam reports of clinical mvesﬁgatxons? ('I'he Agency interprets |
investigal nons to mean investigations conducted on humans other than
tions only by virtue of

agnhcauon contains clinical mthiga
linical investigations in another application, answer “yes," then

. bi
arightofmerence toc

o skip to question 3(a). If the answer to 3(a) is | *yes" for any mvwnganon referred to in

n, do not completc remainder of summary for that mvestlgatmn

'anotherapphcauo
‘ YBS I_x_/ NOI / 

€XKS ON PAGE 8

. approved the application ot sup&emcnt without relying on that investigation. Thus, the
_ investigation is not essential

sufficient to

provide a basis for approval as an ANDA or 505(b)(2) ap lication because of what is
blished reports of

- already known about a previously roved product), or 2)

y
- studies (othér than those condu sponsored by the phcang“or other publicly
* available data that independently would have been sufﬂcxem to support approval of the = -

“ apphcatmn, thhout referenoe to thc clinical investigation submitted in the apphcauon o -

For the purposcs of thxs sectxon. studies com,panng two products thh the same
¢m.(s) are considered to be bxoavaxlabmty st

e '(a In light ot‘ prevmusly approved plications, is a clinical mvesn%gon (either
“conducted by the n%phmnt or a le from some other source, the

gtgphfhed htc necessary to support approval of the applicatnon or

YES/X /| NO/ 0

Agcncy conld not havc"" | £

Cey rovalel)noclmcalinvesﬁgauomsneowsn?'to o
. support the yplement or ap licauonmlxghtof prevmusly proved %léeatxons 1e.,
~~ information o er than clinical trials, such as bioavailab , woul




®)

kIf no, state the basis fox% conclusxon that a clmxcal tnal is not neccssary for
o »japproval AND GO DIRE

TO SIGNATURE BLOCK ON PAGE 8:

Dxd the apphcant submxt a hst of pubhshed smdxes relevant to the safety -
effectiveness of this drug product and a statement that the publicly avaxlablc data
would not mdepcndcuﬂy support approval of the application?

YES e, NO/x [

: (1) If the answer to Z(b) is yes do you gersonally know of any reason to

dxsagree w:th the apphcam s conclusxon If not applicable, answer NO
e YBSI i NO/ ‘/” ;
If yes, explmm : |

| (P) If the answer to 2(b) is- no, are you aware of pubhshed studies notl. .

o "Ifyesk; cxmam. L

S couldmdepe

;go nsored by the applicant or other publicly available data that
prod
| YBS/ . NO/_g_/

- ‘If the answers to (b)(l) and (b)(z) were both "no," 1dent1fy the chmcal
- investigations submﬂted mthe apphcauon that are esscnnal to the appmval

5Inth1gauon#l Study# L. PKJZ.oqI

. Investigation #2, Smdy #__ 529
~ Tavestigation #3, Stdy #

nﬂy demonstrate the safety and effecuvencss of thxs drug | g




. m addition to being essential, investigations must be "new* to support exclusivity. The
- agency interprets "new clinical investigation" to mean an investigation that 1) has not been

. . relied on by. "g% ) y to demonstrate the effectiveness of a previously approved drug for

- any indication and 2) |
on by the agency to demonstrate the ef )
i.e., does not redemonstrate something the agency considers to have
an already approved application. o \ : S
. Por each investigation identified as "essential to the ap%rovgl." has‘the,invesﬁgationy e
~ been relied on by the agency to demonstrate the effectiveness of a previously

a)

) does notdu&l‘i}cateﬂletesults of another investigation that was relied
cffectiveness of a previously apﬂeeved: drug product,
n demonstrated in

“ V; ~approved drug product?  (If the investigation was relied on only to support the o

fety of a prevxousl‘y‘appmveddmg, answer "no.")

Investigtion #1CPK 2091 ¥BS) /| nosyy

| vetgios 529 ves nosa

Investigation#3  yps; 4 NO/ |

o If you have ansv&erddf""yw"lfor\ }(inc;or more investigations, ideritify each_'such“ |

. : If y"oii ’hhvé answéred,"yw"fot one or mbre investigations, identify the NDA m o
  ~ ,_which‘a«similarinvesﬁgaﬂonwasreliedon: i P

. NDA# " Smdy#
~ NDAFT__ Smdyé

. Dvestigation#t  yps; NO/_J

- investigaton and the NDA in which each was g s

. NDA#___ smays
DA P Saiyi—

‘For each investigation identified as “essential to the approval," does the
" investigation duplicate the results of another investigation that was relied on bythe =
’ _ag’encyfto support the effecﬁvenes‘s;of a previously’ approved drug product? SIchs

————

—————

L e




- application or supplement that 1s essential to the approval (i.e., the investigations
: ‘ix‘Pstedin#‘Z(c)f‘llgsg gny,'.»thatarenotj?'new"): LRI e

i investiga&dﬁ #_L.Smdy# C PK 2094
- Investigation #2, Study #  5 29
e Invesugation#_..Smw# L

o ~©) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the

4. To be eligible for exclusivity, a new investigation that is essential to approval must also
~ = have been conducted or sponsored by'the?a(i)plicanh Aninvesti?ation was "conducted Qr -
. sponsored by" the applicant if, before or during the conduct of the investigation, 1) the =
- applicant was the sponsor of the IND named in the form FDA 1571 filed with the Agency,
‘or 2) the applicant (or its predecessor in interest) provided substantial support for the =
stéx:lg. éggdmaﬁly. substantial support will mean providing 50 percent or more of the cost -~
ofthe study. o Lo R e ) ‘

.~ a)  For each investigation identified in responseto”guwtion 3(c): if the investigation
N 'Wa'scal:?'iedoutmder an IND, was the applicant identified on the FDA 1571 as the
spomsor? ¢ a1 SRS el TR oy

IND-YES/ (/Y NO/_ / Explain

. Dvestigation#2 ! L |
. IND#___ YBS/_/ ! NO/_ /[ Explain___
(@) Forexh mvesugauonnotcamedoutunderanmb o for which the applicant was .
- not identified as the sponsor, did the applicant certify that it or the applicant's =~
~ predecessor in interest provided substantial support for the study?
 Investigation#1 | : e
YES /__/ Explain zNQ/r__/:Bxplain‘

b

!
!




YBS/_/Explain__ | NO/__/ Explain

-

L © Notwlthsmndmg an answer of "yes” to () or (b), are there other reasons to believe
- if all rights to the drug are purchased (not just studies on the drug), the applicant

may be considered to have sponsored or conducted the studies sponsored or -
conducted by its predecessor in interest.) : , ‘

- YBS/__/ NO/__/

i  ————

yes,explaic

e/t
.~ Dae

,,'-7}@;3/«‘757 |
lor Date

e BRI APPEARS THIS WAY ON ORIGINAL

Division File  HFD-85 Mary Ann Holovac

: . 1,pgge 8

that the applicant should not be credited with having "conducted or sponsored” the =~
1ased studies may not be used as the basis for exclusivity. However,
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@ HONE-POULENC RORER
 RHONE-POULENC RORER PHARMACEUTICALS INC. oo
s q’oLLEGEWLLE.PAwgaée.om?,t o e RD&O’/&L/

IHOMAS E. BONNELLY, JR,PRD.
GROUP DIRECTOR S b ;

o . WORLDWIDE REGULATORY AFFAIRS -
S UTEL 610-454-3023
U T EAX 610-454.5209 i
L UM# 610-454-8666, BOX 3023

Stephen B. Fredd, M.D,, Director =~
Center for Drug Evaluation and Research
" Division of Gastrointestinal and Coagulation
© DrugProducs (FD180)
" Document Control Room 6B-24 =
' Food and Drug Administration

- 5600FishersLane =~
Rockville, Maryland 20857~~~

" NDA 20-164 :

 Lovenox® (enoxaparin sodium)

'~ SUPPLEMENTAL NEW DRUG APPLICATION
~ New Indication e il
~ New Syringes: Graduations, size and fill volumes =

" (60 mg/0.6 mL, 80 mg/0.8 mL, 100 mg/1.0mL)

~* Qualification of a New Manufacturing Line A

Dear Dr Fredd:
 Reference is made to our approved NDA 20-164 for Lovenox (enoxaparin sodium) Injection, whichis
indicated for prevention of deep vein thrombosis, which may lgadfvtq p;ilmonary embolism, following

_ hip orknee replacement surgery.

New Indication: -~ e R
© In accordance with 21 CFR 314.50 and 314.71 and with reference to approved NDA 20-164, Rhone-
~ Poulenc Rorer is submitting a Supplemental New Drug Application for Lovenox (enoxaparin sodium) - ERITSRPEINEL T
- Injection which demonstrates the safety and efficacy of the product in the treatment of deep vein s

- thrombosis and pulmonary embolism. o S

We initially indicated in a submission dated May 4, 1993 that we intended to further develop Lovenox
Injection for this indication. You responded to this on June 30, 1993 which was followed by an RPR
response on October 12, 1993. The efficacy parameters in study 529 of clinical monitoring, venograms

; and‘ycntilation-perﬁlsion lung scans were agreed to ina conversation held on November 22, 1993. On




