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| The Wordé";‘;i?-were added to the bottom ﬂap
Thts ‘addttklhn,; r ‘quested in the Febmary 28 1998 approvahle letter, is
= ACCEPTABLE S

. The "Cautlon statenient"IOCéted below the ‘section, was ;

- deleted and replaced with the phrase located below the storage =~~~
statement S : n 8 S S

 This change is ACCEPTABLE

‘ The fol]owmg phrase was added od tuneface er the "Di‘reetinnsfor
g ;‘T:Use statement: ; S k

~ This change is ACCEPTABLE
i The "Made in France statement was moved from below the "Rhone-Poulenc -
- Rorer Phannaceutlcals Inc Collegevﬂle PA" statement, to above the
; f”statement o : : ~
Thts change is ACCEPTABLE
. 'The storage statement was changed

| DRAFT LABELING

yi :Thls change, requested in the Febrnary 28, 1998 approvable letter,
& 'ACCEPTABLE ‘

G ﬁ[The DRAFT LABELING

 This change is ACCEPTABLE.
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~ On the blister packs =

a. The format of the drug name has been changed

[ DRAFT LABELING

| ThlS change is ACCEP’I‘ABLE
i ‘The storage statemen

E DRAFT LABELING

- ACCEPTABLE.

s The_ statement was deleted and replaced with the phrase -'. i

 This change is ACCEPTABLE

- The "Made in France statement was moved from above the "Rhone- Poulenc
‘ Rorer Pharmaceuncals Inc Statement, to the right of the NDC number.

- This change is ACCEPTABLE
5 }IOn the unmedxate contamer label
':av._j - The onentanon mfonnanon on the syrmge barrel.

Thxs mformatlon is ACCEI’I‘ABLE

' Thxs change, requested in the March 27, 1998 approval letter for S-OIG; s
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b The wordsV- were add‘ed |
.  This addition, l'eqll%ted in the Februafy 28, 1998 approvablé'letter, is. i
- ACCEPTABLE. o e letter, Is

s 8 k c -‘The sponsor stated that there will be no graduatxon numbers on the label xtself
S but there are graduauon numbers on the barrel of the synnge :

F k,Thxs mformatlon is ACCEPTABLE
- : Conclusmns
l y The followmg changes are ACCEPTABLE la

 4c@@-(b), 4.c.(6), 6.a.b., 7.  8a.(D- (4),
311 12a-g 13a~d and14a~c s

-b. ,2.,4.2.(2)-(5), 4.c. (1) (3)
8.b., 8 c (1) -(2),(3)(a)~(c), 9., 10 a.c.,

2. The following changes are UNACCEPTABLE‘: 4.3.(1), 4b,4.c(5), 5, and |
‘TtLSuMm e o G

(0 3 The following changes should be reviewed by the BIOPHARMACEUTICS
S REVEWER s T f T .

7@4%

Karen Oliver - -
Regu]atcry Health PrOJect Manager

L Cha e Sxlontl
o APPEARS THIS WAY ON ORIGINAL




Dhon of Gastoestis & Coplaion Drog Produts

| CONSU]VHERSAFETY OFFICERREVIEW

Abpiication Number: ND A20164/so o s . ’
- Nameat Drug Lovenox® @m@;ﬁixsodm) Ijection ~~ FEB 27 1098

S i"sf‘ponsor: Rhone-Poulenc R‘b;éxf’l?ﬁéhﬁag’gutimlskIhc.

 Materal Revewea

- Submission Date(s): February 10,1998

 Receipt Date(9:  February 10, 1998

~ Background and Summary Description: MNP

On February 10, 1595, the sponsor s mitted revised draft labeling
using the current approved labeling (S-010, approved 01/30/98) with the changes pertinent to
~~ S-015 added. It was noted that although there are two approved package inserts for Lovenox
- Injection, approved January 30, 1998 in $-010 identified as "IN-1107P, Revii/og' il

i _ and "IN-2828A, Rev. 1/98" ‘only one package insert was submitted with
this supplemental application forreview.. . .. phbeviu vy Mo

The draf labeling, identified as IN-1107__ Rev.__
identified as "IN-1107P, Rev.1/98" and to the ch
was issued 09/08/97) that were ¢o

/98, was compared tdfthé*apbfd%d labeling,
anges reviewed in S-016 (an approvable letter
mmon to both supplements $-015 and ’S'~Of1'6-.;;b S

L ,V'Throughout the text :O‘fu‘é‘packi,

a..  The abbreviation
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All the tables should be rewsed to prov:de a consistent format throughout the g
text as requested in the January 30 1998 approval letter for S- 010

: Except when referencmg the speexﬁc mdlcatlon of prevention or treatme of
e post-operanve DVT change the words M k
Delete the h hen between tune elements and replace thh the word -

BIDRAFT LABELING :

Change the'a‘hhrev‘ o — k
. Crnge W°rds_

i Insert the approprlate route of adtmmstratton to the "dosmg regunen" ltsted in
Ll the tables : ~

2. . In the DESCRIPTION section, the ﬁrm made muln

s 20 ple changes that are supported in
i ( o identical chermstry subtmssxons to S- 015 and S-016. The ‘changes in this sectton were
R rewewed in 8-016. - o :

; The firm should be requested to revise the DESCRIPTION section as requested m

- the September 8 1997 approvable letter for S-016 with the following addmonal
j‘jrequests - _ . t

B oRAFT LABELING

@ Change the referenee;to DRAFT LABELING i
—inthe dra aemi or S-015 to K

o ('3)‘ : ,: Retain the reference to the 30 and 40 mg prefilled syrmges in the first
R paragraph in S~015 i

© (@ Retain the added reference to the DOSAGE AND ADMINISTRATION
S sectmn in the first paragraph in S-015.
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 Inthe CLINICAL PHARMACOLOGY section, the firm made multiple changes that -
f[.were supported in identical blopharmaceuncs submissions to S-015 and S- 016 In

addmon changes pertment to S-015 ‘Wwere 1dent1ﬁed

* These changes should be reviewed by the BIOPHARMACEUTICS REVIEWER,
-7~ Dr. Arzu Selen (see Chmcal Pharmacology and Blopharmaceutxcs Revrew dated
- 0226198). - : | |

4. Inthe CLINICAL TRIALS section:

e 'a.g:

In the "pr or Knee Replacement Surgery" subsectlon

" “The firm should be requested to revise the subseetmn as requested in the
e 'September 8, 1997 approvable letter for S—016 : S L

S Y'A subsecnon mled "Treatment of Deep Vem Thrombosis and Pulmonary
c Embollsm" was added e

o The mformatlon in thrs subsectlon was reviewed by the MEDICAL
~OFFICER, Dr. Nenad Markovic, and the DIVISION DIRECTOR

~ Dr. Lilia Ta]anco, and it is UNACCEPTABLE.~; '_

| : ’ ’I‘he firm should be requested to rev he descrnptxon of the first ;‘ L

o *chmcal study' ' {_‘

| ) Revnse the first sentence to read

'f B DRAFT LABELING

@

- Insert the word after the word [l i» i
- sentence referencing OBYUM D A -7 | ABELING
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‘ The t' irm should be requested to revise the descnptxon of the second
= 'study to read ; ,

BN DRAFT LABELING

L The firm should be requested to revise the data table for the second
o .. study to be consxstent ‘with the table format requested inthe
_ ( Ean = ‘_ 5 k' - January 30 1998 approval letter for S-OlO :

; : _:The INDICATIONS AND USAGE sectxon has been revnsed

o ThlS subsectmn was reviewed by the MEDICAL OFFICER
 Dr. Nenad Markovic, and the DIVISION DIRECTOR, '

~Dr. Lilia Talarico, and it is UNACCEPTABLE The firm should be requested to
L revnse the sectlon to read: ,

& {oRAFT LABELING
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[ DRAFT LABELING

o :In the WARNINGS sectxon j:

a.,

The ﬁrm should be requested to revxse the second paragraph as requested in
the September 8 1997 approvable letter. o Lo

In the "Thrombocytopema subsecnon

o DRAFT LABELING




.‘a" :

L lri'me_"Labotatory Tests"" subsection, the»phrase-was changed to

A3) The f’ irm should be requested to retam the last paragraph of the

~ This change is ACCEPTABLE.
'k In the;"D‘fug’ lhteractidns" SUbsection-

:The firm should be requested to revise the subsecnon
: :September 8 1997 approvable letter. \

‘ The "Drug/Laboratory Test Interacnons"

NDA 20 164/S~015 ,
‘ Page 6

: subsectlon, w:th revxsxons, to read

BEDRAFT LABELING

Inthe PRECAUTIONS section:

In the "General" subsecnon' the last sentence in the subsection was deleted:

. DRAFT LABELING BEST POSSIBLE

Tlus lS UNACCEPTABLE The ﬁrm should be requested to re—mstate the ;l ; 1

semence to read

as redde‘sted in the i

The subsecuon was deleted from the PRECAUTIONS section, and
Gk placed in the ADVERSE REACTIONS section, after the '
G ,"Thrombocytopema subsectxon

 This change is ACCEPTABLE
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) : The percent of pattents with greater tha.n three times the upper hrmt of
- norrnal laboratory reference for AS'I‘ and ALT have been changed ‘

f}?'-' ThlS change was revnewed by the MEDICAL OFFICER,
- Dr. Nenad Markovic, and the DIVISION DIRECTOR,
Dr Lllra Talartco, and it lS ACCEP’TABLE ‘

3) '_ The changes requested in the September 8 1997 approvable letter for
_ S-016 were not mcorporated L |

§ This it UNACCEPTABLE. The ﬁrm should be requested to
e tncorporate the ehanges Coh

G 'e.y‘i : "In the "Carcmogenesrs Mutagenesxs Impaument of Fertthty" subsectton ¥ " i

i the September 8 1997 approvable letter.
(2) T The ﬁrm should be requested to provide the re-calculation, mcludmg
s {‘related formulas and all mathematxcal processes, for the maxunum
e human dose in cluucal trials. e , s

e . ”l'In the "Pregnancy" subsectton the "T. eratogemc Eﬁ‘ects" and "Non- teratogemc
e Eﬁects" sub- subsectxons o i : :

o : : The firm should be requested to revise the subsectton as requested m the i
R September 8, 1997 approvable letter

‘8"‘.: In the ADVERSE EVENTS seetton in the "Hemorrhage" subseetton

S The word-has been deleted in the first sentence of the subsectton

: Thts is UNACCEPTABLE The firm should be requested to msert the word
v "mauor" in the first sentence of the subsection to read:

., DRAFT LABELING

- The "Major Bleeding Episodes" tables for the various indications have been k

- combined into one large table integrating all of the indications with the bleedmg

. definition at the introduction to the table. In addition, the major bleeding events
G for "Deep Vem Thrombosrs and Pulmonary Embohsm treatment were added.

: L (1) The firm should be requested to revise the subsectton as requested m S
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These changes were revnewed by the MEDICAL OFFICER : G

Dr. Nenad Markov:c, and the DIVISION DIRECTOR Dr. tha Talarlco,

S ‘,_‘and they are UNACCEP’I‘ABLE

i ~ i The firm should be requested to delete the one large table and msert :

. the table approved in 5.010 on Jaﬂuary o8 ohe e al request
= l‘evmmns B

L -"_ ;:f' Regardmg the table for major bleedmg episodes in "Deep Vem
S Thrombosns and Pulmonary Embohsm Treatment" :

- (kl)" 'fThe table should be formatted in a manner consnstent W1th the ‘
T other tables L : e

: (2) o All major bleedmg crltena should be referenced in the
~ ' footnote o . ~

L f(3) o Insert the word "sodxum" after the word “warfarm" in the

i The subsecuon titled "Elevatxons of Serum Ammotransferases" was mserted

= after the Thrombocytoperua" subsecuon

, ; ThlS mformatlon, and the placement of the i rmatlon, was renewed by

~ the MEDICAL OFFICER, Dr. Nenad Markovic, and the DIVISION.
: DIRECTOR Dr. Lxha Talanco, and it is UNACCEPTABLE The f' irm

d In the "Other" subsectxon

should be requested to make the l‘ollowmg changes:

S (‘1)‘ Re-msert the second p‘araiaih of the subsection: - i

= '(2) Implement the ehanges requested in the September 8, 1997
e approvable letter for S-016.

i : 'The ﬁrm should be requested to mcorporate the mformatlon approved in

January 30, 1998, in S-010, mcludmg the modtficatxons to the tables

o - requested in that letter. Note: Changing the phrase /NS

sentence referencmg "warfarm" to read: "warfarin sodmm" s
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vsubsecnon mforrnanon regardmg adverse events at>2% |

L incidencein' enoxaparin treated patients undergoing treatment for deep vein
. 'thrombosxs and pulmonary embolism was added . £

" This information should be reviewed by the MEDICAL OFFICER

i ~Dr. Nenad Markovnc, and DIVISION DIRECTOR, Dr. Lilia Talarico, and : ;
_ the information is ACCEPTABLE, The firm should be requested to modify
'the table as requested . L

in the January 30 1998 m S-010.

In the OVERDOSAGE sectxon the "Symptoms/Treatment" subsectxon

o . 'The firm shou]d be requested to initiate the changes requested in the
;September 8, 1997 approvable letter for S-016

o "In the DOSAGE AND ADMINISTRATION section: .

: The ﬁrst paragraph has been changed

' 'from (S»OIO) DRAFTLABELING

 10(S-015):

o Thls information should be reviewed by the MEDICAL OFFICER

- Dr. Nenad Markovic, and DIVISION DIRECTOR, Dr. Lilia Talarico, and

~~ the information is UNACCEPTABLE. The fi irm should be requested to
'v‘delete the first paragraph and msert the followmg to read |

All patlents should be screened
_rule out a bleeding drsorder Si
_ unsmtable for momtormg Love

prlor to adxmmstratxon of Lovenox to
ince coagulation parameters are - :
nox actmty, routme monitoring of




