CENTER FOR DRUG EVALUATION AND RESEARCH

~ APPLICATION NUMBER: 020164, 5015

 ADMINISTRATIVE/CORRESPONDENCE DOCUMENTS




DRAFT LABELING

1998 in response to
€ two approved
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Thls change is ACCEP’I‘ABLE L

In the DESCRIPTION sectlon the ﬁrst sentence was revxsed i

DRAFT LABELING

Tlus change, requested in the February28 '_‘1'998 approvable letter, k‘
ACCEPTABLE S o ’

;The CLINICAL PHARMACOLOGY section and the "Pharmacodynamxcs " subsecnon -

E contams multlple revisions from the approved labeling (S- 016 03/27/98) and the B
s recommendanons in the 02/27/98 approvable lettcr ‘ '

' "These revisions shou]d be revnewed

S by the BIOPHARMACEUTICS revnewer (see '
i Chmcal Pharmacology and Blopha

rmaceutlcs Rewew dated 12/23/98)

. In the CLINICAL TRIALS section:

In the "Hip or Knee Replacement Surgery, »

o ; (1) In the ﬁrst sentence the underlmed words were changed

;;_Lfrom: , (o

IRDRAFT LABELING




i

T _ S “."(3)' In the descnptlve text throughout the secuon the word "In ectlon" was
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, Thxs change is UNACCEPTABLE The 02/27/98 approvable letter
- specifically states that the words "post-operative" should be changed
~ to "after surgery", EXCEPT when referencing the specific indication
. of prevention or treatment of post-operative DVT. The firm should
‘be requested to rev:se the sentence to read

DRAFT LABELING

i @ In the title of the ﬁrst table and throughout the tables throug hout the
B ~ text, the word "Inie: ¥as addeq after the word

,.g;DRAFTLABEUNG

| f'nns addmon is ACCEPTABLE

S 'Tlns addmon lS ACCEPTABLE

In the text throughout the section, and throughout thc text of the

& insert, the words DRAFT LABELING were changed (OIDRAFT LABELING

o These changes, requested m the March 27,

L 1998 approvahle letter,
are  ACCEPTABLE. il

o 6 In the second seutence of the para raph and throughout 5t of the .
s package msert the abbreviation ﬁwas changed to read o

These changes, requmted in the March 27, 1998 approvable 'letter,

;are ACCEP’I‘ABLE

i ,' In the "Extended Prophylax1s in Hip Replacement Surgery" subsectlon in the
i ﬁrst sentence the underlmed words ‘were changed ,

BDRAFT LABELING
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B DRAFT LABELING

: Thxs change is UNACCEPTABLE The 02/27/98 approvable letter
- specifically states that the words "post-operative" should be changed
~ to "after surgery" EXCEPT when referencing the specific indication. k
- of prevention or treatment of post-operative DVT. The firm should e
be requ&sted to revxse the sentence to read: o

B ORAFT LABELING

¢.  Inthe "Treatment of Deep Vein Thrombosis aik_ld?"Pt‘;_lmonar’y Embolism”

: , subsecucn

e a1y ’i In the first skenten‘c‘é,: the underlined words Wére changed

BIDRAFT LABELING

to:

o '.Tlns change was reviewed by the DIVISION DIRECTOR
. Dr. Llha Talanco, and it is ACCEP’I‘ABLE ~

insert, the word [ was added after the word to read

In the second sentcncc and throughout the text and tables of thi package S
DRAFT LABELING

7 ",

 Paged ‘




o Inthe subsectron d thr, the text and tablcs of the packa e B
. i msert the word was deleted before the word h
o ACCEPTABLE.

@
o f,Thrombosrs and Pulmonary Embohsm Table

®
L changed

: f from:

o letter,is ACCEPTABLE.

~ NDA 20-164/5-015
_ : .;;‘{ ‘P’age 5
This change, requested m the March 27 1998 approvable letter, is
ACCEPTABLE G :

Thxs change, requwted in the March 27 1998 approvable letter, is

In the "Efﬁcacy of Lovenox Injectron In Treatment of Déep: Veinf:j o

. | y(a)' " The table and the second table in the subsectron was revrsed to

- be consrstent wrth the table format throughout the package msert
'-'{text ‘ o ; :

' This ‘revnsnon, requested in the March 27 1998 approvable

(b),_;k ‘In the "Indxcatlon column of the table the mdrcatron was L

changed

- from:
B ORAFT LABELING

e

 This change was reviewed by the DIVISION DIRECTOR,
‘ Dr. Llha Talanco, and it is ACCEPTABLE

In the paragraph descnbmg the second study, the underlined word‘SAWerek

DRAFT LABELING
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B DRAFT LABELING

~ These revisions were reviewed by the DIVISION DIRECTOR,
~ Dr. Lilia Talarico, and they are UNACCEPTABLE.. The firm

should be requested to revise as follows:

MDRAFT LABELING

o (6)': In the table titled "Efficacy of Lovenox in Treatment ofDeep Vein
~ Thrombosis", in the "Indication” column of the table, the indication was

~from:

BUORAFT LABELING
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Thxs change was revnewed by the DIVISION DIRECTOR
Dr tha Talanco, and it is ACCEPTABLE

5. i In the INDICATION AND USAGE section, the underlmed words of the proposed new
o] mdlcatlon were changed X b : .

- Lovenox is also indicated for:

B loRarT LaBELING

Lovenox is also indicated for:

B DRAFT LABELING

Tlns change was revlewed by the DIVISION DIRECTOR
~ Dr. Lilia Talarico, and it is UNACCEPTABLE. The sponsor should be
requested to revise the indication to read

Lovenox is also indicated for:

B IDRAFT LABELING
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B DRAFT LABELING

In the WARNINGS secnon

EUDRAFT LABELING

~ This change was reviewed by the DIVISION DIRECTOR
il ,’Dr Lxha Talanco, and lt is ACCEP'I‘ABLE ~

‘ "The ﬁrst sentence of the subsectlon and the rev1sed last paragraph of the ?
o ~subsect10n have been retamed :

- | .:Thls is ACCEPTABLE as lt was requested in the February 27 1993
b ,j*approvable letter. -

| ‘In the PRECAUTIONS SCCthI'.l m the "General" subsection, the undcrhned words m
the last sentence were changed :

. from:‘ e

DRAFT LABELING

: Thls change was revxewed by the DIVISION DIRECTOR
~Dr. Llha Talanco, and it is ACCEP’I‘ABLE




S In the ADVERSE EVENTS section:

o - 5 In the "Hemorrhage" subsectxon

o replaced thh the word

This deletlon is ACCEPTABLE -

~ NDA 20-164/5-015
 Page9

In the "Major Bleedmg prsodes 0 Hj
table, in footnotes 2-4, the words

- This change lS ACCEPI‘ABLE

(2) Inthe "Major Ble prsodes in Abdommal & Colorectal Sur ery”
o table, the symbol was replaced with the word i

5 DRAFT LABELING

 This change is ACCEPTABLE

f‘The "Major Bleedmg Eplsodes in Deep Vein Thrombosis and Pulmonary k :‘ :
-~ Embolism Treatment" table has been re-formatted as requested in the ~
;February 28 1998 approvable letter : -

T These changes, requested in the February 27, 1998 approvable letter, =
. are ACCEPTABLE

~In the "Major Bleedmg prsodes in Unstable Angma and Non- Q-Wave .
~-Myocardial Infarction" table, in th sentence of footnote 3 the last: -+ 0
“words of the sentence, were deletedtoread: .

S “Thrs change is ACCEPTABLE, as the sentexice is now consistent with
'g the other footnotoe in tables throughout the text.

0. i,j.ft'fIn the "Elevation of Serum Armnotransferases ‘subsection, in the first sentence, L
i . the words "(enoxapann sodium)” were deleted between the words Lovenox® and
: klnjecnon to read: :
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1In the "Other” subsection:

() Inthe first sentenc'e;'the underlined words were changed

from: o

, ;' Tlns change was revnewed by the DIVISION DIRECTOR
‘ Dr Llha Talarico, and lt is ACCEP’I‘ABLE

e the tables th:oughout the subsecnon the followmg formatting changes
- were made: the word "Enoxaparin” was deleted in the table titles and
- replaced with the words "Lovenox Injection; the superscript as:
 deleted from above the last word of the title of the table, to above the
~word "Patients" in the title of each table: the words.
were deleted from the footnotes and replaced with the word
~and the mmals -were changed to

‘ Thwe formattmg changes are ACCEPTABLE and provxde
; ‘consnstency throughout the tables in the package insert.

C) In the "Adverse Events in enoxaparm Treated Patients With Unstable e
S fiAnga or NOD*Q-Wave Myocardial Infarction” subsection:

@ In the second paragraph the words ere
~deleted between the words Lovenox® and Injection to read: '




" NDA 20-164/5-015 -
- Pagell

' -rms‘chaﬁge isACCEPTABLE

’ In the table, throughout the subsecnon the following formattmg

: changes were made: the word as deleted inthe =
- table title and replaced with the words the

~superscript -was deleted from above the last word of the title

- of the table, to above the word | in the title of each
" table; the words | were deleted from the

~ Dr. Lilia Talanco, and 1t is ACCEP’I‘ABLE

S were changed

" footnotes and replaced with the word [l and the initials,
" DRAFT LABELING L

: § Th&se formattmg changes are ACCEPTABLE and provnde
" consnstency throughout the tabl&s in the package msert

v v'ngomg Safety Survenllance subsectlon the number of

DRAFT LABELING

i ijs change was revnewed by the DIVISION DIRECTOR

In the "Other reports mclude subsecnon the underlmed words ‘

B ADRAFT LABELING
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Thxs change was revnewed by the DIVISION DIRECTOR
~ Dr. Lilia Talarico, and itis UNACCEPTABLE The sponsor
should he requested to revxse the text to read:

B DRAFT LABELING

In the OVERDOSAGE secnon in the second paragraph the words "(enoxaparm -

e ~ sodjum)" were deleted between the words Lovenox@ and IDJCCIIOD to read: —

ThlS change is ACCEPI‘ABLE . ;
1‘0}; o the DOSAGE AND ADMINISTRATION section:

a;" ’3 The underhned words in the ﬁrst sentence of the first paragraph has been
changed el , .

. from:

BIDRAFT LABELING

to:

'I"hxs change was revnewed hy the MEDICAL OFFICER Dr tha Talanco, g
and it is ACCEPTABLE : .

In the "Adult Dosage subsection, in the second sentence the word-
DRAFT LABELING

: f Thts change, reqnosted in the Februnry 28, 1998 approvable letter,
: %*ACCEPTABLE . i

Inthe "Treatrnent of Deep Vem Thrombosxs and Pulmonary Embolism"
“subsection, in the second sentence the underlmed words have been changed
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B ORAFT LABELING

This change was reviewed by the MEDICAL OFFICER, Dr. Llha Talarxco, o
and it ts ACCEPTABLE .

- 11 ; After the HOW SUPPLIED section the-Statement has beenk‘délze‘tédi and g
g replacedthhthephrasc - T R R S P

‘Tlns change is ACCEPTABLE

Immedlate Contamer Labels and Cartons

In a May 19 1998 submtssxon the sponsor submltted mock—up copies of thc labels for the 60 S

= 80, and 100 mg immediate container labels, blister packets and cartons. The copies were"

: ;*compared to the mock-up labehng submitted Fehrnary 28, 1997 (also see the February 27,

1998 CSO labeling review) and the requests in the. February 28, 1998 approvable letter, and

o :they are 1denttcal except for the fol]owmg ‘

12 Onthe canons g

ca. . ”‘The format of the drug name has been changed

~ from:

This changevistCCEP'I“ABkLE. -




