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therapy, n (%)*

- Percentagcs were calculated by usmg

up, as the denominator.
b Inclndes dlagnostxc procedures S :

Patlents were evenly'~d1 tributed betwe tr ips in each of the 6
random1zat10n strata (see able 6) T :
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Table 6: Stratlficatlon mformatmn by treatment group Intent-to-Treat. Populatlon

e R e S \G3139 plus DTIC DTIC 5 Overall
MR ,‘;ECOG -Liver' B e G (N=386) ‘~,.,(N 385)  (N=T771)
Stratam fscore .metastases Dlsease dxstnbutmn and LDH status L o.oom (%) (%) o n(%)

LT 0  , o ‘yPresent 7Not consxdered if hver metastas1s was " 70 (18 I) 63 (164) e 133(173) "
\ L e ff,,,present ' ; s L e e

2 lorz  Present : 58(15(}) 1A

. Absent  Diseasein

FDA:Ad?is_dinyomfnittee Briefing Document: NDA21-649 : o [ e ‘Release datez‘BiMa‘rr 2004 o



T lmtlated

Genta .Incofporated‘ o i Page 34 of 70' .

tk erapy (see Table 7)
n of Cycle 2, many
e ' ase » noved from the study at
: -‘that txme At the t;m e cuto the N Aug 2003), 11 subjects
: DTIC group) were in the

smmatedby

Overall
(N =77 1)
ll (0/0)

40(52)
83(108)
311.(403)
59(77)
73(95)
27(35)
i 44;(*,5.'7),‘ |
18(23)
3u605m

: _Maxxmum
- number of cycles

0 (not treated) 2
b Fis

2

3 o
7

=4

- |
Percentages were calculated
® One patient had completed C

© 2003, This patlent 1s',re
-offdate. ~

The relatively sxmllar? num|
treatment _groups ret] CK.
~ groups in dose-limit g toxicities.
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Both the?meaﬁ an

udy

similarin the 2
1C was maintained in

DTIC
_(N=360)

| Studydrug (unit)  G3

mg/m

i Mean (SD) -
Median E

25" percentile h

~179(2191 40)

75" percentile

- Minimum, maximurh '

)360
3371 9 (2300 82)
2008 1

1957 ;
o me
_oo1, 98

e SD = standard dewatlon ! : :
A total of 6 patlents tmtlated Cycie 1 but scommued ,f '
i doseofDTIC = & Ee

i 83 . Efficacy Res‘

831 : Overall"

In accordamef
to occur aﬁe:r

g :m the surv1val analyms

‘“? féc‘?iVi,ﬁg the scheduled

' s.occurred aftér 2
1&39 plus DTIC | 2
‘s‘ for these 2 pauents

5 events were included
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8 /groups in survwal dlsmb t
i 018) P

| 'Log- -
rank P
i va(me- o

Parameter

Number (%) of patlents who di d RIS
089 0.18

Median survwal tlme (days) 274 7?5'-. e .
o O 75 1. 06

95% conﬁdence mterval e 232 ——306

Sumval time was deﬁned as the tlme from» he date of ra
e Percentages were calculated by usmg N, the: total numh of
o Hazard ratlo and 95% conﬁdence mterval from the unadjusted
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: /;bare shown in Fxgure . The
- ;and then begn}1 to Separate

02"
g

00

06

04

03

' ttTt
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‘nt-to-Treat POpulatlon ;
for the first 6 months

5 MO ";pronounced
th difference is

:0;‘..5 ':; s

810
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 Table wSumvam

" ;peir;cgnmek , (;3139 plus DTIC .

S e
50*“‘ R 274.,
75“‘ Sk 522

At the time of analysm, the”"
~ Intent-to-Treat Popul
“survival analysxs we
follow-up at th
- censored pati

(3. O%) patxen

8’.3‘.2

- As shown in Tabf elland ; t the In qulatmn, progress1on~

~ free survival time was st 3139 plus DTIC
- group than in the DT} ays), and the hazard
"ratm was 0. 73 (log-r 7% reduction of nsk of

] ' on ce'survxval

Log- "
Crank
Parameter G 'azard ratm Pvalue i
Number (%) of patic '

':progressmn or death

Dlseasepmgresswn i i
 Death Wlthm 60 days of last 1
: measurement s s Sl o ,, S
: /Medlan progressmn—free survwal days,;, i 073 - 0.0003

ogression was first

-/Txme 10 progression was ca}cu
d@cumented or the patlent dledf‘

ek Hazard}fano and 95% conﬁdence int

The dlfferences b
dlfference atf he 1
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: .,’”Table 12: ngressm
‘ ;;Populatmn U
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"nt;to;Tieezit’ '

ym\ ‘nt dxfference

| ,.fj_I’:ei?"cinitile T G3139plusl)TIC .

S g
S e
‘ 21:75"-‘- s

»angure 3 Kaplan-Meler progref
' ;:to-Treat Populatlon (N -771)

™
2
5 08
77} i
Qo
5_‘3 : 07
-
8 06
S
R - T
205
S 2 S
e
Ll :
Lo
503
R T
w &
S
4 0.2+
s
£
S 01 |
O U e e B e B T e i
T I R R e e T T T s

/smjvwal a,nalaysls?w‘
By thad?lesi;on 'meas ent seline only, a rapld chsease o ,
r ‘ ogressi X - atlents was censored -

(cOmpl'et‘e’Or' pa

these patients,
tlmeofthean y. e

58 eremfellowup atthe
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.-perfarmed Results 0 all" ensitivity ed findings suppcrtzve of the
- original results in progression-free survival: free survival was
*/statlstlcally 51gmf ca inthe G Qup‘than in the DTIC
~ group (median of 74days versus ,'ﬁ,{log—rank test, P =
o 0003) : BN '

‘treatment groups Wa Gmf red 1e d gresswn—free survwal
~and time to progression dto 11 ithin 60 days of their
last lesion measurement. nianalysls we;re thc o

- same as the results ' i
showed a 31gn1ﬁ '
plus DTIC gr('j_,

ed expansion of

ing the percentage of

sons for discontinuation: of
t illness,” “adverse
sensxtwny analysis.

s that might impact
73 t0 0.78 for these

nt statistically :
up and support the -
all sensitivity analyses

.- 'censored data Based on
B istudy treatment due to “p
P : P .5;”drug tox101ty,” or “death’
v ~ Other sensitivity analyses 1
- Zprogressxon—free survival
~ sensitivity analyses (se
~ significant improvement
- robustness of the observatic
performed for pmgrcss fr
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Table 13: Sensntnvxty analyses performed for time to progressmn and progressmn-free survwal Intent-to—Treat Populatlon
R o G3139 plus DTIC DTIC  Hazard Logrank
ngethod oo Parameter ,' G e  N=386 = N- ~ P value

;'"'Ttme to progrevvmn | B j"'Number (%) of patxents w:thevents N 257 (66.:6). 255 (66 2)

"_fMedlan progressxon—free survival, days 74 S ~49 i O 73 & 00003
| -*95%.conﬁdencemterva1 . &0 48-55 061-0 87 - -

¥ : Average effpnor and postobservatxon % » , ﬁ 8.1) 260 (67 5)
‘ *measurf'“’ ents used fornnssmg target lesmn G on or death S e . S
48 55 :,062“»‘087, :

| 0 67-0 90

: plogressmn-free survxval days":‘,,.:.' : 69 48 . i O 73 00002 e

‘,,,',progrezsswv of nsonngdate s
e ' %-95%cénﬁdencemtervai U T 58“89 L U ASESR 061'0 86
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 . Method : S L P : fParameter

G3139 plus DTIC

| "‘.ﬁirlqi'
: 'N 5 385 :

.\ Hazard Lég"?rank

P Progresswn-free survxval censored at end of Number (%) of patlents thh dlsease \

vtreatment phase . SRS : ,progressmn or death

Medlan progressmn—free survxval days'

95% conﬁdence mterval

) ‘247 (64 2)

%
. 4855

ratlo P value

| 0.73; 00005
061087

. ‘Nontarget lesmn measurements used to j M ',’Numb

deterrmne progresswn of dlsease status When ien or death

(%) of patlents thh dlsease S

Qgressxon-fiee surv;val days‘ L

48«54

v 28’,7\.'(74_."’5)

075 - 10,0006

64 0. 89( o
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surwva} the protocol
groups of potential
n-free survival showed ,
gender, and AJCC |
was not driven by
study populatlon

To evaluate the cons

"'_"‘Iiicntena (see Flgvu‘ -
: any spemﬁc sub group(s

'r,progness;onffree o

!e“ss:an of dlsease Only :
‘no less than 3 weeks.
Sponse. Responses
uretﬁents (using the
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The conﬁrmed resp,

'3139 plus BTIC group and 6 8% ;

' by treatment group =y

'_ 30% reductlon at 2 assessme

3 _Objectlve response

| 0019
Complete B | |
Partial

Stable dlsease 3 Bl

"‘Progresswe dxsease i

- Inevaluable

30% reductmn at 1 assessment‘ \ -

Obye ve response O 022

~ FDA Advisory Committee Briefing Docume

T scanin. followup - :
ribavsehnve due primarily to

er percentage of T

' 1;39 plus DTIC
esponse. The
e, or stable: dlsease
13 plus DTIC group

R group versus ¢
~ percentage of pati
~as the best response duri
- and 34.3% in the DT‘IC «
. :Three pat;ents mth s in the DTIC group'
~had complete responses
- PET scan confi
by case report

.responses dete:;mned

o Releasé date: 31 Mar 20'0?4 ,

not require biopsy or =
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"‘ 't§91702 (response

ou and Iymph node
t had complete -
skm leswn on the chest at .

e_s_xon was benign, and
his patient remains in

low-up perlod showed
al presentat;on of
emains in complete
andomlzatmn '

Nexther of these 2 patie:

‘ erapeutlc or blologxc :
mterventmn aﬂer compl DI ,
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were see across subgroups based -
1strating that the -
;S) the effect was seen '

_DTIC
66
69

isdE
120
120
43

 Agegrowp

AJCC LDH dlsea'_ s st
dlsmbutlon 8% e

s AJCC Amencan Jomt C‘ ,
2 Percentages were calculated by ’

ubgroupasthe
denomlnator beoupa |

. - : "Rcléésé date: 31 Mar 2004




i COT Gentalncorpor;afédf Dy : ‘(‘Pa\g\e‘?i‘,”?”offm

. :’8: 3. 4 Duratmn

- .;:The duratmn of antlt :
- first documenteduntﬁ d1
om measurement '

: \date tha response was.
ea 1ast lesion - :

i Among the 7]}1”‘ sponding subje clude sis of dufration of’
 response at the d 0 i .
- the DTIC group)
~ the 2 treatment g
~for the DTIC gro
differed in tt
plus DTIC gr

he 75 percentlle : »
(. 38 days in the G3139 ko

Table 16 Duratmno "a‘;n
_group: Intent-to-Trea

‘ hyf-‘tfé'at‘menftf ~

~ DTIC |
(N 385)

1535 (99;2),
L
o ‘
it s
om0

8 . Daysf

o
 Mean(SD)
5 Median
s 5th percentﬂel ‘3 [N )

‘75'? .p.erc@tﬂe' i

‘Minimum, n

~ response or a partial re:
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835 Dumble Response‘Rate Lol

i Du:rable response was deﬁn; ‘as-avcom" Iete
~from the date the responst Vi
- wastobe admmist re
 determined. .

eéijonsé idSting’ > 6 months
> of anticancer therapy
ponse was initially

;A total of 13 (3 4%) patle 'ﬂi“,ﬂl 1 the G3 139 Oupand 5(13%) patiehts

.of31 Jan 2004

Flgnre 5 Durable responses' ]

630 -

as been mamtamed in
1 ent for melanoma as

____|[ec3139+ DTIC]
|lopmic
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Rt 'Progressmnvfree St
S ”;plus DTIC group

R Overall the (?331‘;39
e Progxfessi‘on

 Paged9of70

8.3.6 ;5E¢6§

s avorable category

ed that the addition of |
malignant melanoma.
r the Intent—to-Treat :
dy unblinding, the =
ndpo nts significantly
t1me of i

lenger m the G3139 :
ersus 49 days;
fultlple sensmv1ty
ession, which :
9 plus DTIC group,
-free survival in a.
baseline: LEH- .
ovided con31stent
plus DTIC group

.as 1 l 7% Versus

re orted. (10) The W
.DTIC activity

?of response was
, and more patients
: ys) than in the ‘

duction ofsisk of
w-free survival time)

" Release date: 31 Mar 2004



. Genta Incorporated A o

~ FDA Advisory Committee Brief Release date: 31 Mar 2004




S :,j TNDA 1nclud1ng

- Genta Incorporated i
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i o accordmg to
e 1_"2 0) A Data-

f il’?,hgaxsi'l,}cof 70 \, f

1ncludmg the smgle H
kkxzed stuches)

ination with
ated in the randomlzed
ol GM301]) -

GM301, DTIC Only) _

. 1 69;,2¢ patlentSrec

307 patlents WhO recel
chemotherapy

ave rse eVents were
: ‘ctwmes (MedDRA :

en us iﬁfusxon reqmred k ;
plus DTIC group had more

events assocxated w1th>-the central hne i
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: Addltlonally,ft h -
: treatment group

"V\V'V-f;the last study dru’gw fus
N during t the. treatment phas,,_
o aadverse events ’f

n,~ Among patlents in

/ was counted as bem‘g e , |
nt related regardless o

 the G3139 plus DTIC gro

threatening adverse
hat placed the patient,
_om the reactxon asit

dxsruptlon of ;
_ congenital anor
~ resulted in deat
R event also ce)ul'

subJects m the D protocol therapy ﬁue to at 1cast 1
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; ,group, 42 (60 9%) Of ”
or ‘eported as disease
130 (76.9%) of the 39
ed as disease ,
nts in the G3139 plus ,
thromboses that were
wb;ects inboth groups
ts each and resulted in

treatment-emergent

i ..the 69 patlents had;,
~ progression that led
- patients had ady se eve
- progression that led

dviscohtinuafion;; L

: '{Notably, the pe er £ pa k;f 0 dis to 01 thcrapy due to a
satment-¢ > ent _m both groups:

utcsme of démh
, rboth treatment :
,,,2'% ~

. (regardless of rela
. groups* G3139 plus

: t;réatmemgfdup v

related treatment-
emergent o

~ Treatment-
~emergent
‘adverse event

Grade 3 or 4 RNy e

Senous

o DTIC
(N=360)
n(%)

287 (79.7)
80 @2
27(75)

$(22)

o Leadmgto
'dlscontmuatlon '

2(06)

With outcome of

death’ - A
 Death= 30 days 5E
- from last dose of

_ _,stud drug

32 ( 5. 6) e 3309

29 ( 7 8)" | i '(0.3)

 Itis noteworthy
opportunities
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‘dld patlents in the -
1 each 21-day cycle.

and mamtenance durxn t

the combination of

es of events reported
large part, the events
ide-effect proﬁle of
enia and

1ke symptoms '

;a greater mcxdence of all
- thanin the DTIC(gmup ]

33139 pIus DTIC group
unted for by more

S adverse evexj ’f'

5 7pyrex1a and '

k »:thrombocytopem ‘were !t‘ ‘,

AL 1treatment emergent advers ot

S group Most senous inf

p ~than in the DTIC

39 plus DTIC group were
-the %central catheter were
m' the G3139 plus DTIC

~ not neutropenic in ature cction site
the most commonly- ported type of se
 gowp. 5

in '~1denee of Gmde 3 or Grade 4 thrombocytopema
1pcxdence of Grade 3 or Grade 4 bleedmg
_,.oup than in the G3139 plus DTIC group, 2

.Despxte the rel 'twely great
in the G3 1 39;-'
events was. greater
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refl ectmg more fref ing events (ie,
gastromtestmal?h B
- Inan attempt to more cle: eate the 0G3139
~ administration, 3 and Grade g the ﬁYSt 5-day

~ infusion of G3 sessed. During this =~
i 4 eatment-emergem

nt was pyrexia (10
ccurred in > 1 patientin
1eadache 3o 8%}
0;5%] patlents) :
tients), and night

~ adverse event. The
o [29%) patlejts);‘
"~ the G3139 plus1

o _'patl ents), thromb

-~ fatigue (2 [0.5%]
sweats (2 [0.

Seriou§'5Tfré ;

A total of 149 (40 :
patxents in the DT I

8 -emergent adverse
G event (see Tab

ment- emergent adverse
 plus DTIC group than in
! a,f vomxtmg, and

» i‘;:the DTIC group' :
e ,;;.neutropema Not
oz 5% pr'atiéént$'

o .v‘fperfonned andxe,
these events L

s treatment-en vents associated with

: "bleedlng was yWet 313139 plu: 5%) than in the DTIC
g 8%). T =worthy ence of ~

e (33139 p]us DTIC

plus DTIC group were net ~
o the central catheter were »
mthe G3 1 39 plus DTIC

atlents in the G3 '399'jalus ITIC grbup
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: “cétihéférzsféﬁd? 15

erdose occurred in 2
lidose 0fG3I39 m 5

’od followmg the
pomagnesemia, rash
gue, and pyrexia;
these events resolved
_,olrtherapy and then

or pain resolved

y €0 pleted 7 cycles of 1 |

BSG
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Table 18: Treatment-emergent adverse events that occurred in 2 20%*of.patients in elther treatment group by\ preferred
term Safety Population \_f e e : g e T :

: Grade 3‘01‘4 S o 'k\Senous
SRNRICEME T F s ! /o) sl n(%) :f o SR n(%)
i ,‘Treatment- i G3139 plus e ;G3139 Pi“S e G3139 plus

S ",emergentadverse oopnic - DTIC . bTIC DTIC

o Percentages were calculated usmg N the totai numberf of sub;eots in the croup as the denommator o
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e Events b |

Dis"continuitibhs

y and 39 (10. 8%)
due ‘to\a treatment-
yatients in the G3139
0 discontinued due
ase progression was
mergent adverse
see Table 19)

~ Preferred term™

; Dlsease progress:on
- Neutropenia® G
ik Metastases to brain o
; s ;Thrombocytopema : e
Vo s ;Cardloresplratory arrest. o
N i'injcctlon site 1nfect10n e
: 'Seps1s ‘ :
: "-;'Abdommal pam
r’:Pneumonla
: Pulmonary embohs '
‘Cardiac arrest
Convuls;ons 2
' Hyperglyceﬁﬁa e
/ ‘iHypotensmn
[ 'Leukopema
, e Mu}uox‘gan fallure
EMuscle weakness
‘Renal fallure L
Deepvenous thromboms i
. /'f‘General physmal health detenorat n s
iPam EoN i , L

o 1‘nyrex1a ” o
Small mtestmal obstmct

T able contmu'
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(N 3&»
(%)
';owoy~
0000
000
- 0(0.0)
0(00)
0
000
sey
000

'}0 (O 0

000
000
. 0(00)
000

009

L 0(0.0)

0(0.0) ~
00
e

00
S 0(00)

- 0(00)

. 0(00)
000y

. 308)
308
L 20E
208

2008

206
103

o Preferred term
- ."*;"Akat}usm : i
e .Alanme anunotransferase mcreas

S /Anore:ma
 Ascites -
~ Aspartate armnotransferase*l cre:
:AmﬁﬁMMan: '
- Bacteremia ’
= Cerebral hemon'hage
Depressmn .
Difficulty in walkm :
- Febnleneutropema St
| . Hepatlc fallure ]
S /Hypoglycaemla
_—:':,/‘Infectlon g
~ Loss of conscxousness
‘ ir‘Metastases to spme £
- /'.Musculoskeletal pam :
' 2 Myalgla , f
| 5 ".Neutropemc sep31s
Edema lower hmb
 Edema Tl
- Pleuritic pam
& Resplratory dxstress
‘ ‘ Resplratory faﬂure (excl nei
ek _:Spmal cord compression ‘ ,
._fSubclawan vemthrombasmnf! G
: "'¢Thrombosxs : k
~ Dysnea o
N 'Gastromtestma] hemorrhage g
- Fatigue

- Nausea
;Weakness b
Abdommal dlstensmn '

Table contznued an‘ n. Xt pa
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I)TIC
Nt = 360)
%)
O 1(03)

103
1(03)
103
RO
O 1(03)
1(0.3)
o 1(03)
13
103
103
S 103)

1(03)

L 1(03)

103)

103

1(03)
.,mﬁed category AR

: ?réferred tei‘m

~ Cardiac failure congestzvc, e
~ Cardiac fallure

_ 'Coma

V-Hemothorax i

Rp Intestlnal perforatlon o
_,‘Jaundlce
‘Malaise

- Metastases
Myocardial infar‘c‘ﬁbn'
Obstructive airways dzsor;. er
Paininlimb

» Pancytopema, :

' 'Pé}répaiCSis i
Tachycardia
Tﬁﬁior pain- (s

: Urmary retentmn r

5 ‘Vonntmg

- n= the number of pa‘
: *exci excludmg '

DTIC group _
“Ifa patient had more than 1 oceurr
category of greatest kno
¢ Percentages were cal
dencmmator

. Deaths N

tients treated dled dunng
erapy (see Table 17).
was reported for an
aths were due to

In the G3 139 plus DTIC

_ ’treatment or withi
E Death more than 30 day
~additional 229 patlents (61
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related to central ven,, us catheters;_was thhm expected ]1m1ts and d1d not.
1mpede patlents from reeewmg full protoeol thera; g

e The incidence of neutmpema and throm ocyt
- G3139 was added to DTIC. Mild neutro
; been demonstrated in smgle—agent stud;es

en was mcreased when
d thrombocytopenia have
ina vanety of tumors
"f"pdrt transxent and the

majonty of patlents
with infection in onl
- the G3139 plus DTI
, Thrombocytopema : " _ ase in Gr
o bleedmg events in panents treated Wlth G3139 plus DTIC e

e There was a-l‘ " "'~ate ofd 'scontmuatlon due to a treatm nt-related safety
ﬁndmg, and mos ‘were tc lerable and self-limiting -n. nature The
percentage of d ed whﬂe on protocol therapy was similar and

“low in both,:treatm«em groups. . ’ = '

1‘ effectxvely managed with
cs, colony st1mulat1ng

e Mostof the Very common adverse events ¢z
specific concomitant medications, such
: factors and antlemetlcs/antmauseants

* On the whole, treatment w1th G3 1 39 was well ‘le tecic foruse in the
outpatxent settmg i ~
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10 »CONCLUSIONS B

een well documented. In
the onset of cell death,
fects of chemotherapy
tively reduce the
-2kantxsense agent, may
Ventlonal anticancer

. The role of Bcl-2 m the survwal of cancer

T 'preductlon of spemﬁc protk k'kns Genasense, !
~ functionas a chemosens zing agent and th
c drugs to functlon more e § ectlvely

More than 90% of,patients* thh advanced meianoma have been reported to
express Bcl«Z;(ZO jenasense ‘was administered in combmatlon witha
conventional cytotoxic. TIC) in a Phase I-11 study in patients with Stage '
v melanoma (21) Promisi g results ‘were aclneved-‘based n both response and. -
survival (21) Accdrd" gly, a randomized Phase s otocol GM301) was
- conducted to assess the efficacy of Genas bination with DTIC in this
- patient populatxon A 5- day continuous IV in i3 1'3’9_, 7 mg/kg/day plus ;
- DTIC 1000 mg/m’ was compared with DTIC /m” alc
patients were randomized at 139 study sites
~ stratified prior to randomlz&tlon based on d
' Notably, this study was the largest randoml €
~date in patlents w1th mahgnant melanoma

es, and,patlents were
rognostic factors. -

The prtmary endpomt of overall survwal was: ' ed in thls study However
~ the results of the prlmary analysls clearly favored the Genasense plus DTIC

treatment. In add‘ ion, Genasen e in combmatlon with DTIC prowded hlghly
r\essxon~free survival, mcludmg timeto
esponse rate: a 27 % reductlon of nsk of dlsease ‘

]tlme to progressmn
,eatment groups that

s for patlents Wlth hver
umber of addxtlonal

of the skm subcuta eous ti ue lung, and hvef More p' ents treated with
Genasense plus DTIC the ) :DTIC alene had a durable response 13 and 5 .
patients, respecu e y; el - o
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Pyrexia and catheter-refated eVents were assocxated wnh admmxstranon of

ly neutropema and
1 Onal dose of DTIC

outcome of death was low 8.6%) and ksm
with DTIC alone (9 2%) ‘

~ when- compared to DTIC alone. f

us DTIC regimen arréﬁ o

o The adverse events obz,erved with the Genas‘ '
predictable and cleariy manageable in a routine pr
oncologlst ~ 2
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