PCT/US2012/035502

WO 2012/149356

1/27

SG% CUT OFF

O

m 7

f
<2
€3

gene

7 ; f f
o> 3 o

=3 ©> =¥ (o] qu

(140} uosssaudue 800

FiG. 14

100~

80+

=, 604

20+

FiG. 15



PCT/US2012/035502

WO 2012/149356

2/27

80+

3\% ;{b ;\’& ﬁ% f@ ;‘C\ f%% j’?}

Pyt
L M S L

w
FiG. 1C

uiniiisil

2.5

2.0

815
fan}
g
= 1.0-
=

0.5+

0.0

FiG. 1)



WO 2012/149356 PCT/US2012/035502

3/27
200000~
(50000- | ——lgG control
—fF— R~3
= 100000- & R-B
e R
50000- -8 R-33
»»»»»»»» Vo 19-21
ﬁ L ! L} ¥ L
0.0001  0.001 0.01 0.1 1 10
Antibody Concentration {(ug/mi)
40+
-
30- = -
&l ——
&
2 20 -
28
-
10~
0 i L} [ 3 L L} [
& ~ P 2 oy %’{:\ <D
A S SR P SO
Ny

FiG. 3



WO 2012/149356 PCT/US2012/035502
4/27
4000~
il
i.;.;; 3000+ y ]
£ i —FF— PBS control
= vl A e oR-B
" T~ o .
€ 1000+ RS ci3-21
3 @ cR-33
A e —--— Rituximab
16 18 22 25 28 31 34 37 40 43
days post incculation
3/week x 9 doses {N=8/per group)
4000
% 30007 —&—— (ontrol
@ g3 oR-3 (0.5 mg/kg)
£ 2000-
2 —-#-— ¢R-3 (3 mg/kg)
i 000- e Rituximab {3 mg/kg)
5 0 oR-B (0.5 mg/kg)
—%-— ¢R-8 (3 mg/kg)
{} i i 3 i i 3 3 3 3
12 15 18 21 24 27 30 33 38 38

days post inoculation

FlG. 45



WO 2012/149356 PCT/US2012/035502

5/27
2.0+
T CD40
s v - OX40
"~ e RANK
— —— DRS
=3
*f;é 1.0+ -—&-—— Tweak R
= —-— 4~1BBL
L)
£ 0.5
<>
0.0 ;
0 &

antibody Conc. ng/mi

FiG. 5



WO 2012/149356 PCT/US2012/035502

6/27

3.,
- g APXG0S
= 2 ~-—o--- SGN-40 andlog
L)
= —-=-— lg conirol
o
‘i..
C 3 3 i i I
.01 0.1 1 10 100
Ab Concentration {ug/mi)
150+
100
- ——ig—  APX005~4C
= ceeGee APXOO5-37C
—- % hlgG control
0 ;

0.0001 0.001 001 0.1 1 10
Ab Concentration {ug/mi)

FlG. 7



PCT/US2012/035502

WO 2012/149356

a8 “Ild Ve Old

(jw/Bn) uoypiyuesuo) qy (jw/Bn) uoypiguecuoy qy
gol 0L L 10 WO 1000 100070 oy o b 010G 1000 L0000
t i i i i ] i m i ; ; ; ; . ; m
joauen By A :
QUMY — = — Vs 07 s joauon By — 4 — o1
Pojoue O7NOS -0~ g E m@muwwmmemm . 0z
m@mxmwm z!ll.mi.i! I P m« EQ.W i EEE < — B
o = SO0XdY —8—
foow T A e £ ]
< < 09 08
P~
0¥
-(8
lig3 1pabg 80 SOUIDY

Aoixogoids ¢



PCT/US2012/035502

WO 2012/149356

8/27

q6 Ild

Bupiuy $5040-24

{lw/Bn} uoynyusauo]) gy

0l }

Ve 100 1000

000°0

Bopup gpNoS — = —

GOOXdY -——o-—
af; upuwny g

0

00005

-000001 23
o

-000061

-300004

Ve Ild

Buppuy $5049-34 ON
{jw/Bn) uoypyussuoy gy

ol i V0 100 10070 L0000
g i ; 4 : {

Q
. 00006

Y&
. S O , o

LG 00
Bojpun QpN9S — - — 000007

S00%dY —o-—-
ob) uDwnY g



WO 2012/149356 PCT/US2012/035502

9/27

200~
150- <
<
= 100+ RS (D8O
SN
50
0 :
& v
&Q&& @k
&

FiG. 10



WO 2012/149356 PCT/US2012/035502

10/27

200~
Control IgG
APX005
SGN-40 analog
=
100+
80-
B0 9
o ~——g— anti-mCD40 Ab
= e APX005
40 — - g5l control
20~
-’
0 B il - i
10 106 1000 10000

ng/ml

FiG. 115



WO 2012/149356 PCT/US2012/035502

11/27
——&—  BBS conirol
3/week x 9 doses ——8--- APX005 3 mg/kg
— o — APX0US 0.5 mg/kg
é é é % % %’ % %’ % —----— SNG40 analog 3 mg/kg
4000~
. 35004 T
3 1
£ 3000,
o 2000- +
g 4
S 200 N ¥1 ]
- 15001 Ty |
E 1000 rF § ezt
500- . § /m\%
a CEEE 4

1215 18 21 24 27 30 33 36 39 42 45 48 51 54
days post inoculation

70
e 60 R
2 S
B 50
5 40
§ 50
e 204
=
10+
G ! 3 3 3
3 % & 8
& W
s & & &
& ,gp %’5 *
< L
Q% ¥ )& o
Koy

FiG. 128



WO 2012/149356 PCT/US2012/035502

12/27

rituximab
3/week x 5 doses

IR

w2500 n=33

%/% —a— rituximab 3mg/kg
. ---8--- Normal saline control

Randomization

tumor volume {mm3

21 24 27 30 33
days post inoculation

Retreatment:
Lp. 3/week x 3 weeks
Starting ot Doy 34

FIG. 134

— 3000~
o]
&
E
2 2000
2 —o—  Normal saline conirol
4 ~—g--- APX005
g 1000- — g 3NG-40 anolog
= - rituximab
Q 1] L) 1

30 35 40 45 50 55 60
days post inoculation

FiG. 135



WO 2012/149356 PCT/US2012/035502

13/27
e Con‘?mi —a&— 3 mg/kg
@~ 0.1 mgfkg - - 5 mg/kg
2500- s @3 mg/kg ——%— 10 mg/kg
% 1 mg/kg

tumor volume {mm3)

19 17 18 A0 25 25 27 28 31 35

days post incculation

4000~
o 30004
£ ——&-— PR Conirol
E -~ APX005
£ 2000- - $GN-40 analog
2
§ 1000

@ [ 4

12 18 18 2V 24 27 3 3% 3 38

days post inoculotion

FIG. 15



WO 2012/149356

Anti~CI

oL/

540

METG

LRWLLLVAVLKGY

V

%)

METGLRWLLLVAVLKG

METGLRWLLLVAVLEKGV(

I

METGLRWLLLV KGV(Q

R-7 METGLRWLLLVAVLEGVQ
R-8 METGLRGLLLVAVLKGVQ

R- METGLEWLLIVAVLEGV!

rabbit

PCT/US2012/035502

14/27

monocional antibody heavy chain

177

VOC-QUOLEESGGGLVKPEGSLTLTCKANGESESAN-Y YMC
CC-—OSLEESGEDLVKPGASLTL

JC-QEQLEESGGDLVEPGASLTLTCKASGEDLSST-YYMC
JC-QEQLVESGGGLVOPGGSLTLTGTASGESESSS-Y SMC
JC-QEQLEESGGDLVEPEGSLTLTCTASGESFGSG-YYMC
OO LEESGGDLVEPGASLTLTCTASGESES S ——-TYVC

OC—-QSLEESGGDLVKPGASLTLTCTASRFSFSS-—TYMC

R-10 METGLEWLLLVAVLEGVQC-QEQLVESGGGLVKPGASLAVTCKASGFSFSRG-
R-12 METGLRWLLLVAVLEGVQOC~-QSLEESGGDLVRPGASLTLTCTASGESFSDS ~

R-1¢6 METGLRWLLLVAVLKGVQC~~-QSLEESGGGLVRPGGTLTLTCKASGESINY -~ YWPC
R-18 METGLRWLLLVAVLKGVQC—QSLEESGGDLVRKPGASLTLTCTASGIDFESY ~YYMC
R-20 METGLRWLLLVAVLKGVQC-QEQLEESGGDLVKPEGSLT FoSG-YYMO
R-24 METGLRWLLLVAVLKGVQC

R-26 METGLRWLLLVAVLKGEVQC

METGLRWLLLVAVLKGV

METGLRWLLLVAVLKGV

CC-—CSLEESGEDLVKPGASLTLTCTASGEYSESDS-FWIA
CC-—CSLEESGEDLVKPGASLTLTCTASGESESSS-YWIC

FIG. 16A



WO 2012/149356 PCT/US2012/035502

15/27

Anti~-Ch40 rabbit monocional antibody heavy chain

R-2 WVROAPGKGLELTACIYA-

R-3 WVRQAPGKGLEWIGCIHAL~SSGSTYYANWARGRETT

[
Uz

KESST-TVTLOMNSLTAAD

%-j

R-5 WVRQAPGKGLEWIGCIV=---ATGGTYYASWAKGRYFTISKTSPT-TVTLOMPSLTAAD

R~6 WVRQAPGKGLEWIGCIDT--GRGYTYHASGAKGRE"

=
ey
2]
d
5

3
2]
2]
[

[~ TVTLOMTSLTAAD

R~7 WVRQAPGKGLEWIGCEI GHEHDSLYYAGWARGREFTISKTSST-TVILOMTSLTAAD
R-8 WVRQA GLEWIACIYT--GDGTNYSASWAKGREFTISKPSST-TVILOMTSLTPAD

R~-9 WYRQAPGKGLEWIACTYTG-SSGGTYYASWAKGRET

SQTSST-TVILOLTGLTPAD

b

R-10 WVRQAPGKGLEWIACIGA--GIGNTYYATWT

TVSTEMTAT
Vo "MT

R~12 WVRQAPGRGLEWIGCIHAL-SSGSTYYANWARGRFTISKTSST~-TVILOMNST

R~16 WVRQAPGRGLEWVACLNGG-DEDTTVYARWAKGR

]
|
H

CSKASET-TVILOMTELTAAD

R~18 WVRQAPGRGLEWIGCIYA~~GEGITYYAS

=
=
?TJ

~TVTLOMTSLTAAD

R~2Z0 WVRQAPGKGLEWIGC

DS LYY ACHARCRFTT SKTS S T—TYVT e T —
DELYYAGWARGRFTISKTES T TLOMTSLTAAD

R~2Z4 WVROAPCGKGLEWIACIGA-~GEGETYFASWAKGRFSISRTSST-TVILOMTSLTAAD

R-2¢ WVROAPGKGLEWIACTISAG-SSGHETYYASWAKGRETVSKTS

R=30 WVROQAPGKGLEWIGCTHAL-SSGSTYYANWARGRFTISKTSST-TVTLOMNS

R-33 WVRQAPGKGLEWIACINTG~-SSVITVYARWAKGREFTISKASST-TVTLOMTSLTAAD

FIG. 168

[




WO 2012/149356 PCT/US2012/035502

16/27

Anti~-Ch40 rabbit monocional antibody heavy chain

R-2 TATYFCARSGGYAAY -—————————1) DLWGPGTLVIVSS

R-3 TATYFCARSYAGYADYNVATGL---NLWGPGTLVIVSES

R=hH TATYFCARDIVGDNIYYF === == NEFWGPGTLVIVES

R~ TATYFCARSSYVRYDNRNYGE -~ --NLWGPGTLVIVEE

R~ TATYFCARGASTITNSYE e e = =S WG PGTLVTIVEE

R~8 TATYFCARPDITYGFAT == —————NFWGPGTLVTIVSE

R-9 TATYFCARPOVGFDFAT === === NFWGPGTLVTVSS

(3]

FCAREDRG]

NLWGPGETLVIVSS

5
s
i

}

(@]
-
>
”l“:

R-12 TATYFCARSYAGY ADYNVATGL---NLWGPGTLVIVSS

R-16 TATYFCARY I TPGYHE —— - e - NLWGPGTLVIVSS

BN N
R-1i3 TATYFCARSGYNDGSY Y === == NLWGPGTLVIVSS

R~20 TATYFCARGASTTNSY Fr— e e o SLWGPGTLVTIVSS

R~24 TATYFCAREDAGNDDYGYAR ===~ NLWGPGTLVIVSS

R~26 TATYFCARASADVGDY ———————— — STWGPGTIVIVSS

R-30 TATYFCARSYAGYADYNVATGL---NLWGPGTLVIVSES

Py
|
.z

VECARY I IPGYNF —— e e e = — NLWGPGTIVIVES

FIG. 16C




WO 2012/149356 PCT/US2012/035502

17/27

Anti~-Ch40 rabbit monocional antibody heavy chain

TV

== u.n’{.l

R~35 METGLRWLLLVAVLKGVQC~-~QSLEESGGDLVEPGASLTLTCTASGFEFEGT ~

\/ V'\T

.....

TCKASGESESST

R~3¢c METGLRWLLLVAVLEKGVQC -

T

~YWI

19-21 METGLRWLLLVAVLKGVQC-~QSLEESGGRLVITPGTPLTLTCTVSGFDLI S~

NAMN

18-35 METGLRWLLLVAVLKGVOC--0S LEESGGRLITPGTPLTLTCTVSGESLIS -

~YAVN

18-41 METGLRWLLLVAVILKEVQU--QS LEESGGRLVITPGTPLTLTCTVSGESLST -

TVRATT
YDMT

18-45 METGLRWLLLVAVLKGVOC--0SVEESGGRLVTPGTPLTLNCTVSGES L3S~

=Y DMN

18~

~J

METGLRWLLLVAVLREGVOS--QSVEESGGRLITPGTPLTLTCTISGESLS S~

M\A\If

19-59METGLRWLLLVAVLEKGVOC-~QSVEESGGRLVTPGTPLTLTCTVSCFSLS -~

DYVMR

7
i

FIG. 16D



19-57

WO 2012/149356

o T Lt
Antai~Cl

35 WVRQAPGKGLEWIACIYAG-

R~326 WVROAPGKGLEWIGCINSD-DSGTNVYANW

9-21 WYRQAPGKGLEWIGYITIS

9-35 WYRQAPGKGLEYIGLIATG-~~GGTEY TN

19-45 WVRQAPGKGLEWT GVIWNN

19-59WVRQAPGKGLEWIGVISS

18/27

monocional antibods

SNSYYANWAQGR

SSAGYASWAKGRETT

WYRQAPGRGLEWLGLINT I ———-GSAYYASWASGRETISKTSTS-

GEIFYASWAKGRFTISKTSTT-

WVRQAPGKGLEYIGITATG---GGTYYTNWAKCREFTISKTSTT-~-VD

FIG. 16E

NVAKGRETT

NARGRLTISKTS

PCT/US2012/035502

chain

FITSKRSST-AVTILOMTSLTAAD

ASST-TVTILOMTSLTAAD

SKTSTT--VDLKISS

[N S

STT--VDLEMPSPQT

—VILEMTSPT

SA-—-—-GNTYYATWAKDRETISKTSTT--VDLRIASPTTED

CPNT T T T EN TS €8 T T
~VDLKITSPSTED

TSPQPED



WO 2012/149356 PCT/US2012/035502

19/27

Anti~-Ch40 rabbit monocional antibody heavy chain

R=-35H TATYFCARSYTGYADYRNVATGL---NLWGPGTLVIVSS

R~30 TATYFCARYPIPGYHE ~~ == === NLWGPGTLVITVSS

19-21 TATYFCARGYNTMA === === ===~ THGPGTLVTVSS

19-35 TATYFCVRGYPGSSDEF ~———————— NIWGPGTLVTVSS

_E

19-41 TATYEFCVRGVPGYSSSE ———————— NIWGPGTLVTVSS

19-45 TATYFCAGDADGGVVSEY ===~ —H HVWGPGTLVTVSES

19-57 TATYFCVRGYPGESDE === = e - NIWGPGTLVTVES

19-59 TATYPCARIWRPDDEPTNS - === -=-=-DIWGPGTLVIVSS

FIG. 16F



WO 2012/149356

Anti-CP40

R-2 MDTRAPTQLLGLLLLWLE
R-3 MDTRAPTOLLGLLLLWL
R-5 MDTRAPTQLLGLLLLWL

R-6 MDTRAPTOLLGLLLLWL

R~7 MDTRAPTOLLGLLLLWL

MDTRAPTQLIL

o

R~ GLLLLWL

MDTRAPTOLLGLLLLWLP

0

R~-10 MDTRAPTQLLGLLLLWL
R-1Z MDTRAPTOLLGLLLLWL
R~16 MDTRAPTQLLGLLLLWL
E~-18 MDTRAPPOLLGLLLLWL

R

=

MDTRAPTOLLGLLLLWL

-
H
}

N

s

MDTRAPTOQLLGLLLLWL

R-26 MDTRAPTOLLGLLLLWLP
R-30 MDTRAPTQLLGLLLLWL
R-33 MDTRAPTOLLGLLLLWLI

rabbit meonocl

PCT/US2012/035502

20/27

ional antibody light chain
PGATF-AAVLTOTPSPVSAAVGGETVSISC
PGARC~-DVVMTQOTPSEASAAVGGTVTTRC

PCARC-ALVMTOTPSSVSAAVGETVTINC
FGARCADIVMTQTPASVEAAVGGTITINC
PEGVTEF-ATEMIQIRPESVSEPVGGTVT IEC
FGARSADIVMIQTFSSASERPVGETVTIKC

GARCADIVMTOTPSSASERPVGGTVTIEC
PGARCADIVMTQTPSSVSAAVGETVTIKC

PGARC-DVVMTQTPSSASAAVGGTVTIKC
._)’

AV DMT TOY 1“._) Af b ¥ S./-C\A\]

VITEC

FGARCADIVMTQTPSEVEAAVGGETVTIKC
GVTF-ATEMIQIRPESVSEPVGGTVTIIEC
PGARCADIVMTQTPASVSAAVGGETVTINC

GARC-DVMMTQTPASVSAPVGGTVTIEC

PCARC-DVVMTOTPSSASAAVGETVTIKC
FGARC-AYDMTQTPASVEVAVGGTVTINC

FIG. 166G



WO 2012/149356

Anti-C

PCT/US2012/035502
21/27
D40 x

rabbit monoc

ilonal antibody 1 hain
= ==CDR2=
R~Z OSSKSVYNN - === NWLSWYQOKPGOPPELLIYRASTLASGVRPSRFRGEGEGTEETLT
R~3 QASOSTIG=————~ SYLAWYQOKPGORPKLLIYAASNLASGVPSREFKGSRSGTEYTLT
R=-5 QASQTIS == >—- NELEWYQOKPGOPPKLLIYLASTLASGVRPSRFRGEGSGTQFTLT
k-6 QASESIS-—-——~ PELLIYYTSNLASGVRPSEFKC
R-7 QASEDIF-————— SNLGWYQQEPGOPP
E-8 OASOSIS-—mm—-

(GSGAC
KLLIYAASNLE
SRLAWYQOKFGQPPR
R-9  QASQOSIS---

\

T

LT

w
R

SGVPSRFKGSGSGTD]

“rnl J'1
ASGY

YRAST

RLAWYQQKE
QASE'

PSRFXGSGSGTEFTLT
PGOPPKLLIYRASTLASGVSSRFKGSGSGTQFTLT
LY=o TLLAWYOOKPGOPPKLLIYRASTLESGVPSRFQGSGSGTERTLT
R-12 QASQSIG-===== SYLAWYQQOKPGORPKLLIYAASNLASGVPSRFKGSRSGTEYTLT
R-16 QASQSIS———=-- SYLYWYQOKPGOPPKLLIYQASKLAS
R-18 QASQSIY-———-- TWLAWYQOK
R-20 QASEDIF

GAGSGTEYT
YKAST
SNLGWYQOR

R-24 QASE

LT

TR QT

LAy
N
)

VPSREKG
PGOPPE

GSG

SC

YILT
Tkt o
\J\/ L) )

7T T

REKGSGS
TLLAWYQOKPGOPPELL

Q - __.T

30

GTDFTLT
":éig _____ gg SRFRGSGSGTDETLT
LAWYQQKPGOPPKLLIYYASTLASGVSSREFEGSRSVTEYT
0 QASORTIG— == SYLAWYOQOKPGORPKLLIYAASNL
B-33 OQASQSIS—-—=——- QYLY

SRS

rxr*-ﬁ\r—*'l
iyl

LT

GVPSREE

LVSK TRGSGS
FIG. 16F




7
§9)

jee
!

N

o

I m /"'\ T

WO 2012/149356

22/27

Anti-CD40 rabbit monoclonal antiboed

ISDVVCDDAATYYCAGYESVNTD

H =

FGGGTEVVVK

3 ISGVOREDAATYYCLGS!

4

R AN i

NTTT
N 55V

D===NVEFGGGTEVVVEK

15D

3

SLECADAATYYCQSNYGSSSSTY-—YGFGGETEVVVK

INDLECDDAATYYCQOSA

Y YSE8Y - ———LAFGGGTEVVV
ISDLECADAATYYCQUIGYGIS————— WEIGGGTEVVVK

ISDLECADAATYYCQUTGYTIS

------------------ WPFGG

AT

STEVVVK

ISDLECADAATYYCQSHEYFDSSSGYG-NTFGGGTEVVVK

AVARVIR

ISGVOREDAATYYCLGSETG

fanl f"«r\
1 Lidao il

JLECADVATYYCQOGY SHINVD—~=-NTFGGGFQVWVY

VoV \/L\
ISDLECDDAATYYCORYSWNGSYG-—--V3FGGGTEVVVER
INDLECDDAATYYCOSAYYSSSY ———-LAFGGGTEVVVE

ISDLECADAATYYCQSHEYFGSSSGYA-NTFGGGTEVVVK

v

ISDLECADAATYYCQOSTYYGNG

TEVVVEK

I O\ \/

OREDAATYYCLGSFTGS D= ===~ TTEFGGGTE

LEIL
ECADAATYYCOOGYSHINVD--=-NIFGGCTEVVVEK

FIG. 161

PCT/US2012/035502

chain



WO 2012/149356 PCT/US2012/035502

23/27

Anti-Cb40 rabbit monoclional antibody light chain

-
L<1

R-35 MDTRAPTQLLGLLLIWLPGARC-ALVMTOTPSSTSAAVCGCTV T IKC

36 MDTRAPTQLLGLLLLWLPGARC-AYDMTQTPASVEVAVGGTVTIXC

19~21 MDTRAPTOLLGLLLLWLPGATF-AQVLTOTPSPVSAPVGGTVTING

19-3% ALAPGARC-AVVLTQTPASVSAAVGETVSISC

9~41 MDTRAPTOLLGLLLLWLPGATE~AIVMTOTPSSKSVAVGDTVTINC

9~-45 MDTRAPTOLLGT

LWLPGARC-AYDMTQOTPASVEVAVGGETVTIKC

LO-57  MDTRAPTQLLG LWL PGARC-AVV]

T
w
i

LPGARC-DVVMTOTPSSTSAAVCGCETV T IKC

FIG. 16



WO 2012/149356 PCT/US2012/035502

24/27

Anti~CP40 rabbit monoclonal antibedy chain

R-35 QASQOS TG~ ~——=-SYLAWYQOURKPGORPKLLIYAASNLASGDRPSRESASRSGTEY

R~36 DASONTY = ————— GYLEWYQOKPGOPPNLLIAEASKLPSGVPERFKGSGSGTEY

,_\
Ne
i
N
l...\

QSSONVELIN=—~~ NRLAWYQOKPGOPPKLLIYDASKLASGVPSREKGSGSGTQE

19-35 DESKSVYNK~~~—H QOKPGORPFRLLIYYASTLASGVESREIRGSGSGTOY
19-41 QASESVDEN-——~-KRLAWYQORKPGQPPKLL I

18-45 QASQTIY—————— TY LAWY LOKPCGOPFRLLIVYEASKLASGVESSREEGSGSGETOR
19-57 DS SKSVYNE~—~~-NELAWLQOKPGOPPKLLIYYTSTPASGVPSRFRGSGSGTQL
19-59 QASES IS =~ ——-=-SSLAWYQOURKPGOPPKLLIYYASDLASGVESRESGERSGTEY

FIG. 16K



WO 2012/149356 PCT/US2012/035502

Anti-CP40 rabbit monoclonal antibedy light chain
R-35 TLTISGVOREDAATYYCLGSFTGED~~~ - TTFGGETRELETL
SLTISGVECADAATYYCOQOSYSHINVD-—--NIFGGGETEVVVK

. - P T O Y IYA BT Y Y T A (T O PR
18-21 TLTISGVOCDDAATYYCOAGYSSGDG———-NAFPGGGTEVVVK

T TT O

35 TLTISDVQUDDAATYYCAGGYPSDED -

}_‘

]
o
+
t...‘
=

ISDVVCDDAATYYCAGYRKATTTDA~~-SAFGGGTEVVY

19-45 TLTISGVOUDDAATYYCQQOGYNERHVD =~ NVEG

19-57 TLTISDVOQCDDAATYYCAGGYNSDSD=——~NTEGGGTEVVVE

18-59 TLTISGVOREDAATYYCLGGYATAAYR-~~-TAFGGGTELETLC

FIG. 161



WO 2012/149356 PCT/US2012/035502
26/27
3000~
2700
2400- /H T2
£ 2100- SR 1
E th/ 4 &
— 1B00- ;;i
£ . /
2 1500- ; /
2 . $ | ¥ ,
. 1900 + 7T, ~—a— {1 Vehicle Condrol
g -y -—-g--- G2 rituximab (10 mg/kg)
2 900+ H — s — 3 APXOOS (0.5 mg/kg)
. JoazBE e GAz APX005 (3 mg/kg)
" 7 —a— (5 APX005 (10 mg/kg)
3004 4 5% ———@-— G SGN-40 (3 mg/kg%
’ 6 12 H 's AP
37878 AT 27338 T4 AT Y
Days of treatment FIG. 174
—— G1: Yehicle Conirol —--— G4 APX0O5 (3 mg/kg)
8- G2 rituximab (10 mg/kg}  —=— G5 APX005 {10 mg/kg)
—a-— G3 APX005 (0.5 mg/kg) e 68 SGN-40 (3 ma/kg)
1008 R - !
90- N !
80- Li;é o OV | !
2 70 4 & 0 v -
= | | K
§ 40+ > % L W;: -
@ | '
30 ‘;""g ® V¥ .
20+ & e -
10+ i B @ -
) e o S s i\s T L - FYTTY
0 10 20 30 40 50 60

FIG. 178



WO 2012/149356

tumor volume {mm3)

Percent Remuaining

m@&

27/27

12
Days of tregiment

——3¢— {31: Vehicle Conirol e e
-—-B--- G2 rituximab (10 mg/kg)

— = 63 APXO0S (GS mg/kg}

PCT/US2012/035502

: Vehicle Control

. rituximab {10 mg/kg)
: APX005 (0.5 mg/kg)
: APX005 {3 mg/kg)

. APX005 (10 mg/kg)

: SGN-40 (3 mg/k%

FlG. 184

G4: APX005 {3 mg/kg)
G5: APX005 {10 mg/kg)
G6: SGN-40 (3 mg/kg%

80-
80-
70~
60-
&0-
40-
30-
20-
10

Qs
0 3

FiG. 188



