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Anti-CD20 mAb N9OINN '"TNIXN 0'TAld
Rituximab Kinase Inhibitors

Ofatumumab 'b"”ti_“i.b

Obinutuzumab Idelalisib )~ A IANCEAL

D"TIN' 0"2171'2 0717002 NY'A9

AT

HDAC Inhibitors
Romidepsin
Panobinostat

[10'NN NDYN TI79N1 "'y
Alkylators

Bendamustine
Cyclophosphamide

Proteasome Inhibitors
Bortezomib

BCL-2 Inhibitors : ?

Venetoclax - Checkpoint Inhibitors
Nivolumab
Pembrolizumab
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BENDAMUSTINE - puomTia

Probability
o
v
1

0-2

HR 0-58 (95% C1 0-44-0-74)
p<0-0001

ALKYLATING GROUP
|
| r COOH-HCI
S l \ \>_ . ﬁz 2
2

\/ SN BENZIMIDAZOLE COMPONENT
\
CH,

Median (IQR; months)

—B-R 69-5(26-1 to notyet reached)

—— R-CHOP  31.2(15.2-657)
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172 NIM7NIT
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Number at risk
B-R
R-CHOP

T
12

207
185

24

169
123

|

36

125
83

|

48

Time (months)

73

54

60

35

72 84 96
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Antibody-dependent cell -

mediated cytotoxicity (ADCC)
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Membrane Attack Complex

B cell

Cell lysis cytotoxicity (CDC)
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Paracetamol a growth factor (G-CSF) Antibody (mAb)

Protein

I tei
(without sugars) Glycoprotein

(with variable sugars)

Small molecule

*Non-identicality is a normal principle in
glycosylated proteins

*No batch of any biologic is ‘identical’ to the
other batches

*Variability is natural even in the human
body and usually not problematic
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OBINUTUZUMAB
( GAZYVA - 72%13)

Mechanism of Action of

ﬁ Obinutuzumab

Increased Direct Cell Death Enhanced ADCC
Type II vs Type I antibody Glycoengineering for increased
" affinity to FcyRIIIa
af
vo\‘
'). ‘\‘ <= <=3
Gazyva" | R -2y Effector
(obinutuzumab) ' cell
Injection —ar s |
bl 1000 mg/40 mL ph o
Hl (25 mg/mL)
For Intravenous Infusion After Dilutiot
Single-Use Vial. Discard Unus
u 0 preservative
"” '\‘l LA )
X e, Lower CDC P, GA101 %2 Complement
( "‘Cf‘)si (g 3 o © N
) < Type II vs Type I antibody (
/A /(, "‘}:‘_.\n —
CD20 1 FcyRIlIa

With permission from Goede V et al. Proc ASH 2013;Abstract 6.
R TI] BYY T
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Study design

International, open-label, randomized Phase IlI study

Induction Maintenance
Previously untreated G-chemo G
CD20-positive iNHL > :;Jm% 2’_;';&)2?&’_56‘:;:}0 — = G 1000mg IV
+ Age 218 years plus CHOP, CVP, or bendamustine! q2mo for 2 years or until PD
+ FL (grade 1-3a) or CRor
splenicinodalextranodal MZL L Randomized PR
+ Stage IV or stage Il buky 1:4 ':lfg'
disease (27cm) requiring R-chemo
treatment - R
| RN IDC ) [ gy
+ Target FL entolmehi 200 o(rq!:en)dzmusﬁne' R q2mo for 2 years or until PD
Primary endpoint Secondary and other endpoints
+ PFS (INV-assessed in FL) * PFS (IRC-assessed)$ + CR/ORR at EOI (+/- FDG-PET)

* OS, EFS, DFS, DoR, TINT  « Safety

*FL and MZL pts were randomized separately, stratiication factors: chemotherapy, FLIPI (FL) or IP (MZL) risk group, geographic region; *CHOP qdw x 6 cycles, CVP qdw = 8 cycles
bendamustine qéw = 6 cycles; choxe by st (FL) or by pt (MZL), *Pts with SO at EOI were followed for PD for up to 2 years; ¥Confirmatory endpont




INV-ASSESSED PFS (FL; PRIMARY
ENDPOINT)

R-chemo, G-chemo,
n=601 n=601
Pts with event, |44 101
n (%) (24.0) (16.8)
B
5 3-yr PFS, 73.3 80.0
§ % (95% Cl)  (68.8,77.2) (75.9,83.6)
0.4 —
— R-chemo (N=601) HR (95% Cl), 0.66 (0.51,0.85),
| G-chemo (N=601) p-value* p=0.0012
. + Censored
Median follow-up: 34.5 months
T T T T 1T T T T 1 1

0 6 12 18 24 30 36 42 48 54

Time (months)

No. of patients at risk
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BRENTUXIMAB VEDOTIN
(ADCETRIS)
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noaw mvnna ADCETRIS

100
Best Clinical Response per IRF

B Complete response
Fartial response

B Stable disease

b0 M FProgressive disease

N

Tumor Size {% change from haseling)

-100 -

Individual Patients {n = 98}




ABVD vs. A-AVD - 7737372 JIRT 193 0ILEN

1.0 Number of events

0.9+ A+AVD ABVD

0.61 Category N=123 N=164
" Progr- 73 103
L 0,74
3 5 22
£ 0.6 ﬁ“ > 39
<] s |}
€
« 0.5+ = A+AV ©Cep-
5 —b - “1 \
:;?‘ L HR 0.73 (95% CI: 0.57-0.92) e “ \
o] .
£ 03 Log-rank test p-value: 0.007 ““ "4 PFS estimates

0.21 ‘“ ‘ A+AVD ABVD

- 4\ \ Time  (95% CI) (95% CI)

N . \\ 2 81.0 74.4

"0 246 80 .+ 363840424446 4850 52 year  (77.6-83.9) (70.7-77.7)

‘ \ _.on (months)

No. of patie \\\ Median follow-up (range): 25.0 months (0.0-
A+AVD664 6 ‘ _+/ 325 206 192 180 102 87 79 28 24 21 5 3 3 0 O
ABVD 670 64 < * 543 319 299 186 171 157 82 71 63 16 13 12 2 2 2 0 0 49.3)
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B-cell receptor

Polatuzumab
1 ) vedotin

S

MR

) G
Cell membrang I ‘?.-\ »

|29

ysosome..+ <

Awx CD79B |no% "wj7 annITiv'e noxnn? nnia CD79B -7 nwp y"on *21a10np'n 2oyn MMAE
j'7n) B 'xn novyn 7y X¥xn NNNYIYPNAD JIN'N, XNY7 [Tann NN NINY% DAl XND NITNY
(B '~n 2w n109¥0Nn MMAE (o'TIv®I19K)

Palanca-Wessels MC, et al. Lancet Oncol. 2015; 16:704-715;. Polson A, et al. Blood 2007;110:616-623; Dornan D, et al. Blood 2009;114:2721-2729; Schrama D,
et al. Nat Rev Drug Discov 2006; 5:147-159; Francisco JA, et al. Blood 2003;102:1458-1465; Beck A, et al. Mabs 2012;4:637-647.
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Polatuzumab
vedotin (1.8

R/R DLBCL
(n=80)
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LENALIDOMIDE - 75179935
(REVLIMID - 79%929)

T-Cell Effects

1 Immune synapse
formation

1 T cell activation
and proliferation

1t CD8+ T effector
cell activity

»
NHL. tumor
cell death

B8-CLL Cell Effects
1t APC function
| CXCR4 expression

Expansion of
1 cells

D20 ’ ” (.;'llllly-u’ 4]
.’ » ‘ RIN

Direct NK
killing

NK-Cell Effects

t Immune synapse
formation

t ADCC

t Direct NK-mediated
killing

Microenvironmental Effects

& | FGF2
4 Altered cytokine levels
1 1gG production

Stromal cell
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RELEVANCE: PHASE 11l STUDY DESIGN

Stratified by FLIPI score (0-1 vs 2 vs 3-5),
age (> 60 vs < 60 yrs), lesion size (> 6 vs <6 cm) Responders

MAINTENANCE

. >
Previously untreated
patients with advanced FL Total tx
requiring treatment per duration
GELF criteria up to
(N = 1030) 120 wks
#
*Lenalidomide dose reduced to 10 mg QD in patients who achieved CR/CRu at cycle 6, 9, or 12. TR + CHOP: rituximab 375 mg/m?2 1V Day 1, cyclo 750 mg/m? 1V Day 1,
dox 50 mg/m?2 1V Day 1, vin 1.4 mg/m?2 IV Day 1, pred 100 mg/day PO Days 1-5 Q21 days x 6, and two 21-day cycles R 375 mg/m?1V Day 1. R-B: R 375 mg/m? IV Day 1
and B 90 mg/m? IV Day 1-2 Q28 days x 6. R-CVP: R 375 mg/m? IV Day 1, cyclo 750 mg/m? IV Day 1, vin 1.4 mg/m? |V Day 1, pred 40 mg/d PO Day 1-5 Q21 days x 8.
=  Coprimary endpoints (superiority): CR/CRu at 120 wks, PFS -

clinicaloptions.com



http://www.clinicaloptions.com/

AUGMENT: STUDY DESIGN

Multicenter, double-blind, placebo-controlled, randomized - ase Ill trial

Stratification for prior rituximab (yes vs no); time
since last therapy (< 2 yrs vs > 2 yrs); FL vs MZL

Patients with R/R grade 1-3a FL
and MZL requiring treatment with
prior use of > 1 chemotherapy,
immunotherapy, or
chemoimmunotherapy and not
refractory to rituximab
(N =358)

»\* < 12 cycles or until

relapse, progression,
or intolerability;
5-yr follow-up for OS,
SPMs, subsequent
therapy, histologic
transformation

90

*Anticoagulation or an*’ . risk. Growth factor use in line with ASCO/ESMO guideline permitted. 110 mg if CrCl is 30-59 mL/min.
Pr ‘\‘ ‘ ~<ssed PFS in ITT population

. ) \‘ ~uints: ORR, OS; histologic transformation, safety
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PDL 1 >»ow av7an

Antigen

T-cell receptor

T-cell @ \
c T-cell receptor Antigen
PD-1 ’ PD-L1

PD-1
inhibitor




PDL 1 >»ow av7an

(Keytruda) Pembrolizumab °
(Opdivo) Nivolumab -

B Change in Tumor Burden

10 Stable Complete

0 Disease Partial Response Response

=10
—20-
=30
40
=50
—60-
70
-804
=40
-100-

Change (%)

Individual Patient Data (N=23)




CART CELLTHERAPY

1) T Cell 2) T Cell 3) T Cell Adoptive 4) Patient
Collection Transfection Transfer Monitoring
l a) Disease response

—CT scans
—Bone marrow biopsies
—Peripheral blood

flow cytometry

b) CAR-T Cell persistence

—Immunohistochemistry
of bone marrow biopsy

—RT-PCR and flow
cytometry of blood
+/-Lymphodepleting and bone marrow
conditioning aspirate

7> 5.CARcell

: : e
N S
S~ — # membrane
4. Transcription and insertion

protein expression




CART CELL THERAPY

NV NTRNANDS - NIYW INXRT7 NIMYAN 219'0 e 1w 17wo1w DLBCL ny p'72ina »

NX'M nain 7% oy N7 naian 26% e

DM NX7 o' 20% ,Tin 6 X'N NyXMn NImMun e

CART CELL THERAPY Dy mmolisw opnn 2 -1 °
DLBCL CD19 POS ny n'2in 100 -> ap7nn 702 »
60-75% 7w n77D nann -
43-47% 7w XM nanan - e
URIN wTIN2 - nannm 90% vn e
N7 'oIm e
(nwp N1 25%) 60% — D 2'pIv'Y NNNY 7w namon- ¢

10%-n1ail7nm 'sin ¢

nX'm naovna |1y 30-40% — nuv YR Apyna e




A Duration of Response

100
90
80—
70
= = + Complete response
= 60 —
a
= 50 Objective response
=4
8 40+ 5
o Median (95% CI)
30 mo
20 Complete Response NR (NE—NE)
104 ) Objective Response 11.1 (3.9—-NE)
Partial response Partial Response 1.9 (1.4—2.1)
(¢) T T T T T T T T T z: T T T T T T T T T T T T 1
[¢] 2 & 2 3 4 S 6 7 8 9 10 11 12 13 14 15 16 17 18 23 24 25 26 27
Months
No. at Risk
Complete response 63 61 5853 50 47 46 45 45 41 37 30 19 16 12 6 6 4 3 3 1 [¢]
Objective response 89 82 67 56 53 49 48 47 47 42 38 31 19 16 12 6 6 4 3 3 1 [¢]
Partial response 26 21 9, 3 3 2 2 2 2 il 1 1 (o]
B Progression-free Survival
100
90—
=X 804
£ 70
5
&S 60
£ s . -
£ a0 "
g 30
S 20 Median (95% ClI)
a mo
10+ 5.8 (3.3—NE)
0 T T T T T T T T T T T T T T T T T T T T T T 1
[¢] G | 2 3 4 5 6 7 8 9 10; 33 12 13 14 15 16 17 18 23 24 25 26 27
Months
No. at Risk 108 101 90 71 61 58 52 50 49 49 47 47 34 21 20 12 6 6 4 3 i o
C Overall Survival
100
90—
80
& 704
€ 60
E 50—
A
= 40—
5;: 30
o N -
204 Median (95% CI)
mo
10+ NR (12.0-NE)
(o) T T T T T T T T T T T T T T T T T T T T T T 1
o] 1 2 3 4 5 6 7 8 9 10° 11 12 13 14 15 16 17 18 23 24 25 26 27
Months
No. at Risk 108 105 102 101 98 91 84 82 78 74 72 66 63 51 40 30 23 16 11 3 2 1 o
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