FOLLICULAR LYMPHOMA

Chemotherapy/mmunotherapy - single and combination therapy*
Firstdine Extended Dosina

« CHOP i icin, vincristine, predni + Rituximab maintenance®'¥ (category 2B) [t is strongly
rituximab (category 1) recommended this treatment be on a prospective clinical
s CVP (cyclophosphamide, vincristine, prednisone) + rituximab (category 1) study.]
+ Fludarabine + rituximab
« FND (fludarabine, mitoxantrone, dexamethasone) + rituximab -
+ Rituximab + Bendamustine (category 2B) £ rituximab
+ Radioimmunothera py8" (category 28) or CHOP followed by + Chemo-mmunotherapy (2s i firstline therapy) ‘
radioimmunotherapy 9 (category 2B) [itis strongly recommended this  * High dose therapy with autologous stem cell rescue
treatment be on a prospective clinical study.] « High dose therapy with allogeneic stem cell rescue, for highl
First-line for Elderly or Infirm selected patients!
s Rituximab, preferred + Radioimmunotherapy &
1+ Single agent alkylators (eg, il or + See Second-line Therapy for DLBCL (BCEL-B 10f2)

First:ine Therapy ¢

Second-ine Extended Dosing
Rituximab maintenance* (category 1)

‘For patients with locally bulky or symptomatic disease, consider IFRT 4-30 Gy + addtional systemic therapy.

Bendamustine + rituximab as second-
line therapy in NHL: response rates
(Rummel ef al. 2005)

Folticular
Small lymphocytic I
Mantie cell .
Marginal rane

Total

Rusrrrasi M of @l

Bendamustine + rituximab as second-line
therapy in NHL: toxicities [Rummel et al. 2005)
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Bendamustine + rituximab as second-
line therapy in NHL (Rummel et al. 2005)

Phase |l study of bendamustine + rituximab in
relapsed/refractory indelent and mantle cell
lymphomas

Treatment schedule:

Bendamustine 90 mg/m< on days 8 + 9, 36 + 37, 64 + 65,
+ 893

Rituximab 375 ma/m? on days 1
Total of 63 patients, median age 64 years, 33%
refractory to prior therapy
Most had received one prior therapy (62%)

Rusrrrsi M of @l J

Bendamustine + rituximab as second-line

therapy in NHL: progression-free survival
(Rummel et al. 2005)
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VERTICAL: Bortezomib, Bendamustine,
and Rituximab (VBR) in Rel/Ref FL

Phase 2 single-arm, open-label, multicenter trial, dose-escalation run-in

Bendamustine 50, 70, and 90 mg/m?/day Bortezomib 1.6 mg/im?

Phase Il: 90 mg/m? Rituximab 375 mg/m?
All patients given five 35-day cycles of therapy
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VERTICAL: Results

VERTICAL: Previous Regimens

Parameter Patients (N = 63)
Previous regimens (median). n {range) 2 (1-11)

B VBR(N =39)
B Last previous regimen
(N =62

* Previous rituximab-containing regimen (median), n (%) 2(1-6)

* 2 3 previous regimens. n (%) 29 (46)

Previous regimens, n (%}

16 (25)
18 (29)
8(13)
10 (16)
9(14)
Time since last regimen, mos (range) 9(0-76)

Patients (%)

Refractory to last previous rituximab-containing regimen. n (%) 24 (39)

Refractory to last previous regimen, n { 30 (48) ORR *Data missing for 1 patient

FowlerN,etal. AS 9. Absiract933 Fowler N, etal. 0. Abstract933.

VERTICAL: Adverse Events VERTICAL: Conclusions

Treatment-related adverse Serious adverse events: VBR is active in patients with relapsed/refractory FL
events: 100% 32%

= grade 3: 60% Peripheral neuropath
> ’ resuFI]ting n =y VBR was generally well tolerated

discontinuation of

Thrombocytopenia: 6% therapy: 3%

VBR improved response rates and elicited higher CR rates

Neutropenia: 27%
Treatment-related AEs were mostly grade 1/2

e e e Follow-up is ongoing to evaluate PFS and OS

] hematologic toxicity
Peripheral neuropathy,

z grade 3: 10%
Death: 2%

FowlerN, etal. 9_Abstract933. FowlerN, etal. ASH 2008 Abstract933

Lenalidomide — Rituximab ( “R*") Lenalidomide + Rituximab + Dex in Rel/Ref Indolent
data in FL NHL: Trial Schema
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1st line Follicular Lymphoma Schering-
sponsored study (304820):
FIT Study Scheme

Start of study ?EUA:JEIIP:I-
= 200

| Firsi-ine tharapy with
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Budaratie
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Hagenbeek A et al., Blood 2007; 110:#643
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Z-BEAM - PROGRESSION FREE SURVIVAL
FROM TRANSPLANTATION
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Censored
3% (70) HA | MA NA }

Median Survival (35% CL)

FIT-TTNT in FL

ESO-d, St. Gallen,
23.02.3008 Medical Update Hamatoonkologie, Int. Zeitschrift filr arztliche Forbildung, Nr. 18, Juli 2009, 1. Virgolini

Patients Characteristics

1"dine o glore. Posi ASCT
Response =TT} | {n=T5)
CR 24(31%)  1(41%)  33(4%) 48 (64%)
CRu 17 (22%) 4 {15%] 26 [34%) 18 (24%)
PR 25(32) 5(19%]) 17 (22%) 5 (T%)
Stable 5(6%) 5119%)
Progreasive 5 (6%%) 1 (4%)

Madian dely (momine) 188 ibe end Fansplantabion n=
Madian delyy lasf sak eatmer ahd trarspls-tsto
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Relapsed/Refractory MCL: Approved and
Investigational Agents

Bortezomib

Cytarabine

Bendamustine

Lenalidomide

mTOR inhibitors

Monoclonal antibodies

Anti-CD20 (rituximab, ofatumumab)

Radioimmunotherapy

Approved for R/R MCL Off-labelfinvestigational use in R/R MCL




Bortezomib and Proteasome Inhibition
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Updated Analyses of the PINNACLE
Study: Bortezomib in Relapsed MCL

Key eligibility criteria
. Bortezomib 1.3 mg/m? for 4 cycles beyond CR/CRu o, if no
AT
or {11 14)+ CR/CRu, up to 17 cycles until PD or toxicity

PD

<2 previous

therapies Day 1 4 8 11
Previous — — Restaging
anthracycline  yyaek 1 2 = Every 2 cycles x

and rituximab first 6 cycles
No > grade 2 1 = Then every 4

toxicity from cycles/3 mos

i until PD or
rl{:rvall:l;'g alternate therapy

Goy A, et al. Ann Oncol. 2008;20:520-525

Bortezomib in Relapsed/Refractory MCL:
Efficacy

TTP by treatment responas, median mos

Bortezomib Is Active in Relapsed MCL:
Phasell Data

Bortezomib in Relapsed/Refractory MCL:
Efficacy
ORRA, % CR, % Madian DOR,

Bortezomib, Rituximab, Dexamethasone in
Relapsed/Refractory MCL
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Phase I/ll Trial of R-CBorP in NHL: Bendamustine, Bortezomib, and Rituximab
Treatment Schema for Relapsed NHL

Phase |l multicenter study in relapsed/refractory indolent lymphomas
1 Bortezomib IV push 1 Cyclophosphamide + Rituximab and MCL
BVR regimen
Prednisone 100 mg

Bendamustine 90 mg/m? on Days 1 and 4
Cycle

Repeats Bortezomib 1.3 mg/m? on Days 1, 4, 8, 11

l l ‘ Rituximab 375 mg/m? on Day 1

Responses: 5/7 MCLand 11/11FL (7 CR)
Days 12345678910 11 12 13 14 15 16 17 18 19 20 21
Responses in patients with previous SCT, nucleoside analogue, RIT

Toxicity: PN 18 patients, varicella zosterin 5 (not prophylaxed; now
l‘ # ‘ ‘ recommended)
Days 12345678910 11 12 13 14 15 16 17 18 18 20 21 Conclusiorzactvelbutmoreioxicthan BR

No data yet in frontline setting
Gerecitano JF, et al. ASCO 2008. Abstract 8512 Friedberg J, et al. ASH 2009. Abstract 924.

Responses to R-CBorP in NHL Bendamustine Is Active in MCL

Twlce Wity Trial Patient Treatment ORR,

Characteristics
Rituximab-refractory
indolent NHL

| Rituximab-refractory |
76 indolent and
transformed NHL

Kahl et all'l 100

Friedberg
et all

Relapsed indolent
NHL and MCL

Robinson [ [ Relapsed indolent
NHL and MCL

Rummel et al¥l | 63

1.Kahl B. et al. ASH 2007 Abstract 1351
2. Friedberg JW, et al. J Clin Oncol. 200
3. Rummel MJ, et al.

Efficacy of Lenalidomide in MCL-subset of NHL-003
study: durable responses in heavily pretreated patients Data Benchmarks of single agent activity in

Modian relapsed Mantle cell lymphoma
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Lenalidomide Monotherapy in Relapsed/
Refractory MCL: Efficacy and Safety

1.0
50 Response
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Patients (%)
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0.2

cuso

0
ORR CRI/ICRu PR sD 0 100 200 300
Day

Patients, Events, Censored, Median PFS
% (n) % (n) Days {95% CI)

n
49 51 216

Zinzani PL, et al. ASH 2008. Abstract 262

Phase 2 Outcomes: Efficacy of Rituximab +
Lenalidomide at MTD in Rel/Ref MCL (N=45)

BestResponse to Therapy
CR,n (%)
PR, n (%)

n (%)
13(28)
1124

MR (%) 4(9)
S0, n (%) CIRET

Progressive dissase, n (%) B(20)
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s Glycolytic enzymes

A Phase 1/2 Study of Lenalidomide in Combination With
Rituximab in RR Manlle Cell Lymphoma

= Lenalidomide combined with rituximaly has been shown to
augment NE-mediated ADCC activity in preclinical studies

= Evaluate the safety and efMcacy of lenalidomide + rituximab in
patients with relinef MCL

Cycle 1

¥ ¥ ¥ ¥
cloys R - T - -

Vinng . AL

fnt prosacted @ 510l ASH Atrnssl Mastriy) sod F
bow Clamna L& s

Lenalidomide + Rituximab in Rel/lRef MCL:
Survival Qutcomes

PF& (N=4E) OF [N=45)

E
]
8
2
[

Wedian O5; 28 months
(8% CI 12.6-NR)
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PFS at 12 months and 24 months was 54% and 31%. respectively

Temsirolimus: Single-Agent Activity
in MCL

25mg
Patient characteristics
= Median age, yrs (range)
* Previous treatments, n [ 3
= 2 2 gxtranodal sites, % [ 69
* Refractory disease, % I 54 | 43
Results ) )
* ORR, % (n/N) 38 (13/34) 41 (11/27)
* CR, % (n/N) 3(1/34) 4(1/27)
* DR, mos [ 69 [ 6.2
Toxicity )
= Dose reduction needed, % (n/N) I

68 (51-85)

88 (30/24) 50 (16/27)

Witzig TE, et al. J Clin Oncol. 2005;23:5347-5356.
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Treatment With Temsirolimus Compared
With IC: Efficacy and Toxicity

PARMA Study: ABMT vs Conventional
Chemotherapy in Relapsed NHL

Bore mamow
fanvest

Fenciie I'I

Salvage
bl TEABMT

CORAL Trial: R-ICE vs R-DHAP in DLBCL

/- RCEx3 g SD/PD — Off
CD20-positive /
DLBCL,  _ / \
relapsed/ | |
refractory [

\ Y i N

Gisselbrecht C, et al. ASCO 2009. Abstract 8509

Management of aggressive NHL

{RI-CHOP

|

cR Primary refractory
Bec l:lr;d e
Relapse therapy
B dre

CRFR
Inwestigational
or BSC

Investigatianal _
orBEC HDTIASCT

PARMA Study: Bone Marrow
Transplantation vs Salvage Chemotherapy

CORAL Study: Pts Included With
Response After First-line Therapy

Response After First
Line

Rituximak




CORAL Study: OS and PFS

2-Year Qutcome
(Induction ITT), % R-DHAP PValue

0S 4899
4418

2009. Abstract 8509

R-GemOx in Relapsed/Refractory DLBCL.:
Eligibility
DLBCL diagnosis or Measurable disease

Transformed CD20+ indolent = ECOG performance score 0-2
lymphoma by World Health

Organization classification at
relapse

60 years of age or older or
younger than 60 years of age
(18 years or older) allowed if

Noteligible for high-dose

Relapse after first or second
response of PR or better

Response less than PR
following first-line treatment

Previous 1rea1men1 with = 1
containing

chemotherapyor regimen

Previous ASCT

Gnaoui TE, et al. ASCO 2010. Abstract 8011

R-GemOx in Relapsed/Refractory DLBCL.:
Safety Analysis

Toxicities,” % Safety Population
(N=48)

Hematologic

= Thrombocytopenia 23 21
= Anemia 21 2
= Neutropenia 3 42
= Febrile neutropenia 4 0
Nonhematologic

= Liver 15 0
= Neurologic

» Kidney

*Calculated using National Cancer Institute Common Toxicity Critena {version 3.0).

Gnaoui TE, et al. ASCO 2010. Abstract 8011

Prospective, Multicenter, Phase |l Trial of
R-GemOx in Relapsed/Refractory DLBCL
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R-GemOx in Relapsed/Refractory DLBCL.:
Response Data

Response, % After 4 Cycles of R-GemOx End of Treatment
{n=48) (n=48)

Gnaoui TE, et al. ASCO 2010. Abstract 8011

R-GemOx: PFS According to Delay From
Last Treatment and Previous Rituximab

164 P=.0286 P= 0166 P<.0001

14

@ ]

Median PFS (Mas)
.

No Yes <1yr  z1lyr <t1yr 21yr  <1iyr z21yr

Previous Delay FromLast  NoPrevious Previous
Rituximab. Treatmentto Rituximab Rituximab
R-GemOx,

Gnaoui TE, et al. ASCO 2010. Abstract 8011



R-GemOx in Relapsed/Refractory DLBCL.:
Conclusions

R-GemOx as a salvage regimen demonstrated favorable
safety profile and produced high ORR in patients with
relapsed/refractory DLBCL who were unable to receive
high-dose chemotherapy

ORR after 4 cycles: 60%

Patients with early relapse (< 1 yr from last treatment) and
previous rituximab treatment had shortest PFS duration
with R-GemOx salvage therapy

Gnaoui TE, et al. ASCO 2010. Abstract 8011

NHL-003: Baseline Patient Characteristics
(N=217)

Baseline Patient Characternstics

Histology,

DLECL

MCL

TL

FL-N
1Pl score, n (%)

Low risk (0-1) 44 (20.3)
Intermadiate risk (2-3) 136 (62.6)
Highnsk (4-5) IT(17.1)

o ot 519t Areusl ASH Maste

Historical Comparison Escalated-Dose RIT
with VP16 and Cyclophosphamide:
Overall survival by treatment

L-ASCT [n= &) varsua TELASCT {n= 120)

Survival prabability
a 6 B @&
B = @m B b

FL » 48 ]

Months from date of transplant

Madsmanes A ¢ ol Wesd 7006 00T 0T

NHL-003 study design: Lenalidomide Monotherapy in
Patiants With Relapsed/Refractory Aggrassive NHL

Patients who had relapsed or were refractory to = 1 prior treatment

Primary end point
— ORR |pt= with CR, CRu, or PR}

Secondary end points
- Response duration, PFS, Safety

1Cycle
7 14 3

E R R R R R R R E R ]

Lenalidomide 25 mg orally

NHL-003: Response Duration of 10,6 months

R
Responders

d by

Survival Praobability

[1] 00 20 MH 0 S0
Responzs Duration [days)

A1 a median follow-up of 9.2 months,
madian response duration was not resched among patents with a CRACRu

aevindd gl %sd fewnial ASH Mesing aad Eahstebon . e emier

Phase |l HD-Chemotherapy with Zevalin and PBSCT
in Pts. with relJrefr. DLBCL - Historical comparison
with BEAM

108 ma [HEAM| va_ 203 ma | Z-BEAM)

Hrishaan &, of ol Blesd P08, 10003043



Enzastaurin: Efficacy in
Relapsed/Refractory DLBCL

PKCp-selective serine/threonine kinase inhibitor

Phase Il study of once-daily oral enzastaurin in 55 pts with
relapsed/refractory DLBCL administered as continuous
28-day cycles until PD or toxicity

FFP for = 2 cycles: 22%

15% remained FFP for = 4 cycles

7% continue FFP 20-50 mos following study entry
Only 1 grade 4 adverse event: hypomagnesemia

Mostfrequent grade 3 adverse events: fatigue (n = 2), edema
(n = 1), headache (n = 1), motor neuropathy (n = 1),
thrombocytopenia (n = 1)

No deaths or treatment discontinuation caused by toxicity
Robertson MJ, et al.J Clin Oncol. 2007,13:1741-1746

Phase Il: Fostamatinib Disodium

68 patients enrolled at 200 mg BID: relapsed and heavily
treated refractory lymphoma

Group 1: DLBCL (n=23)

ASCT:n=12

ORR:22%

1 CRand 4 PR (5/23); also 4 SD
Group 2 FL (n=21)

RIT:n=9

ASCT:n=5
Group 3: “Other” (n=24)

85

FriedbergJW, etal. Blood. 2010;1

Inotuzumab Ozogamicin + Rituximab
in FL and DLBCL: Phase /Il Study

Eligibility criteria

Riluociimaly- Sensitvn FL (n= 41) and DLBCL (n

Dasing regimen (four 28-day cyeles)

e Yo paherihy wilh chrcal benel afler 4 cycles

Patients restaged after every 2 cycles

Fapad L ol 6l ASH 2008, Abswtenet PSE

Enzastaurin: Ongoing Phase Il and lll
Studies in DLBCL
Phasell

Randomized trial of R-CHOP + enzastaurin for first-line
treatment of int/high-risk DLBCL (active, not recruiting)!"!

R-GEMOX plus enzastaurin for relapsed DLBCL (active, not
recruiting)@

Phase lll

Trial investigating maintenance enzastaurin for the
prevention of relapse in DLBCL (recruiting)t!

1. ClinicalTrials.gov. NCT00451178. 2. ClinicalTrials.gov. NCT00436280. 3. ClinicalTrials.gov. NCT003!

Inotuzumab chgamicin + Rituximab
in FL and DLBCL: Phase U/l Study
CD22 expressed in > 90% of B-cell ymphomas
Represonts novel therapeutic target in NHL
Inotuzumab ozogamicin (CMC-544)

Cytotoxin calicheamicin conjugated to a humanized
manoclonal igG4 anti-CD22 antibody

Fapadl o sl ASH

Inotuzumab Ozogamicin + Rituximab
in NHL: Response Rates and Survival

Inatucrmat ceogesmean ol MTD squally effectss n FL and DLECL
trburts et g i Do
1wt 1R g




Phase |: Blinatumomab in Relapsed Phase |: Blinatumomab in Relapsed
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MNHL 003: Prior Treatment History (N=217)

Prior Treatment
Maedian prios treatmant regimansa, n (range) 3(1-13)
Refraciory to lasi therapy, 26 (44.2)
Rafractony” o rmuximab, n (%) 117 (53.9)
Type of prior treatment regimans, n (%)

Rituximab + combination chemotherapy

Combination chemotherapy

Rituximakb

Bonezomib

T3(33.8)

o reEponE

5151 Arwvasl ASH Mesteng and | stabation [Hecemmd

Phase Il Study of Lenalidomide + Rituximab in
frontline Indolent NHL Ergebnisse | - Ansprechraten

« Patients with untrested stages 1l or [V indolent NHL *  Bislang 74 pis singeschiossenen, davon haben 48 pts mindestens
= Rifuximab: 375 mgim2 v, Day 1 & 2ykden erhalten

* Lenalidomida; 20 mg/day poo. Days 1-21, q H8-days x § .

eveies

Tumor subtype n PR CRICRu  ORR[CRICRu)

P =R =]
5L 3 ) : 100 (3% B0 (40} - B0 {40)
ML B B% (50%) L T3 (58 82 {48)
Total 28 : P BO% (T5%) Gasamt 13 ®]m B3 |E9)

* Evahwierbar solemn mindesiens sing Machuntersechung vorlag
28 patients réceived atheast 1 post-baseline lumorassessment HE = michd evabsierbar, BT = imtent-to-treat
and werne evaluable for response

Fosber Net o @




Ergebnisse Il - Ansprechraten nach Ergebnis*r.;e ]" o
3 und 6 Monaten Progressionsfreies Uberleben

Response Rate for Evaluable Patients (M=45) Mediane Hachbeobachiung 12 Monaten (Range 3-20)

1 Progress (FL]
H | Progression Froe Survival

Aler & cycles
-

Respanss (%)

*  Molekulares Ansprochen BER e TR SREA TS LE FoRtE S 2H]
V11 pts wurden unter Therapde (8 Zykden] BCL-2 mogativ i S Manthe

Fonsler Wt o 8 BN ASC 310 Foosbar Mot al #0006, ASCO 2090

VERTICAL: Study Objectives

Ergebnisse IV - Nebenwirkungen
Primary objective

CR

Secondary objectives
ORR (CR +FR)
PFS
Duration of response

Assessment of safety/tolerability of VBR regimen
1 e wnahn s egrael s o8 s e Liisle geesee
AP e S s, e, 18 Meeh il b Do S e i e Veikalts 11
reiate Tiarsemisne protei
Flaah e % 1 FTpry) sl e, ki Waskrmat it fus Hed i
b e Patel Sl | ety s byl

Fowler M, etal. ASH 2009 Abstract 933

Fowie Mal o #8253

Phase 1/2 Study of Lenalidomide + Rituximab in Guideline Recommendations for
Rel/Ref MCL: Baseline Patient Characteristics Treatment of Relapsed DLBCL

Second-line therapy in Second-line therapy for

Phase1  Phase candidates for high-dose patients who are not
N (= - N 1. M therapy + ASCT candidates for high-dose

Meckon age, yors (ranga) FA{58-84) 08 [46-85) thera
Machan Lime v ehiagnosis, monihs. (range) 3 Bl 7 i) DHAP + rituximab Py

Miry o L Clinical trial
L ESHAP £ rituximab
el o et of hofapy, i (fangae)

Mo of price tharapies, n GDP £ rituximab

1 GemOx 4 rituximab CEPP £ rituximab

Rituximab

Lenalidomide
EPOCH % rituximab

2 .
3 ICE # rituximab
* MINE # rituximab

NCCN practice guide oncology
Wang ot @ Alslract ane waed ot S0 ASH Anrsasl WMastiesy snd Eatehaon. Decsmtn & Available at: h cen orgiprofe
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NHL-003: Safety Profile of active treatment Z-BEAM patients characteristics m

Mk =T
Median age 53 yr (1184

adverns ey

Hisfalagy Responsa after last salvage teatment:
Follicular &1 4% pre transplantalion

x ' Follicular G2 T

(14 Follicular G2 1%

£{09) Folliculsr 1% (=] 27 [36°%)

L TR

Marginal Zone LS
Lymphocytic 1 CRu  41%)
Abdiomin pain PR 17 [(22%)
air [iT1e0 FLIPI 0-2 Fidse e
3-5 26 STABLE 1 [1%)

BM positive 23%
Dalwy jmontha) Madian

15t line and transplantstion [n =85} Nm |77
Last salvage reatment and transplandstion [n= 70  &4m  [340)

CORAL Study: PFS

VERTICAL: Patient Characteristics

Characteristic Patients (N = 63) 2-Year PF S According to Patient Patients, % PValue
Median age, yrs (range) 58 (42-83) Subgroup (ITT)

Male, n (%) 40 (63) Failure from diagnosis <0001
KPS = 80%," n (%) 16 (25) * 212 mos (n = 160)

Median LDH, U/L (range) 186 (117-1132) * <12mos (n=228)

FLIPI risk groups, n (%) Previous ntuximab

= Low 19 (30) * No(n=147)

= Intermediate 21 (33) * Yes (n=241)

= High 23(37)

Extranodal or tumor mass = 7 cm, n (%) 13 (21)

Bone marrow involvement, n (%) 18 (29)

Median time from diagnosis, mos (range) 50 (7-273)

Fowler N, etal. ASH 2009. Abstract933.

Gisselbrecht G, et




