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T-DM1 vs Lapatinib/Capecitabine in HER2+
MBC (EMILIA): Adverse Events

Nonhematologic

= Diarrhea 23.3 1.6 79.7 20.7
= Hand-foot syndrome 1.2 0 58.0 16.4
= Vomiting 19.0 0.8 29.3 4.5
= Hypokalemia 8.6 2.2 8.6 4.1
= Fatigue 35.1 2.4 27.9 3.5
= Nausea 39.2 0.8 44.7 2.5
= Mucosal inflammation 6.7 0.2 19.1 2.3
* Increased AST 22.4 4.3 9.4 0.8
» Increased ALT 16.9 2.9 8.8 14
Hematologic
= Neutropenia 5.9 2.0 8.6 4.3
= Febrile neutropenia 0 0 1.0 1.0
= Anemia 10.4 2.7 8.0 1.6
= Thrombocytopenia 28.0 12.8 2.5 0.2

Blackwell KL, et al. ASCO 2012. Abstract LBA1. Used with permission.
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Study Discontinuation

Study discontinuation

Discontinued study, %

Reasons for study discontinuation, %
Death
Withdrawal by patient
Physician’s decision
Other

36.9 21.0
22.2 15.1
13.1 4.7
1.0 0.5
0.5 0.7

Wildiers H. et al Oral Presentation ESMO 2012
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Grade 23 AEs With Incidence 22% in Either Arm?2

TPC (n=184) T-DM1 (n=403)

Any grade Grade 23 Any grade Grade 23
Nonhematologic AEs, %

Diarrhea 21.7 4.3 9.9 0.7
Abdominal pain 12.5 2.7 6.5 i e
AST increased 5.4 2.2 8.4 2.2
Fatigue 25.0 2.2 27.0 2.0
Asthenia 15.8 2.2 15.6 1.0
Cellulitis 3.3 2.2 1.2 0.5
Pulmonary embolism 2:2 22 0.5 0.5
Dyspnea 9.2 1.6 9.9 2.0
Hematologic AEs, %
Neutropenia 21.7 15.8 5.5 2.5
Ealwila mmatibranmania 2 0 2 0 nn n o
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i URR S51.570 VS 6.07%0, F<U.UUU |

» These data reaffirm the results from the EMILIA study,

demonstrating a consistent benefit with T-DM1 in patients with
previously treated HER2-positive advanced BC

Wildiers H. et al Oral Presentation ESMO 2012
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I—-JPI\IJILIUI 1% WAl VI UULWLLUATTIINT ] LW

*  Follow-up mediano 20,1 mesi (data cut off Luglio 2010)
* N mediano dicicli :

— 10 per Bevacizumab

— 7 per Chemotherapy

Smith et al. Ann Oncol. 2011;22:595-602; Smith et al. Breast Cancer Res Treat. 2011;130:133-43
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Smith et al. Breast Cancer Res Treat. 2011;130:133-43
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Smith et al. Breast Cancer Res Treat. 2011;130:133-43
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German NIS - OS

Figure 3. Overall survival by duration of bevacizumab treatment (<1 vs. > 1 year)
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Alemtuzumab Campath CD52 B-cell chronic lymphocytic leukemia

Ofatumumab Arzerra CD20 Chronic lymphocytic leukemia

Ipilimumab Yervoy CTLA-4 Melanoma

Abbreviations: HER, human epidermal growth factor receptor; VEGF, vascular endothelial growth factor; CD, cluster of differentiation;
CTLA, cytotoxic T-lymphocyte antigen.
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Mutually exclusive with N @
KRAS mutations!'-2]

Tumor cell
proliferation «——
and survival

1. Di Nicolantonio F, et al. J Clin Oncol. 2008:26:5705-5712.
2. Artale S, et al. J Clin Oncol. 2008:26:4217-4219.
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Amendment in October 2008 to include only KRAS WT (ex 12/13) pts

150 active centers in Germany and Austria

Heinemann V, et al. ASCO 2013. Abstract LBA3506.
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snx Zoledronic Acid 26.5
0

0 3 6 9 12 15 18 21 24
Subjects at risk: Months

Zoledronic Acid 1020 829 676 584 498 427 296 191 94
Denosumab 1026 839 697 602 514 437 306 189 99

* Adjusted for multiplicity

Stopeck et al. JCO 2010.
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Immunotherapy, a reality for patient
benefit In melanoma

 Immunotherapy is the only treatment that can
reproducibly result in cures in (few) patients with
metastatic melanoma

 FDA-approved immunotherapies for melanoma:

— Adjuvant treatment:
* High dose interferon alpha 2b
* Pegylated interferon alpha 2b

— Metastatic melanoma:
* High dose IL-2
 Ipilimumab
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' TCR or CAR
T cell cloning genetic engineering
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Metastatic Melanoma Response to Ipilimumab

Before Ipilimumab After Ipilimumab
04/22/11 08/05/11

e
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Summary on Ipilimumab

Positive impact in overall survival in two randomized
clinical trials using different schedules and combinations:

— FDA approval as single agent at 3 mg/kg x 4 doses

The major benefit is evident in a small population of
patients (10-15%, most probably cured)

Clinically-significant inflammatory and immune toxicities
iIn approximately 15-20% of patients

Responses usually take time (1-4 months) to declare,
and may go through a period of uncertainty about
response or progression
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15t Line Phase Il MARIANNE Study

Trastuzumab + taxane untll 'PD .

Patients stratified by: n=364
» World region

» Neo/Adjuvant therapy (Y/N) T-DM1 + pertuzumab (until PD)
=364
¢ Trastuzumab and/or n=36

lapatinib based therapy (Y/N)

» Visceral disease (Y/N) T-DM1 + pertuzumab placebo (until PD)
n=364

Patients with HER2 positive progressive or recurrent locally advanced
breast cancer or previously untreated metastatic breast cancer

e Primary endpoints: PFS as assessed by IRF; Safety

® Secondary endpoints: OS; PFS by investigator; PRO analyses; Biomarkers

® Superiority design with a Non-inferiority analysis between each of the
experimental arms and the control arm

® Interim futility analysis: Option to drop experimental arm
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LI ET SR NN PAMAR AR T LRI LS )

MDX1105, BMS936559 PD-L1, human PD-L1 Phase |

MK3475, SCH900475 PD-1 Phase |
MDX1106, ONO4538, BMS936558 PD-1, human IgG4 Phase li
CT011, CTACTIBODY PD-1, humanized IgG1 Phase I

Abbreviations: CTLA-4, cytotoxic T lymphocyte associated antigen-4; KIR, killer-cell immunoglobulin-like receptor; PD, programmed death; scFv, single chain variable fragment.
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