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Appendix No. 10 - Number ncer patients treated in the cancer center in 2010 %la scw&/‘“
Number of all cancer patients treated in the cancer center in 2010
Disease Site 1 2 3 4 5 Universitatsklinikum
fotal number | inpatients | % inpatients | outpatients | % outpatients Erlangen
Colorectal cancer™” 983 893 90,8% 90 9,2%
Stomach 196 182 92.9% 14 7,1%
Pancreas 145 142 97.9% 3 2,1%
Esophagus 12 107 95,5% 5 45%
Thyroid 157 155 98,7% 2 1,3%
Lymphoma™* 382 39 88.7% 83 11,3%
Leukemia™* 239 188 78.7% 51 21,3%
Breast ™* 2284 1299 56,9% 985 43 1%
Cervix™ 122 92 754% 30 24.6%
Uterus 159 144 90,6% 15 9,4%
Ovary ™ 178 153 86,0% 25 14,0%
Melanoma™" 715 667 93,3% 48 6,7%
Lung™ 791 769 07,2% 2 2.9%
Prostate™" 515 264 51.3% 251 48,7%
Testes 39 24 61,5% 15 38,5%
Kidney 197 147 74.6% 30 254%
Bladder™* 165 108 654% 57 34 5%
Stoma/Pharyn<”™” 832 814 07.8% 18 2.2% °°"'P'ehe"5"’e
Cancer
Larynx™* 195 190 97 4% 5 2,6% Center
Others™ /™™ y k
TOTAL® 152% §-}$§ ggg“ﬁ 1;23 1;;;: Erlangen-Niirnbe rg

* Qthers: incl. 1047cases of non-melanoma skin cancer.
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Appendix 11 A - Number of cancer patientagnosed in 2010 O szu&»’*

Number of cancer patients newly diagnosed in 2010
Disease Site 1 2 3 4 5 Universitatsklinikum
total number | inpatients | % inpatients | outpatients | % outpatients Erlangen
Colorectal cancer™* 577 554 96,0% 23 4,0%
Stomach™ 100 97 97,0% 3 3,0%
Pancreas 68 68 100,0% 0 0,0%
Esophagus 56 55 98,2% 1 1,8%
Thyroid 11 110 99,1% 1 0,9%
Lymphoma™” 169 155 9N, 7% 14 8,3%
Leukemia*** 88 84 95,5% 4 4,5%
Breast™ 656 620 94.5% 36 9,9%
Cervix™" 69 62 89,9% 7 10,1%
Uterus 91 89 97,8% 2 2,2%
Qvary 82 80 97,6% 2 2,4%
Melanoma™ 448 427 95,3% 21 4,7%
Lung"™ 462 453 98,1% 9 1,9%
Prostate 284 135 47 5% 149 52,5%
Testes 29 18 62,1% 11 37,9%
Kidney 102 63 61,8% 39 38,2%
Blacder* 84 55 65,5% 29 34,5%
Stoma/Pharynx™" 421 416 98,8% 5 1,2% Comprehensnve
Layn™ 9 07|  98.0% 2| 20% St
. ’ Center
Others ™/ *** 1447 1368 94,5% 79 5,5%
TOTAL® 5443]  5006]  98,0% 437 8,0% Erla ngen-N urn bel‘g

* QOthers incl. 855 cases of non-melanoma skin cancer.
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Immuntherapie
* Ipilimumab 020 (ASCO 2010)
* Ipilimumab 024 (ASCO 2011)

Targeted Therapy
* Vemurafenib (ASCO 2011)
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A phase lll, randomized, double-blind,
multicenter study comparing monotherapy
with ipilimumab or gp100 peptide vaccine and
the combination in patients with previously
treated, unresectable stage lll or IV melanoma

Study MDX010-20

Steven O’Day’, F. Stephen Hodi?, David McDermott?,
Robert Weber?, J

Zhu”, Michae the NEW ENGLAN D
JOURNAL o MEDICINE

1ThE AngEIEE C“nic and RESEE ESTABLISHED IN 1812 AUGUST 19, 2010
MA; Beth Israel Deaconess Me
CA;*Vanderbiltingram Cancer Improved Survival with Ipilimumab in Patients
The Netherlands; "Medarex Inc. with Metastatic Melanoma

Chiles Research Institute, Portlg




Ipilimumab in Treatment of Cancer

e CTLA4:

— Downregulates T-cell activation

® Ipilimumab:
— Fully human monoclonal antibody

— Blocks CTLA-4 receptor
— Potentiates T cell activation

Korman, Peggs and Allison: Adv. In Immunol 2006;90:297-339



Ipilimumab: Mechanism of Action

T-cell T-cell T-cell
activation Inhibition potentiation

V

IPILIMUMAB

blocks
CTLA-4



MDX010-20: Patient Eligibility

® Inclusion
— Pre-treated stage lll or IV melanoma
— HLA-A*0201 positive
— Pre-treated CNS metastases allowed
— Any LDH level

® Exclusion
— No autoimmune disease
— No prior therapy with anti-CTLA-4 antibody
— No prior therapy with anti-cancer vaccine



MDX010-20: Study Design Detalils

® Accrual: September 2004 - July, 2008
— 125 Centers in 13 Countries

® Randomized (3:1:1), Double-Blind
e Stratified for M-Stage and prior IL-2

® |Induction

— Ipilimumab: 3 mg/kg q 3 weeks X 4 doses
— gp100: 1mg q 3 weeks X 4 doses

® Re-induction (same regimen) in eligible patients

10



Proportion Alive

Kaplan-Meier Analysis of Survival

R
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Ipilimumab alone Improves
Overall Survival Compared to gp100

Ipi + pbo | gp100 + pbo | P-value

Secondary Comparison

N 137 136
Number of deaths 100 119
Hazard ratio
0.66 (0.51, 0.87 0.0026
(99% CI) ( ’ )
Median OS, 10.1 6.4

Month (95% CI) |(8.0,13.8)| (5.5, 8.7)
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Kaplan Meier Analysis of Survival

Proportion Alive

1.0
0.9
0.8
0.7
0.6
0.5
0.4
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0.2
0.1
0.0

Ipi + gp100 (A)
Ipi alone (B)
gp100 alone (C)

: Ipi + pbo gp100+ bo
survivatate |INPRGRIONN "7 58

1 year 44% 46% 25%

2 year 22% 24% 14%
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PFS: Impact of Both Ipilimumab
Regimens vs gp100

1.0 4=
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0.2 -

Proportion Not Progressed

. \ Ipi + gp100  (A)
0.9 | Ipi alone (B)
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] (:P Comparison Hazard Ratio (C.l.) p-value
0.6 - Arms Avs C  0.81 (0.66-1.00) 0.0464
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Most Common Immune-Related
Adverse Events* (irAEs; All Grades)

% of Patients

: Ipi + pbo 100 + pbo
AR - N=131 | N=132
All grades
Any 58.2 61.1 31.8
Dermatologic 40.0 43.5 16.7
Gl 32.1 29.0 14.4
Endocrine 3.9 7.6 1.5
Hepatic 2.1 3.8 4.5

*Across entire study duration
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Most Common Immune-Related
Adverse Events* (Grades 3, 4 & 5)

% of Patients

Ipi + pbo gp100 + pbo
irAE - N=131 N=132
Grade 3 | Grade4 | Grade 3 | Grade 4 | Grade 3 | Grade 4

Any 9.7 0.5 12.2 2.3 3.0 0
Dermatologic 2.1 0.3 1.5 0 0 0

Gl 5.3 0.5 7.6 0 0.8 0
Endocrine 1.1 0 2.3 ) 0 0
Hepatic 1.1 0 0 0 2.3 0
Death due to

i AE 1.3 1.5

*Across entire study duration

23




Phase 3 randomized study of
ipilimumab (IPI) plus dacarbazine (DTIC)
vs DTIC alone as first line treatment in
patients with unresectable
stage lll or IV melanoma

Jedd Wolchok', Luc Thomas?, Igor Bondarenko?,
steven O’Dayd-, JEffr The NEW ENGLAND JOURNAL of MEDICINE
Francis’, Ramy lbra

"Memorial Sloan-Kettering CancerCe
st CL RN  [pilimumab plus Dacarbazine for Previously

Research Institute, Los Angeles, CA; .

- - 9 -
Wallingford, CT; “Institut Gustave Ro Caroline Robert, M.D., Ph.D., Luc Thomas, M.D., Ph.D.,
lgor Bondare . Ph. re ren Q' Day, f ber [ A1.D., Ph.D.,



Study 024: Design

)
Previe+s
Untreated

etastatic

Dacarbazine 850 mg/m?
Q3W x8
Melanoma :

(N=502)

Ipilimumab 10 mg/kg

Q12W

Placebo

: ; Q12W

. ; Dacarbazine 850 mg/m?
blinded : Q3W x8

randomization * in absence of

(1:1) progression or

- : . dose-limiting toxicity

Baseline First Scheduled .| Annual 11
Tumor Assessment Tumor Assessment PRESENTED AT ASC@‘ Meeting




Study 024: Exposure

Ipilimumab + DTIC ~ Flacebo
n=247 n=251
Induction
Median number of doses 3.0 4.0
4 doses, % patients 37.2 66.0

Maintenance

21 dose, % patients 17.4 21.1

PRESEMNTED AT: ASC© Aﬁgg %lll;llé
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Proportion Alive

Study 024: Overall Survival

— lpilimumab + DTIC

---- Placebo+DTIC
My Ipilimumab + DTIC versus Placebo+ DTIC
% U HR (95% CI) 0.72 (0.59-0.87)
Median OS 11.2 vs 9.1 months

~ P value 0.0009

I 1 I 1 I 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 | 1 |
0 1 2 3 4
Years

PRESENTED AT: ASC@ ‘Aﬁggglgé
1
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Proportion Alive

1.0 -
0.9 4

Study 024: Overall Survival

— Ipilimumab + DTIC
--+- Placebo +DTIC

0.8
0.7 4
0.6 4
0.54
0.44
0.3
0.2
0.14
0.0 : : :
LI A L L O L O O L L U IO WL LA BNLEN BN LN ML
0 1 y. 3 4
Years
SE;?\gﬂggte 1 Year 2 Year 3 Year*
Ipilimumab + DTIC 47.3 28.5 20.8
n=250
Placebo + DTIC 36.3 17.9 12.2
n=252
*3-year survival was a post-hoc analysis Annual 11

Meeting
1

3]



Study 024: Progression-Free Survival

Proportion Not Progressed

1.0 — Ipilimumab +DTIC
0.9 - --- Placebo + DTIC
0.8
Ipilimumab + DTIC versus Placebo + DTIC
0.74 HR (95% Cl) 0.76 (0.63-0.93)
0.6- Median PFS 2.8 vs 2.6 months
P value 0.006

0.5
0.4
0.3
0.2
0.1
0.0

| | | | | | | | | | I | | | | | | | | | | | | | | | | | | | | |

0 1 2

1st tumor assessment
(per protocol)

PRESENTED AT: ASC@ ‘Mﬁgghgé
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Study 024: Tumor Response

Ipilimumab + Placebo +
DTIC DTIC
n=250 n=252
Disease Control Rate, n (%) 83 (33.2) 76 (30.2)
BORR (CR + PR), n (%) 38 (15.2) 26 (10.3)
Complete response 4(1.6) 2 (0.8)
Partial response 34 (13.6) 24 (9.5)
Stable disease 45 (18.0) 50 (19.8)
Progressive disease 111 (44.4) 131 (52.0)
Duration of response, 19.3 3 1
months

BORR=Best Overall Response Rate

Patients (%) not evaluable for response (no follow-up scans): 56 (22 4) vs 45 (17.9)

PRESEMNTED AT: ASC® Alﬂgg l!lll}lé'
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Study 024: Safety Overview

Ipilimumab + DTIC
n=247

Placebo+ DTIC
n=251

Adverse Events Drug-related Treatment-
Adverse Events related
Grade Grade Deaths
Total 3.4 Total 3.4
% Patients
98.8 Y 89.5 50.6 0
94.0 27.5 76.5 11.6 0.4*%

* 1 death due to gastrointestinal hemorrhage in placebo + DTIC group

PRESENTED AT: ASC@ Annual 11

Meeting

20



Study 024: Select Adverse Events

Ipilimumab + DTIC

Placebo+ DTIC

n=247 n=251
Total Grade 3-4 Total Grade 3-4
% Patients

Dermatologic

Pruritus 29.6 2.0 8.8 0

Rash 24.7 1.2 6.8 0
Gastrointestinal (Gl)

Diarrhea 36.4 4.0 24.7

Colitis 4.5 2.0 0.4

Gl perforation 0 0 0 0

Selectadverse events are shown, regardless of attribution

PRESENTED AT: ASC@ Annual 11

Meeting
21



Study 024: Select Adverse Events

Ipilimumab + DTIC Placebo + DTIC
n=247 n=251
Total Grade 3-4 Total | Grade 3-4
% Patients
Hepatic
Increased ALT 33.2 21.9 5.6 0.8
Increased AST 29.1 18.2 5.6 1.2
Endocrine
Hypothyroidism 1.6 0 04 0
Thyroiditis 0.8 0 0 0
Hyperthyroidism 04 0 04 0
Hypophysitis* 0 0 0 0

*1 (0.4%) hypophysitis in a patient on maintenance was reported on Day 364

Selectadverse events are shown, regardless of attribution

PRESEMNTED AT: ASC® Aﬁgg lllll}lé'
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Study 024: Efficacy Summary

e Ipilimumab (10 mg/kg) + DTIC prolongs survival vs.
DTIC in previously untreated metastatic melanoma
(HR=0.72; P=0.0009)

e Estimated 1, 2 and 3 year survival rates:

— 1 year: 47.3% vs 36.3%

— 2 year: 28.5%vs 17.9%
— 3 year: 20.8% vs 12.2%

e Durable responses:
— Median of 19.3 months vs 8.1 months

Annual 11
Meeting

23

PRESENTED AT: ASC@
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Phase lll randomized, open-label,
multicenter trial (BRIM3) comparing BRAF
iInhibitor vemurafenib with dacarbazine in

patients with BRAFVS00E_mutated melanoma
(Abstract #L.BAA4)

P. Chapman, A. Hauschild, C. Robert, J. Larkin
J Haanen A Rlbas D The NEW ENGLAND JOURNAL of MEDICINE

P. Lorigan, R. Dummer,
B. Nelson, J.

Improved Survival with Vemurafenib
in Melanoma with BRAF V600E Mutation




Vemurafenib inhibits BRAFVS0°E Kinase

Cellular
Proliferation




Vemurafenib inhibits BRAFVS%E Kinase
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Vemurafenib inhibits BRAFVS%E Kinase
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Phase Ill BRIM3 Study design

Screening

|

BRAFV600E mutation

|

Stratification

- Stage

«ECOG PS (0vs 1)
* LDH level (1 vs nl)
» Geographic region

Vemurafenib
960 mg po bid
/ (N=337)
Randomization
N=675

Dacarbazine

1000 mg/m? iv q3w
(N=338)




FDG-PET Scans of a patient showing response to
vemurafenib* after 2 weeks treatment?

Before treatment During treatment

| g g |

/' \ : J

) - i |
Three-dimensional representation of FDG—PET scans obtained at baseline and 2 weeks after the

iniiation of treatment with vemurafenib® in a melanoma patient carrying the V600E BRAF mutation’.

1 McDemott U. et al. Genomics and the Continuum of Cancer Care. N Engl J Med 2011;364:340-50.
* vemurafenib is not yet approved in Switzerland www_just-medical.com




Overall survival (pec 30, 2010 cutoff)

100 iy Vemurafenib (N=336)
90 + Est 6 mo survival 84%
“‘--..? 80 -
= 107 N
; 60 - Dacarbazine (N=336) I lLlIu,lI | ™
5 50 - Est 6 mo survival 64% Whe, P
% 40_ zlJlul‘l"}}l’l’f:llLi--lll
E 30 H : E
3 azard ratio 0.37 )
201 (95% ClI: 0.26 - 0.55) .
10 4 Log-rank P<0.0001 :
D | | | | | | | | | | — ; s |
0 1 p. 3 4 5 6 7 8 9 10 11 12

No. of patients in follow up

Dacarbazine 336 283 192 137 98 64 39 20 9 1
Vemurafenib 336 320 266 210 162 111 80 39 14 6 1

,\'-;[‘y Annual 11

Meetin g



Progression-free survival (Dec 30, 2010 cutoff)

T Hazard Ratio 0.26
= 90- (995% CI; 0.20 - 0.33)
; 30 - Vemurafenib (N=275) Log-rank P<0.0001
>
> 70 -
s 60 - Dacarbazine
g 50 - (N=274)
£ 1
s 407 4
T _ [
= =L Median 1.6 mos JJ£
Bl l Bated N e i
a 10- l “““ cedebl e ol
n | | | | | | | | | | | i
0 1 2 3 4 5 6 [4 8 9 10 11 12
No. of patients in follow up Months
Dacarbazine 274 213 85 48 28 16 10 6 3 0
Vemurafenib 275 268 211 122 105 30 39 16 4 3

Annual 11
Meetin g

ASCE




Objective response rates (RECIST 1.1)

Overall response
rate

Vemurafenib 0.9% 47.5% 48.4%
Dacarbazine 0 5.5% 5.5%

CR PR




Maximal tumor shrinkage by individual patient

>100

Vemurafenib
50
M,
{1 e gy
-50 -
=100 ]
O Dacarbazine

-5: 1"""mmmmﬂllllllllllllllmmmmmnmmmmmm..,.mm_“mmmmmmmwmmm’“mmm“m

Percent change from baseline In sum of tumor dlameters

-100




Selected adverse events (% of patients)

Vemurafenib, n= 336 Pacarbazine, n= 282

Adverse events All Grade 3 Gradez 4 All Grade 3 Grade 24
Arthralgia 49 3 - 3 <1 -
Rash 36 8 - 1 - -
Fatigue 33 2 - 31 2 -
Photosensitivity 30 3 - 4 - -
TLFTs 18 7 <1 5 1 )
Cutaneous SCC 12 12 - <1 <1 :
Keratoacanthoma 8 6 . - - -
Skin papilloma 18 <1 . - - -
Nausea 30 1 - 41 2 -
Neutropenia <1 - <1 11 5 3

Discontinuations due to AE: 6% Vemurafenib; 4% Dacarbazine

ASC E.) n lI l| ]1
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Vemurafenib
(Zelboraf®, Roche)

« Zulassungsgesuche eingereicht
Vorrangige Prufung der FDA
Aktuell Early Access Programm (EAP)

Weitere BRAF-Inhibitoren in Entwicklung
z.B. GSK2118436 (aktuell Phase-IlI-Studie)
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Behandlungsalgorythmus fir Stadium IV Melanom
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Behandlungsalgorythmus fir Stadium IV Melanom
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Tumorlast Tumorlast
+++ +
Dynamik Dynamik
+++ +
BRAF + KI
KI -> Ipi |Ipi-> KI
BRAF - ? Ipi
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MM Stadium IV Klinikum b
Therapieoptionen fur BRAF - ‘
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DTIC 01/07 — 03/07 = T
+ Sorafenib 4/07: CR Ml rhiory Aciiy (A
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MM Stadium IV Klinikum b
Therapieoptionen fur Aderhautmelanom

Universitatsklinikum
Erlangen

Arterielle Phase VOR Sorafenib! Arterielle Phase hypovaskularisiert nach Sorafenib
Rapid drop in perfusion
of liver metastases ! 14d treatment with sorafenib

200mg 2x daily



Ongoing Trials

W in combination
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MEKI (GSK 212)
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See you at ASCO 2012 linilam st

Universitatsklinikum
Erlangen

Comprehenswe
Cancer
Center

Erlangen- Nurnberg




