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Significant increase in median survival from 20 to 23 months
Increase in est. 5-year survival rate from 9% to 21%
Beneficial effect in all subgroups

Oettle et al., JAMA 2007 & Neuhaus et al., ASCO proceedings 2008
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3. arm BSC lukket preematurt grundet signifikant effekt af Gem vs BSC.
RO/R1 resektion < 8 uger efter operation
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- “ESPAC-3

ticenter, international, open-label, randomized, controlled phase il trial of adjuvant 5-fluorouracil/folinic
) versus gemcitabine (GEM) in patients with resected pancreatic ductal adenocarcinoma. Neoptolemos et al
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Survival by Treatment

MedianS{t}= 23.0 months (35%C121.1, 25.0) | — spufa
Median S{t)= 23.6 months (35%CL:214, 264) |— gen

14.=0.74, p=0.39, KR gy yssrura=0.94 (95%CI: 0.81, 1.08)
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Survival Time (months)

FIGURE 4. kaplan—Meier curve survival by disease stage.

Storinolo et al., Cancer 1998
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PHESEN=study.efi Gem Vs, 5FU/CiSQIa’[.i.Ij_]_.=:'b‘&S'ed_CRT""—'

Chemoradiotherapy vs Chemotherapy

in locally advanced pancreatic cancer

Radiochemotherapy

2 Gy x 30
FUFA /Cisplatin

Stratification

Centre Gemcitabine
WHO-PSD-1ws 2 1000 mgim?® 3 wk Q4 wks
Expl. surgery vs not

Chemotherapy

Gemcitabine
1000 mg/m2 fwk x 7

recruitment
planned: 176 pts
stop after: 119 pts

Chauffert et al. ASCO 2006




RCT (5-FU/Cisplatin) —» Gemcitabine versus Gemcitabine

109 patients included, median follow-up : 16 months [1 — 60]

Overall Survival according to treatment arm

1.00

0.75
l

Surdval probabilites
0S50
|

0.25
|

_______________

Q.00
I

1] 3 i g 12 15 18 21 24 27 an i3 a4 39
Time in Months

| --------- Gemcoitabine CHRT |

Median survival 1-yr-survival :
CRT (5-FU/Cis): 8 mo CRT (5-FU/ICis): 24%
Gemcitabine: 14 mo Gemcitabine: 51%

Chauffert. ASCO 2006, # 2003




RCT (5-FU/Cisplatin) — Gemcitabine versus Gemcitabine

Analysis of Grade 3-4 Toxicity

Hi=study of Genvs: 5FU/cispIatih-bas

ed CRT

Cumulative dose of gemcitabine

Initial CHRT Initial Gem P
n=59 n=60 RCT—Gem | initial Gem p
Overall toxicities 31 (53%) 15 (25%) =0.001
Cumulative dose
i iciti 9 : 9 < - 3500 mg/m? | 6900 mg/m?2 0.01
Hematologic toxicities 28 (47%) 11 (18%) =0.001 of gemcitabine g g
Neutropenia 14 (24%) 5(8%) =0.001 N b ¢
umper o
Febrile neutropenia 1(2%) 0 (0%) NS infusions 4 (0-33) 9 (0-44) 0.01
Anemia 16 (27%) 2 (3%) =0.001
Thrombocytopenia T (12%) 6 (10%) NS

Chauffert et al. ASCO 2006
Chauffert et al. ASCO 2006
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MiEstudy.of. Gemwvs: Genj=lhesed CRI

E4201 Study: Phase |ll in LAPC

Radiation 50.4 Gy

n Gemcitabine
Gemcitabine 600 wkly

5 cycles

primary endpoint
overall survival

Gemcitabine - Gemcitabine

recruitment

3D conformal radiation planned: 316 pts
central review of treatment dose volume stop after: 74 pts

Loshrer et 2l ASCO 2008, #4506,
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: lii=study.of Gemvs. Gemdaﬁ'fé? CRT"

pvalue = 0.034
Two-Sided, stratified Log rank

! GEM plus ART

=
E
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e
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20
Survival Time (Months)

GEM: Median Survival 9.2 Months [35% CI [7.8, 11.4])
GEM + Radiation: Median Survival 11.0 Months (95% CI [B.4, 15.5]}

Loehrer et al. ASCO 2008, #4506,.
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Kontinuerlig 5FU

Cis-gem
95 pt > Dag 1,8, 22, 29

Cis-gem
> Dag 1, 8, 22, 29
Og cis-gem efter KRT
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er, randomized phase Il trial comparing three different chemoradi th”’l’egiimens inthe
— 3\-_-.

Ement of patients with locally advanced, nonmetastatic pancreatic cancer. Ralf Wilkowski

PFS O Haem.tox Diarre
(mdr) (mdr)

RKT-5FU 4 9,6
RKT-GC 5,6 0,3 i
': RKT-GC + GC 6 7.3

+

- - —18 patienter blev opereret. Fordeling ukendt!
Hajere frekvens af grad 3/4 haamotologiske bivirkningeri GC armene
Ingen forskel mellem 5FU og Gem/Cis.


http://www.asco.org/ASCOv2/Meetings/Abstracts/Speaker?&spk=Wilkowski,+Ralf+[fau]&index=n
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felelje) J;"' e afklaret om kemo-radioterapi forleenger
oVerlevelsen i forhold til kemoterapi alene

= = Ikke e afklaret, hvilken kemoterapi der er bedst sammen
== = MEC Tadloterapl

*‘r;Kemo -radioterapi kan | udvalgte tilfeelde medfagre
-~ konvertering af sygdom fra ikke- resektabel til resektabel,
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Treatment Algorithm in LAPC

LAPC

)

chemotherapy
re-evaluation after 3 months

\

progression

\

alternative
chemotherapy

'

SD, PR, CR

}

option of
CRT

Sur'geryr

=Surgery

Herrmann 2008
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abine  5- P

ponse* . 24% 5% 0.002

J.—

(months) i 4.4 0.002
ssmn (months) 2.1 0.9 0.001

T |.-.,_—-

‘_-=-u:u mval 46% 31%

——' ---‘_—_

r‘§Urv1vaI 18% 2%

= P‘arl"?response 5.4% 0%
z =Stab|’e disease 39.3% 19%

*Composite of measurements of pain (analgesic consumption and pain intensity), Karnofsky
performance status, and weight

Burris H, et al. J Clin Oncol. 1997;15:2403-2413



SuViIvalrol Gem-treatea patients

AGCONAING. Lo performance; StatiliS, o

10 15
Survival Time (months)

FIGURE 3. Kaplan-Meier curve survival by baseline Kamofsky performance
status.

Storinolo et al., Cancer 1998



ombination chemotherapys s

Phase III Randomized Comparison of Gemcitabine Versus
Gemcitabine Plus Capecitabine in Patients With Advanced

Pancreatic Cancer

Diavid Cursriingharm, Tan Chaw, Deborah D, Stocken, Juan W. Valle, David Smith, William Steward, Peter G. Harper,
Janet Dunn, Catrin Tudvr-Smith, Julia West, Stephen Falk, Adrian Crellin, Fawzi Adab, Joyce Thompson,

— JCO. october 2009



Interim analy?is 2005

— GEM
GEM-CAF

Logrank F=.04

Hazard ratio: 0.80
- 95% CI: 0.65-0.98
6 9 12 15 18 21 24 27 (R Log-rank p=0.026

Overall Survival (%)

Time Since Study Entry (months)

Mo. &t risk
GEM 266 134 58 18 G e
GEM-CAP 267 158 65 35

Fg 3. Overall survival by treatment arms. GEM-CAP, gemcitabine plus cape- . 1 U U ! U !
citabine, GEM, gemcitabine alone.

Eur J Cancer Suppl 2005



GEVIFCAPR

Study _ . : ) Hazard Ratio (fixed) Hazard Ratio (fixed)
or subcategory GEM-CAP GEM log[Hazard Ratio| {5E) g5 [ (5% CI)

01 Owearall Sureival
Cunningham 2009 26T 266 -0.1525 {0.0875) 0,88 (0.72 to 1.02)
Harrmann 2007 160 150 -0.1411 {0.11838) LR, 20 to 1.10)
Scheithauer 2003 41 47 -0.2000 {0.2500) i 0 to 1.34)
Subtotal (95% Cl) 468 4ET 0.85 (075 to 0.93)
Test for heterogensaity: 005, df=2 (P= 98}, "= 0%
Test for overall effect: £ = 2.25 (F=.02}

0.5 0.7 1.5 2
Favors GEM-CAFP Fawors GEM

Fig 4. Forest plot of metz-analysis of published randomized controlled trials (including current triall. GEM-CAP, gemncitabing plus capecitabine; GEM, gerncitabine
alone; 5E, standard arror.

Cunningham et al., JCO 2009



Gemcitabin ugentlig i 7 uger,
2 ugers pause og dag 1,8, 15 i
4 ugers cyklus

N=199

Gemcitabin som kontrol +
cisplatin ugentlig 25mg/m2
= N=201
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versus G plus cisplatin in chemotherapy-naive advance ocarcino*
e GIP-1 (Gruppo Italiano PaﬁMM/GIS AD/GOIRC) s

R

1-year survival
PFS
Anzami

Trombocytopeni

- Alleendepunkter insignifikante
. Subgruppeanalyse af PS o: Signifikant negativ effekt!

« Tidligere meta-analyse, som viste effekt af Gem-platin-kombinationer, nu
insignifikant efter inklusion af dette studium


http://www.asco.org/ASCOv2/Meetings/Abstracts/Speaker?&spk=Miao,+Di+[fau]&index=n
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CombinatioTTChemotherapy anad'’effect acecording to
pPErformance, status -

Fiavizar: GEM wa. GEM+X in advanced pancreas cancer (£ = oy toboic)
Cormparison: 01 GEM ve. GEM+X
Cutcorna: 02 Sureival by Performmance Status

Shudy GEM GEM:X Hazard ratic: ifixad) Weight Hazard rafic (fixzd
ar sub-cale gory N N lo{Hazard rati] (SE) 254, % 05% Gl

01 Good performancs status

01 Lowrest 127 131 -0.2440 (0.1380) —— 15.13 a.78 [0.6D, 1.02]
02 Heinemanm 49 44 -0, 4850 [(0.Z240L1] ——— 5.00 a.62 [0.3E, D.55]
(6 Riess EE B0 -0.2150 [(2.1577) ——— 11.58 J.B1 [D.59, 1.10]
I}QCﬂJnn@m 217 215 -=0.2130 [0.1143) —— 22.05 a.81 [0.65, 1.01]
10 Harrmann 24 B4 -0.3T710 [(0.1663) s—— 10.42 0.69% [0.50, D.5%6]
Subtotal I:'QE"-‘-':-C-l:I 554 554 -*- 64.18 Q.76 [0Q.67, 0O.87]

Tast for heterogensity: Chiz = 157, df = 4 (P = 0.81), F= (8%
Test for averall sffect Z = 4,00 (P < 0.0001)

02 Poor parformance status

01 Lot 29 26 0.1120 (0.2855) . 3.53 1.12 [0.64, 1.96]
02 Heinemenn 42 34 0.1310 (0.2536) - 4.48 1.14 [0.69, 1.87]
06 Riess a5 a5 0.0730 (0.1458) —_—— 13.53 1.08 [0.B1, 1.43]
09 Cunnigharm 45 52 -0.2740 (0.2462) & s 2.75 0.76 [0.47, 1.23]
10 Herrmann 73 75 0.2150 (0.1740) — 5.52 1.24 [0.88, 1.74]
Subtotal (955 CI) 288 286 - 35,82 1.00 [0.80, 1.29]

Teat for heterogensity: Chi2 = 272, df = 4 (P = 0.61), E= 0%
Teat for averall affect Z = 0,84 (P = 0.40)

Total (953 Cl) B42 B4 -l‘l- 1a0.049 Q.87 [0.78, D.96]
Test for heterogensity: ChiZ = 1372, cf = O (P = 0.13), 12 = 34.4%:
Test for overall effect £ = 270 (P = 0.007)

0.5 o7 1 1.5 2
Fawours GEM+X  Fawours GEM

Figure 2
Meta-analysis for combination chemotherapy in advanced pancreatic cancer — overall survival with regard to
performance status.

Heinemann et al., BMC Cancer 2008



PALSI StUdY: Gem=erlotinib

Overall szl

'(*adju.s'téd for PS and extent of disease at randomization)

- U ./

Tarceva™/ Placebo/
gemcitabine ~ gemcitabine
(n=285) (n=284)
Median survival (months) 6.37 5.91
1 1-year survival 24% 17%
_'—;'r____ "_Euz = . . > = =Tal
~ | — Tarceva™ + gemcitabine =
3 - 01 Placebo + gemcitabine Rl - o
O | 1 1 |
o) 6 12 18 24

Survival (months)

Moore et al., JCO 2007



tatus O i
nance status 2

r advanced
t metasta5|s

Pain <20
Pain >20

Male
Female

: : Age <65
e Age >65

— - United States
Canada
Rest of World

HER1/EGFR positive
HER1/EGFR negative
HER1/EGFR unknown

0.87 0.7-1.1 463 —+
0.56 0.4-0.8 106 i
0.94 0.6-1.4 138 Sy
0.78 0.6-0.9 431 —t
0.70 0.5-0.9 258 —f
0.98 0.8-1.3 296 = L
0.74 0.6-0.9 298 %
0.96 0.7-13 P74 —_—
0.74 0.6-1.0 301 -+
0.93 0.7-1.2 268 —tf—
0.71 0.5-0.9 211 e
0.79 0.5-1.2 117 :
0.96 0.7-1.3 241
0.73 0.4-1.2 74 :
0.77 0.5-1.3 71 ;
0.86 k7=, 424 —
1
Moore et al., JCO 2007
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- Tarceva
n=282

— r— — ——

Placebo (%)

Grade 3,4

_;"—F‘St?)hjaﬁtis
Pneumonitis

Fatigue

n=280
Any Grade 3,4

29 1
41 2
34 16

14 0

1 <1
86 15

Moore et al., JCO 2007
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PNCENeriotinib

-_._

ragi. ired for metastatic PC only, mOS + 12 days,

A
-|.l-f

~son e“addltlonal toxicity

"__—-|-
. —
S —

= lM _CAP

_ ._'-F--"-"..'-_ .

— e —

— ~~mOS + 1 month, only significant in meta-analysis

R

- GEM-platinum ?

— doubtful effect - now not significant in meta-
analysis, significant toxicity
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zed trial of chemotherapy W|t it the low molecular Welght heparin (LMWH)
[ nced pancreatic cancer (APC): R esult fthe CONK,O 004tr|al H-Reis-e-et e ———

_ imer hos ca. 10% af patienter med PC

: ge effekt af LMWH (Klexane) i kombination med
- Mo rapl mht. frekvens af VTE og mOS

--l'_._ ——

usion:

p— --l:_.——-—

— A_va_nceret PC, ikke tidligere kemoterapi

-_

- ° Karnofsky PS > 60

* Ingen starre bledning indenfor 2 uger, ingen VTE indenfor
2 ar
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ial of chemotherapy with or without the low moleculawin (LMWH)—#

1ts (pts) with advanced pancreatic cancer (APC): Results of the CO 04 trial. H.Reiss et

p— al. ASCO 2009
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CONKO-004 ¥ Bnths (ITT)  CONKO-004  Evesomm

Charité - Univermititsmedizn Sarfin - Campus Vichow-Kinikum

Eharité- Universititsmadizin Barfin - Campus Vihow-Ainilum

% 3 % =
10,00 - p<0.01 400 -

ey 350 -

| aRR 86 % 3,00 - aRR 142%
6,00 - 250

' RRR 87 % 200 - " RRR 143%
4,00 - NNT 12 150 - "~ NNH 90
0,00 - \ | 0,00 -

Observation  Enoxaparin Observation  Enoxaparin
VIErate: 99% vs. 13% 263% vs. 3.75% (rate of major bleeding)

Overall: 3 non-fatal and 1 fatal * upper gastrointestinal hemorrhages
n ¥ ¥ H A N R Secured by an independant EPC
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HEEENVRERal Catumaxomab — a new treatment opti
WiNneligant ascites. Ann '26:§uppl. ;

o
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SeZilimaxemalb: Trifunctional antibody, 4
IRIS] *'":"i'p @Ver 6/ h In ascending doses
Mumw , randomized, open-label phase
Jﬁ ﬂ Study

= 58 pts with symptomatic malignant
"‘?-_- ‘ascites due to epithelial cancer

e .._.-
,.r
e



HEISSHVIRERI Catumaxomab — a new treatment, 0
WibgNnelignant ascites. Ann. Gncol.;

il

SUYroL]e rlmr IS of 129
OVelflelflElglef mon-
ovrlrwn (e J_El c ‘pancreatic,
CRE &ie } ancer patients

rellelois '

o _E\:‘:**'v k1ne release

_- --=-E- Slated symptoms in 80%,

—— #-'Eq‘éstly short-lasting and of

— grade 1-2

e —

60
501
40+
301
201
101

Vledian puncture-free survival (days)

B Catumaxomab
O Placebo

7

Non-
ovarian
cancer

Ovarian
cancer

2p < 0.0001







REVIneneNEReDr al. Phase 11, randomized, double-blind triall of sunltinib Sl glelge

PEWERSAVIUINEIeEIEssive, Well=di lated pancheaticiis|ehee
OIEBINZOESUppl. 7, 2009 - : :
: - . = = h‘ - -

- e Ay =
-

— e

—

= Sugitiglies Orall, multitargeted tyrosine
'<Jr 658_11‘ 1b|tor used for mRCC and GIST

Pfiase [-study of sunitinib in NET2: ORR
OJ;-: &) fr’% In 66 pts with pNET

— ---_._—_

1) Kulke MH, et al. JCO; 26:3403-10, 2008
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REVInERENERET all Phase |1, randomized, double-blind trial of sunitinilk versusilace
s

PEEISAVINEIOPIESSIVE;, Well=di jated pancreaticisietsce
OICIoIZOFSUpPI 7, 2009 _
E = [ -

—

i

NGt Jocally advanced, or metastatic,
WellEdifferentiated pNET not amenable to
CUfel Ve ' therapy and with disease
ressmn In the prior 12 months
rn'n'ary end point PFS

-'”Sunltlnlb 37.5 mg/day or placebo

_-—l-



REVINORENEREL al. P
PEUERISAVIbINIOGIESSIVE; Well=di
OICIoIZOFSUpPI 7, 2009

=

i

o |54 Orj‘é ndomlzed

- ro,qrjr/-- , sunitinib
—Jmf: iea, nausea, vomiting, asthenia, fatigue
--;—: de 3-4 neutropenia (12%), hypertension

...-_., e
=_—=r __:.;-._-

= (9%), diarrhea (7%), hypoglycemia (7%),
—'.rf__;:_ palmar-plantar erythrodysesthesia (7%o)

—_

=



RENINBIUNERET o
PEUERISAVIbINIOGIESSIVE; Well=di
OICIoIZOFSUpPI 7, 2009

=

i

istErmranalysis with

73 ever__rr»
— dee“l ‘—In sunrtinib

;

_?15 In placebo

10

g

; = ,ﬁ'— halted early
:and patients on _
- placebo given the LSl
= progression
- opportunity to cross

=== free survival
OVer to sunitinib (months)

M Placebo
O Sunitinib

oON & O

HR 0.397, 2p <0.001



