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FIGURE 1. Kaplan—Meier survival curve (all patients, n = 2380).
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G UVant Or neoadjuvant chemotherapy
r\rlﬂsﬁl ’t or neoadjuvant
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U Chemoptherapy: VsweRsEr/auon

Table 1. Randomized trials comparing adjuvant chemaotherapy with observation

Bakkevold [12] 1993 £l AFM regimen every 3 weeks for 6 owcles 4.5 23" 4
31 (bservation 11 8

Takada [14] 202 £l Mitomycin C + 5-FU — oral 5-FU 0.75" i 2 11.5
77 Observation 18.0

Kosuge [13] 2006 45 5-FU + cisplatin every 4—8 weeks for two cydes 24 125 6.4
A4 Observation 15.8 14.9

ESPAC-1 [15] 2004 147 5-FU/EA (4] 2.1 21
142 Mo chemotherapy 15.5° 8
CONEOQ-001 [16] 2007 179 Gemcitabine weckly %3 every 4 weeks for six cydes & 22.8° 21
177 Observation 20.2 9

AFM, doxorubicin + 5-fluorouracil + mitomycin C; EA, folinic acid; 5-FU, 5-fluorowracil;, MA, data not avalable; O%, overall survival.
“Intravenous therapy only.

P 0.

P =0.009.

4P = 0,005

Heinemann & Boeck, Ann. Oncol. 2008
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Fig. 2. Differences in median survival time between chemother-
apy and control groups and CI among the 4 studies included in
the meta-analysis. Studies are ordered by length of CI (uncertain-
ty in estimates).

Boeck et al., Oncology 2007
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Significant increase in DFS from 7 to 13 months
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

Neuhaus et al., ASCO 2008 Oettle et al., JAMA 2007
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Table 2. Randomized trials investigating adjuvant chemoradiation

GITSG [20] 1985 21 *CRT/5-FU — 55U maintenance for 2 years 0.0 19
2z Ohservation 10.9 5
EORTC [21] 1999 0 “CRT/ 5-FU (no ma 17.1 0
54 Ohservation 12.6 10
2004 145 ‘CRT/5-FU £ 5-FU/EA bolus =6 cwcles 15.9 10
144 Mo chemoradiation 17.9 20
RTOG 9704 [22] 2006 187 Gem 3 wecks — CRT/5-FU — Gem 3 months .57 31 (3-year O5)
Pancreatic head only
194 5-FU 3 weeks — CRT/5-FU — 5-FU 3 months 16.9 22 (3-year O5]
RTOG 9704 [22] 2005 221 Gem 3 weeks — CHI/5-FU — Gem 3 months 18.8 A
Al patients
221 5-FU 3 weeks — CRT/5-FU — 5-FL 3 months 16.9 I

Ea, folinic acid; 5-FU, 5-fluorouracil; O%, overall survival; Gem, gemcitabine; MA, data not available.
SCRT: 20 'l'.':'}.r 4 5-FU bolus da}r:r. 1-3 =2,

SCRT: 20 Gy + 5-FU continuous infusion =2

P=0.035 TP = 0.09,

Heinemann & Boeck, Ann. Oncol. 2008




. Negadjuvant chemotherapy, -

EEIMNGY Gem + cisplatin, a'randomized phase (1

o T

giLlely

TABLE 3. Padesni ouicome data

Charactenstic Gem (n 24) Gem + Cis (n = 26)

Resectability
Pancreatic resection O {3B%:) 1B (70%:)
Bypass 14 (3B%) 4 (15%)
No surgery 1 (4%) 4 (15%)
Resection VP ass Resection

Tumor tvpe (n)
Adenocarcinomsa 7 ] 14

Other malignancy

No evidence of malignancy

No histology I 0
Posterior resection marging”

Positive 2 (2550 4 (25%)

Negative B (7T5%) 12 {75%)
Lymph nodes”

Disease posilive B (75%) Q[ 56%)

Disease nepative 2 (255 7 (44%)

Resection rate improved from 38% to 70%
1-year survival improved from 46% to 61%

g

Palmer et al., Ann. Surg. Oncol. 2007
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Fig 3. Survival curee for all B8 patients and surdval curves for the patisnis who
underwant pancrasticoduodansctomy (PO, n = 841 wersus those who did not
undergo PC in = 220

Evans et al., JCO 2008
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Corlcltsion 5,

aujivar anmguva

uivant Gem s a standard of care

— FelaiiVe heﬁect of SEU?

AC-3: 5FU/FA vs Gem

SO nétlon chemotherapy and molecular therapy?

s

= ;r;.e_ért}nent ofi R1-resected pts?

- sAdjuvant CRT is another standard, but evidence
_-— -=43ﬂebatable
? ¢ EORTC-trial: Gem vs Gem-based CRT
* Neoadjuvant chemotherapy or CRT Is
experimental

— s
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_ emotherapy
_‘ - Gem

— Gem in combinations
= Chemoradiotherapy
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FIGURE 4. kaplan—Meier curve survival by disease stage.

Storinolo et al., Cancer 1998
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Effect of Combination Chemotherapy in LAPC

E ﬂ.i — i median v maths
Q.8 ——Gemox: medisn 10.3 months

a.1 11_

0 % G2 78 104 130 GG

— Gam: medign 8,7 months
——Gemaox: madisn 85 manths

L 26 sz 7B 104 130 158
Wasnkcs

No benefit from GemOx in LAPC patients

Louvet JCO 20035
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Heterogeneous andtdifificult te;cempare.

rJJ___r;- Jation of survival vs. “down sizing”

A"F

Tandomlzed studies using modern treatment
ae “clear definition of locally advanced disease

--l'_._—_

'- ;L.-‘ ﬁalcar Ions for operation after CRT are not standardized

Massucco et al., Ann. Surg. Oncol. 2005
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PEEENIIEstudy.of Gem +/- 5FU/cisplatinhased CRI

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 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

No data on resection rate
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MEStUdy elGem /= Gen:=hasearCR:

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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study-of.Gem +/- Gemaba_e@ﬁ ——

pvalue = 0.034
Two-Sided, stratified Log rank

! GEM plus ART

=
E
2
e
o

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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effiect of Cis-5FU-based CRT followed by

— = ect of Gem-based CRT, but study underpowered
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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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E=Prolengation of survival

=

= |mprovement in QoL

= S\ Stage I
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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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R Gemcitabine - P
response* 24% 5% 0.002

w m'onths) 5.7 4.4 0.002

lon (months) 2.1 0.9 0.001
_ 46% 31%
rﬁ;r'\‘/i\‘ial 18% 2%
,_P‘arl‘"i'response 5.4% 0%
_ -Stable disease 39.3% 19%

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

Burris H, et al. JCO 1997



SUuviIvalrol Gem-treatea patients

AGCONAING. Lo performance; StatiliS,

10 15
Survival Time (months)

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

Storinolo et al., Cancer 1998
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Negative phase 111" 1st-line

COMI: maMth

ECBILEDIENS UHHJfJFrIOJrJH s rU (r=2" i o)
— Barlig] J eval. JClin Oncol, 2002;20:3270-3275

-.-q.'

Genple Jrrnome 5 gemcitabine + irinotecan (n=360)
— Hoeplel Lu e C et al. J Clin Oncol. 2004;22:3776-3783

1 —

Gen Juggm -- VS gemcitabine + oxaliplatin (n=326)
= Ju et C et al. Proc ASCO. 2004;22:14S (Abs. 4008)

.

— T
el
e

== e_itabme vs gemcitabine + pemetrexed (n=565)
== _erChards D, et al. Proc ASCO. 2004;22:14S (Abs. 4007)

-

s GemCItabme vS gemcitabine + exatecan (n=349)

- — O’Rellly E, et al. Proc ASCO. 2004;22:14S (Abs. 4006)

® Gemcitabine vs gemcitabine + cisplatin + epirubicin + 5-FU
(n=104)
— Reni M, et al. Proc ASCO. 2004;22:316S (Abs. 4010)



survival
— GEMCAP (n=267) AN
— Gemcitabine (n=266) 19%

Hazard ratio: 0.80
95% CI. 0.65-0.98
Log-rank p=0.026
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0] 3 6 9 12 15 18 21 24 27
Months

Cunningham D et al. Eur J Cancer Suppl 2005



. "=160)
— Gemcitabine (n=159)

= —

0 6 12 18 24 30 36 42
Months

Herrmann R et al. Eur J Cancer Suppl 2005




CombINAtoN chemotherapy and effiect
RECCONAING o, PEGIMAaNGESTAIUS

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
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IEEINCIIEINE VS J“ ltablne + tipifarnil
BN ERICLtsem E, e I J Clin Oncol. 2004;22:1430-1438

-

Matri migtzllogrote inase inhititors
"'_"ﬂ §=_-gemC|tab|ne + marimastat
a IS et al. BrJ Cancer. 2002:87:161-167

- = -
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. eﬂ?ablne Vs BAY 12-9566
—.:_ .d.r_...l\/loorre M, et al. J Clin Oncol. 2003:;21:3296-3302
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\Vaccines

* Gemcitabine vs gemcitabine + G17DT
— Aphton Corporation press release

e Gemcitabine vs GW1001 + Gemcitabine at PD
— Pharmexa press release, 2008



NEGED ase 11 tr|a|s of Ge

Qer 5= e 0]0|

Angiogernesis erJOJrQr,j

IRCETICICRINE VS ¢ sitablne + pevacizumab
— rJJer r\f“a 2007

o Gy Lza.ami érlotlnlb vS gemcitabine + erlotinib + bevacizumab

= \/iﬁ enne i}\sco 2008

Tg:‘é:{;m al’ Gfﬁwth Factor Receptor inhibitors

—— Gemutabme VS gemcitabine + cetuximab
— e — Phl|lp ASCO 2007



EGFR-mediated signal transduction

Cetuximab
: EGFR MoAB
Panitumumahb
Gefitinib

Lapatinib TKI EGFR

Erlotinib e,

~

Multitarget-TKI

Sorafenib
Sunitinib

Mut
iscihaed

survival pathway proliferative pathway

Rapamycin mTOR-Inhibitors
Temsirolimus

Everolimus (RAD 001)

Camp et al, Clin Cancer Res 2005
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(*adjusted for PS and extent of disease at randomlzatlon)

- U ./

Tarceva™/ Placebo/
gemcitabine  gemcitabine
(n=285) (n=284)
Median survival (months) 6.37 5.91
1 1-year survival 24% 17%
——— 0] — Sleag
~ | — Tarceva™ + gemcitabine =
3 - 01 Placebo + gemcitabine Rl - o
O | | | 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 0:8:13 296 = 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 (%) Placebo (%)

B n=282 n=280

| Any Grade 3,4 Any Grade 3,4
72 6 29 1
56 6 41 2
~ — Infect 43 17 34 16
~Stomatitis 23 <1 14 0
~ Pneumonitis 2 2 1 <1
Fatigue 89 15 86 15

Moore et al., JCO 2007



PAL 3 study;
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10 15 20
Time (months)

HR [Rash]=0.71
p<0.0001

Moore et al., JCO 2007
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studles Lo Identity subset of PLSAwhne, =

Hirom! erlotinileror to) INCrease S effect

Erlotinib dose
escalation +
gemcitabine to
No rash G2 rash or DLT
or

grade 1
Advanced rash
pancreatic Gemcitabine

cancer —
gemcitabine +
erlotinib 100 mg

> Grade 2 Gemcitabine +
rash erlotinib 100 mg

* Primary endpoint: OS
* Mandatory tissue collection

* Secondary endpoints: PFS, disease control, safety, correlation of EGFR-related
biomarkers with outcome (EGFR, EGF, TGFa, K-ras, pAKT, pMAPK)




Pemetrexed

N TR BT
I N BT
N T B
I T

PFS 1.6 -5.1 months
0OS 4.7-7.6 months

Boeck 5, Heinemann V, Future Oncology 2008
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SONKO=003,

PiyEsEMNIEStudy of oxallplatln-EFUﬂ' SEU™™

CONRKO-003 Palient Disposiion

168 pabents ensolled
Feb (4 - Jun 07

]| 91 pis. FF

| 84 eligble” pis. (12%)

*¥ pt=. exchaded
- 1 pt_ dieddl helive tre-slment - 4 pbs_ diedd beliye trealment
- 2 pis_ withalirssed consent beca e

- 1 pb. degraadalinmn of KPS belie:
treabment duee i G-bieeding

@HAHITE el ki R

Pelzer et al., ASCO 2008



ONKO-008,

RHESEMI=stldy of oxaliplatin-5EUNS. SFU™

= |

CONKO-003 Resulis - 2™ line OS

L g o mesdian- Piweslks (5% G, 19.56; 327 41)
IHF median 13 weslks (395% CI, 10,04 15 99)

Loy Hanic p=0 044

CHARITE wnviwth s arain

Pelzer et al., ASCO 2008




Sptable ch‘mses of palli; -

f AJUB 5 o1 combined with either erlotinib;
me er exaliplatin/cisplatin for goed PS patients

r-G=~ + erlotlnlb for intermediate PS patients

= ﬂ Ime
~ e BSC
e Treatment preferably in protocols

e Oxaliplatin-5FU should be considered for fit patients,
especially those with long TTP on 1st-line



