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Advance of overall survival in metastatic colorectal cancer patients
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Erbitux+ FOLFIRI

Avastin+ FOLFIRI

1

FOLFOX, FOLFIRI
Inf. 5-FU

5-FU + LV
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o z8 {628 (Chemotherapy)?
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(o] zE 12 8L )8 (Targeted Therapy)?

Hematologic malignancies

Rituximab (Rituxan)
- é“‘-“-’-lhritu momab tiuxetan (Zevalin}
- B-Tositumamab (Boxxar
Em%eznmib L?‘f" - LETEY
[cade) Gemiuzumab oogamicin
iMylatarg)

Alemtuzumab (Campath)

265 pmt&asm::"m{‘

Imatinib{Gleevec)
_nm_
gatin {Spqmel}}ﬁ ES 1

Solid tumors

Trastuzumakb
(Herceptin}

Cetuximab (Erbituc)
Fanitumumab (Vectibo

.'—— Bevacizumab

VEGF {Avasting
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—Fluorouracil (5-FU) (B#jE)
—FOLFIRI

—FOLFOX

ARS8 % m

—Capcitabine (Xeloda®) (&1 %)
~UFUR® (&18)




Fluorouracil (5-FU) (B FJJE)
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Infusion is Better than Bolus

/

\_

497 metastatic\

colorectal
cancer,
untreated

J

/@\

4 )
IV bolus 5-FU 425mg/m?2

+ LV 20mg/m?2 D1-D5
J

é )

Weekly FU 2600mg/m?2

24 hrs infusion
\_ J

(" Weekly FU 2600mg/m2
24 hrs infusion+ LV

\_ 500mg/m2 y,

Kone CH et al, J Clin Oncol 2003;21:3721-28



Infusion is Better than Bolus

FU bolus + LV FU24h inf. FU24h inf. + LV

Progression-
free survival

(months)

Overall survival
months

Gr3-4 6.7 4 1.7
Leukopenia (%)

Gr3-4 Stomatitis | 11 3 5
(%)

Gr3-4 Diarrhea |9 6 22
(%)

PFS: progression free survival ) _
Kone CH et al, J Clin Oncol 2003;21:3721-28



Infusion is Better than Bolus

FU bolus + LV FU24h inf. FU24h inf. + LV
Progression-free 4 4.1 5.6
survival (months)
Overall survival 11.1 13 13.7
(months)

Gr3-4 Leukopenia
(%)

Gr3-4 Stomatitis (%)

Gr3-4 Diarrhea (%)

Kone CH et al, J Clin Oncol 2003;21:3721-28



FOLFIRI

* FOLFIRI= Folinic acid + 5-FU
+ Irinotecan

 5-FU: 2400~300mg/m2 46
hours infusion +/-
400mg/m2 bolus

- Irinotecan (campto®) (I jE%)
* BiI-weekly



FOLFOX

« FOLFOX= Folinic acid + 5-FU

+ Oxaliplatin

 5-FU: 2400~300mg/m2 46

hours infusion +/-
400mg/m2 bolus

 Oxaliplatin (oxalip®) (
* BiI-weekly
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FOLFOX vs. FOLFIRI

e N
: A FOLFIRI
360 metastatic /r
colorectal _ Y,
cancer, +— @ 4 )
untreated y . FOLFOX
_ Y,

FOLFIRI: irinotecan 180mg/m2 + /- leucovorin 100mg/m?2 inf. 2 hours on D1->
5-FU 400mg/m2 IV-> 5-FU 600mg/m?2 inf. 22 hours on D1-D2
FOLFOX: oxaliplatin 85mg/m2 + /- leucovorin 100mg/m?2 inf. 2 hours on D1->
5-FU 400mg/m2 IV-> 5-FU 600mg/m?2 inf. 22 hours on D1-D2

Colucci G, et al J Clin Oncol 2005; 23:4866-73




Probability (%)

FOLFOX, FOLFIRI /2 RH =

Time to progression Overall survival
100 2 FOLFOX4: 15 months
FOLFOX4: 7 months
FOLFIRI: 7 months FOLFIRI: 14 months
J p=0.64 ¢ i P=02 =117 P<.28
50 y* =022 P= .64 % fio &
25 = 25
FOLFIRI
FOLFOX4 Pl FOLFOX4
0 12 24 36 a 0 12 24 36 48
Months Months

Colucci G, et al J Clin Oncol 2005; 23:4866-73
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FOLFIRI FOLFOX4
Grade 1 1o 2 Grade 3to 4 Grade 110 2 Grade 310 4

Toxicity No. % MNo. % MNo. % MNo. %
Anemia 67 38 1 1 60 33 3 2
Leukopenia 65 37 5 3 70 38 5 3
Meutropenia 63 35 17 10 58 32 18 10
Thrombocytopenia 26 15 1 1 76 42 3 3
MNauseafvomniting 120 67 8 4 102 56 5 3
Diarrhea 95 53 _18 10 74 a1 9 5_
Mucositis 61 34 2 1 52 29 2 1
Loss of hair 75 42 — — 35 19 — —
Cholinergic syndrome 18 10 — — — — — —
MNeurologic* 9 b — — 74 a1 B 4
Fever 26 15 2 1 37 20 — —
Asthenia 28 16 — — 24 13 — —
Cardiac 2 1 1 1 3 2 2 1
Skin G 3 — — 7 4 — —
Hypersensitivity — — — — 4 2 2 1

Abbreviations: FOLFIRI, irinotecan, fluorouracil, and leucovorin; FOLFOX4, oxaliplatin, leucovorin, and bolus plus infusional fluorouracil.
*Peripheral neuropathy was graded according to the specific grading system of Levi et al.2?

Colucci G, et al J Clin Oncol 2005; 23:4866-73



FOLFOX or FOLFIRI, #5c#E&?

4 )

/360 metastatic\ /
.

o

FOLFIRI = FOLFOX

colorectal
cancer,

untreated | FOLFOX = FOLFIRI

- J

FOLFIRI: irinotecan 180mg/m2 + /- leucovorin 200mg/m?2 inf. 2 hours on D1->
5-FU 400mg/m2 IV = 5-FU 2400mg/m2 46 hours inf. On D1

FOLFOX: oxaliplatin 85mg/m2 + /-leucovorin 200mg/m?2 inf. 2 hours on D1->
5-FU 400mg/m2 IV-> 5-FU 2400mg/m2 46 hours inf. On D1

Tournigand C. et al, J Clin Oncol 2004;22:229-37



FOLFOX or FOLFIRI, &

1.007

0.754

Frobability
=
in
=

0.254

F187
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Overall survival

— FOLFIRIFOLFOX6 91 5 months
FOLFOXB/FOLFIRI '
20.6 months
P=99 P=099

10 20 30 40 50
Months

Tournigand C. et al, J Clin Oncol 2004;22:229-37
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- Capcitabine (Xeloda®) (&%)
—'ﬂEJ *Zﬁ +E'ﬂf>{5 FU
— BN IEREE—H

— O BN 5-FU B B3 59 B B 4 F:
XELOX, XELIRL...

-EREIER: FEiEEE - 185

Principles & Practice of Oncology, 9t" edition



www.ascopost.com

[ -

Rzprintad with perrmission from Lacouture ME. Cancer Management: A Mutisiscplinary Approach. 121h ed. 2009335841,
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— FOLFOX, FOLFIRI, Capcitabine, UFUR,

fluorouracil...
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Jain RK, Science 2005;307:58-62
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» Bevacizumab (avastin®)(J= &
=) BIRBIREAN

* Regorafenib (stivarga®): #& <5
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» Ziv-aflibercept (zaltrap®): 7
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Bevacizumab (avastin®)(JE B 5)

» VEGF antibody

« 51FFOLFIRI (12R451%) -
FOLFOX - Fluorouracil -
Capcitabine I IEEN
» BITEH:
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EGFR Bk 55

« Cetuximab (erbitux®)(F
5a87). BRIRB R4
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» Panitumumab (vectibix®):
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Cetuximab (erbitux®) (B 15 EY)

« EGFR monoclonal antibody
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Figure 1. Acneiform eruption. (A} papular lesions on the chest, (B) V-shaped papulopustular eruption on
the back, (C) close up of follicular pustules, (D) confluent pustules on the nose.
From SegaertS vath permission.

ManageCRC.com



Personalized medicine

& AfEa%k

(Personalized
Therapy)

Responding Responding
to medicine A to medicine B

\ \
4 |

Treatment A Treatment B

New moelecular and diagnostic technologies can be used to match select groups of
patients with treatments that may give them the best results

www.pfizer.ie



CRYSTAL Study
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599 metastatic\

colorectal
cancer,
untreated
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Cetuximab + FOLFIRI

FOLFIRI

FOLFIRI: irinotecan 180mg/m2 + /- leucovorin 200mg/m2 inf. 2 hours on D1->
5-FU 400mg/m2 IV = 5-FU 2400mg/m2 46 hours inf. On D1
Cetuximab: 400mg/m2 loading on D1, then 250mg/m2 weekly




KRAS — Predictive Biomarker

Wild-Type-KRAS Population

Probability of Progression-free

Survival

10—
0.9-
0.8
0.7-
0.6-
0.5-
0.4-
0.3-
0.2 FOLFIRI alone
0.1-

0.0 I I I I I I I |
0 2 4 6 8 10 12 14 16

Cetuximab plus
FOLFIRI

9.9 months

8.7 months

Progression-free Survival (mo)

Custem et al, N Eng J Med 2009; 360:1408-17



Phase lll study design ofige AIO

FOLFIRI + Cetuximab

mCRC 1\ Cetuximab: 400 mg.'m: n.r 12l]|!1|in initial dose
250 migfm i.v. 60min q 1w

1st-line therapy
KRAS wild-type

L N= 592 y

Randomize 1:1

FOLFIRE 5FU- 400 mgim? (i.v. bolus); folinic acid: 400mg/m?
irnotecan: 180 mgim?
5 FU: 2 400 mgim? (i.v. 46h)

« Key inclusion criteria
— Patients 218 years with histologically confirmed diagnosis of mCRC
- ECOG PS 0-2

— prior adjuvant chemotherapy allowed if completed >6 month before
inclusion

«  Amendment in October 2008 to include only KRAS wildtype patients

« 150 active centers in Germany and Austria

- | Annual 1
presenten At ASCE® Mﬂﬂﬁné



Overall survival

Events Median 95% CI
1.0 n/N (%) (months)
— FOLFIRI + Cetuximab 158/297 28.7 24.0 - 36.6
| (53.2%)
_ 0.75 — FOLFIRI + Bevacizumab  185/295 25.0 22.7 - 27.6
2 (62.7%)
g HR 0.77 (95% CI: 0.62 — 0.96)
E_ 0.50 - Log-rank p= 0.017
=
£
2
g
o LI | .
0.25 = Ty
'1. |
I
0.0
12 24 36 48 72
months since start of treatment
numbers 297 218 111 60 29
atrisk 295 214 111 A7 18

presenen At ASCEY |hr"~i'§§i.rl.§
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(Personalized

of diseases

KRAS

Therapy in

Colorectal |Wildvtype| - ,ﬁ |mutqtion
Cancer) (| Y N

J v o

Erbitux + FOLFIRI
Erbutix + 5-FU + LV Avastin + FOLFIRI
Avastin + FOLFIRI Avastin + 5-FU + LV
Avastin + 5-FU + LV

New molecular and diagnostic technologies can be used to match select groups of
patients with treatments that may give them the best results
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