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Kolon Kanseri Insidans ve Mortalite

Percent of New Cases by Age Group: Colon and Rectum Cancer
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Estimated New Estimated
Common Types of Cancer Cases 2016 Deaths 2016
1. Breast Cancer (Female) 246,660 40,450 SELIT SEE R SRS
represents 8.0% of all new

2. Lung and Bronchus Cancer 224,390 158,080 cancer cases in the 1.5,
3. Prostate Cancer 180,890 26,120

4. Colon and Rectum Cancer 134,490 49,190

5. Bladder Cancer 76,960 15,390

5. Melanoma of the Skin 76,380 10,130

7. MNon-Hodgkin Lymphoma 72,580 20,150

B. Thyroid Cancer 54,300 1,980

9. Kidney and Renal Pelvis Cancer 62,700 14,240
10. Leukemia 60,140 24,400

B.0%

In 2016, it is estimated that there will be 134,490 new cases of colon and rectum cancer and an estimated 49,190 people
will die of this disease.
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Number of New Cases and Deaths per 100,000: The number of new cases of colon and rectum cancer was 41.0 per
100,000 men and women per year. The number of deaths was 15.1 per 100,000 men and women per year. These rates
are age-adjusted and based on 2009-2013 cases and deaths.

Lifetime Risk of Developing Cancer: Approximately 4.5 percent of men and women will be diagnosed with colon and
rectum cancer at some point during their lifetime, based on 2010-2012 data.

Prevalence of This Cancer: In 2013, there were an estimated 1,177,556 people living with colon and rectum cancer in the

United States.



Kolon Kanseri Insidans ve Mortalite

New Cases, Deaths and 5-Year Relative Survival View Data Table
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SEER 9 Incidence & U5 Mortality 1975-2013, All Races, Both Sexes. Rates are Age-Adjusted.
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Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Colon and Rectum Cancer
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Familial

AC-1 without MMR
*  (Familial CRC of

syndrome “X”)

| FAP; AFAP

Mixed Polyposis Syndrome
Ashkenazi 11307K

CHEK2 (HBCC)

MYH

TGFBR1

PJS

FJP Hamartomatous
CD Polyposis
BRRS Syndromes




Kolon Kanseri
Genetik ve Risk Faktorleri

Annual worldwide incidence of CRC is 1,023,152*:

* Lynch syndrome (LS) accounts for = 2-5%
(20,460-51,160 cases). R

» <1% (10,230 cases) constitute FAP.

» =~ 20% (204,630 cases) are familial (2 or more first-
degree relatives with CRC.

*International Agency for Research on Cancer. Globocan
2002. Available at: http://www-dep.iarc.fr/.
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Genetic Heterogeneity in HNPCC
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HNPCC is associated with germline
mutations in any one of at least five genes
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Mismatch Repair Deficiency (MMR-D):
Unique Biological Subgroup of Colon Cancer

IHC for MMR
protein status

PCR on tumor
DNA for MSi
(microsatellite F—.

Imai and Yamamoto. Carcinogenesis 2008 mStab'htV)
Umetani, Annals of Surgical Oncology 2000
Rosen et al. Modern Pathology (2006) 19, 1414-1420
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Mismatch Repair Deficiency (MMR-D):
Unique Biological Subgroup of Colon Cancer

IHC for MMR
protein status

ThushIHC for MMR proteins and PCR for MSI detect two
manifestations of the same tumor biology:
* MMR-D is synonymous with MSI-H
* MMR-P is synonymous with MSI-L/MSS
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15% microsatellite instable tumors (MSI)
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History of adjuvant therapy of colon cancer

* 5-FUllev superior
to surgery alone

* 5-FU/LV superior
to surgery alone

S5-FUI/LV superior to 5-
FUllev

6- and 12-month
treatmentcycles

equivalent * LVSFU2 and

monthly bolus

Lev unnecessary equivalent

* High-dose and low-

dose LV equivalent

Monthly and weekly
treatmentequivalent
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Recurrence rate over time

83% of recurrences
occur within the
first 3 years

Sargent et al.,, ASCO 2009
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Beyond 5-FU in the adjuvant setting

Completed studies:
* Capecitabine (X-ACT)

Ongoing studies: -
* No novel agents tested at this point!

* IDEA collaboration tests 3 vs 6 months of oxaliplatin-
based therapy
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- X-ACT: Cape vs Mayo - 5-year DFS
(median follow-up 6.8 years)

S-year

n DFS (%)
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Test of non-inferiority p<0.0001 ITT population

Test of superiority p=0.0682 Twelves C, et al. Eur J Cancer Suppl
ITT (intent-to-treat) population; NI = non-inferiority 2007:5:1 (Abstract 1LB)
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MOSAIC: Study Design

n=2246
Enroliment: (n=1123) FOLFOX4

Oct 1998—-Jan 2001 (146 centres; ; i
20 countries) / (LVSFU2 + oxaliplatin 85 mg/m?)

» Completely resected colon cancer R
- Stage Il, 40%; Stage lll, 60%

«Age 18-75years * \

« KPS 260 LV5FU2

(n=1123)
» No prior chemotherapy

Primary end-point: disease-free survival
Secondary end-points: safety, overall survival Andre NEJM 2004

lowed Dy fluoroura 00 mg/m= bolus and
xabiplatin 85 mg/m* w over
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MOSAIC: Disease-free Survival -
Final Update

S-year DFS %

HR
FOLFOX4 LV5FU2 [95% CI] p-value

73.3 67.4 0.80 0.003
[0.68-0.93]

Stage IlI 66.4 58.9 0.78 0.005
A7.5 [0.65-0.93]

Stage I 83.7 79.9 0.84 0.258
[0.62-1.14]

High-risk stage Il 82.1 74.9 0.74

n=576 A7.2 [0.52-1.06]

Low-risk stage |l 86.3 89.1 1.22 —

n=323 [0.66-2.26] Andre JCO 2009
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MOSAIC: OS: Stage Il and Stage Il

- Stage |l, FL + oxaliplatin
Stage I, FL

- Stage Ill, FL + oxalipiatin

- Stage I, FL

Probability of survival at 6 vears (%)

FL FL + oxaliplatin Hazard ratio (95% Cl)
Stage !l 868 86.9 1.00 (0.70 to 1.41)
Stage Il 68.7 729 0.80 (0.65 t0 0.97)
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Andre JCO 2009
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“High-risk” Stage Il Colon Cancer
in MOSAIC

* Clinical, pathological parameters!
T4 tumors

Obstruction/perforation
Lymphatic or vascular invasion
Undifferentiated histology

' Less than 10 (12) Ln retrieved

~

Andre NEJM 2004
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2009 Update of MOSAIC Trial

Prognostic factor (nl
Cveratl f——

Age
> 65 (463)
< 65 (884) —e—i

— No benefit in OS with |
e — FOLFOX vs 5-FU/LV for |
= patients > 65 yrs ! |
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J Kolon kanseri tanisi alan hastalarin %50-60 oraninda
metastaz gelisir

 Metastazin %80-90 unrezektable karaciger metastazi
seklinde olur

A Siklikla metakron metastaz seklinde, senkron
metastaz %20-34 olusturur, daha koti prognoza
sahip
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NCCTG/Intergroup Trial N9741
Efficacy

»

IFL FOLFOX p-value

0OS 15.0mo 19.5mo 0.0001
TTP 6.9 mo 8.7 mo 0.0014
RR 31% 45% 0.002

Goldberg et al, JCO 2004
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Tournigand-Trial (N=220)

FOLFOX —> FOLFIRI FOLFIRI —> FOLFOX
(1%t line 2™ line) (1%t line 2™ line)
111 69 109 81

RR 54% 4% 56% 15%

Liver

: 21% 9%
resection

PFS (mos) 8.1 3 8.5

OS (mos) 20.6 21.5

2nd line: 2nd line:
62% 74%

Tournigand et al., JCO 2004
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Capecitabine Irinotecan

| ‘”‘I|‘ii‘u“l H Cetuximab

Oxaliplatin

Regorafenib
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Biologic Agents in Colorectal
Cancer = Monoclonal Antibodies

\\r/\\ A/ 4

Murine Ab Chimeric Humanized Ab Human Ab
Mouse- rum numab

EGFR
(17-1A) Cetuximab Panitumumab

Bevacizumab
h
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Phase lll Trial IFL +/- Bevacizumab
in MCRC: Efficacy

IFL+ Placebo IFL+ Bevacizumab
(n=411) » (n=402) P Value

Median survival (mo) 15.6 20.3 0.00004

PFS (mo) 6.2 10.6 <0.00001

ORR (%) 35 45 0.0036
CR 2.2 3.7
PR

Duration of resp. (mo)
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Phase lll Trial of IFL +/-
Bevacizumab in MCRC: PFS

HR=0.54, P<0.00001
Median PFS: 6.2 vs 10.6 mo

Treatment Group

IFL + placebo
—— |FL + bevacizumab
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“XELOX vs FOLFOX +/- Bevacizumab
Roche NO16966 study design

Recruitment Recruitment
June 2003 - May 2004 Feb 2004 - Feb 2005

XELOX +
bevacizumab

N=R50
FOLFOX4 +

bevacizumab
N=350

XELOX XELOX + placebo
N=317 N=350

FOLFOX4 FOLFOX4 + placebo
N=317 =351

Initial 2-arm Protocol amended to 2x2 placebo-

controled design after bevacizumab

open-label study % .
A8 phase lll data’' became available
(N=634) (N=1401)

"Hurwitz H, et al. Proc ASCO 2003;22 (Abstract 3646) Cassidy & Saltz, JCO 2008
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NO16966 PFS Subgroup Analyses:
On-Treatment Population

XELOX Group . FOLFOX Group

‘50 200 300 400 560
Study day Study day

HR = 0.61 [97.5% CI 0.48-0.78] HR = 0.65 [97.5% CI 0.50-0.84]
P < .0001 P=.0002

Saltz et al., ASCO GI 200
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w» 1:07 e XELOX/FOLFOX-4 + bevacizumab n = 699;
b= 513 events
f'__'? 0.8 === XELOX/FOLFOX-4 + placebo n = 701;
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o
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Fig 2. Progression-free survival (intent to treat population). XELOX, capecitabine
and oxaliplatin; FOLFOX-4, infused fluorouracil, folinic acid, and oxaliplatin; HR,

hazard ratio.

Saltz LB, et al, JCO 2008

Fig 3. Overall survival (intent to treat population). XELOX, capecitabine and oxaliplatin
FOLFOX-4, infused fluorouracil, folinic acid, and oxaliplatin; HR, hazard ratio.
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AVEX - Study design

Capecitabine 1000 mg/m? b.i.d.
days 1-14, q21d
L

" i Bevacizumab 7.5 mg/kg

Previously untreated day 1, q21d
< Randomize
mCRC, ears

1:1

N=280

Stratification factors:
- ECOGPS (0-1vs 2)

- Geographic region
Key inclusion crnitena

- ECOG PS 0-2
- Prior adjuvant chemotherapy allowed if completed >6 month before inclusion
— Not optimal candidates for a combination chemotherapy with innotecan or oxaliplatin

Key exclusion crnitena
Pnior chemotherapy for mCRC or prior adjuvant anti-VEGF treatment
- Clinically significant cardiovascular disease
Current or recent use of aspinn (>325 mg/day) or other NSAID

- Use of full-dose anticoagulants or thrombolytic agents
Cunningham et al, Lancet Oncol 2013
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AVEX - PFS

— Cape + BEV (n=140)

HR=0.53 (95% CI: 0.41-0.69)
P<0.001
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Cunningham et al, Lancet Oncol 2013
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CAIRO-3

XELOX+Bev

x6 CTX-BEV
MT gas——— ] = — |

R

XELOX+Bev CTX-BEV
x6

N=558

Koopman, Met al. ASCO GI 2014
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CAIRO-3
XELOX+Bev

x6 CTX-BEV
MT EEeE—

R

— PFS2 1.7 8.5

CFl

x6 : ! ! i

N=558 tPFS1 ” OS 216

PFS2
TT2PD

PFS2: time from R until PD upon re-introduction of XELOX-B
TT2PD: time from R until PD upon any treatment after PFS1

Koopman, M et al. ASCO GI 2014
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CAIRO-3 : PFS1

Median PFS1
Observation 4.1 m
Maintenance 8.5 m
Stratified HR 0.43 [95%CI: 0.36-0.52]
p value 10.0001

s 8

Koopman, M et al. ASCO GI 2014
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Bevasizumab Idame Tedavi

Maintenance medyan P medyan

Regimen PFS, Mos degeri OS, Mos Pl

STOP and GOl

= Experimental Bevasizumab+XELOX 8.3 0.002 20.2
0.100
= Control Bevasizumab+Xeloda 11 23.8
MACRO!Z]
= Experimental CAPOX-B 10.4 38 23.2 65
= Control Bevasizumab 9.7 ' 19.99
CAIRO-303I
= Experimental CAPOX-B 11.7* 21.6
_ < .0001 .22t
= Control Observation 8.5* 18.1
SAKK 41/06!4
» Experimental Bevasizumab 9.5 25.1
_ .021 .218
= Control Observation 8.5 22.8
AlO 020705
= Experimental FP + Bev/Bev 6.2/4.2 23.8/26.2
_ < .0001 .70
= Control Observation 3.6 23.1

1. Stop and Go Yalcin et.al. Oncology 2013 2. Diaz-Rubio E, ve ark. Oncologist. 2012;17:15-25. 3. Koopman M, ve ark. ASCO 2014.
Abstract 3504. 4. Koeberle D, ve ark. ASCO 2013. Abstract 3503. 5. Arnold D, ve ark. ASCO 2014 Abstract 3503.
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Bevacisumab -Metaanaliz

Hurwitz, Tebbutt, Kabbinavar et al. 1005

Table 1. Overview of clinical trials included in the analysis

Treatment armsincluded in the current Subjectsin ITT Primary
Trial [ClinicalTrials.gov identifier) Phase analysis population endpoint
First-line mCRC
AVF2107 (NCT00109070) [1] n IFL plus bevacizumab 5 mg/kg 402 0s
IFL plus placebo 411
NO16966 (NCT00069095) [4] 1] FOLFOX or XELOX plus bevacizumab5or 699 PFS
7.5 mg/ke
FOLFOX or XELOX plus placebo 701
ARTIST (NCT00642577) [6] 1l mIFL plus bevacizumab 5 mg/kg 142 PFS, 6-month
PFSrate
mIFL 72
AVFO780[16] Il 5-FU/LV plus bevacizumab 5 mg/kg 35 TTP, confirmed
response rate
5-FU/LV plus placebo 36
AVF2192 (NCT00109226) [2] I 5-FU/LV plus bevacizumab 5 mg/kg 104 0s
5-FU/LV plus placebo 105
AGITG MAX (NCT00294359)[5] Il Capecitabine plus bevacizumab 7.5 mg/kg 315 PFS
with or without mitomycin
Capecitabine 156
Second-line mCRC
E3200 (NCT00025337)[3] 1 FOLFOX plus bevacizumab 10 mg/kg 293 0s
FOLFOX 292

Abbreviations: 5-FU/LV, 5-fluorouracil and leucovorin; FOLFOYX, infusional 5-FU/LV with oxaliplatin; IFL, bolus 5-FU/LV with irinotecan; ITT, intent-
to-treat; mCRC, metastatic colorectal cancer; mIFL, modified infusional 5-FU/LV with irinotecan; OS, overall survival; PFS, progression-free survival;
TTP, time to disease progression; XELOX, capecitabine with oxaliplatin.

Hurtwitz HI, et al, Oncologist 2013
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10 —— CT Alone
0-9 —— BV +CT
Median OS
E‘ 0.8 BV + CT: 18.7 months
g 07 CT Alone: 16.1 months
@ g'i ________________ - HR, 0.80 (95% CI, 0.71 to 0.80)
‘é 0:4 : : Log-rank p = .0003
|
e a
o g2 P
0.1 P
ol — N
o 5 10 15 20 25 3o 35 40 45 50 55
Patients at sk Time (months)
CT Alone 1772 1535 1235 897 642 442 280 184 130 105 47
BV +CT 1989 1788 1513 1148 819 853 347 225 158 116 58
B Patients With Events
Study CT Alone BV +CT Hazard Ratio
No. % No. % and 95% CI
AVF2107 317 T7A 275 684 ——
I
NO16966 594 84.7 582 833 | —e1
I
ARTIST 35 48.6 60 42.3 ——
|
AVFO780 19 52.8 12 343 i :
I
AVF2192 87 82.9 79 76.0 ——1—
|
AGITG MAX 121 776 240 76.2 e
E3200 265 90.8 260 88.7 —.—i—
|
TOTAL 1438 81.1 1508 75.8 O—
Favors BV + CT | Favors CT Alonhe
00 02 04 06 08 10 12 14 16
Hazard Ratio

Figure 1. Overall survival (05) in the overall pooled population and in individual studies (first- and second-line trials of bevacizumab).
(A): Kaplan-Meier estimate of OS for the overall pooled population. (B): Forest plot of OS by study.
Abbreviations: BV, bevacizumab; Cl, confidence interval; CT, chemotherapy; HR, hazard ratio; OS, overall survival.

Hurtwitz HI, et al, Oncologist 2013
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A 10 < CT Alone
@ 0'9 I N e - BV +CT
£ 0.8 3 Median PFS
3 BV + CT: 8.8 months
% 0.7 3 CT Alone: 6.4 months
% z'z : HR, 0.57 (85% Cl, 0.46t00.71)
E .[}:4 _§ Log-rank p = .0001
g 03]
2 024
o E
@ 013
0.0 i : : : : : : ;
] 5 10 15 20 25 30 35 40 45
Patients at risk Time (months)
CT Alone 1765 985 385 174 72 45 34 27 22 22
BV + CT 1987 1410 856 303 142 62 45 30 25 24
B Patients With Events
Study CT Alone BV+CT Hazard Ratio
No. % No. % and 95% CI
AVF2107 301 73.2 267 664 _|._
NOC16966 665 949 658 94.1 i ——
1
ARTIST 48 75.0 107 77.0 ——
1
AVFO780 26 72.2 22 629 ——1—
I
AVF2192 71 67.6 52 50.0 —1—
I
AGITG MAX 147 942 290 921 —to—
1
E3200 179 61.3 177 60.4 ——
i
TOTAL 1437 81.4 1573 79.2 -
Favors BV + CT Favors CT Alone

00 02 04 06 08 10 12 14 186
Hazard Ratio
Figure 2, Progression-free survival (PFS) in the overall pooled population and in individual studies (first- and second-line trials of bev-

acizumab). (A): Kaplan-Meier estimate of PFS for the pooled population. (B): Forest plot of PFS by study.
Abbreviations: BV, bevacizumab; Cl, confidence interval; CT, chemotherapy; HR, hazard ratio; PFS, progression-free survival.
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1010 Bevacizumab Efficacy and Safety in mCRC: Pooled Analysis

Table 3. Subgroup analyses in the overall pooled population (first- and second-line trials of bevacizumab) and first-line pocled

population
Owverall survival Progression-free survival

HR 95%Cl pvalue HR 95% Cl pvalue
Overall pooled population (N = 3,763) 0.80 0.71-0.90 0003 0.57 0.46-0.71 <.0001
Irinotecan regimen (n = 1,027) 0.71 0.61-0.83 <0001 0.55 0.47-0.64 <.0001
Cxaliplatin regimen (n = 1,985) 0.87 0.79-0.96 0037 0.77 0.70-0.85 =.0001
Monotherapy (n =751) 0.86 0.72-1.02 0773 0.56 0.48-0.67 <.0001
Doublets (n = 3,012) 0.82 0.76—0.89 =.0001 0.70 0.64-0.76 =.0001
Patients with liver metastases only (n = 1,240) 0.84 0.74-0.95 D065 0.65 0.57-0.74 <0001
Patients with extensive disease® (n = 1,279) 0.79 0.70-0.89 .0001 0.66 0.58-0.74 <.0001
Aged <B5yr(n = 2,269) 0.80 0.73-0.88 =.0001 0.68 0.62-0.75 =.0001
Aged =65yr(n = 1,492) 0.87 0.77-0.57 0156 0.66 0.58-0.75 <.0001
Aged =75yr(n = 426) 0.76 0.62-0.24 0118 0.55 0.44-0.70 =.0001
ECOGPSO(n = 2,038) 0.80 0.72-0.89 <0001 0.67 0.61-0.74 <.0001
ECOGPS =1(n=1,719) 0.85 0.77-0.24 0020 0.67 0.60-0.75 =.0001
KRAS wild-type patients (n = 364) 0.70 0.54-0.91 0072 0.57 0.45-0.72 <.0001
KRAS mutant patients (n = 166) 0.85 0.60-1.22 3837 0.54 0.38-0.76 0004
Overall first-line population (p = 3,178) 0.81 0.70-0.93 0034 0.58 0.46-0.73 <.0001
Irinotecan regimen (n = 1,027) 0.71 0.61-0.83 <0001 0.55 0.47-0.64 <.0001
Owaliplatin regimen (n = 1,400) 0.93 0.83-1.04 1904 0.85 0.76-0.94 0025
Maonotherapy (n = 751) 0.86 0.72-1.02 0773 0.56 0.48-0.67 =.0001
Doublet therapy (n = 2,427) 0.84 0.77-0.92 .0003 0.73 0.67-0.80 <.0001
Patients with liver metastases only (n = 1,085) 0.87 0.76-1.00 0449 0.67 0.58-0.77 =.0001
Patients with extensive disease® (n = 1,049) 0.7 0.69-0.90 .0004 0.67 0.58-0.77 <.0001
Aged <B5yr(n = 1,902) 0.82 0.74-0.91 0002 0.70 0.63-0.78 =.0001
Aged =65yr(n = 1,275} 0.88 0.78-1.00 0524 0.68 0.60-0.78 <.0001
Aged =75yr(n = 357) 0.80 0.63-1.00 0533 0.57 0.45-0.74 =.0001
ECOGPS0(n = 1,749) 0.81 0.73-0.91 .0004 0.69 0.62-0.77 <.0001
ECOGPS =1(n=1,424) 0.87 0.78-0.98 0207 0.69 0.61-0.78 =.0001
KRAS wild-type patients [n = 364) 0.70 0.54-0.91 0072 0.57 0.45-0.72 =.0001
KRAS mutant patients (n = 166) 0.85 0.60-1.22 3837 0.54 0.38-0.76 0004

“Patientswith metastatic disease in at least one site other than the liver or the lung.
Abbreviations: Cl, confidence interval; ECOG PS5, Eastern Cooperative Oncology Group performance status; HR, hazard ratio.

Hurtwitz HI, et al, Oncologist 2013
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Large molecule VEGF inhibitors
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‘Bevacizumab
Ramucirumab
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Aflibercept I I I
(VEGF Trap)
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(Fit-1) (KDR/Fik-1) (Fit-4)
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ML18147 study design (Phase lll)

(] BEV + standard
first-line CT (either
oxaliplatin or
irinotecan-based)

Standard 2nd-line CT
(oxaliplatin or irinotecan-
based) until PD

Randomize
11

(n=820)

L J

Primary endpoint

Secondary endpoints
included

Stratification factors

BEV (2.5 mg/kg/wk) +
CT switch: standard 2nd-line CT (oxali
Oxaliplatin — Irinotecan or irino-based) until PD

irinotecan — Oxaliplatin

* Overall survival (OS) from randomization

* Progression-free survival (PFS)

« Best overall response rate

« Safety

 First-line CT (oxaliplatin-based, irinotecan-based)
+ First-line PFS (59 months, >9 months)

« Time from last BEV dose (S42 days, >42 days)

« ECOG PS at baseline (0/1, 2)

Bennouna et al., Lancet Oncol 2012
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Continuation of bevacizumab after first progression in metastatic colorectal cancer (ML18147): a randomised
phase 3 trial.

Eennouna J, Sastre J, Arnold D, Gsterlund P, Greil R, Van Cutsem E, von Moos R, Vigitez JW, Bouché O, Borg €, Steffens CC, Alonso-Crdufia V', Schlichting C,

Reyes-Rivera |, Bendahmane B, André T, Kubicka S: ML18147 Study Investigators.
Collaborators (230)

Abstract

BACKGROUND: Bevacizumab plus fluoropyrimidine-based chemotherapy is standard treatment for first-line and bevacizumab-naive second-line
metastatic colorectal cancer. We assessed continued use of bevacizumab plus standard second-line chemotherapy in patients with metastatic
colorectal cancer progressing after standard first-line bevacizumab-based treatment.

METHODS: In an open-label, phase 3 study in 220 centres in Austria, Belgium, Czech Republic, Denmark, Estonia, Finland, France, Germany, the
Metherlands, Morway, Portugal, Saudi Arabia, Spain, Sweden, and Switzerland, patients (aged =18 years) with unresectable, histologically confirmed
metastatic colorectal cancer progressing up to 3 months after discontinuing first-line bevacizumab plus chemotherapy were randomly assigned ina 1:1
ratio to second-line chemotherapy with or without bevacizumab 2-5 mg/kg per week equivalent (either 5 mgikg every 2 weeks or 7-5 mg/kg every 3
weeks, intravenously). The choice between oxaliplatin-based or irinotecan-based second-line chemotherapy depended on the first-line regimen (switch
of chemotherapy). A combination of a permuted block design and the Pocock and Simon minimisation algorithm was used for the randomisation. The
primary endpoint was overall survival, analysed by intention to treat. This trial is registerad with ClinicalTrials.gov, number NCTOO700102.

FINDINGS: Between Feb 1, 2006, and June 9, 2010, 409 (50%) patients were assigned to bevacizumab plus chemetherapy and 411 (50%) to
chemotherapy alone. Median follow-up was 11-1 months (IQR 6-4-15-6) in the bevacizumab plus chemotherapy group and 9-6 months (5-4-13-9) in
the chemotherapy alone group. Madian cverall survival was 11-2 menths (95% CI 10-4-12-2) for bevacizumab plus chemotherapy and 9-8 months (8-9
-10-T) for chemotherapy alone (hazard ratio 0-81, 95% CI 0-63-0-94; unstratified log-rank test p=0-0062). Grade 3-5 bleeding or haemorrhage (sight
[29%] vs one [<1%]), gastrointestinal perforation (seven [2%] vs three [<1%]), and venous thromboembaolisms (19 [5%] vs 12 [3%]) were more common
in the bevacizumab plus chemotherapy group than in the chemotherapy alone group. The most frequently reported grade 3-5 adverse events were
neutropenia (65 [16%] in the bevacizumab and chemotherapy group vs 52 [13%] in the chemotherapy alone group), diarrhoea (40 [10%] vs 34 [5%)],
respectively), and asthenia (23 [6%] vs 17 [4%], respectively). Treatment-related deaths were reperted for four patients in the bevacizumab plus
chemotherapy group and three in the chemotherapy alone group.

INTERPRETATION: Maintenance of VEGF inhibition with bevacizumab plus standard second-line chemotherapy beyond disease progression has
clinical benefits in patients with metastatic colorectal cancer. This approach is also being investigated in other tumour types, including metastatic
breast and non-small cell lung cancers.
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EFC10262: VELOUR
Phase Ill Trial 2"9-Line FOLFIRI +/-
VEGF-TRAP (Aflibercept)

£ mCRC after

failure of an
oxaliplatin
based regimen

-

J
Stratification factors: 600 pts | Flacebo + FOLFIRI
Prior bevacizumab (Y/N) q 2 weeks
ECOG PS (0 vs 1 vs 2)

30% of patients had prior BEV

Van Cutsem et al., JCO 2012
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VELOUR Study

* Qverall results

Adding afliberceptto FOLFIRI!in mCRC patients previously treated
with an oxaliplatin-based regimen resulted in significantOS and PFS

benefits
0Ss PFS

Symboi=Censor _ ,
Symboi=Censor
Stratified HR=0.758 [99.99% Cl. 0.578.0.995]

Log-rank P=0.00007

N Aflibercept/FOLFIRI
B, 8 Aflibercept/FOLFIRI \ Median=6 30 months

-~ \‘-,. =11 :,]Mf-v-fn N
Placebo/FOLFIRI —_ \*—‘;-41"- . U months

Madian=12 06 month
Wedian=12.06 months ———

]
-
3
-
a
-
~
-
)
-
-~
.
-4
Q
-
o
Q

g Placebo/FOLFIRI ™
kN ’ Median=4 67 months

15 18

Time (months) g Time (months)
Number at Rish

' 286 193 131
1 216 148 104 75 &

Van Cutsem et al., JCO 2012
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14T-MC-JVBB Phase lll Trial 2"9-Line
FOLFIRI +/- Ramucirumab

i mCRC after

failure FP/
oxaliplatin
+ BEV regimen

-

4
Placebo + FOLFIRI
Stratification factors: G40 pis [ q 2 weeks J

* Region
« KRAS status
* First-line TTP (< or > 6 mos)

Primary EP: OS

Tabernero et al., ASCO GI 2015
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Comparison of Phase lll Trials

Bevacizumab Aflibercept Ramucirumab
TML VELOUR RAISE
Chemo+BEV FP-Oxali+/- BEV FP-Oxali+BEV

Ctx-BEV Ctx FOLFIRI+ FOLFIRI+ FOLFIRI+ FOLFIRI+
AFL PL RAM PL

N pts 409 410 612 614 536 536

mOS (mos) 1.2 98 135 12.1 13.3 1.7

HR 0.81 HR 0.82 HR 0.84
p=0.0062 p=0.0032 p=0.022

mPFS 5.7 4.1 6.9 4.7 5.7 45

(mos) HR 0.68 HR 0.76 HR 0.79
0<0.0001 p=0.00007 0=0.0005

RR (%) 54 39 198 1.1 134 125

Bennouna et al., Lancet Oncol 2012
van Cutsem et al., JCO 2012
Tabernero et al., ASCO Gl 2015:Abstract 512
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“MADBS Target Tumor Cell-Bound EGFR
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KRAS as Biomarker for Panitumumab
Response in Metastatic CRC

PFS log HR significantly different depending on K-ras status (P< .0001)

Percentage decrease in target lesion greater in patients with wild-type KRAS
receiving panitumumab

Patients With Wild-Type KRAS Patients With Mutant KRAS

n With PFS

(’w.’

Amado et al. JCO 2008
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NCIC CTG CO.17:
Randomized Phase lll Trial in mCRC
Cetuximab vs BSC (no cross-over)

KRAS mut KRAS wild-type All patients
BSC Cetux BSC Cetux BSC Cetux

n=83 n=81 n=113 n=117 | n=285 n=287

0% 1.2% 0% 12.8% 0% 6.6%

1.9 3.8 I 1.9
<0.0001 | <0.0001

4.8 9‘.5 4.6 6.1
<0.0001 ' 0.0046

B

Karapetis et al. NEJM 2008
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CRYSTAL Study (1st Line)

FOLFIRI + Cetuximab [EET1:L)

“metastaticcRC. R - PFS

Stratified by:
* Regions

ECOGPS

« Primary Endpoint: PFS (independent review)
« Secondary Endpoints: RR, DCR, OS, Safety, QoL
« Sample Size: 1217 patients randomized, ITT: 1198 pts

Van Cutsem et al. NEJM 2009
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CR CALISMASI

A Primary Analysis Population B Primary Analysis Population
1.0+ 1.0
i = -
g LE T 09
£ 0.8+ 2 0.8 Cetuximab plus
g o a g FOLFIRI
BT 0% 2 os
=
£ g 054 Cetuimab plus 6 0.3
A 04 FOLFIRI S 04 S
£ = ;
= 0.3+ FOLFIRI alone = 34 FOLFIRI alone
g 0.24 g 0.2
& 0.1+ & 014
090 T T T T T T T 1 0.0 T T T T T 1
0 2 4 & 3 10 12 14 16 ] 6 12 18 24 30 36
Progression-free Survival (mo) Overall Survival (mo)
No. at Risk No. at Risk
Cetiwimabplus 553 453 332 3298 196 103 58 9 12 Cetuximab plus  59% 519 426 319 219 83 10
FOLFIRI FOLFIRI
FOLFIRl alone 5%9 452 402 293 178 33 1315 16 7 FOLFIRI alone  59% 535 413 282 136 69 11
C wild-TypeXRAS Population D wild-Type-KRAS Population
1.0+ 1.0+
8 0.9 T 09
= z
£ 0.8 5 0.5
K] 0.7 5 0.7
. 06 N imab pl ? 08
e -5 Cetumimab plus 57 -
£3 o5 . FOLFIRI 8 o5 | Senaimab plus
3 - eee
Sa g4 ——y Ly FOLFIRI alone
= “las -
i 034 E 0.3
_g 0.2 FOLFIRI alone 'g 0.2-
& 0.1 & 0
0.0 T T T T T T T 1 0.0- T T T T T 1
2 4 [ ] 10 12 14 le o 6 12 18 24 30 36
Progression-free Survival (mo) Overall Survival (mo)
Mo, at Risk Mo. at Risk
Cenmimabpluz 172 151 126 101 71 42 26 le & Cetuximab plus 172 155 129 110 B3 a7 5
FOLFIRI FOLFIRI
FOLFIRIalone 176 146 121 97 &3 29 10 4 3 FOLFIRI alone 176 160 125 98 72 24 7
Figure 1. Kaplan—Meier Estimates of Progression-free and Overall Survival in the Primary Analysis Population and the Wild-Type—KRAS
Population, According to Treatment Group.
Panel A shows progression-free survival among the 1198 patients in the primary analysis population. The hazard ratio for the cetuximab-
FOLFIRI group as compared with the FOLFIRI group was 0.85 (95% CI, 0.,72 to 0.99; P=0.048 by a stratified log-rank test). Median progres-
sign-free survival time in the cetuximab—FOLFIRI group was 8.2 months (25% CI, 8.0 to 9.5), as compared with .0 months (95% CI, 7.6 to
9.0) in the FOLFIRI group. Panel B shows overall survival among the 1198 patients in the primary analysis population. The hazard ratio for
death in the cetuximab—FOLFIRI group as compared with the FOLFIRI group was 093 (95% CI, 0.81 to 1.07; P=0.31 by a stratified log-rank
test). The median overall survival in the cetuximab—FOLFIRI group was 12.2 months (9536 CI, 18.5 to 21.3), as compared with 1.6 months
(95%¢ Cl1, 16.6 to 19.8) in the FOLFIRI group. Panel C shows progression-free survival among the 348 patients with wild-type—KRAS tumors.
The hazard ratio for progression in the cetuximab—FOLFIRI group as compared with the FOLFIRI group was 0.68 (95%6 CI, 0.50 to 0.94;
P=0.02). The median progression-free survival in the cetuximab—FOLFIRI group was 9.9 months (95% Cl, 8.7 to 14.6), as compared with
8.7 months (95% CI, 7.4 to 9.9) in the FOLFIRI group. Panel D shows overall survival among the 348 patients with wild-type—KRAS tumors.
The hazard ratio for death in the cetuximab—FOLFIRI group as compared with the FOLFIRI group was 0.84 (95% Cl, 0.64 to 1.11). The me-
dian overall survival in the cetuximab—FOLFIRI group was 24.9 menths (95%¢ Cl, 22.2 to 27.8), as compared with 21.0 months (95% CI, 19.2
to 25.7) in the FOLFIRI group.
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FOLFIRI +/- Cetuximab
PFS in patients with KRAS wt tumors
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FOLFIRI + cetuximab

8 12
Time (months)
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van Cutsem et al., J Clin Oncol 2011
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Outcomes of Phase lll First Line
Trials with EGFR mAbs

, Significant
Fluoro- Inor EGFR |
improvement in

pyrimidine Ox mADb
RR PFS
CRYSTAL Inf + bolus 5-FU In
PRIME Inf + bolus 5-FU 8)

Inf + bolus 5-FU Ox
COIN
Capecitabine Ox

NORDIC Fiolus S5-FU

Grothey & Lenz, JCO 2011




Table 1 Clinical trials of targeted agents in combination with chemotherapy as firsi-line treatments for metastatic colorectal cancer

Ref. Year Population Patient Regimen Median P Median O3 P Response P
number PFS (mo) (mo) rate (%)
CRYSTAL™ 2009 All 599 FOLFIRI 80 0.045 186 031 387 0.0038
399 FOLFIRI + Cetuximab 89 19.9 469
ERASWT 330 FOLFIRI 84 0.0012 0 0.0093 W7 <0.001
subgroup 316 FOLFIRI + Cetwdmab 99 B35 573
KRASMT 183 FOLFIRI 77 026 167 0.73 361 033
subgroup 714 FOLFIRI + Cetidmab 74 162 313
OPFUS™ 2009 All 168 FOLFOX4 72 0.62 18 091 36 0.064
169 FOLFO)4 + Cetidmab 72 183 46
ERAS WT 97 FOLFOM4 72 0.0064 185 039 34 0.0027
subgroup 82 FOLFO)4 + Cetiwdmab 83 ns 57
ERAS MT 39 FOLFOX4 86 0.0153 17.5 02 33 0.029
subgroup 7 FOLFC)4 + Cetwdmab 53 134 34
CODN= 011 FRASWT 367 FOLFOM/YELOX 86 0.60 17.9 0.68 57 0.049
sroup 362  FOLFOX/YELOX + Cetudmab 86 17 64
KRASWT 127 FOLFOX 92 0.056 = - - -
group 17 FOLFOX + Cetusdmak 9.0 = =
FRASWT 240 WELOX, 80 0.56 = - = -
group 245 MELOW + Cehuwdmab 84 = =
ERASMT 268 PFOLFCR/MELOK = = 148 08 = =
group 297  FOLFOX/YELOX + Cetwdmab = 136 =
NORDIC-I™ 2012 All 185 Nordic FLOX (control group) 79 - 204 - 41 -
194 FLOX + Cetirdmab 83 031 197 067 19 015
187  infermittent FLOX + Cetwdmab 73 NA 203 0.79 47 NA
FRASWT 97 Mordic FLOX (control group) 87 = i) - 47 -
subgroup a7 FLOX + Cetiimab 79 0.66 201 048 46 0389
109  intermittent FLOX + Cetiedmab 75 NA 24 066 51 NA
ERASMT 33 Mordic FLOX (control group) 78 = 204 - 40 -
subgroup 72 FLOX + Cetiimab 92 0.07 711 089 49 031
65  intermittent FLOX + Cehudmab 72 NA 205 034 42 NA
CALGE/ W14 ERASWI 578 FOLFIRI or mFOLFOXS + 1045 NA 2993 034 = =
SWoG™ group Cehuximal
80405 (ztudy is ] FOLFIRI or mFOLFOMS + 1084 29.04 =
onigoing) Bevarizumalb
PRIMEY 010 ERASWT 331 FOLFOX4 50 0.02 197 0.072 45 0.063
group 325 FOLFO4 + Panitumumab 96 239 35
FRASMT 119 FOLFOX4 88 0.02 19.3 0.063 40 -
group il FOLFO4 + Panitumumab 73 15.5 40
Hymanetal™ 2015 BRAF V600 10 Vemurafenib 45 = 93 = 0 =
group 7 Venmuafenib + Cetwdmal 37 71 4
Reidy ctal™ 2010 Al 23 IMC-Al? (anti-IGF-IR antibody) 59 = 52 - 0 -
21 IMC-A12 (anti-IGF-IR antibody) + 6.1 45 z
Cehudnuab
ERASWT 20 IMC-ALD (antiIGF-IR antibody) + 94 109 0
group Cehuximal

'95%CI. FFS: Progression-free survival; 0% Cverall survival; All: All patients group; WT: Wild type; MI: Mutant type; NA: Mot available; KEAS: KRAS
exon 2, codons 12 and 13; FOLFIEL Innotecan, fluorouracil, and lencovoring FOLFOM: Fluorouracil, leucovorin, and osaliplating XELON: Capeditabine and




Metastatik Kolon Kanserinde Tedavi
Secenekleri

PRIME (FOLFOX +/- Panitumumab)
PFS by KRAS Mutation Status

“Final Analysis”

WT KRAS MT KRAS

Median (mos)
96% CI)
Panitumumab + 100 (9.3 - 11.4) Panrtumumab
FOLFOX4 + FOLFOX4
— FOLFOX4 8.6(75-95) FOLFOX4

HR = 0.80 (95% CI: 0.67 - 0.95) HR = 1.27 (95% ClI: 1.04 — 1.55)
Log-rank p-value = 0.01 Log-rank p-value = 0.02
Douillard et al., JCO 2011
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Progression-free survival in (A) wild-type (WT) KRAS exon 2 intent-to-treat group and (B)
extended WT RAS subgroup.

A Events Median months B Events Median months
n/N (%) (95% CI) n/N (%) (95% CI)
100 e == Panitumumab-mFOLFOX6 90/142(63)  10.9(9.4to 13.0) 100 == Panitumumab-mFOLFOX6 50/88 (57) 13.0(10.9t0 15.1)
U, } ~= Bevacizumab-mFOLFOX6 94/143 (66) 10.1(9.0t0 12.6) ~ Bevacizumab-mFOLFOX6 60/82(73) 95(9.0t012.7)
xR Hazard ratio = 0.87 (95% CI, 0.65 to 1.17) xR Hazard ratio = 0.65 (95% CI, 0.44 to 0.96)
= %7 P= 353 =" 801 P=.029
© ©
2 2
> >
\5 60 5 60
wn wn
5] [<5]
Lg 40 L%’ 40 -
- —
3 >
= 20 = 2 s —
e
; Bl
T 1l T Ll T |l T T Ll T
0 6 12 18 24 30 0 6 12 18 24 30
Time (months) Time (months)
No. at risk No. at risk
Panitumumab- 142 94 40 13 3 2 Panitumumab- 88 62 30 1 2 1
mFOLFOX6 mFOLFOX6
Bevacizumab- 143 87 38 1 1 0 Bevacizumab- 82 54 24 7 1 0
mFOLFOX6 mFOLFOX6

Lee S. Schwartzberg et al. JCO 2014;32:2240-2247

©2014 by American Society of Clinical Oncology
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Overall survival in (A) wild-type (WT) KRAS exon 2 intent-to-treat group and (B) extended
WT RAS subgroup.

A Events Median months B Events Median months
n/N (%) (95% CI) n/N (%) (95% Cl)
100 - == Panitumumab-mFOLFOX6 52/142(37)  34.2(26.6 to NR) 100 - == Panitumumab-mFOLFOX6 30/88(34) 41.3(28.81t041.3)
~ Bevacizumab-mFOLFOX6 78/143(55) 24.3(21.0t029.2) ~ Bevacizumab-mFOLFOX6 40/82(49) 28.9(239t031.3)
p— ey . Hazard ratio = 0.62 (95% Cl, 0.44 to 0.89) S o Hazard ratio = 0.63 (95% Cl, 0.39 to 1.02)
> 804 = 801 P= 058
'S 60+ ‘'S 604
15 5 L!.'J.r!i‘
w [72] !
= 40 4 = 40 ll .
(1] © | T F—
5 - & L
> u"'jl = | N
O 204 u=-’] ; O 204
] Ll T T Ll T 1 T 1 T T 1 T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Time (months) Time (months)
No. at risk No. at risk
Panitumumab- 142 125 107 75 44 24 9 0 Panitumumab- 88 78 69 53 33 18 7 0
mFOLFOX6 mFOLFOX6
Bevacizumab- 143 125 108 74 43 18 7 1 Bevacizumab- 82 75 64 47 30 10 6 0
mFOLFOX6 mFOLFOX6

Lee S. Schwartzberg et al. JCO 2014;32:2240-2247

©2014 by American Society of Clinical Oncology
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Mutations beyond KRAS codon 12/13

117 146

6%

EXON3 EXON 4

59 61 117 146

3% 4%

BRAF  EXON 11

17% additional mutations in
— KRAS and NRAS !
NT=not tested - Douillard et al., NEJM 2013
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FIRE-3 Phase lll study design
FOLFIRI + Cetuximab

.

Ly, 120min intial cose
mCRC 3 Lv. 60min qw

1st-line therapy
KRAS wild-type
N= 592

e Randomize 1:1

FOLFIRL 5-FU: 400 mg/m v. Dolus); folinic acia 400mg/m-
Innotecan: 180 mg/m
5-FU: 2,400 mgim- (Lv. 46h)

Primary objective: Overall response rate (ORR) (inv assessed)

Designed to detect a difference of 12% in ORR induced by
FOLFIRI+ cetuximab (62%) as compared to FOLFIRI +
bevacizumab (50%)

284 evaluable patients per arm needed to achieve 80% power
for an one-sided Fisher‘s exact test at an alpha level of 2.5%

Heinemann etal., ASCO 2013
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FIRE-3 ORR
Primary Endpoint

FOLFIRI + Cetuximab FOLFIRI + Bevacizumab
Odds

ratio
ORR % 95%-Cl % 95%-Cl

ITT 52.1
population 2.0 562-675 58.0 2> 1.18 0.183

63.7
(N=592) 0.85-1.64

A - -
ssessable 152

for response 712.2 66.2-77.6 63.1 57.1-689 1.05-2.19 0.017
(N= 526)

p = Fisher s exact test (one-sided)

Heinemannet al.. ASCO 2013
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FIRE-3 PFS

»
Events I EGIET 95% Cl

n/N (%) (months)

—FOLFIR! + Cetuximab 250/297 10.0 88-108
(84.2%)

10.3 9.8

VL.V

HR 1.06 (95% Cl1 0.88 - 1.26)
Log-rank p= 0.547

24 36 48 60 72
months since start of treatment

19 10 5 3

15 6 4 Heinemannetal.. ASCO 2013
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FIRE-3 Overall survival

— FOLFIRI +
Cetuximab
— FOLFIRI +

Bevacizumab

Events Median 95% Cl
niN (%) (months)

158/297 24.0-36.6
I53.2°a)

ad .l

HR0.77 (95% CI: 0.62 - 0.96)
Log-rank p=0.017
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CALGB/SWOG 80405:
FINAL DESIGN

-

mCRC

ist-line " FOLFIRI
Chemo + Cetuximab

(codons 12.13)

STRATA: MD \ }
FOLFOXIFOLIN choics Chemo + Bevacizumab
Prior adjuvant 1 /

Prior XRT

N=1140
1° Endpoint: Overall Survival
>70% FOLFOX based

Venooketal., ASCO 2014
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CALGB/SWOG 80405: Progression-Free Survival

(Investigator Determined)

»

Arm N (Events) FES

Median

- Falle J 4

-~ 1 -~ - P ::f‘ 1,"(\ { ) Sl
Chemo + Bev 559 (498) J.O

95% CI

-
-~
-
-
-
—
e
—
—_
-y
-
—
-~

)

P=0.55
HR 1.04 (0.91 -1.17)

24
Time (Months)

Venooketal., ASCO 2014
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CALGB/SWOG 80405: Overall Survival

OS (m)

Arm N (Events) .
edian

95% CI

Chemo + Bev 559 (371) 29

‘3

\

P=0.34
HR 0.925 (0.78-1.09)

24 36 48 60 72 84
Time (Months)
Venooketal., ASCO 2014
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BRAF Mutations in CRC

* BRAF is primary effector ':;‘Vj
of RAS signaling A
* BRAF mutations:

Occur most frequently
in exon 15 (VG0OOE)

Found in 4%-14% of
patients with CRC

Mutually exclusive
with RAS mutations

Tumor Cell

Tumor cell

proliferation w~__

and survival

Yarden. Nat Rev Mol Cell Biol. 2001:2:127; Di Nicolantonio. J Clin Oncol.
2008:26:5705; Artale. J Clin Oncol. 2008:26:4217.
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PETACC-3: Survival after relapse
according to BRAF mutation status

— BRAF Wt
—  BRAF mut
Median OS:
BRAFmMmut: 749 m
BRAFwt: 252 m
(p = 1.9e-11)

p: 1 99‘7'

12 24 36 48 60 72 84
Months since Relapse

242 151 9% 45 8 1
8 2 2 1 0 0

Roth, A. D.etal. JCO 2010
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GONO CALISMASI

Phase III Trial of Infusional Fluorouracil, [ | This Article
Leucovorin, Oxaliplatin, and Irinotecan Tarotage T oo 1
(FOLFOXIRI) Compared With Infusional st Free
Fluorouracil, Leucovorin, and Irinotecan ERE

(FOLFIRI) As First-Line Treatment for
Metastatic Colorectal Cancer: The Gruppo
Oncologico Nord Ovest

JOURNAL OF CLINICAL ONCOLOGY

AL ONCOLOGY

Table 4.

Objective Responses

Response

%

FOLFIRI {n = 122) FOLFOXIRI {n = 122)

. Investigators assessment

g Complete 6 8

° Partial 35 58

g Complete + partial 417 66

3 95% ClI 0.32t0 0.50 0.56t0 0.74

S Stable disease 33 21

z Progression 241 17

a Not assessable 2 2

3 Externally reviewed

o Complete 6 7

2 Partial 28 53

e Complete + partial 34% 50°

=3 95% CI 0.25t00.43 0.51 to 0.68
Stable disease 34 21
Progression 241 111
Mot reviewed 8 8

= Abbreviations: FOLFIRI, fluorouracil, leucovorin, and irnotecan;
FOLFOXIRI, fluoreuracil, leucovorin, oxaliplatin, and irinotecan.

- TP =.0002.
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GONO CALISMASI

Kaplan-Meier estimates of (A) progression-free survival and (B) overall survival.

100 — FOLFOXIRI (median 9.8 months)
*** FOLFIRI (median 6.9 months)
=
. 754
<]
[
LS.
-
c
.S 504
0
7]
&
(=]
S 251
Log-rank P=.0006
0 6 12 18 24 30
Time (months)
100 - FOLFOXIRI (median 22.6 months)
‘#+2+* FOLFIRI (median 16.7 months)

75
;\3
L 50+
<

25

Alfrgdodrateone et al. JCO 2007;25:1670-1676
0 6 12 18 24 30
T ok s 500

©2007 by American Society of Clinical Oncology
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TRIBE CALISMASI

A Progression-free Survival

Figure 2. Kaplan-Meier Estimates of
Progression-free and Overall
Survival, According to Treatment
Group.

Median progression-free survival was
9.7 months in the group receiving
FOLFIRI plus bevacizumab (control
group) and 12.1 months in the group
receiving FOLFOXIRI plus
bevacizumab ﬁexperimental group).
Median overall survival was 25.8
months in the control group and 31.0

FOLFOXIR! plus Devacizumab

Progression-free Survival ()
2

04 FOLFIRI alus bevacizamas months in the experimental group.
a T T T T T T T T
¢ 3 12 18 24 W 3% 42 48 54
Months
No. at Risk
FOLFIRI plus bevacizuman 256 203 a4 45 6 14 7 3 0 Q
FOLFOXIRI plus bevacizumab 25 208 125 M 315 2 M 5 2 1

B Overall Survival

FOLFOXIRI plus bevecizurmab

Overall Survival (%)
Ls
1

204 FOLFIRI plus bavacizumab

104
a | | 1 Y 1 1 | 1
a [3 12 13 4 1 36 42 45 52
Months
No, at Risk
FOLFIRI plus hevacizuman 256 233 216 172 109 a9 ik 15 3

oo

FOLTOXIRI prus bevacizumab 252 234 2208 17% 119 0 35 13 4
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TRIBE CALISMASI

Surgery on primary tumor 1.00

No 166 _— 0.77 615 AR %12

Subgroup No. of Patients Hazard Ratio (95% CI) PValue
ECOG performance status : 0.20
0 456 —a— 0.79
lor2 52 : 053
Primary tumor site i 0.29
Right colon 149 — e | 0.66
Left colon or rectum 330 — = 0.82
Previous adjuvant therapy E 0.04
No 444 —— 0.70
Yes 64 : 1.30
Time to metastases | 0.36
Synchronous 404 —a— i 0.73
Metachronous 104 . 0.92
Liver-only disease i 0.29 RO
No 402 —— i 0.74 .
ves s - 035 Rezeksiyon;
1
1

Yes 341 — 0.77
Kéhne index score I 0.82
High 47 . 0.83
Intermediate 224 — = 072
Low 213 — = 081
KRAS ! 0.97
Nonmutated 193 —_— = 0.83
Mutated 200 — - 034
BRAF i 032
Monmutated 365 —.—;— 0.83
Mutated 28 : 0.55
05 10 1s 20
Experimental Control
Better Better

Figure 3. Forest Plot of the Treatment Effect on Progression-free Survival in Subgroup Analyses.

The size of the squares is proportional to the size of the corresponding subgroup. Control denotes FOLFIRI plus
bevacizumab, ECOG Eastern Cooperative Oncology Group, and experimental FOLFOXIRI plus bevacizumab.
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Hangi Hasta Grubunda FOLFORINOX+/-Bevacizumab

J Genel durumu iyi, ek hastaligi olmayan, genc hasta
populasyonunda

» Sinirda rezektable karaciger metastazi varsa

» BRAF mutant hastalar
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Regorafenib (BAY 73-4506), an Oral Multikinase
Inhibitor Targeting Multiple Tumor Pathways

"

'

P E N
_

-

=

® ¢

Regorafenib

Inhibition of tumor inhibit -

microenvironment
necangiogenesis |
signating

PDGFR-B "~ VEGFR1-3

TIE2
FGFR

Wilhelm SM, et al. /nt J Cancer. 2011;129(1):245-255
Mross K, et al. Clin Cancer Res. 2012;18(9):2658-2667
Strumberg D, et al. Expert Opin Invest Drugs. 2012.21(6):879-889
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Progression-free survival
(secondary endpoint)

Regorafenib Placebo

Median 1.9 mos 1.7 mos
95% ClI 1.9.2.1 1.7-1.7

Hazard ratio: 0.49 (95% CI: 0.42-0.58)
1-sided p-value: <0.000001

Placebo N=255
Regorafenib N=505

o
-
Qo
-
o
-_
~
2
-
N
o
-
:
>
-
=
D

o,

-

100 150 200 250

Days from randomization

Grothey, Van Custem et al., Lancet 2012
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TAS-102
A NOVEL ANTI-METABOLITE COMBINATIQ
(“Teaching an old dog new tricks”)

* TRI-FFLUORO-THYMIDIN
* A fluoropyridimine nucleoside

» Synthesized in 1964

* Ty2= 12 minutes

* TF-MP inhibits TS

* TF-TP incorporated into DNA

» Active in 5FU resistant cell lines

» Extensive first pass hepatic metabolism
by Thymidine Phosphorylase

+ Combined with TPI (Thymidine

CHARLES HEIDELBERGER Phosphorylase Inhibitor, tipiracil)
+ Effective oral dosing, BID
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Global Randomized Phase lll study

RECOURSE: Refractory Colorectal Cancer Study
(NCT01607957)

Metastatic colorectal cancer (nCRC)
« 2 or more prior regimens
* Refractory / Intolerable

fluoropyrimidine
irinotecan

( TAS-102+BSC
(n=534)

35 mg/m? b.i.d. p.o.
d1-5, 8-12 g4wks Endpo‘nn
2:1 Primary: OS
: Secondary: PFS, Safety,
Tolerability, TTF, ORR, DCR,
( Placebo + BSC DoR, Subgroup by KRAS (0S
(n = 266) and PFS)

oxaliplatin

bevacizumab

anti-EGFR if wild-type KRAS
«+ ECOG PS 0-1
« Agez18
(target sample size: 800)

Z20==-PN-2002Z>»2

d1-5, 8-12 g4wks

Treatment continuation until progression, intolerant toxicity or patient refusal
Multicenter, randomized, double-blind, placebo-controlled, phase Il
— Stratification: KRAS status, time from diagnosis of metastatic disease,
geographical region
Sites: 13 countries, 114 sites
Enroliment: June 2012 to October 2013
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Overall Survival

TAS-102 Placebo
N=534 N=266

Events # (%) 364 (68) 210 (79)

HR (95% ClI) 0.68 (0.58-0.81)
Stratified Log-rank test p<0.0001

Median OS, months 7.1 53

Median follow-up: 8.4 months

Alive at, %

6 months

12 months

T
=
=
o
e
3
=
c
o
2
=
£
=
L
=]
®
£
>
-
=
w

|
L) 12
Months from Randomization
N at Risk:
TAS-102 534 137 64
Placebo 266 47 24
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Time to ECOG PS=22

(Intent-to-treat population)

TAS-102 Placabo
N=534 M=266

Events # (%) 383 (72) 216 (81)
&0 HR (95% CI) 0.66 (0.56-0.78)

L]

70 Stratified Log-rank test p<0.0001
Median, months -9 | 4.0
50 caiyheaty By a1 -
54

40
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TAS-102