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Summary

- Antiangiogenesis in colorectal cancer: a
“continuous history”

- Antiangiogenesis in gastric cancer: a
“promising benchmark”






continuous?

Cancer Treatment Reviews 40 (201

Contents lists available at ScienceDirect
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Anti-Tumour Treatment —_—

The “angiogenetic ladder”, step-wise angiogenesis inhibition @Cmm__k @ — “ B
in metastatic colorectal cancer - “

Riccardo Giampieri ', Mario Scartozzi *, Michela Del Prete !, Agnese Fulli ', Luca Faloppi !, @
Maristella Bianconi ', Elena Maccaroni ', Stefano Cascinu ' _— —

Cancer Treatment Reviews
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Second-line angiogenesis inhibition in metastatic colorectal cancer \ e Rat
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Riccardo Giampieri?, Marta Caporale”, Filippo Pietrantonio®, Filippo De Braud®,
Francesca V. Negri ©, Francesco Giuliani®, Valeria Pusceddu®, Laura Demurtas®, ¢ ‘L
Angelo Restivo [, Caterina Fontanella®, Giuseppe Aprile?, Stefano Cascinu?,
Mario Scartozzi®*
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Fig. 1. Main angiogenic pathways and related therapeutic options in colorectal cancer.



Continuous angiogenesis inhibition?
Maintenance trials

MACRO SAKK

XELOX + Bev XELOX + Bev

First-line chemo- Py— "
for 4-6 months

No antitumor treatment
(no BEV) until PD

XELOX + Bev
every 3 weeks

CAIF\;O-S AlO-0207

\ . Maintenance:
| [ PFs1 | /I PFs2 | Induction: 24 wks non-PD Re-induction
— _— — —— i — - —
observation P s FP* + Bev — f \ N
FP* + = o I « 12
Bev + 3 e I any FP 1 o
2 o +/- Bev
SD or better pp ppiREintroductionl_}| _ Oxaliplatin | | € Bev & | I 8
after 6 cycles CAPOX-B 3 g o : n‘?’;
with CR/IPR/SD = o}
— —— - — I
capecitabine + ~
bevacizumab | e
| TFs :>
Primary endpoint: PFS2
* time from randomization to progression upon re-introduction of CAPOX-B I TES™ >

* PFS2is considered to be equal to PFS1 for patients in whom CAPOX-B is not
reintroduced after PFS1 for any reason *FP= any fluoropyrimidine in a standard protocol (e.0.mFOLFOXE, FOLFOX4, Cape/Ox, LVSFUZ; Cape 2x1000)

** TFS = PF5-1 for patients not receiving re-induction



Maintenance trials: combined results

PFS
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% ClI
AlO 0207 FP/bev -0.71334989 012971368 241% 0.49[0.38, 063] =
AlO 0207 bev -0.4462871 012595133 245% 0.64 [0.50,0.82] ——
CAIRO-3 capel/bev -0.84397007 0.09065533  27.4% 0.43[0.36, 0.591] el
SAKK -0.28768207 013114787 24.0% 0.75(0.58, 0.97] —
bev
Total (95% CI) 100.0% 0.56 [0.43, 0.72]

Heterogeneity. Tau®=0.05, Chi*=14.82 df=3 (P=0.002), F=80%
Test for overall effect Z=4.42 (P = 0.00001)

. 2 05
Favours active

1

2 5 10
Favours no tx.

(ON)
Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
AlO 0207 FP/bev -0.01005034 016961535 16.8% 0.99[0.71,1.38] .
AlO 0207 bev 012783337 04705144 1B.6% 088 [0.63,1.23 "
CAIRO-3 cape/bey 011653382 010111234 47.1% 0.89[0.73,1.09] —i—
SAKK -0.18632958 015712878 19.5% 0.83 [0.AL 113 =

bev _\
Total (95% CI) 100.0% .89 [0.78, 1.02]
Heterogeneity Tau®= 0.00; Chif= 089, df=3 (P =0.490); F= 0% — e ! - P

Testfor overall effect Z=164 (P=010)

Favours active

Favours no tx.

Arnold et Al, ASCO 2014



Perhaps prolonged VEGF-A
inhibition is not enough...

RAS/BRAF WT

" n Events  Median 95%CI THE LANCET OnCO|Ogy
— FUBev 45 39 8-0 monthe 4-5-8-3
Bew 43 43 62 months  3-2-5-3
087 %%  ssme=sas Mo therapy 46 44 39 months 27-57
Eu-e 1 I Comment
g Maintenance therapy for metastatic colorectal cancer
20-4‘
02 In an unselected population the “gain” of
maintenance treatment is somehow
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Hegewisch et Al, Lancet Oncology 2015 Giampieri & Cascinu, Lancet Oncology 2015



Angiogenesis inhibition after 1° line?

- Bevacizumab again!
- Aflibercept (only FOLFOX-based 1° line pts)

- Ramucirumab (only FOLFOX-based 1° line pts)



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

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

PD ¥ Randomise 1:1

BEV (2.5 mg/kg/wk) +

L (n=820) D

Primary endpoint

Secondary endpoints
included

Stratification factors

standard second-line CT
(oxaliplatin or irinotecan-
based) until PD

Overall survival (OS) from randomisation

Progression-free survival (PFS)
Best overall response rate
Safety

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

Time from last BEV dose (<42 days, >42 days)
ECOG PS at baseline (0/1, 2)

Study conducted in 220 centres in Europe and Saudi Arabia



— CT (n=410)
— BEV + CT (n=409)

1.0 =

0.8
o Unstratified? HR: 0.81 (93% CI: 0.69-0.94)
‘g 0.6 "y p=0.0062 (log-rank test)
- F o ——————— Ty Stratified” HR: 0.83 (95% CI: 0.71-0.97)
E 0.4 - > p=0.0211 {log-rank test)
0.2 o
8
0 - 1
0 6 12 18 24 30 36 42 48
No. at risk Time {months)
CT 410 293 162 51 24 7 3 2
0
BEVY + CT 409 328 188 64 29 13 4 1

Median follow-up: CT, 9.6 months (range 0-45.5); BEV + CT, 11.1 months {range 0.3—44.0)

Primary analy=is method; "Stratified by first-line CT (oxaliplatin-based, rinotecan-based), first-line PFS (29 months, =9 months), time from last dose
of BEY (=42 days, =42 day=), ECOG performance status at baseline (0, 21)



PiiinecT*+8V N A. Second-line CT
| Stratification ‘
Center

PS 0/1-2
CT-free interval
(> vs < 3 mos)

II-line CT B. Second-line CT+ BV

FOLFIRI * FOLFIRI (34% in both arms)
FOLFOX

FOLFOXIRI
Fluoropyrimidine mono-tx

* mFOLFOX-6 (66% in both arms)

Masi GL et al, Ann Oncol 2015



1.0 T

— Chemotherapy alone (n=92)
------- Bevacizumab and chemotherapy (n=92)

o
©
L

Adjusted hazard ratic 0.70 (95% CI 0.52-0.95)
P=0.010 (stratified log-rank test)

o o
IS o
L |

o
o
L

Progression-free survival probability

0.0 -

0 51 12 18 24 30
Follow-up time (months)

Number at risk

Chemotherapy alone 92 36 4 1 1 0
Bevacizumab and 92 49 9 1 0 0
chemotherapy
1.0 1
— Chemotherapy alone (n=92)
— Bevacizumab and chemotherapy (n=92)

0.8 1
= Adjusted hazard ratic 0.77 (95% C10.56—1.06)
% P=0.043 (stratified log-rank test)
o
o o
& 0.6
2
g
@ 0.4+
s
2
(o]

0.2 1

0.0 -

0 6 12 18 24 30 36 42 48 54

Follow-up time (months)

Number at risk
Chemotherapy alone 92 82 56 34 16 7 1 1 0 0
Bevacizumab and 92 79 52 38 28 15 9 5 1 0

chemotherapy



VEGFR1 VEGFR2

-~

Fc Portion of IgG

VEGF Trap /

1. Holash J et al. Proc Natl Acad Sci USA. 2002;99:11393-11398.
2. Tew WP et al. Clin Cancer Res. 2010;16:358-366.

Fusion protein of key domains
from human VEGF receptors
1 and 2 with human IgG Fc?

Blocks all human VEGF-A
iIsoforms, VEGF-B, and
placental growth factor
(PIGF)?2

High affinity — binds VEGF-A
and PIGF more tightly than
native receptors



> 1:1 Dlsease —
- Progress|on Death

Stratification factors:

‘ECOGPS (0Ovs1vs?2) 600
*Prior bevacizumab (Y/N) >

Primary endpoint: overall survival

Sample size: HR=0.8, 90% power, 2-sided type | error 0.05

Final analysis of OS: analyzed at 863" death event using a 2-sided
nominal significance level of 0.0466 (a spending function)



1.0

0.9
0.8
0.7
=
= 0.6
=
c
3 0.5
k=]
£ 0.4
=
()
= 0.3
&
0.2
0.1
0.0
Mumber
At Risk
Survival
Probability

—— Placebo: Median = 12.06 months
1 — Aflibercept: Median = 13.50 months
Aflibercept/FOLFIRI
] - Stratified HR=0.817 [95.34% Cl, 0.713-0.937]
- \< nonths LOETANKP = 0.0032
] X A=2.6 months
\\ A=4.4 months
| Placebo/FOLFIRI -Hmé./
"—\‘_‘ ‘hl
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time (months)

ol4 485 286 131 51 14
0l2 498 311 148 I i3

79.1% 50.3% 30.9% 18.7% 12.0%

81.9% 36.1% 38.5% 28.0% 22.3%

Median follow-up = 22.28 months

Van Cutsem E et al. JCO 2012;30:3499-3506



FOLFIRI +

Placebo FOLFIRI + Aflibercept Treatment effect
(n=612) (n = 614) (HR, P-value)
ORR 11.1% 19.8 % 0.0001
PFS 4.7 mos 6.9 mos 0.76 (0.00007)

0S 12.06 mos 13.5 mos 0.82 (0.0032)



Prior Bevacizumab No Prior Bevacizumab
1.01 Symbol=Censor 101 Symbol=Censor
g 0.8 HR=0.862 [95.34% CI, 0.673-1.104] g 0.8 HR=0.788 [95.34% CI, 0.699-0.927]
% :::: Afiibercept/FOLFIRI % ::::
2 04 g 04- Madian=13.9 months
2 03 Placebo/FOLFI 2 03
2 0.2 Median=11.7 months £ 0.2 Placebo/FOLFI S
& o1 & 0.1- Median=12.4 months - o
ool 000! 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Nurber at Risk Time (months) Number at Risk Time (months)
Placebo 187 170 138 115 81 54 3¥r 22 13 Placebo 427 403 347 286 205 139 54 65 38
AFL 186 178 150 121 89 59 36 22 13 AFL 426 388 348 2095 222 157 112 82 &2



Prior Bevacizumab No Prior Bevacizumab
10 Symbol=Censor 10 Symbol=Censor
g 0.9 HR=0.661 [95% Cl, 0.512:0.852] g 0.9 HR=0.797 [95% Cl, 0.679-0.536]
§ 03 § 03
¥ 07 ¥ 07
% 06 % 06
c 05 c 05
2 04; AflibercoptFOLFIR) 2 04
'g 034 Medlan=6.7 months 'g 03
0.2- 0.2-
@ 01/ & g4,
0.0 Median=3.9 monthe — | 0.0
0 3 6 9 12 15 18 21 24 21 3 D
Number at Risk Time (months) Number at Risk

Placabo 187 96 32 1% [ & 2 Placsbo 427 1% 1™ 38 118 7
AFL 186 124 & 23 7 3 2 AFL 426 296 181 T6 38 4 5



Ramucirumab (8 mg/kg)
and FOLFIRI* every
2 weeks per cycle 1 Treatment until
N=525 disease progression
or unacceptable
toxicity

Progression during

or after bevacizumab,

oxaliplatin, and a

fluoropyrimidine Primary endpoint:
P'acebo and FOLFI RI* °vera" survival

every 2 weeks per cycle :

Stratification factors: (1:1) N=525

Geographic regions 100
KRAS mutation status Secondary endpomts. PFS,

Time to disease progression after ORR, PRO, Safety, PK, IG

beginning first-line therapy

R
A
N
D
(o)
M
I

Z
E

Sample size assumptions
Hazard ratioof 0.8
Median overall survival of 10 months in the control arm vs 12.5 months with
ramucirumab with a 2-sided a level of 0.05
Enroliment of 1050 patients with 756 events for 85% power
Gatekeeping from OS to PFS to ORR

Tabernero J et Al, Lancet Oncology 2015




100 H
90
80
70
60
50
40
30

Progression-free survival (%)

20
10

Median (months)
Ramucirumab group 57 (95% Cl 5-5-6-2)
Placebo group 4-5 (95% Cl 4-2-5-4)

Hazard ratio 0-793 (95% Cl 0-697-0-903)
Log-rank p=0-0005

Number at risk

Ramucirumab + FOLFIRI 536 381 234 142

Placebo + FOLFIRI 536 345 182

92

12

77
52

T T T T T T T T T 1
15 18 21 24 27 30 33 36 39 42

Time (months)

38 20 11 6 5 2 1 1 0 0

31 17 10 3 1 0 0 0 0 0 A
100 — —— Ramucirumab plus FOLFIRI
90 — Placebo plus FOLFIRI
804 Median (months)
Ramucirumab group 13-3 (95% Cl 12-4-14-5)

& 704 Placebo group 11-7 (95% C1 10-8-12-7)
= 60
g Hazard ratio 0-844 (95% Cl 0-730-0-976)
3 50 Log-rank p=0-0219
T 404
[
8 30+

20

10

0 T T T T T T T T T T T T T 1

0 3 6 g 12 15 18 21 24 27 30 33 36 39 42

Number at risk
Ramucirumab + FOLFIRI 536 497 421 345 269 195 114 78 53 34 22 12 4 4] 0
Placebo + FOLFIRI 536 486 400 329 228 166 108 66 44 22 10 2 2 1 ]

Tabernero J et Al, Lancet Oncology 2015



Trial OS (HR) PFS (HR) RR (%) Toxicity
ML 18147 HR=0.81 HR=0.68 5.4 vs. 3.9 No
BEV) =0.0062 <0.0001 =ns unexpected
( p=0. p<0. P= AEs
BEBYP HR=0.77 HR=0.70 20 vs. 15 No
unexpected
(B EV) p=0.04 p=0.001 p=ns AEs
VELOUR 3 _ 19.8vs. 11.1 Increased CT-
(AFL) HR=0.81 HR=0.75 <0.001 related AEs
RAISE HR=0.84 HR=0.79 13 vs. 12.5 Increased CT-
(RAM) p=0.0005 p=0.0005 p=ns related AEs

Giampieri R et Al, CROH 2016



Regorafenib

Q Biochemic ICsp
activity mean * SD
nmol/l (n)

VEGFR1 13+0.4 (2)

Murine
VEGER? 42+1.6 (10)
Murine
VEGFRz 6*10 ()

TIE2  311+46 (4)
PDGFR-B 22+3  (2)

FGFRL 202+18 (6)

i KIT 7£2  (4)

RAF-1  25:06 (4)

*KIT PDGFR-B VEGFRI1-3 B-RAF 2810 (6)
‘PDGFR FGFR TIE2 B-RAFV60E  19+6  (6)

—RET
1. Wilhelm SM et al. Int J Cancer 2011.
2. Mross K et al. Clin Cancer Research 2012.
3. Strumberg D et al. Expert Opin Invest Drugs 2012.



Regorafenib in CRC: CORRECT

Regorafenib monotherapy for previously treated metastatic @':}

colorectal cancer (CORRECT): an international, multicentre,

randomised, placebo-controlled, phase 3 trial

Auxel Grathey™, E

Carlo Barone, Anto

n*, Alberto Sobrero, Salvatore Sieng, Alfredo Falcone, MarcYchow, Yves Humblet, Olivier Bouché, Laure
ep Tabernera, Takay
AndreaWagner, Dirk Laurent, for the CORRECT Shudy G

in, Heinz-Josef Lenz, Richard M Goldberg, Daniel | Sargent, Frank Ciho:

1052 patients assessad for eligibility

292 exduded
263 did not meet indusion criteria
15 declined to particpate
7 advearse events
! 3 excluded on physician decision
1 died
1 progressive disease
1 protocol violation
1 other

L
760 randomised |

+

|
!

505 allocated to regorafenib
00 received regorafenib

255 allocated to placebo
253 recaived placebo

47 adverse events not associated

5 did not receive regorafenib 2 did not receive placebo
443 discontinued regorafenib 244 discontinued placebo
336 progressive diseass 205 progressive disease
43 adverse events assocated 23 adverse events associated
with disease progression with disease progression

7 adhverse events not associated

™ with disease progression ™ with disease progression
16 withdrew consent 5 withdrew consent
7 died 4 died
2 physician dedision
2 protocol violations
N Y

505 included in primary efficacy
analysis (intention-to-traat
population)

255 included in primary efficacy
analysis {intention-to-traat -
population)

-

Figure 1: Trial profile

—&- Regorafenib 160 mg
-8 Placebo

HR 077, 95% C1 0-64-0-94, p=0-0052

- BSENY on- -

i.."ﬁl!.

Mumber at risk
Regorafenib
Placebo

452
271

352
150

g

Manths after rendomisation

187

75

é T T 1
10 12 14

o3 33 7

32 a 3

www.thelancet.com Vol 381 Januvary 26, 2013



Regorafenib in Asia: CONCUR

Articles I

Regorafenib plus best supportive care versus placeboplus 3 ®
best supportive care in Asian patients with previously o
treated metastatic colorectal cancer (CONCUR):

arandomised, double-blind, placebo-controlled, phase 3 trial

wxian Bai, Yihebal iweiWang, Kun-Huei Yeh,
im Kalmus, TaeWon Kim*, on behalf of the

Jin Li*, Shukui Qin®, Ruihua Xu*, Thomas C C You, Brigette Ma, Hongming Pan, Jiznming
Feng Bi, Y1 eng, AnhTuan Le, Jen-Kou Lin, Tianshu Liv, DongMa, Christian Kappeler,
CONCUR rorst

243 patients assessed for eligibilsy
39 ineligible 100 — Regorafenis
|| 26 did not :ﬂ:tint'L:dl’ eriteria . — Placeho
11 et eechusion criteria r -
Censored patients
2 withdrew consent . P
Ta
| 204 enralled |
| £
g
| 204 randomised | E -
| ]
=
[
o
136 assigned regorafenib 68 aszigned plhcebo
57
136 recetved regorafenib 68 recefesd placebo
HR 0.55 (95% CI 0-40-0.77 ) p=0-00016
130 discorrtinued treatrment 68 discontinued treatment I‘ T T T T T T T T 1
9 had progressive disease’ 58 had progresshve diseaset aQ Fl 4 & 8 0 n 14 16 18
14 had adverse events not 3 had adverse events assocated Tirmee since mndamisation { months]
associated with disease with disease progression Mumnber at risk : i
progremsion 3 had protocol vialations . 135 11 113 a7 24 4
— & hiad adverss events aszaciated ™ 2 withdrew conzent Regorafenit: 136 T e &g 2 51 . o
with disease progression 1had adverse event not Placebe &3 63 45 35 EL 15 = " 1
& diied associied with disease
4withdrew consent progressicn
2 had pratocol visktions 1 discontinued because of
1 had na folloa-up lagistical difficulties
h
136 analysed for eficacy 68 analysed for efficary "
136 analysed for safety 68 analysed for safety -

Figure 1: Trial profile
*95 patients had radiological disease progression and four had dinicl progression. 156 patients had mdiclogicl
progression and two had dinscal progression. Lancet Oncod 207 5; 16: 610-29



Regorafenib to “many”: CONSIGN

Regorafenib (oral) Safety follow-
160 mg once daily up 30 days after
3 weeks on/
Primary endpoint: Safety

Efficacy endpoint: PFS (investigator-
assessed)

Prospective, single-arm

Conducted at 188 sites across 25 countries; planned enrollment approximately 3,000 patients
Treatment with regorafenib until one of the following:

PD by radiological assessment or clinical progression

Death

Unacceptable toxicity

Withdrawal of consent

Determination by the treating physician that discontinuation is in the best interest of the patient



Tossicita CONSIGN

Regorafenib
(n=2864)

Grade =3, drug-related 1629 (57)
Hypertension 435 (15)
Hand—foot skin reaction | 396 (14)
Fatigue 376 (13)
Diarrhea 135 (5)
Hypophosphatemia 149 (5)

n (%)

Regorafenib

Regorafenib (n=2864)

(n=2864)

Treatment-emergent

Treatment-emergent Treatment- n (%) drug-related

n (%) regardless of relation emergent
to study drug drug-related Any grade 2613 (91)

Leading to treatment discontinuation 720(25) 266 (9) Grade >3 1629 (57)
Leading to treatment modificationt 2129 (74) 1732 (6e0) Serious 251 (9)
Leading to dose reduction 1321 (46) NE Grade 5 13 (<1)

Leading to treatment interruption/delay 1934 (68) NE

*During treatment or up to 30 days post treatment. FAdwerse events were graded using the NCI-CTC for Adverse Events wersion 4.0.




Progression-free survival (%)

CONSIGN PFS

CONSIGN — Regorafenib (N=2872)

® Censored patients

Median PFS
2.7 (95% C| 2.6-2.7) months

T T _?

)
# 10 12 14 16
Time after treatment assignment (maonths)

Pregression-free survival (%)

--.|
n
1

g

g

CORRECT
— Regorafenib (N=505)
— Placebo (N=255)
s¢ Censored patients

Median PFS (regorafenib)
1.9 (95% Cl 1.9-2.1) months

4 <] a
Time after randomization (maonths)




CONSIGN PEFS x KRAS

CONSIGN: PFS by KRAS mutation status

— KRAS mutant (N=1465)
— KRAS wildtype (N=1284)
=— Lnknown (M=122)

Median PFS
KRAS wild-type 2.8 (95% CI 2.7-2.9) months
KREAS mutant 2.5 (95% CI 2.4-2.6) months

=
e
I
=
c
&
@
T
=
T
k=
@
2
=
&
=
o

14 1& 21

Time after treatment assignment {months)







VOLUME 29 - NUMBER 30 - OCTOBER 20 2011

Bevacizumab in Combination With Chemotherapy As
First-Line Therapy in Advanced Gastric Cancer: A Randomized,
Double-Blind, Placebo-Controlled Phase IIT Study

Atsushi Ohtsu, Manish A. Shah, Eric Van Cutsem, Sun Young Rha, Akira Sawaki, Sook Ryun Park,
Atsushi Ohtsu, National Cancer Center Ho Yeong Lim, Yasuhide Yamada, Jian Wu, Bernd Langer, Michal Starnawski, and Yoon-Koo Kang

1.0
0.9-
0.8-
0.7 -
0.6 -
R T
0.4~
0.3~
0.2-
0.1-

== Fluoropyrimidine-cisplatin + placebo

Fluoropyrimidine-cisplatin + bevacizumab

HR = 0.87
(95% CI, 0.73 t0 1.03)
12.1 P=.100
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Survival (probability)
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OS by region

——————

Asia
Survival rate (%)
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== XP + placebo

== XP + bevacizumab

Pan-America

Survival rate (%)

HR =0.63
95% C1 0.43-0.94
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J/

Study month

© Analysis of OS by region found that the largest difference in
OS was observed in the Pan-American patient population.



REGARD RAINBOW

Ramucirumab 8 mg/kg Ramucirumab 8 mg/kg day 1, 15

R
2 q2wk A + Paclitaxel 80 mg/m2 day 1,8, 15
. N "'_ Treatment TOOT s N q28 .
. D BSC (n = 238) until dls.ease assessment, c D PD or Survival
R nc:l pr'ofrTSSIT,T or survival, and R ISI intolerable and safety
intolerable ici
E o safety follow E : Placebo day 1, 15 toxicity follow up
E ! Placebo q2wk toxiaty up 3 :
N z N z + Paclitaxel 80 mg/m2 day 1,8,15
E + E 28
q
BSC (n = 117)
Important inclusion criteria:
* Multicenter, randomized, double-blind, placebo-controlled, phase 3 trial - Metastatic or loc. adv. unresectable gastric or GEJ* adenocarcinoma
* PS0-1 Gastric or GEJ adenocarcinoma with disease progression <4 months after first- - Progression after 1st line platinum/fluoropyrimidine based chemotherapy
line therapy or <6 months after adjuvant therapy Stratification factors:

* Stratification factors: geographic region, weight loss (210% vs. <10% over 3 months), - Geographic region

location of primary tumar (gastric vs. GEJ) - Measurable vs non-measurable disease
’

- TTP on 1st line therapy (< 6 mos vs. 2 6 mos)

Fuchs et Al, Lancet Oncology 2014 Wilke et Al, Lancet Oncology 2014



Overall Suryival

Progression-free Survival

0E 4

D&

0.4 4

0.2 1

0.0 4

REGARD

HR {95% CI) = 0.776 (0.603, 0.998)
Log rank P-value {stratified) = 0.0473

0.8

Ramucirumab Placebo
. Patients / Events 2387179 117/94
Median (mos) (95% CI) 5.2 (4.4, 5.7) 3.8 (2.8, 4.7)
6-month 0S 42% 32%
12-manth OS 18% 11%
LR .
— Ramudirumab dre
e o= =
lll 1 2 3 4 5 E ? a ;1 1'0 1I| 1.2 1I3 1'1 1.5 1I5 |I? 1ls 1-9 zlnﬂ zs 2.? 2Ia
_ Months
HR {95% CI) = 0.483 {0.376, 0.620)
Log rank P-value {stratified) <0.0001
Ramucirumab Placebo
1_. Patients / Events 238 /199 117 /108
",' Median (mos) {95% CI) 2.1 (1.5, 2.7) 1.3 (1.3, 1.49)
1 12-week PFS 40% 16%

Menths

Fuchs et Al, Lancet Oncology 2014

50+

40

Overall survival (%)

30
20+

10

RAINBOW

~—— Ramucirumab plus paclitaxel
1 Censored

—— Placebo plus paclitaxel
! Censored

HR 0-807 (95% C1 0-678-0-962)
Stratified log-rank p=0-017

0

Number at risk
Ramucirumab plus
paclitaxel

330

100~

90+

80

70

60

504

40

Progression-free survival (%)

304

204

104

0

228 185 148 116 78 60 41 24 13 6 1 0

HR 0635 (95% 1 0536-0752)
Stratified log-rank p<0-0001

0

Number at risk
Ramucirumab plus
paclitaxel

Placebo plus paclitaxel

330

335

259

214

T T
4 6 8 10 12 14 16 18 20 22 24

Time from randomisation (months)
188 104 70 43 28 15 1 7 3 1
124 50 34 21 12 8 5 3 3 3

Wilke et Al, Lancet Oncology 2014



RAINBOW:
Stratification by geographical area

Region 1: N = 398
Australia (41), Austria (&), Belgium (28&), Bulgaria (12), Estonia
(10), France (34 ), Germany (40), Great Britain (15), Hungary
(29), Israel (30), Italy (28), Lithuania (12), Poland (33).
Portugal (2), Romania (14), Russia (21), Spain (21), USA (24)

Region 3: N = 223
Heong Kong (2), Japan (140), Korea
(45), Singapore (5), Taiwan (30)
1

Region 2: N =44
Argentina (1), Brazil (35), Chile (4), Mexico (4)

Global: 170 study centers in 27 countries (Region 1 (18); Region 2 (4); Region 3 (5))

*Wilke H et al. Lancet 2014



RAINBOW.

Effectiveness by geographical area

Ramucirumab  Placeboplus ~ Hazardratio  Oddsratio
plus paclitaxel  paclitaxel (95% 1) (95%C1)
Median overall survival
Regions1(n=398)and2 (n=44)  |8:5months 5.9 months 0732
(74-98) (5271) (0591-0907)
Region 3 (n=223) 121 months 105 months 0-986
(100-133) (7-8147) (0.727-133])
Median progression-free survival
Region1(n=398)and2(n=44)  4:2months 2:0 months 0639
(39-49) (26-35) (0-518-0788)
Region 3 (n=223) |5.5 months 2:8 months 0528
(42-57) (28-41) (0-473-0-834)

Proportion of patients achieving an objective response

Regions1(n=398)and2 (n=44)  55(25%) 31(14%) 2087
(1-278-3-409)

Region 3 (n=223) 37 (34%) 23(20%) 2235
(1177-4-244)

*Wilke H et al. Lancet 2014



Phase lll Study design

» Design: multicenter, randomized, double-blind, placebo-controlled
clinical trial

Apatinib
850mg po. QD 28days as WS
1 cycle H

N=181
Advanced gastric cancer : ]

previously failed with the Crossover
2"d chemotherapy (N=14)
(N=273)
Placebo

po. QD 28days as 1 cycle
(N=92)

« 1 treatment cycle = 28 days
« Stratification factor: the number of metastatic sites (< 2 vs. >2)
ASCO

PRESENTED AT: AMNLIAL
MEETING

Primary end point — OS (FAS population)

Overall survival of FAS population

+ Censored

Logrank

Sunival Probabilty

A| 17erem1s01zE1IogE BEye S8 48 38 2 26 2427118 1813 11 8 7 8 8 8 4 2 1 0
] c1so 7o oaszds 30ba 15 11 = = 5 5 a4 3 3 3 3z 3 3 1 1 31 1@
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—— Apatinib -- -- Placebo

Group mOS (95% CI), months Pvalue HR(95%CI)

6.5(4.8-7.6) 0.709
(0.537-0.937)

Placebo 21 4.7(3.6-5.4)

ASCO

o
Secondary end point — PFS ( FAS and PPS)

PFS (PPS)

10
L + Censored
| Logrank

PFS ( FAS)

m
‘* + Censored
n Logrank
gty

| Prosakiiity
bl
o
3

Sunive’ Probabity

aanzadn B2 a0z 2 a 222224
LARCE

—— Apatinib — - placebo —— Apatinib — — placebo

Group n mPFS (95% ClI), P HR
months value (95%CI)
176 2.6(2.0-2.9) 0.444

(0.331-
Placebo 91 1.8(1.4-1.9) 0.595)

Group n mPF$ (95% CI), P HR
months value (95%CI)
136 2.8(2.1-3.3) 0.455

(0.332-
Placebo 71 1.9(1.1-1.7) 0.624)




T e o @\ IECRATE OAGITG
INTEGRATE: A randomized, phase Il, double-blind,
placebo-controlled study of regorafenib in refractory

advanced oesophagogastric cancer (AOGC): A study by

the Australasian Gastrointestinal Trials Group (AGITG)
Final overall and subgroup results

ANZCTR 12612000239864 ‘s
e s i i 9, - s

Primary endpoint:
PFS

Secondary
endpoints:
OS,ORR,CBR, Safet

Study
Schema

Nov 2012 -
Feb 2014

SUIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE.

[ Eligible patients }

160mg (4 x 40mg tablets) orally,
days 1-21 Q28 day cycle plus
\Best Supportive Care.

(" Randofnisation -
Stratification By:
1. Lines of prior chemotherapy for advanced disease (1vs. 2)
\_ 2. Geographic region )
. / \ .

Regorafenib Placebo
4 x tablets orally, once daily
Day 1-21Q 28 day cycle plus

Best Supportive Care

2:1

J
~ ~
RECIST defined disease progression
1 |
Further treatment at Regorafenib (Open-Label )
Investigator's discretion plus Best Supportive Care
L Until 2" Progression

PRESENTED AT

Pavilakis N ASCO 2015

ASCg A

nnual 15
Meeting



Primary endpoint: Progression-Free Survival (PFS)

1.01

2 o o
S o oo
1 1 I

Proportion Event Free

o
N
1

PBO
REG

Median PFS: 2.6 mths (REG)v 0.9 mths (PBO)

HR:0.40 (95% CI: 0.28 to 0.59)

Log-rankp <0.0001

Number at risk
PBO 50
REG 97

PFS by subgroup

Age

Neutrophil:Lymphocyte Ratio

Primary Site

Lines of Therapy

Peritoneum Metastases

Metastatic Disease Sites

Plasma VEGF-A

All Patients

16 9 1 1 1 0
63 48 17 13 9 8
P-Value for
HR(95% CI P-value Heterogeneit
Region anada i .39t0 0! ! I
Korea 0.12(0.06t0027) <0.0000 — D:0009
<60yrs 040(0.22t0073) 00015 _— =
>=60yrs 0.40(025t00.65) <0.0001 e -
i
<3 041(0.23t00.70) 0.0007 _+_'
>=3 037(0.22to0.64) 0.0001 —_— L
0GJ 050(0.27t0092) 0.02 : -
Stomach/other 0.34(0.21to0.56) <0.0001 i 5
|
1 049(028to0.86) 0.01 I B 0.50
2 0.32(0.19t00.55) <0.0001 —— §
|
No 0.38(0.24to0.60) <0.0001 —_— i
Yes 045(0.23t00.90) 0.0172 —— .
0-1 054(0.27t01.09) 00762
2 034(0.18t00.62) 0.0002 —_— 0.31
3+ 0.37(0.18t00.76) 0.0037 ———
Low 0.39(024to0.65) 0.0001 | o2
High 042(0.23t00.78) 0.003 T — .
0.40 (0.28t0 0.59) <0.0001 _i_ nfa
i
005 010 020 040 080

SUDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REGUIRED FOR REUSE

sesoreonr ASCE@

Secondary endpoint: Overall Survival (OS)

1.0

Proportion Alive

o4
[N}
h

0.0

PBO

Median OS: 5.8 mths (REG) v 4.5 mths (PBO)
HR:0.74 (95% CI:0.51 to 1.08)

Log-rank p=0.11

Number at risk
PBO 50
REG 97

T

4 5 6 T 8

Months

44 37 31
93 83 67

27 19 14 12 10
58 48 39 34 32

Pavilakis N ASCO 2015



Toxicity: All AE’s

by worst grade - hot drug specific

AEs with >15%
incidence in
Regorafenib Arm

CTCAE Term

INTEGRATE

Placebo (n=52) Regorafenib (n=100)
Grade 1-2 Grade 3-5 Grade 1-2 Grade 3-5

Fatigue

Anorexia

Palmar-plantar erythrodysesthesia (2%)

syndrome

Blood hilirubin increased

Yomiting

19 7% | 4 (%) 44 (44%)

17 @% | 3 6% 31 B1%)

17 (17%)

4 % 0 14 14% 2
10 (19%) 3 (6% 12 (12%) 1 (1%)

Pavilakis N ASCO 2015



Future developments?



Ramucirumab + Oxaliplatin 1° line?

14T-MC-JVBT (NCT01246960)

RAM Disease assessment
e . ™ 8 mg/kg on Day 1 every 8 weeks until
Previously + MFOLFOX6 on Day 1 PD or toxicity.?
untreated
. Esophagus —G—' Discontinuation of = 1
- GEJ Double agents, while
.’ Stomach y bhﬁed placebo continuing others,

8 mg/kg on Day 1 was specifically
+ mFOLFOX6 on Day 1 perm itted.

Stratification factors
Metastatic vs locally
advanced unresectable
Esophagus/GEJ vs gastric

# Treatment continued until progressive disease (PDY), unacceptable toxicity, patient or investigator decision.
mFOLFOX6 = 5-FU 400 mg/m2 bolus, leucovorin 400 mg/m2, oxaliplatin 85 mg/m?, then 5-FU continuous
infusion 2,400 mg/mZ (for 46-48 hr)



Maybe not

PROGRESSION-FREE SURVIVAL IN ITT POPULATION

n Median (95% CI)
RAM + FOLFOX 84 6.44 mo (5.78, 9.30)
Placebo + FOLFOX 84 6.74 mo (5.55,7.82)

RAM + FOLFOX vs Placebo + FOLFOX
Stratified HR = 0.98 (95% CI 0.69, 1.37)

[==]
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v
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_—RAM + FOLFOX
—Placebo + FOLFOX
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8 10 12 14 16 18 20 22 24 26 28
No. at risk Time (months)

RAM + FOLFOX 84 16
Placebo + FOLFOX 84 19

Overall Survival: HR 1.08 (s5% c10.73, 1.58), stratified; median 11.7 vs 11.5 mo

Yoon et al WGIC 2014



... and yet still...

Example: "Heart attack”™ AND "Los Angeles”

ClinicalTrials'gov Search for studies:

A service of the U.S. National Institutes of Health Advanced Search | Help | Studies by Topic | Glossary

Now Available: Final Rule for FDAAA 801 and NIH Policy on Clinical Trial Reporting

Find Studies About Clinical Studies Submit Studies Resources About This Site

Home > Find Studies > Study Record Detail Text Size ¥

A Study of Ramucirumab (LY3009806) in Combination With Capecitabine and Cisplatin in Participants With Stomach Cancer (RAINFALL)

This study is ongoing, but not recruiting participants. ClinicalTrials.gov Identifier:
NCT02314117

Sponsor:

Eli Lilly and Company First received: December 8, 2014

Last updated: September 15, 2016
Last verified: September 2016
History of Changes

HERZ-negmtra,
e Lk L%l gad
IHE_] il e

Information provided by (Responsible Party):
Eli Lilly and Company

Full Text View Tabular View No Study Results Posted Disclaimer [ How to Read a Study Record

§ ma'kn remusirumak Placedba I an deees 1
I comi g 1 and ' + ared 8 = &0 mgpfer

2 mgim® £aplalin [V caiglialin IV o diy 1°
£ Jy 10840 gt + D00 gt

z 2 capecitabine PO hwice
24 iy on gdaye 1- ren dir 1-1&"

Primary Esd paing:
Progressien-ines servival




... perhaps it is a matter of ORIGIN

RAM PLC
arm  arm

Category Subgroup n HR (95% 1)
Esoph/GEJ 64 0.80 (050,128
Gastric 20 0.65 .26, 164

Primary tumor  Esoph 1.10 (061,19
location® Gastric/GEJ 0.53 (029, 0.97)

0 U./4 (0.40,136)

Tumor locationa

ECOG PS ) 0.72 40,177

< g5 0.86 (051,145
=65 0.75 (038, 149)
Yes 0.63 (019,203
No 0.81 (051, 1.26)

Weight lossin < 10% 0.80 (047, 1.35)
last 3 mo = 10% 0.68 (033,137
0.5 2 5

Age.y

Prior surgery

a Stratification factor.
b |nteraction P =.054 Favors RAM Favors Placebo
ITT population: HR 0.76 (0.50, 1.15); P=.194 +FOLFOX + FOLFOX

Abbreviation: PS, performance status.

Yoon et al WGIC 2014



50%
GEJ

ORIGIN that Is surrogate for biology

ARTICLE oPEN

doi:10.1038/nature13480

Comprehensive molecular characterization
of gastric adenocarcinoma

The Cancer Genome Atlas Research Network®

CIN
e Intestinal histology
e TP53 mutation
e RTK-RAS activation

EBV
* PIK3CA mutation

e PD-L 1/2 overexpression 8 %
e EBV-CIMP

e CDKNZ2A silencing

e Immune cell signalling

MSI

e Hypermutation

« Gastric-CIMP 299

* MLH1 silencing
e Mitotic pathways

GS
¢ Diffuse histology
e CDH1, RHOA mutations
e CLDN18-ARHGAP fusion
e Cell adhesion

20%



Switch-maintenance In gastric cancer?
ARMANI trial

Assessment of Ramucirumab Plus Paclitaxel as Switch MANtelnance Versus Continuation of First-line Chemotherapy in Patients With
Advanced HER-2 Negative Gastric or Gastroesophageal Junction Cancers: the ARMANI Phase Ill Trial (ARMANI)

This study is not yet open for participant recruitment. (see Contacts and Locations) ClinicalTrials.gov ldentifier:

Verfied October 2016 by Fondazione IRCCS Istfituto Nazionale der Tumor, Milano

Sponsor:
Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

Information provided by (Responsible Party):
Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

FIRST-LINE STANDARD

" Metastatic
gastric/GE) FOLFOX or CAPOX

HER-2 neg X 3 months

. A

N=280

NCT02934464

First received: October 6, 2016
Last updated: October 13, 2016
Last verified: October 2016
History of Changes

MAINTENANCE

r ™

Paclitaxel
Ramucirumab

\ J | PD

[ FoLFOX or cAPOX ) | TOX
X 3 months
Then single agent

If no PD - fluoropyrimidine y
RANDOM




Switch-maintenance In gastric cancer?
MANTRA trial

W, Protocol Information

Al
A2
A3

A3.1

A3.2

A4l
AT
AB

Member State Concerned
EudraCT number

Full title of the trial

Title of the trial for lay people, in easily
understood, i.e. non-technical, language

Name or abbreviated title of the trial where
available

Sponsor's protocol code number
Trial is part of a Paediatric Investigation Plan

EMA Decision number of Paediatric Investigation
Plan

Italy - Italian Medicines Agency
2014-004395-28

Phase Il randomized study of maintenance regorafenib vs placebo in no progression patients after first-line
platinum and fluoropyrimidines based chemotherapy in HER2 negative locally advanced/metastatic gastric
or gastroesophagel junction cancer.

Studio randomizzato, di fase Il, per la valutazione dell’efficacia di Regorafenib vs Placebo in pazienti con
adenocarcinoma gastrico o adenocarcinoma della giunzione gastro-esofagea, HER2-negativo localmente

avanzato/metastatico non in progressione di malattia dopo chemioterapia di prima linea contenente fluore
pirimidine o fluorofolati in associazione a composti del platino.

Regorafenib vs placebo as maintenance therapy in no progression patients after first-line platinum and
fluoropyrimidines based chemotherapy in HER2 negative locally advanced/metastatic gastric or
gastroesophagel junction cancer.

Regorafenib vs placebo come terapia di mantenimento dopo una prima linea contenente fluoro pirimidine
o fluorofolati in associazione a composti del platino in pazienti con adenocarcinoma gastrico o della
giunzione gastro-esofagea HER2 negativo localmente avanzato o metastatico in risposta o stabilita di
malattia.

MANTRA Study
Protocollo MANTRA

MANTRA
No




Switch-maintenance in colorectal
ancer? RAVELLO trial

Phase lll study of regorafenib versus placebo as maintenance therapy in RAS wild type metastatic

colorectal cancer (RAVELLO trial)

E. Martinelli!, T. Trolani?, F. Venturini®, A. Cervantes?,

ABSTRACT

Background

Treatment of metastatic colorectal cancer (mCRC) has improved due to the
introduction of more active chemotherapies (CT) and novel targeted agents
that have significantly increased response rate (RR), progression free
survival (PFS) and owverall survival (OS). Recently, CORRECT and CONCUR
trials have demonstrated both activity and efficacy of regorafenib, a small
multi-kinase Inhibitor, as monotherapy in pretreated mCRC, The wide range
of action of regorafenid makes it an ideal candidate for monotherapy in
earlier disease treatment fines in which different pathways could be
involved in the acquisition of resistance, To improve long term efficacy of
first line therapy several therapeutic approaches of maintenance treatment
have been explored in mCRC.

Methods

RAVELLO is an academic randomized, double-blind, placebo-controlled,
multi-center, phase Il study designed to evaluate efficacy and safety of
regorafenib as maintenance treatment after first line therapy. Eligible
patients: pathologically confirmed mCRC RAS wild type (KRAS and NRAS
genes) treated with a first line flucropyrimidine-based CT in combination
with an anti-EGFR (epidermal growth factor receptor) monoclonal antibody
for a mini ofdtoam of 8 months, with a stratification by
response to the first line treatment (compl P [partial or
stable disease). 480 patients will be enrolled and randomly assigned in a 1:1
ratio to receive 160 mg regorafenib or placebo per os, every day for 3 weeks
of every 4 weeks cycle, until disease progression or unacceptable toxicity.
Primary endpoint is PFS. With a two-tailed alpha error of 0.05, the study
will have 90% power to detect a 3-month prolongation of median PFS from
randomization {corresponding to a hazard ratio of progression of 0.67 with
6-month median PFS expected in the control arm). Secondary endopoint
are 05, safety, and biomarker correlative studies. Currently, one patient
has been enrolled and is on treatment.

EudraCT number: 2013-005428-41.

Douilllard®, A. Falcone?, G. Folprecht®, C. Kohne®, ). Taleb’, ). Tabernero®

BACKGROUND

ero™2S /J\';“'\‘;;.--‘ X

avcxare v
UM BN ASUAMINT

STUDY AIMS
Primary objective Other objectives
- Progression Free Survival (PFS) - Biomarker correlative studies
Secondary objectives
Efficacy, as assessed by:
- Overall survival (OS)
- Safety Profile
STUDY DESIGN
Regoratert 103 my posad
3wk 0n, § week o (4 week
RAS wid fype =CRC cycle)
pariares ot St Noe 4.5, Rasdemizaton
rased ::-”wy oy L0 -»
variane} pus 3n 0T-LGIR .
monccional ancbody Lomunt [ Placets 140 mg peosd
3 waaks 00 1 wank off (4 weeh |

* First-line treatment course is given for a minimum of 4 months (8 ¢ycles) to & maximum of
8 menths (16 cycles) who are progression-free {i.e. have achieved PR, CR or SD) could be

enrolled

Regorafenib is an ideal partner for a

“switch maintenance™  strategy,
thanks to its broad spectrum of
multi-kinase  inhibitory  activity
against several pathways
potentially responsible for
secondary  resistance, both In
endothelial and in cancer cells

= Stratification by response to 1st line chemotherapy (PR/CR vs $D)

*Treatment continues until disease  progression,
discontinuation criterion is met

unacceptable toxicity, or other

C. Cardone!, V. Sforza', G. Martini?, S. Napolitano®,

MAIN INCLUSION CRITERIA

* Genetic diagnosis of RAS (hot spot mutations KRAS codon 2-3-4 and NRAS at least

codon 2-3) wild type tumor

* Previous first line t defined as fluoropirimidine based
chemotherapy (any variant) in combination with either cetuximab o¢ panitumumab
for a minimum of 4 months and a maximum of 8 months

* Patients that have achieved either partial response (PR), complete response (CR) or
stable disease (SD) at the completion of the first line treatment after a minimum of 4
months (8 cycles) and a maximum of 8 months {16 cycles)

*Patients with PR/SD must have measurable disease according to Response
Evaluation Criteria In Solid Tumors {RECIST criteria, version 1,1)

* Adequate bone marrow, liver and renal function conducted within 7 days of starting
study treatment

* Eastern Cooperative Oncology Group (ECOG) Performance Statusof s 1

MAIN EXCLUSION CRITERIA

* Prior treatment with regorafenib

cinterruption of the first line treatment for progressive disease o in which
progressive disease was diagnosed prior to entry into this study

« Congestive heart failure > New York Heart Association (NYHA) class 2

* Unstable angina (angina symptoms at rest), new-onset angina (begun within the last
3 months). Myocardial infarction less than 6 months before start of study medication
*» Cardiac arrhythmias requiring anti-arrhythmic therapy (beta blockers or digaxin are
permitted)

* Uncontrolled hypertension. {systolic blood pressure > 140 mmHg or diastolic
pressure > 50 mmHg despite optimal medical management)

* Unresolved toxicity higher than NC-CTCAE (version 3.0) grade 1 attributed to any
prior therapy/procedure excluding alopecia, Splatin induced net ity and
antl-EGFR Ab induced skin toxkity s Grade 1

STUDY PROGRESS

* Number of Italian centers involved in the trial: 14

* Number of European centers involved in the trial: 21 (Germany, France, Spain)

* First patient (CC) enrolled on September 2014 at the Second University of Naples,
currently at cydes 4

Study contacts:

fortynato cairdielio@unina2 it, edka martinelli@unina2.is, teresa troiani@uning2 i
cardeae.cla@gmail.com

A. Capuano?, F. Auricchio?, F. Clardiello®

! Department of Internal and Experimental Medicine *F, Magrass
France; * U f Medical Oncology 2, Azienda Osped.

Wedical Oncology, Second University of Naples, Naf

g Italy; ? Department of Hematology and Medical Oncology, University of Valencla, Valenda, Spain; * Department of Medical Oncology, Centre René Gauducheau, Nantes,
ra-Univ ia Pisana, Pisa, aly; * University Hospital Carl Gustav Carus, Dresden, Germany; * Department of Oncology and Hematology, Kinikum Oldent 2, Carl von Ossietzky University, Oldenburg, Germany; * Department of

nd Gl Oncology, Paris Descartes University, Paris, France; * Department of Medical Oncology, Vall d'Hebron University Hospital, Barcelona, Spain; * Campania Reglonal Centre for Pharmacovigilance and Pharmacoepidemiology, Second University of Naples, Napoll,
Isaly

Martinelli et al. ASCO 2015



Conclusions

- Colorectal cancer: 4 different drugs (Bevacizumab 1°-2° line,
Aflibercept 2° line FOLFOX 1° only, Ramucirumab 2° line
FOLFOX 1° only, Regorafenib 2 or + line) with no molecularly
driven selection

- Gastric cancer: 1 drug currently available (Ramucirumab 2°
line alone or + Paclitaxel) + many to come! (Apatinib 2-3°
line, Regorafenib 3° line) with a hint towards a histology/site
of involvement selection



Thank you for your attention!

riccardo.giampieri8l@gmail.com



