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» 20054 hfx : FOLFOX, FOLFIRI, IFL, FL, UFT/LV

> 20094E R :
»FOLFOX==Bmab, FOLFIRIZ=Bmab, FL==Bmab, UFT/LV
> 2B E TIRI+ )

> 20104EkR:
(DFOLFOX/CapeOX=Bmab, FOLFIRIZ=Bmab;

(@KRAS-WT:FOLFOX =+ /Pmab,
FOLFIRI == /Pmab;

QFL*=Bmab, UFT/LV

RGBT AARS4220105F R

VIR BE- EITERERKEGNAD
BET7ILOYX L

<1 line> < 2" Jine > <3 [ine>
[ FOLFIRI% Bev
or
; <KRAS WT only>
FOLFOX = Bev CPT-11 4 CPT-11+ Cmab
or or
<KRAS WT only> \
CapeOX*Bev FOLFIRIZ Cmab/Pmab Cmab/Pmab
or
CPT-11%Cmab )
FOLFOX+ Bev )
FOLFIRI= Bev - or
CapeOX = Bev > <KRAS WT only>
J CPT-11+ Cmab
{ v N\ or
<KRAS WT only> "°‘-F'§:— Bev . Cmab/Pmab
E .
FOLFOX=Cmab/Pmab L CPT-11
<KRAS WT only> ( FOLFOX=+Bev
or
FOLFLRIZ=Cmab/Pmab CapeOX=Bev
L -
If possible, choice 1 or 2 ] <KRAS WT only>
G L o 7 { : CPT-11+ Cmab
or
UFT+LV { CPT-11 ] . Cmab/Pmab 16
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o JVEGFHUIK
L RN XRT(FINAFL®)
- —MNMEHEREEH

« HEGFRILIK

EYFIIT(FT—ERYIR®)

INZYLRT (ROTAEVIR®)
— K-RASIERZFEHAERICHED
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Bevacizumab® {E A+

Normal vasculature Abnormal “Normalised”
vasculature tumour vasculature

NNV ZANT

Adapted from Jain 20Q1.
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epidermal growth factor receptor (EGFR) pathway

[ZHI[F+5 Cetuximab & K-rasig{sF
A IEEAE B K-RASEF&E (¢ K-RASZEERH

EGFR .
EGFR{Cemmmah Ligand] EGFR{Cemxmah
0

Ligand

1 ||
ALHUPLLILLLL

k
L
FAL)
Transcription & = = Transcription
factors

factors

Khambata-Ford, S. et al. J Clin Oncol; 25:3230-3237 2007

CRYSTAL : Randomized Phase lll 15t line study

ERBITUX + FOLFIRI

EGFR-expressing
mCRC

FOLFIRI

XMREE:
e ITT population (n=1198)
* KRAS wt population (n=666)

Primary endpoint:
* Progression free survival

Van Cutsem E, et al. New Engl J Med 2009;360:1408-1417;
Van Cutsem E, et al. J Clin Oncol 2010;28(Suppl. 15):Abstract No. 3570
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CRYSTAL:
Erbitux significantly improves OS in ITT population

+ FOLFIRI (n=599)
— FOLFIRI (n=599)

24 30
Time (months)

Van Cutsem E, et al. J Clin Oncol 2011;29:2011-2019

CRYSTAL :KRASwt Overall survival

FOLFIRI ERBITUX +
(n=350) FOLFIRI (n=316)

Median OS 20.0 mo 23.5 mo

HR (95% CI) 0.796 (0.670-0.946)
p-value 0.0093

Median follow-up was 46 mo

OS estimate

ERBITUX + FOLFIRI
— FOLFIRI

24 30
Time (months)

Van Cutsem E, et al. J Clin Oncol 2011;29:2011-2019
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K-RASEFAH!

Progression-Free Survival: KRAS WT

100 - === Cetuximab/Irinotecan, n=97 (events, 87)

M === |rinotecan, n=95 (events, 88)
[
&= 75 HR=0.77 (95% Cl, 0.57-1.04)
3
2
2 50 3.98 mo
5 A
2 25
:é 2.7¢mp
0 T T 1
0 6 12 18
Months
Overall Survival: KRAS WT
100 ~ === Cetuximab/Irinotecan, n=97 (events, 66)
=== |rinotecan, n=95 (events, 53)
751 HR=1.28 (95% CI, 0.89-1.85)
[}
=
< 50 11.56 mo
® 10.94 mo
25
0 T T T T T 1
0 6 12 18 24 30 36
Months

K-RASZEER!

Progression-Free Survival: KRAS Mut

100 - === Cetuximab/Irinotecan, n=49 (events, 47)

o === |rinotecan, n=59 (events, 54)
o
& 75 HR=1.00 (95% Cl, 0.67-1.49)
&
2
& 50
gn 2.69 mo
2 25
& 254
2.60:mo
X
O T T 1
0 12 18
Months
Overall Survival: KRAS Mut
100 ~ === Cetuximab/Irinotecan, n=49 (events, 38)
=== [rinotecan, n=59 (events, 40)
75 HR=1.28 (95% Cl, 0.81-2.01)
o
=
< 50 10.68 mo
> 841 moi %
25
0 T T T T T 1

0 6 12 18 24 30 36
Months Langer, et al. ESMO

BSC

Proportion Alive

BSC

Proportion
Progression Free

Cetuximab 117 74

NCIC CTG CO.1r

K-RASEFA#!

NCIC CTG C0.17: PFS in the K-ras Wild-Type Patients

! Study arm Med PFS (monthsy5% CI

Cetuximab+BSC 3.8 3151

0.8
BSC alone 19 1.8-2.0
0.6 HR=0.40 (95% Cl, 0.30-0.54)
Log rank P-value:<0.0001
0.4
0.2 o == Cetuximal

0 T T T T T T 1
0 2 4 6 8 10 12
Time from Randomisation (Months)

50 26 8 5
113 43 14 2 1 1

NCIC CTG C0.17: Overall survival in K-ras Wild-Type Patients

Studyarm  MS (months) 95% Cl
Cetuximab+BSC 9.5 7.7-10.%
BSC alone 48 4255
HR=0.55 (95% Cl, 0.41-0.74)
Log rank P-value:<0.0001

0.2 o == Cetuximab

== BSC
0 T T T T T T T T 1

0 2 4 6 8 10 12 14 16 18
Time from Randomisation (Months)

Cetuximab117 108 95 81 52 34 20 9 6 2

113 92 69 36 24 17 12 5 3 3

ER (3RBEE)
K-RASZEH!

NCIC CTG C0.17: PFS in the Mutant K-ras Subgroup

! Study arm Med PFS (monthsy5% CI
$0.8 Cetuximab+BSC 18 17-18
€ BSC alone 18 1.7-1.8
S cop
£ §0. HR=0.99 (95% Cl, 0.73-1.35)
o Log rank P-value:0.96
& do4
S .
&0.2 = Cetuximab
= BSC
0 T T T T T T 1
0 2 4 6 8 10 12
Time from Randomisation (Months)
Cetuximab 81 21 8 3
BSC 83 27 9 4

NCIC CTG CO0.17: Overall survival in K-ras Mutant Patients

HR=0.98 (95% Cl, 0.70-1.37)
Log rank P-value:0.89

== Cetuximab
- BSC
0 T T T T T T T T T 1
0o 2 4 6 8 10 12 14 16 18
Time from Randomisation (Months)

Cetuximab81 69 46 27 16 11 7 4
BSC 8 69 42 28 20 13 11

Proportion Alive

26

7
Karapetis, et al. ESMO 2008

Studyarm  MS (months) 95% Cl
Cetuximab+BSC 45 3.8-5.6
BSC alone 46 36-5.5
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69F: CetuximabBi 500mg/300mg, K-RASEF4 !

Cetuximab&#& 8] 2008-10-06

8 1-Af% 2008-12-10

REDNA—RBEIZEITS
D FENEDENNR

. Base Hazard

Trial regimen mOS(month) | .0 After therapy P-value

AVF2107g IFL 20.3 vs 15.6 0.66 | Bevacizumab 0% | <0.001
B-mab

FOLFOX )

NO16966 XELOX 21.3vs 19.9 0.89 | Bevacizumab 5% 0.0769

CRYSTAL o

(KRAS wt) FOLFIRI 23.5 vs 20.0 0.796 | EGFR 30.9% 0.0093
C-mab OPUS FOLFOX 22.8vs 18.5 0.855 | EGFR 18% 0.3854

(KRAS wit) ’ ’ ) :

COIN FOLFOX 0

(KRAS wt) XELOX 17.0vs 17.9 1.038 | EGFR 7% 0.68

PRIME
P-mab (KRAS wt) FOLFOX | 23.9vs19.7 0.88 | EGFR 25% 0.17

28
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Hair loss EE : H%% N %{Hﬁ-‘%
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B:REEAE
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Periungual/nail
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e BEE, R
EpRELEORD
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NATURE REVIEWS volume 6 october 2006
32
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HE A, BB,
FEEMDREITMTT
Acnebk REHIIR,
HIRE B CREIL
EEEER
EERIZTRATOMREE.
EAI FILA,
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CPT-11+Cetuximab
Day 15
K-RAS Wild, EGFR+

%24 5 (S.aureus)
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o OS(HETEER) &Clinical value (BB DIH{EER)

35

FOLFIRI +/-
Aflibercept
(VELOUR)

BSC +/-
Regorafenib
(CORRECT)

Bevacizumab
beyond PD
(ML18147)

BSC +/-
TAS-102

KIBGHAZIEEIZEITS
DFENEDEGIER (+1.44 )

0.758 <0.0001 JCO2012;
(0.661-

2nd

3rd’

2nd

3rd'

612
614

255(500)
505(253)

411
409

57
112

12.06
13.50
+1.4

5.0
6.4
+1.4

9.8
11.2
+1.4

6.6
9.0

0.817
(0.713-
0.937)

0.77
(0.64-
0.94)

0.81
(0.69-
0.94)

0.56
(0.44-
0.71)

0.0032

0.0052

0.0062

0.0011

4.67
6.90

1.7
1.9

4.1
5.7

1.0
2.0

0.869)

0.49
(0.42-
0.58)

0.68
(0.59-
0.78)

0.41
(0.28-
0.59)

30(28): 3499-
3506

<0.0001 Lancet2012;
Nov 22

<0.0001 Lancet Oncol
2013; 14:29-
37

<0.0001 Lancet Oncol
2012; 13:993-
1001

36
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Clinical Value (F2 & D {M{EER)
SEFHROEERE

« BIER (B {KB. f5eREY)
« AB. 5¢ Kb
« SEIANAVEE

FEIRSIRAMNAEERHEF
(19804, 20074)
(1) 24 A All cancers
AO10%F# Rate per 100,000
Tl 19804 L 49255 % 0D 2007 F D
preioll o icloaind ENAVBBEDEILEHBE.
. | 2007 (it fomeles) EHMTII60FLL ETHORESRE
N, &4 TI%80k% LL L Tl
Sias MLTWSDERWNTRESESRE
2,000~ @j(%ﬁg{{t[if;b\o 801-:_]&1;)\
) LONABEERERDOEMIIZH
BEEORLL—DOERFEE
1,000 %i%’ha%)o
0~ 5~ 10~15~20~25~ 30~ 3540~ 45~50~55~ 60~ 65 #D*(E'—Eiﬁfé’jgfe 38
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FhnfE R NATETRIER

(19654F . 19854 . 20114F)

(1) £ A All cancers

ARQ10%*¢ Rate per 100,000

1965 (5% males)

1985 (#1% males)
— 2011 (B4 males)
1965 (1% females)
1985 (Zt% females)
2011 (zt%: females)

{

/

o I 1 1 1 1 I T T T T T T I T T T T
0~ 5~ 10~15~20~265~30~35~ 40~ 45~ 505560~ 65~ 1075~ 80~B5~

& age

19654E, 19854, 20114 M

RERDELZHDE EH

ATIZB ZEH50% ~ 60i%
1’C0)§E1‘_‘$liﬂ’1‘b'ﬂ\é
S S kA (Brsom bl L.
itliss‘r*ﬁui)fliiééhub’c
AV
BOFMULDHAATRTEEDES
MmIZEHmBEORLE—D
DERFEEEZLND.

39
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& £ tin

y]

En DA BB D

- 65%&\ 70ﬁk‘ﬁs 75%\ SOEE\ LNERN

PSR
=Rt REIE T
QoL
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BEFIRR

40
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TERTEEHE =

MAFEE D E s

& = BEELEUCEELE

SknE = BBLAREEERE
BSC (RHE R E)

Beyond Evidence

EBM

Elderly Gap

Clinical Practice

21
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EBM: evidence-based medicine

s B EOCKER

 TERERR DB 1258 TILA <R 2 /72 4R #
(ZETVR)ZERLTITOERE] ---2

« “EBM is the integration

ABEAHSEFH
FiETHLN
HoBWL—1H

—of best research evidente

RELE RO
OMHTL
, ” (- HDEBND
—and patient values ERHH )

*  (“Evidence-based Medicine: How to practice and teach EBM”, Sackett et al. BMJ 1996 )

4

—with clinical expertise

43

S BD&ERE

« RKEEDARBZTHLSOMN?

s KEEMABEHARSAY BEBRELIL
DFEMEDA I\

&R L EEDATEEH

OS (4 77 BFM]) &EClinical value (BB DH{EER)
=BT OERE

44
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HD“ASCO 2011" TH

e Moving the Bar in Upper Gastrointestinal
Malignancies: A Review of Recent Upper
Gastrointestinal Phase Il Studies-Clinically
Meaningful or Just Statistically Positive?
(Educational Session in ASCO 2011)

- BRRMICERDH D LE MEAFHIHEETHAH L
Ef.dtéo

« “Clinically relevant” decision making
- BRRMICERDOHDABERNDE

45

“Clinical Benefit”=_E 13

Clinical
I N
Exp  HR P Exp  HR P

Cont Cont X|

Pancreatic,

Gem# Erlotinib 36 3.8 0.77 0.004 59 6.2 0.82 0.038 Very Low

Hepatoma,

BSC#+ Sorafenib 28 55 0.58 <0.001 7.9 10.7 0.69 <0.001 Modest

Gastric,

FP/CP+ Trastuzumab 55 6.7 0.71 0.0002 111 138 0.74 0.0046 Modest

Biliary, 50 80 063 <0001 81 117 064 <0001  Modest
Gemt Cisplatin
M3 55 114 0.42 <0.001 earl 0.41 0.02 Higher
BSC Sunitinib : : : : i : : e
NET,
BSC+ Everolimus
Moore, JCO 2007; Llovet, NEJM 2008; Bang, Lancet 2010; Valle NEJM 2010; Raymond, NEJM 2011;46
Yao, NEJM 2011 Meropol, ASCO 2011

46 11.0 035 <0.001 early 1.05 0.59 Higher

NPOEN DATRERBE FR2554A21H
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11 ” E
Value”=& R/ L 17
Clinical

Pancreatic,

Gemtx Erlotinib a7 Lo Erlotinib 553;954 Very Low
Hepatom,a, .
BSCx Sorafenib e Sorafenib 5115,866 Low
Bl Modest Trastuzumab 551'2?5 Modest
) O U (Exclude Loading dose)
Biliary, i i )
Gemt Cisplatin s Cisplatin $364 Higher
NET . ,
BSC Sunitinib Higher Sunitinib $108,569 Higher
e Higher Everolimus $201,516 Modest
BSCx Everolimus J ’
47
Meropol, ASCO 2011

FR2iEE oy B RERE )5
EREEREZEDIKR 1 ERESEEOFERER

THAEEOEREREE . o
363k67{E M. 36Jk67{=H
BTEERE D34Jk8084{E M- ER i
1Jk1983{EM. 3.4% DS &
HoTLV3,

B
AO—ASYDERERE o k
1%28752400M ., -4 z
HIEEM2752600MIER - 7
3.6%1EML TS, E
53
EREREEDENBERE '
(GDP)IZxt9 B L2 (X7.60%
(HTEE7.07%) . ERFTE(NI)
239 B #RI1%10.61% (BTE
[£9.89%) 40TV, 2 36 40 45 60 8 60 2
B0 - - rx LIRS,

48

NPOEN DATRERBE FR2554A21H
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l/ :) )‘) /'é 0) %ﬁu ﬁ 165Cm/55Kg/1.6m?

5-FU L-LV OX/IRI Bevacizumab | Cetuximab | 1[E#&5 18 41=Y
Bolus+ci HnbtAH HbtAH
/+MTD /+MTD
MFOLFOX6 7,560 | 33,308 | 108,744 | 149,877 149,612 | 299,224
+BV(5mg/Kg) 299,489 | 598,978
FOLFIRI 7,560 | 33,308 | 44,546 | 149,877 85,414 | 170,828
+BV(5mg/Kg) 235,291 | 470,582
SLVSFU2 7,560 | 33,308 149,877 40,868 | 81,736
+BV(5mg/Kg) 190,745 | 381,490
Cetuximab: 251,258 | 251,258 | 681,986
450+250mg/m?2 ~ ~
143,576 | 143,576
FOLFIRI+Cetuximab | 7560 | 33,308 | 44,546 681,986 852,817
IRI+Cetuximab 44,546 771,078
& -d— =i\
%:I: Iﬁ —+ E"J nzl: 1@
(I\) BVE mF6E¥ ACost
N=28 N=42
O—AEh R {E(EEH) 24 (2-42) 13 (4-35)
IMNAFIZERIE | 4,789,453 M | 1,434,432 | 3,355,021M
A& 158,690 | 314,710M* | -156,020M
%;E%}Eﬁ 943,200MH 491,250H 451,950H
*ﬁﬁﬁﬁﬁ 621,000 415,550 205,450
B 0 & oM 8,618M -8,618M
il Fl 7 & 74,6409 38,875M 35,765
‘S’E‘I‘(F‘:]) 6,586,983H | 2,703,435 | 3,883,548
*DPCIZ&BETE
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Incremental Cost Effectiveness Ratio
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CRYSTAL:®E®R: OS in KRAS wt population
FOLFIRI vs. FOLFIRI+Cetuximab
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€he New Hork Times
The Opinion Pages
OP-ED CONTRIBUTOR Value:Benefitlcost

In Cancer Care, Cost Matters

Oct 14, 2012

ALTZ E. W

anda

B e hads Fietokber 4
Fublished: October 14

AT Memorial Sloan-Kettering Cancer Center, we recently made a
decision that should have been a no-brainer: we are not going to give

a phenomenally expensive new cancer drug to our patients.

The reasons are simple: The drug,

Related in Opinion Zaltrap, has proved to be no better

Times Topic: Health Care than a similar medicine we already
have for advanced colorectal cancer.

Connect With while its price — at $11,063 on average

Us on Twitter .

For Op-Ed, follow for a month of treatment — is more

@nytopinion and to than twice as high.

hear from the

BEERIC/BEEZERI HI LS. TIRFIBLIFG.,
“Ignoring the cost of care is no longer tenable,” they wrote. "Soaring spending has
presented the medical community with a new obligation. When choosing treatments for
patients, we have to consider the financial strains they may cause alongside the benefits
thev mav deliver.”

Ehe New York Times Business Day

WORLD U.S. N.Y./REGION BUSINESE TECHNOLOGY SCIENCE | HEALTH | SPORTS | OPINION .

Nov 8,2012

Search Global DealBook Markets Economy Energy Media Pel

Sanofi Halves Price of Cancer Drug Zaltrap After Sloan-
Kettering Rejection

By ANDREW FOLLACK

In an unusual move, a big drug company said on Thursday that it I Facescok
would effectively cut in half the price of a new cancer drug after a W TWITTER

leading cancer center said it would not use the drug because it was 5 coooLe
B save

The move — announced by Sanofi for F emaL

too expensive.

Add to Portfalio the colon cancer drug Zaltrap — could

. R 5 SHARE
Sanofi SA be a sign of resistance to the
. . . PRINT
Go 1o your Portfolio » unfettered increase in the prices of el
cancer drugs, some of which cost B reprinTS

more than $100,000 a year and increase survival by a few months at
best.
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The Rising Cost of Cancer Care:

Physicians Take Charge ASCO daily news 2012
NAEBREDRBITHL CERKEZEEEF bt ih

Advancing Medical Professionalism to Improve Health Care

American Society of Clinical Oncology

] wl se Iy American Society of Clinical Oncology

Five Things Physicians
ARIA R and Patients Should Question

1. Brody H. Medicine’s ethical responsibility for health care reform: The top five list.
N Engl J Med. 2010;362:283- 285.

2. Schnipper LE, Smith TJ, Raghavan D, et al. American Society of Clinical Oncology
identifies five key opportunities to improve care and reduce costs: The top five list
for oncology. J Clin Oncol. 2012;30: 1715-1724.
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Five Things Physicians
S and Patients Should Question

1. PS 3,4, T HHIETURADAELY, BERAERISEEEDLLY,
BEBKEICTAGREILOLGL., EREEEICITRNAS
/EJ§€1T*)7§~L\

2. BEEDURIDIEWNEEARI AREEBEICPET, CT, BV UF

AN,
3. B DRI DIENRIAZLEEEICPET, CT, BV FET
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