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5 — % ~_—Z  MEDLINE/PubMed CENTRAL EMBASE
T 5% Skt H 2017 4F 12 H28 H 2017412 H29 H 2017412 H 29 H
gk JE/HE - Article types: - Search items * Population: “non

Sl

Clinical trial, phase
3

- Full-text available
- Publication dates:

January 1stin 2011
to June 30st in
2017

- Search terms:

“randomized
[randomised]”
“non-small-cell
lung cancer” in
titles or abstracts

- Language: English

include “phase 3”
“randomized”
“non-small-cell
lung cancer” in
title, abstract, and
keywords.

* Publication type:

article

- Publication dates:

January Istin 2011
to June 30st in
2017

small cell lung
cancer” in titles or
abstracts

+ Study design:

“randomized
controlled trial” in
titles or abstracts

+ Study types: phase

3 clinical trial

* Publication types:

Article or Article in
Press

- Publication dates:

January 1stin 2011
to June 30st in
2017




Kl A TA2 - T=EX=ADOBEERME (2/2)

7 —X ~<X—Z  MEDLINE/PubMed CENTRAL EMBASE
T 5% S fii H 2017 4-12 H 28 H 2017412 H29 H 2017412 H 29 H
Wik HoEs - Article types: * Search items - Population:
2k Clinical trial, phase include “phase 3” “breast cancer” in
3 “randomized” titles or abstracts
- Full-text available “breast cancer” in  * Study design:
- Publication dates: title, abstract, and “randomized
January Istin 2011 keywords. controlled trial” in
to June 30st in * Publication type: titles or abstracts
2017 article + Study types: phase
* Search terms: - Publication dates: 3 clinical trial
“randomized January 1st in - Publication types:
[randomised]” 2011 to June 30st Article or Article
“breast cancer” in in 2017 in Press
titles or abstracts - Publication dates:
+ Language: English January Ist in
2011 to June 30st
in 2017
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2011 4F 1 225 2017 4 6 H ORNZEERAS RAAAR SN2 3 HEFRIRAERD 5
b AWFEOXSR L 7 53 BRORIGE R 2. Il LORmoshnEn
IZOWNWT, K1 BIO 2177,

301 FE/INH A T S SRR oD BPRRE 5

2011 1 A 1 B2 5 2017 4 6 H 30 H & TITHBRE RN AR S NI/
s & xt G & U IEEZ L5 3 FHERRSUERIZ. MEDLINE/PubMed T 222 {4,
EMBASE %7213 CENTRAL T 227 CTHVH ., 2D H 6, BEHEL Tz 160 1%k
< 334 4:77 abstract review XI5 & 72 > 72, Abstract review D& F. 222 13RI %t
LTHY ., 1124 full-text review Dxf5 & 72> 72, Full-text review OFER, 6 1
IMBRAKIGETH 0 | 106 HERAIIER Gk & L GRIE STz, 20 9 B, Positive
1% 40 {4, Negative i% 66 £ ToH U | Positive ERDOEI 5 1L 38% Th > 72,

106 {1 DIE/ N 2 6t 5 & L7 3 MIERRREBR IZ OV C, STk S L
727 — % O—% % Positive 40 75 IS I Y Negative 66 k& (201 T, i, fF
1BIO2ITRLT,

3.1.2  FLpExE SR ORI

2011 1 A 1 B2 5 2017 4 6 H 30 H & TITRBRFE RN AT S 7= 198 2t
%L LT EALS 3 fREERRERIX, MEDLINE/PubMed T 393 {4, EMBASE %
721X CENTRAL TS519 4 Th Y, 2D 55, HEEL TV 272 & FR< 640 {2
abstract review X5 & 72 572, Abstract review OFEF:. 507 LENBRAT R TH U |
133 {:25 full-text review DX & 72 o 7=, Full-text review D H:. 20 {03 ERIN x5
TH O, N3 DRI ERB L L TRESINTZ, 2D ) 6, Positive 1% 39 {4,
Negative |d 74 T U | Positive iRER D EI A 1L 35% TH - 7=,

113 Fo3EE x5 & L8 3 FERRBRIC OV T, TS LT —#
D —% % Positive 39 FRBRE L Y Negative 74 i BRIZ /1 T, Fh2h, 83 B X
N4 \Tr LT,



Records identified through PubMed searching
Article type: Clinical Trial, Phase 3
Text availability: Full Text
Publication date: 01/01/2011to 06/30/2017
Language: English
Search Field: Title/Abstract
Search Items: randomized [randomised], non-
small-cell lung cancer

(n=222)

Records identified through EMBASE and

CENTRAL searching based on the following
criteria

Published in English from 01/01/2011to

06/30/2017 including online publication

Full text articles with result of primary

endpoint from phase 3 randomized clinical

trial in patients with non-small-cell lung cancer
(n=272)

Duplication removed

(n = 160)

A

(n=334)

Abstract review

A 4

A 4

Abstract articles excluded, with reasons
¢ Not Phase 3 clinical trial
¢ Not non-small-cell lung cancer trial
¢ Not anticancer agent trial
® Supportive care trial
* Review article including protocol review
* Secondary trial report including subgroup
analysis, post hoc analysis, exploratory
analysis, etc.
* Pooled analysis report
¢ Bio-marker analysis report
¢ Any reports without efficacy primary endpoint
(n=222)

(n=112)

Full-text Review

A 4

Full-text articles excluded, with reasons
* Factorial study design
® 3 arms comparison trial
(n=6)

(n=106)

Trials included in analysis

!

Positive Trials
(n=40)

}

Negative Trials
(n=66)
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Records identified through PubMed searching
Article type: Clinical Trial, Phase IlI
Text availability: Full Text
Publication date: 01/01/2011to 06/30/2017
Language: English
Search Field: Title/Abstract
Search Items: randomized [randomised], breast
cancer

(n=393)

Records identified through EMBASE and

CENTRAL searching based on the following
criteria

* Published in English from 01/01/2011to

06/30/2017 including online publication

¢ Full-text articles with result of primary

endpoint from phase Ill randomized clinical
trial in patients with breast cancer
(n=519)

(n=272)

Duplication removed

'

Abstract review
(n = 640)

Abstract articles excluded, with reasons
* Not phase lll clinical trial
* Not breast cancer trial
¢ Not anticancer agent trial
® Supportive care trial
* Review article including protocol review
* Follow-up report including sub-study,
subgroup analysis, post hoc analysis,
exploratory analysis, erratum report, etc.
* Pooled analysis report
¢ Biomarker analysis report
¢ Any reports without efficacy primary endpoint
(n=507)

Full-text Review
(n=133)

Full-text articles excluded, with reasons
¢ Factorial study design
® 3-arm comparison trial
 Biosimilar trial
¢ Formulation change trial
(n=20)

A 4

Trials included in analysis
(n=113)

.

Positive Trials
(n=39)

!

Negative Trials
(n=74)
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3.2 /MR U D Bt
3.2.1 i 3 FHEGRFRER OFFE  GE/INHIIE )
FE/ NIRRT 2 5t 5 & L7z 106 05 3 fFHERRRIBROREZ R 3 ITF L DT,
Positive ;A% & Negative iRBR D EIE 2OV T JED AT — ¥ performance status.
RRT VA . BLOREOE THEREWVITRD bR o7,

# 3. FE/NHIa N 2 e 5 & LT 5 3 FHERIRRRBR O Rt (1/2)

W PEIE e Positive 7k Negative ikf# o fi

n (%) n (%)
GEil 106 40 (38) 66 (62)
JED AT —
B 721X 1V 69 29 (42) 40 (58) 0.262
Z DAt 29 10 (34) 19 (66)
A 8 1(13) 7 (88)
Performance status
0-1 49 19 (39) 30 (61) 0.630
0-2 53 21 (40) 32 (60)
Z DA, 3 0 (0) 3 (100)
A 1 0 (0) 1 (100)
[N Ve
Double-blind 41 12 (29) 29 (71) 0.234
Open 55 25 (45) 30 (55)
A 10 3 (30) 7(70)
BRI DO FELA
bk 22 10 (45) 12 (55) 0.875
TR R R s 9 2(22) 7 (78)
1 & A= BR = 18 7 (39) 11 (61)
EGFR BHEHA 28 11 (39) 17 (61)
SR 13 5(38) 8 (62)
Z DA, 16 5(@31) 11 (69)

EGFR: epidermal growth factor receptor

P values were calculated by the Chi-squared test or Fisher’s exact test.
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3 3. /NIRRT 2 k5 & U725 3 FRBRIRAIBR O FpE (2/2)
Positive 7R Negative 5k

FePEIE Bat n (%) 0 %) p fE
<200 18 10 (56) 8 (44) 0.078
200400 37 17 (46) 20 (54)

400-600 22 6 (27) 16 (73)
> 600 29 7 (24) 22 (76)

POE 35:E g IFi
All comer 87 29 (33) 58 (67) 0.045
Enriched population 19 11 (58) 8(42)

TEFHIA A
OS 56 14 (25) 42 (75) 0.007
PFS 44 24 (55) 20 (45)

DAt 6 2(33) 4 (67)

OS: overall survival, PFS: progression-free survival

P values were calculated by the Chi-squared test or Fisher’s exact test.

KEGRMEIRE T DU TIE, Positive 7R & Negative #RER DO FIE 23 H 72 2 g ) 23
BB (p=0.078) . XFEBHEREZA 200 BRI TiE, Positive sAER 2NV MEH A)
e BTz (Positive : 10 7 [56%], Negative : 8 14+ [44%]), % 3 FHEGRKFRER
DX GERFFEFNT I TR, SR & KD RO RS D EDO AR K&
VIME S, BBRE B D720 | BEREE L RREE DN RO HAE S D EDZED /N S
WIEE, BREEN L D, 207D, F 3 FEEREERGIE RS, PHIE L b
NTHRO RIS VIEDZEN R E W EHEE T E 7oK TIE B s D72 <
IR S m W ATRENE DN B 2 BT,

B D 2 — 7 o IERICER T 2 8RO 6, 202 —5 > My F
DR T2 FEBLGTRO B 5 B %130 L T (enriched population) AR #ER % 52
I DEE R0 5, £ 2T, HREFLEM DN ZAT > TR\ (all comer) HiR
AR & DT Positive FABR & Negative iREROFEIFIZOWTHREI LT Z A, AE
7RFEMFEO LU (p=0.045) . Enriched population TiX, Positive iR % < 58D 5

13



iz (Positive : 11 £ [58%]. Negative : 8 14 [42%])

Enriched population DFFKRER TlX., ¥ —7% » My ORBRAZ2FEENFRD
NHREFIRET D20, L0EWIENS#/GTE, LV ’?ﬁ“?ﬂi%ﬁ%ﬁ“@%
FERARBRZEET 22N THDL & PRI, FHBFEMMN
enriched population @ Positive #ER 11 :D 5 6 | kFEgBRE 2 200 FIRT TH -
7256 3 FHERIRRER 13 2 T o 72 1415,

FHEHMEE H 25 overall survival (OS) & 7213 progression-free survival (PFS) (T
BT H, Positive iR & Negative iR DESITIEWVAFRO L7z (p =0.007),
Fe R 2t G & U728 3 MR ClE, 12 & A DO TBEFHMEEE 2% OS
L PFS THY . T OMIIfEHIL OS T25% (14/56) . PFS T 55% (24/44) T
HoT,

3.2.2  PRBRFHEE & 15 0 - RS R o i GE/NAE i)

FE NI 2t G2 & U725 3 MHERIRERER (2 D\ SRBRFHEIR & 15 B 72k
B SR D OS A thie L7z (X 3),

PRERFERECIT (X1 3A) .| Positive 3R 9 14235 L TN Negative 55k 27 fE D W41
BWTH, fABREHIE: & 15 6723 R D OS FIEIZA EREITR O big
Mol (ENEh. p=0291 BL U p=0.799), ZDZ b, WEIEOEHMED
HATO RIS D X, Positive sBRIS L O Negative RERDO W T HUITHBWNTH, LHilg
MIEFECH T EEZBND,

—J, a2 hue— BT (X 3B), Positive iBR 9 O FBRFHEIRE & 15 5072
ARG R D 0S FREICH B REITRD N2 -T2 b DD (p=0.372) . Negative
R 27 MO FRBRF IR & 45 5 72 s BE R D OS I IEICIZA B R ZEN RO B
7= (p<0.001), ZDZ &b, Positive B TlE, =2 b — LBEOFRTO LA
H 0L, EMIEETH > 7-H DD, Negative AR TIL, =2 b — LEEOFH]
DORFEH U NEMTIEhosTz B2 b b,

PLED X 91z, OS # EBFHMBEH & L7-346 . Positive il CTld., gkt &k
Cary hr—AHEONTIIZBWTSH, FATORMES Y PHBMIE#RTHD . F
AMCIEMER AL VEE2RE TS 2 LR TEE, F 3 FEEERRER O s thfe L3
BEDENTREREIND, —J7. Negative RERDOLA, WERIEOFRTOFHEL Y
T IEECH T2 b DD, a2 ha— A EOFEFIORMEL D NIEM T2 o

14



7eleh, FHE L TW R ROEEZ B TE R Te RN ZE X b D,

2y b= LHEOFERO RS Y BNIEM CTRho T ERRKIZOWT,
Negative IRER D ARG L EHEE LT & 2 A, 0S 1F5]| X ThONHIREDFEE L
ZFHNEDBENL RO LT 10, 0OS 2Rl § 5 EEARRER TIL, %Fx’%ﬁ%zﬁ
AR OHEL L7233 G Th - Th, IO ERIES NI T A N MIIZ
BT HET, BIAENER SN, Bl IX, #EBRE ORESHETT L, {m@‘/é?a%%
HEADY VX, HDWIE, MOBEKRRBRICBINT D i/ LT, 5
A X2 FOBHAETME SN D, o T, 22 b — LEEOHERF ORpifEnN
HEITLIZE LTH, BlERESAITONDIRIEORETIET A X MEE TOHIM
DIERT 2 A[REMEN & %, Senan & 61X, PET scan M K2 LV | JiAEHEREIZB
T H2W L, L0 BICHEEOEENMTOILTWnWs 2 &, BLOary hr—
NEEOPIRE TE D Z L ODRIBFESAOEE M TONTWVWD Z L2 |EL TV 5,
F72. Miller 5 2%, FIRFHMEEER & L7z PFS TIEAEBREEN/SRD LNZH O
O, A b= ARETEY L OWRENZRIBEELZ T TR, ETEFMIEE T
HD OS TIHARBRIEENPRD NPT Z E2WME LTS, ZDLIHIT,
e/ IR AR 2 et 5 & L7256 3 FRIEIREABR C OS & EHEIMEAE & Lz & &, 5]
TREATONDIERENFEL, RBRGER L Tay he— D OS &It
REE., £ < D Negative 225 REBENWTZJRKNZ > TN DH LB R BV,
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(A) Experimental arm (B) Control arm
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® “Negative” trials (n = 27), p =0.799 ® “Negative” trials (n = 28), p < 0.001

p-values were measured with the paired t-test

%] 3. FREREHHIRF & SEERICAS D 2 RBREE B0 OS B bl (FE/ N R ITEE)

[FRRIC . FREBREIHIY & 45 b 725 ABAs R D PFS I REA i L7z (X 4),

PERIERECIX (X 4A) | Positive 3Bk 12 FOFERAE RO PFS HJL i 1 X Fri D KL
b XY b AEICEWVEZRLTEY (p=0.027), Negative iR 16 1 Dkl
fER D PFS HRAEIZHERTO A VE LY b ABITEWELZ L TWe (p=
0.035),

a2 hue—/LEETIE (X 4B) . Positive ikB# 16 {433 L O Negative i 16 {40
WFHUZE W TS, RERFHEEE & 45 5 7= 3 BRSO PFS HIREIC A B 7R 21T
DIl (ENER, p=0.061 LT p=0.576),

UbDZ &hv6, PFS Z#XEEFHIEE & L2GE. =22 he— L O HEFiO A
FESH VITHEIER TH O BIEOZRDPRE L Y EB 0 (b2 WEEn )
Tob > 7255613 Positive, HEERFIED NI BFE 0 K T o 72555 1% Negative &
ﬁéﬁmﬂmw%htowsmﬁm\‘m HERNED SN Tl S5

B, RIS R X ITONDIRFE O ELE Z 720, Lizd> T, BRI
@%%E%Kﬁ%%é_&@?%ﬂi\%3mﬁ%ﬁ%@%%%$ﬁ%i5:k
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MRIBEND,

COX-2 fHEHITH 5 celecoxib & FEUE(LFIETE & OOFHTRE DR 2 A2 U b5
Wik b e U725 3 ARIERER ﬁ%fﬁ\ﬂykﬂ~wﬁ®$%®m®@¢%ﬁ@ﬁ
L6 p H, BREICHEENTRBRERN 520 » HTHD , IFIF—HL TV

DIZxt L, #ERIERED PFS O IED BAEH V12 9.2 » A, %%:ﬁ%hkﬁﬁ
FERIT 516 » HTHY, FRIORMEL Y 2 K& < FEIY | Negative 725 R Th -
7 2, Z O 3 FERARGERIL, 2 2 HHERIKEBRD Negative 2R ThHh 72 DD,
COX-2 MEFEBL L TW g BRE I BRE U 72 TS A S W TG S T,
M3m%fﬁ%i COX-2 DBl U 7o BB & P G Fehts S AL7= 23, 3 2 AR R

IRRBRICIIT D COX-2 D mFEEL L 7o BB I BRE L7 SR 2 HEl T
ﬁﬂoko*&% 2. BRI T *%I%@i%O%#k%<ﬁét

(oY aWiek ot OPF: % N bl e OE Y = W R DA E“(Xbé AREHTIE, F2 *Hﬁuﬁfhﬁih%ﬁ@ﬁﬁn
%lﬁﬂﬁ ZkF 5 false positive 23, 5 3 FHERRHER O BFE S 0 ICB 2 KT LT
RN D EEZ NS,

X 4.

R

(A) Experimental arm
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® “positive” trials (n = 12), p = 0.027
® “Negative” trials (n = 16), p = 0.035

p-values were measured with the paired t-test
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“Positive” trials (n = 16), p = 0.061
“Negative” trials (n = 16), p = 0.576
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3.3 IR DR
331 8 3 AHERIRERER OReIE (FLE)

g L Uiz 113 (R0 3 MHERKRER T, BOAT—U, BT A
KGR E IR E LG -> TR Y | FEEB OSBRI RNETH - 7o72D, £33
FHMIE B D43 ¥a 0 H 320 L, Positive 33 & OY Negative DINFR =3 4 [ TR LT=,

¥, FEFHEE ORI G ZILIIE > Tz, ZO728, [EGHE/ N2
L 7= response rate, AEAFHIM 27N L 7= OS. PFS @O K 5 228 D 2 3 L
7= progression-related endpoint, recurrence-free survival (RFS) X° disease-free survival

(DFS) @ X 9 721575 % 3l L 7= recurrence-related endpoint (27374 L, 424D
RN E O EERHRHE 2% 5 (2R L7,

FE ARG & U725 3 MERREUR TlE. response rate X° OS % 3l L 725X
Dl (FENER 13 1F) . JRRBOHER A 51l L 72 progression-related endpoint (51
) FE 72133 & 5 L 7 recurrence-related endpoint (36 14:) 7% < & 5=,

FHEEEAMTE B B O p ISR IX, response rate T 54%. OS T 46%. progression-
related endpoint T 39%. recurrence-related endpoint T 17% T - 72,

7% 4. Positive 33 X OY Negative DINFR  (FEZEFEAHIAE B B1)

AR o
3t Positive Negative I
7L

Response rate 13 7 6 54%
oS 13 6 7 46%
Progression-related endpoint 51 20 31 39%
Recurrence-related endpoint 36 6 30 17%
=t 113 39 74 35%

OS: overall survival
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* 5. LEEHlHEE OO R

FEEHIE B D548 PR

Response rate » Pathological complete response rate
* Clinical complete response rate
* Objective response rate
* Clinical benefit rare

(ON} * Co-primary endpoint with PFS
* Co-primary endpoint with TTP

Progression-related endpoint * PFS
« TTP
Recurrence-related endpoint  « DFS
* Invasive DFS
* RFS
* Breast cancer RFS
* Breast cancer-free interval
* EFS
* Incidence of distant metastases
* Rate of invasive breast cancer events

OS: overall survival, PFS: progression-free survival, TTP: time-to-progression, DFS: disease-free

survival, RFS: recurrence-free survival, EFS: event-free survival

332 ARBREHEIRF & 45 5 U7 BRE R oo s (L)

FHIEE g & L7258 3 FHEARRER ClX. response rate 7213 OS % T EEFAlHE
HE Lol EOMIMERNZNEI 54%FE 721 46% & . T OMOFTMEE LV b
BN T2, MGRBRE N D202 (Wb 13 ). SRBREHEE S T o AR
b D & EEITE O 7R R O LR EHIAT T, Negative Ris R & 72 o7
JARIZOWTARR L ZHEL, K6IZEL DT,

19



7 6. Negative f& RO FE72JHIK (FLPExTE. response rate F 7213 OS FEAMFER)

B0 R iRERE! ESVALLN
Response rate o AR5y
o PR E IR R R BN L DR RN
R Jispakiy
OS s B EMM E T ITHE DR RIZE DTN 2
© B EEEIRAN 5
s A2

o S5 BRI D ASHE IR - 0D B

s BIRIRDOFE

OS: overall survival

Response rate 7 FHRHMIE E & L7255 3 FHER RS O Negative 72555 RO JHIA &
LT, Wih b, EEREDNR D D VITL BT T 2 TR A+70 70 F il
FHEIDVRE ST ATREMEN B 2 B D,

OS % FEFKIAE & L7565 3 FAFRRBR D Negative 725 R DOJRIK & LT, #
BRIEDIN R B D VNTLRMET T 2 THIN A7 F £ CGEAE - TIARR) .
HBEDORENA T E (HEKEEERAT2) HOVE, BEEROR
it & e/ IMET D FRDBA o7 GEEEMOASHE) . RBREHE 2R E S 417z
AREMED B Z BN D, Flo BIBKDEEIZ OV TIL 322 HTHF L7z L 912,
PERIRIC | R ZATONDIER O EZZ T T /RN B 2 b b,

Hpp A XTG & L7258 3 FHERRFER CTlX. progression-related endpoint 335 & O
recurrence-related endpoint @ Positive FRERELN D 72> 72728 ZHLZE 41, Negative
BRI BT R BREHHEEEO RS 0 L& O N B R oD . ZORK %
etz (Zhth, M5 BLT6),
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(A) Experimental arm (B) Control arm
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p-values were measured with the paired t-test
5. ABRGTHIRE & SERRITAS B I T2 alBR S B D progression-related endpoint O LREL
(FL¥ Negative 5f5%)

Progression-related endpoint % xf 52 & L 7= Negative ik D g B 3AE Tld (X 5A) |
ABRETERE & 15 O N R ERAE R ICAE B R ETRO b o7 (p=0.169), —F7 .
ay br—AfETE (X 5B), ABRGEHEE; & i L CREREER TIIARICR W
survival time 23388 L7z (p<0.001), 2D Z & 726 Negative sABR TlX, = K
VO FRIO RS D NIEM TR o7 BEZ b D,

Recurrence-related endpoint % Xf5: & L 7= Negative ik Tid, #ER#EAE (X 6A)
BLO= bu—ngf (K 6B) OWFHIUTEBW T, sBREHEEE & ik L TalER
R TITAEICE W survival rate 25380 5Nz (FNEH, p=0.034 BL D p <
0.001), ZDZ L7 5, Negative iR Tl #BREHB L O = br— oW
UTENTH, FATORES D BN IEHETIER DN EEZI NP, AEEMRIE
THLATLpELL, a2 br— A TEOEMNLVBEE THoTEEZ LI
%
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Actual survival rate (%)

X 6.

ZDERJAKNTONT, Negative iBRO AKX ERFAE LT L 2 A,
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(A) Experimental arm

N=12,p=0.034

[

]

0 20 40

60 80 100

Pre-estimated survival rate (%)

p-values were measured with the paired t-test

Actual survival rate (%)
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(B) Control arm

N =14, p <0.001

o« o8
059,
®
e ©
@
20 40 60 80 100

Pre-estimated survival rate (%)

ABRET I IRF & FEBRICAG O V7 RBRAE R O recurrence-related endpoint O FLi
(FLJ# Negative 5#)

|

E ]

R L Il LT RRBR MR OTRFOKMENR M E LTI, T &M, LS
E L7283 FHERIKFER T progression-related endpoint F 7213 recurrence-related

endpoint % F %

AHIEE & Lo & &2, RBREERF O = > b v — VO HEEE O

FRE & R L TR Y 264 Negative RERNZWRIK L 7> TWbH EE 2 BTz,
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34 NATADY AZIZxET DR

AWFZEIZ BN T, G PICHRBRGTEIRF O RAE S VO MR TE 2o T
BRI, ARBREIEIR & 15 O R RO IR EHZITEZ EN T Rnied, £
DINA T ZADFBIZOWTIRE LT,

/NI O Negative iBRO AR X kFE LT & 2 A, sl&EiThoh b
BRI K B &2 W o D WITHEEIRIR O B3 OS & BEFHIEE & U7l
® Negative Z2fERDFEK E L TEZ LN TEY 102 ZpZ L1, K3 THRDDL
nicary br—/VH{ D 0S DERZEMITLbDOLEEZbND, £/, PFS &%

FEIE H & L7-%546 13, disease progression 73528 5 3172 HF 5. C endpoint (22 L |
ZDRIZE EFMEATONDIBE D ELZ T e REREFIEFF TR L 72
PFS Z Il T 2w <, X4 TR b=y b e —/LED PFS OF3L
HZEMTTNWDHEBEXLND,

[FRRIZ, FLJE D Negative iMBRO AN Kim Lo kFA Lo & 2 A, RBRGTHHE KR & Hig
LT, ABREBFOBEARER M ELTWWDLZ RN, b —LEED
progression-related endpoint 5 & U" recurrence-related endpoint D (ZEE N > TE Y
W MABLOS TROONIHREEMNT LD EEZEZOND,

UEDZ E0E, ABFFRICEWT, fsCHISRBRGHEIRF O BAR S Y EOFLHEN
ERTERDSTEZ LI DA T RATR/NBRTHL EHZZXHNS,

F 72, — AT Negative 725G B 13 Positive 725 L 0 AF SV & ST
L8, VR A RS L U258 3 RSB OGS, £ ORRS KT T2
BAEETDHE. Negative 2fE R BEBIIZARINDTZD, XTVr—a v
NATARFEE AL ERNEEZZ BND, FEEE, AWIE TR TE 7256 3 FERAR
BROIIMER (35-38%) 13, BWEICHE SN TV DEMEG 2R L L5 3 M
B R D IR (40-46%) & FEEIL Turiz 24,

A [F D systematic review Tik, 2011 4 1 H 7225 2017 4F 6 H ORIZEERRS R
INFR S IVICE 3 FERRIRGRR 2 AR U728y, IR S IR S ARFZRI I E T 5 B %
BREST D720z, MR ORIERZHZE M Lz (7). FE/ANMRafigE s L OFE
DWTNERE L L 3 ERRBRICB N TS, BB OMIiERIZIES S0
THY., —EDMHEAITFED b oTz, IEFEHIRIZ L > T, RIEDO I
FIIEWDPE L D AREMEITH 25, BIRINI D RREVHER DIX 5O EIIANFED H Y
To 5% 3 HEEKRER ORI ER ORFHIEEL KT SN eB 2 6
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iz,

% 7. WIRBI O 3 AHEE AR EBR O Rl

NI 2 iR & Ui R A S L LI2H 3 MRRIK

HATH] 55 3 FHERAR R O R REBRO s Eh R
Positive/x 2R (%) Positive/x R (%)
2011 4 2/13 (15) 4/17 (24)
2012 4 6/21 (29) 2/13 (15)
2013 4 6/11 (55) 3/18 (17)
2014 4 4/13 (31) 8/13 (62)
2015 4& 8/21 (38) 5/15 (33)
2016 4 4/11 (36) 11/22 (50)
2017 4 10/16 (63) 6/15 (40)
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4. HE

VT, BRI OWTEE DAY PRI A T = X LOANEATEY | Fii Y —
Ty My FaEER E LISHEROBRRENERIL L T D, T b OERIKRER TIX
FVEPHIFRECE L) v F SN RBEMGERMDP BRI N HHMICH D7

55 3 FRERRARR O R RIL M 35 2 i s D,

—J7. % 3 MR O IIMER 2 m 0 272 02E, L0 FEEDS &R E
HT., ZVKEENE Effectsize DALV 2525 EnRdD 5D,

FDA |3 2015 4|2 Guidance for Industry Clinical Trial Endpoints for the Approval of
Non-Small Cell Lung Cancer Drugs and Biologics # % H L 7= %%, Ziuz L2 &, FE/h
MRS Tl OS IZERIRIISR 7 ¢ v b &Rl 9 % £ T, B FHEHE ThH
LEINTWD, LL, AR THLNC -T2k 912, glEkEiThbndin
WL D& DB 2T 09 < MBRETHREOZRO AL Y 2 HIT 52 &
WS TlE7\, —Ji, FDA O H A X 2 AT, Hazard ratio 3 X OY PFS O 14
TR RBMROUENRED L O 7o v SRR THIUT, PFS [T EER,
HEE &R0 ED L SNTWD, ABFFETRLIZE D12, PFS & HEEHEHEE &
U 7 3/ i oD 25 3 AR BRIRFER O phiE =R T Em vy, ZAid, PFS 13RO
JEDFEO BV R TRl SN2 720 51 E R S AT O DR DB A 2 T #E< |
FRAR BRGNS IEMER ALV B AR TH L KM LI-b D &F %
b5, 72720, PFSIZIZEBERNZ END 2D, 0S DIER NS TR REZR 1T
E. ETIIMRED Stage °F OMOIRIRIELZE O L, A O A 18] 5 FRK
IR T 4y ERREDIEE, R0 OMENITHEEZR PFS 2R3 2 & 23K
535, EGFR AR 148 55 O I/ Nl e fitides 2 kF 512 BRJE S 4u72 osimertinib
55 3 ARERIRABRIE, FDA & OFFTO W& B % 2 T PFS & TERHiizHE & LT3z
fii SH7e By ZORMERTIZ, PFS Oz = b —/LHET 6 » B L OHHER
HHETI0p HERABED Y BREICEONTHRIZ, o b — Al ET44 v AE
FOBBRIRET 10.1 » A THY (AP — FEE 1030, 95%IFHIXH [0.23, 0.41],
p<0.001) . Positive 725 R T o7z, = b v —/LRED PFS Z R FAIIZHFE S D |
PERHHED PFS ZERICHBT L E TR LTHPITH L LB X b D,

AL T, FEAE RIS & U725 3 FHERR SR C response rate % £ 2 EEAME H
ELTE%E . WIS RIS L7, FDA 1, 2014 4E(Z3&H L 72 Guidance
for Industry Pathological Complete Response in Neoadjuvant Treatment of High-Risk
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Early-Stage Breast Cancer: Use as an Endpoint to Support Accelerated Approval DOHT,
U 27 D3OI LR ORI BN E 2 x5 & L7e I A&GR O 72D 1T, JHBLRY5E
723 (pathological Complete Response ; pCR) % FERFARHEH & ﬁ‘é L HELE
LTWD ¥ EEHEA N =X LDE =5y My AR E L, @V IEEHE N
RVBHFFCTE 5 E1E. 20X =5y My R ERR LT BEER LS L L
FEARRER C pCR # EEFHMEIEH & T5 2 212k, BOKIHEENHFFTX 5,

HE et & U iRABREFEFFIZ, recurrence-related endpoint Td 5 disease-free
survival D BFES VEZ G5 Z & O L 13, FARETOEIm AT 2 x5 L Lic
Tamoxifen and Exemestane Trial (TEXT) 35 & O Suppression of Ovarian Function Trial

(SOFT) OiBrR7T ¥ A > DELTHRANHN TV D ¥, TEXT 35 LU SOFT B D
RERT VA U OBRICIE, ¥ XV T 2 VAR EZT T ERRT AV E U2 FR
BEtEFLIE RS OERIRRER T — # BIR o Tz, Z D728, TEXT LU SOFT
R D 5-year disease-free survival (DFS) X, #EFX T 7 = VRIBEEE ORFKRR
BT —ZICESWTHRMEL bve, 20 X912, MEORHKERERIZE S
effect size D RFEH U | \uu0$w®%ﬁﬁ%%@%ﬂﬁﬁ&KWﬁﬁézkk
720 fEFRE LT, effect size D overestimation DJF[K & 72> T\ %, X HIZ, &
JEKHED M FIZ XY DFS A4 X2 FEHLE TOMMNE L 20 | #EEHFrIR 728
KT 2720 Th<| BRREBRE/RMMESARIET2 2812k, BBRoOTEHED)
AL 72D,

BLEETRNZ LT, ARWFETIEL, FE/ R tE 2 x5 & U755 3 FHERIREER T
PFS OpPifeRiTm <, 2> b — VOB RITFATO AL VL L < —
BLTCWens, Hama x5 s U2 3 MERARER Tl progression-related endpoints
DREIERITE S . 22 b e — A REOGEE RITFRTO RFES VE & g L TFH
BIIER LTWe, Bdon< ) e/ lAaiiE Tl PFS IR IEME 72 AR S D
WNHAREZR T RN b B X b DA, FUE T TEXT & L O SOFT 7R DFS
DRFEL Y O L SDELLFFRIC, PFS IZHB W TH RS D OIRIMLE 72 2 %
DRI OEFREN R E S BZpo TOIZAREMENZ X b b, FfkOBIS
I, MO THEZ HAREMENH D, FE/NMAARE D X 5 ISR B OB Fu
B TCIX, 2 b — VO RES U IICHERT — & Z HaL ORIRERE R O
O ENTELRMENR D D05, AFD X O ITHRBDLHE @bﬂilﬁxﬁ’)ﬁé@fi%?@
TIE, 2y be— A O RS VICKERT — 2 2557201203, L Lo
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BB R E CTHAMERH DD Lt

F7o, 2007 FITHH ST FDA A # 2 A TiX, DFS # EEFHMIEA &35
BR2IE. BT OEEBR DT — Z T FES X WERIK D effect size ZHEETDHZ L %
HELEL TN D 46, F7-. BTER A 7 A DOHER & FaiOHEE M O MR O 7=

ZiE. BRRERBR O X SEE B L OMEE R R &7 ¥ 2 — /L2 DU T effect size D
%E’mwtﬁm?~&k*§é%%%ﬁé’kﬁ%?f%ékﬁﬁ%ﬂfné

LLED I 91T, 5 3 FHERIRRER O R HER 2 & 60 2 7201 21E, 5 2 FHERIARER
ﬁ@%m@&%ﬂE\%%®%3W%%ﬁﬁﬁ@%ﬁmtf 55 3 FHER IR G
MRFIZ B & 72 % Effect size D RFEG W ORI L 70567 — X 2 RG T 5 Lo
BRETHEI 25X 0 2 ENEETH D, FriT, 2 br— U BEOREL D IZHWD
ZENTEDRFTDOT —HNHFE L7 WGEICIE., 82 KRR o —
NEEFRT CRARBLVICHNE L 25T — 4 2B T25 2L 2BETHRETHD,
F7-. Real World Data #1595 Z LICE D, EHOEEREELM L2

2= BEO RS VEZEGT2 2L bRET20E DL, ZDO LI, KE
MEWEFTO A hr— VEEORFES VELZF5 Z & TENIE, 5 3 MR
BRICHETBE N H 2 BRIETH D0 E I D2 W2 Z ERKFH L7220 BITHK
ISR E N & TR LIS 2 BEBRIE7S T 3, 5 3 MR 2 K5 Z &N T
X975, ZDOZ LiX, FMIREERERE 72072 < BRKRBRICSINT 5405
FITRH LT RERBEE LR D,

AWFFEIIT, L NIRRT RADFLET D, ORXAT =2 BRI A .
performance status, X GHXERE L, B D VITHERIEO/EFEF OE VT,
HHORRICHEL 52 D2 ENH LR FTHDH, LorL, AT, FHal
DHRFES U E & EBRORBRFE R OENEZ G TE 2+l e k325720
INOOBENEBEE T 21T o7, o, RUFE TR, Hllkd 5 WX AFED
T—HEWET DL ENTERMhoTe, ZHH OHERNRERDRIDiERIZKIFET
%@%&dfét IZIE, &5 R 5 R OMRDBLETH 5,

BT, ARIFFETIX, R E L8 3 MERRRBROFERIO RIS D A 2 +8
%%ﬁﬁﬁ%mgd<%@?%5#85#%%@#6:&ﬁﬁ%f%oto%2
FREGAR BRSO O AFE S 0 O EMMEZ R 2 2 & T, 8 3 FERRBR Ok
DR Z RO DT D DT IR A G B D FREMED & 5,
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5. it

FE/ NIRRT 2t S & L7255 3 FHERIREUR Tl OS Z# HEFHIEE & L=
£, Negative 225 R DIE 9 134 <, PFS # FERMIIAH & L7854, Positive 725
ROIE D NEVMEMDBFED BTz, ZOJFRKE LT, 0S = HERHiiEE & L7
B EMEAITONDIRRICL DB T H N2 ERE 2B (BILAIE, first
line Z x5 & L7-3BR TlX. second line DIEFEZNRIC &V cHHREE L DD HEE D
72&8), —JF T, PFS Z FHFHMIIEE & L7851, disease progression 23588 5 41
725, C endpoint |23 L, € D&IZH X e TONDIRROE L ZIT e\ T,
ARBRGTEIRF I I L 72 PFS 2 LT & D alREME R @ L B 2 bz,

HE AR E LIZg 3 KRB T, progression-related endpoint BLW
recurrence-related endpoint O W § &4 EEFME R & L72HGICB W TH,
Negative 72f5FR DI 9 N WMHMDFE O bivlzc, ZORKE LT, nﬁ%ﬁﬁuﬁ%k
Lhi U CRER ERERF O IR KIEN M E L TR Y . BERGTEFIC T U 7z 3= 23
HHORML Y #HBT 5 LBREETHD Z ERRBR I,

% 3 MHERRRBR O IIER 2 mD D72 012iE, &V ﬁﬁ‘ﬁiﬁ%b\?ﬁﬁﬁiﬁ RGN
KV REEED E U Effect size DRAES W 2155 Z &3 RO LN D, 5 2 FHERKER
FHHERE D BMED O RO 3 FHERIREBRGHE A48 E L T, 2 3 FHERIRERE!
ERFIZ LB & 72 % Effect size D RS Y OIRILE 257 —F G TE 5 Lo
BRETEZ G T2 2 ENHEETH DL, o AMEO B OHIRMEZ S 5720
KIREBAE ., WA, EERRER Y @#Eﬁ%%’;%ﬁfﬁbﬁﬁ%ﬁﬁ@%nxd‘ﬁ“é z
ENBEETHDLEEX DL,

Fo. FENEW Effect size DRFES Y 2455 Z L TEIUX, 5 3 FHERRR
BRICHETDEN 5 DR CHLMNE I D EH T2 ERBS L7720 | Ekﬁk
DR N ENE TRIL %"5%&%;@;7’; AN 3 MERRABR T FE T 5 Z LR TE
L8915, ZOXHITLT, &#3MHEBKEBROMIIERLEmDL LN TE
AUE, BRIRERBR I 721 72 < FR AR BRI D98 10 LT K& efm
HERD, BREAOEBICENR D EEZ DT,

S BT, FATOBFAREIZIRS U THRDIR U AFE 2 =0 Effect size O R
D255 Z i, BRRERERIZZSINT 28R E 16T D MBI R BLRIC W T H HE
EThHO ., AR THONTZEAN, FENE Effect size D RFEDH D O—B) &
B E MR D,
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-blind (exp. vs. (exp. vs. control survival (exp. vs.
control arm) and HR control arm) and
arm) HR
erlotinib + gemcitabine 7.6 Mvs 6.0 M, Not found exp.
Wu YL, et al untreated Double | + platinum vs. placebo HR =0.57 armvs. 5.4 M, HR
’ PFS 0-1 (ECOG) ) P o P 226 vs. 225 | EGFR-TKI All comer o =0.75
(34) stage llIB or IV -blind + gemcitabine + (95% Cl =0.47 - .
latinum 0.69, p<0.0001) | (&P:arm:7.2M
P R ) is calculated)
4.8Myvs. 2.6 M, Median survival:
ZhangL, et Double N HR=0.42 N
al (35) PFS stage llIBor IV | 0-2 (WHO) -blind gefi tinib vs. placebo 148 vs. 148 | EGFR-TKI All comer (95% Cl = 0.33 - gc;cofound, HR =
0.55,p<0.0001) |
advanced non- 41Mvs. 2.8 M, Median survival:
Paz-Ares L Double | pemetrexed + BSC vs. HR =0.62 ’
’ PFS 0-1 (ECOG 359vs. 180 | Ch th All t found, HR =
et al (36) zfa“aenl’l‘l’;ir v (ECOG) | blind | placebo + BSC v emotherapy | AICOMET | 9504 ¢1 = 0.49 - 80650”” '
g 0.79, p < 0.0001) '
i:g;'g'i;;;:{andard - 9.7Mvs.52M, | 10Mvs. 6 M, HR:
Rosell R, et stage IlIB or IV . . . HR =0.37 not found
al (37) PFS 1st line 0-2 (ECOQG) Open f)crliri)sla’:;rli; iocetaxel 86 vs. 87 EGFR-TKI mousti:i’szn (95% Cl = 0.25 - (calculated HR =
plat! P 0.54, p<0.0001) | 0.6)
gemcitabine)
erlotinib vs. 13.1Mvs. 4.6 M
advanced or EGFR !
Zhou C, et al h th HR =0.16 11 Mvs. 6 M, HR
out, etal | peg recurrent 0-2 (ECOG) | Open | Shemotherapy 82vs.72 | EGFR-TKI mutation vs.- 6 M,
(38) stace IIIB or IV (gemcitabine + ositive (95% Cl =0.10 - =0.54
& carboplatin) P 0.26, p < 0.0001)
paclitaxel at 15
2, th ti
Lin H, et al Respons | stage IlIA or megr/vr:eek fcr::z I\r:vﬁee:ks 83.1% vs. 54.2%,, | Response rate:
! ' P & 0-1 (ECOG) Open P . 74 vs. 60 chemotherapy | All comer HR: not found, p not found, HR:
(39) e rate 1B vs. weekly paclitaxel at

45 mg/m?2 for 6
weeks

=0.001

not found
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of Pre-estimations
Endpoint Double | (exp. vs. control arm) size population | median survival of median
-blind (exp. vs. (exp. vs. control survival (exp. vs.
control arm) and HR control arm) and
arm) HR
Response rate:
Kim K-S, et Respons not S'(:cfz:’?)r(\eégommfrfgz;r 40.3%vs. 38.5%, | not found, HR:
! ! P stage llIBor IV | 0-2 (ECOG) Isplati g V> | 67vs. 65 chemotherapy | All comer 95% Cl = —14.8 not found, -15%
al (40) e rate found docetaxel 75 mg/m2 + . L
. . to 18.5% of non-inferiority
cisplatin 60 mg/m2 .
margin

OS: overall survival, PFS: progression-free survival, WHO: World Health Organization, ECOG: Eastern Cooperative Oncology Group, PS: performance status, exp.: experimental, BSC: best supportive care,

EGFR: epidermal growth factor receptor, TKI: tyrosine kinase inhibitor, PD1: programmed cell death 1, VEGF: vascular endothelial growth factor, Cl: Confidence Interval, HR: Hazard Ratio, M: Months, W:

Weeks, Y: Years
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
38 Wvs. 28 W,
Karampeazis inoperable docetaxel + 14.6Mvs. 12.2 M, :-Icz;cr:J(I);tE:EdR =
P 0sS P 0-2 (ECOG) Open gemcitabine vs. 54 vs. 52 chemotherapy | All comer HR: not found (p = -
A, etal. (1) stage IlIB/IV emcitabine 0.121) 0.74)
& ) (35% inclease in
median OS)
10.83 Mvs. ~ 8.86 Median survival:
Rodriguez not CIMAvax-EGF vs. best . M, HR = 0.82 (95% ’
(0N t 1B/IvV 0-2 (ECOG 270vs. 135 | EGF All t f d, HR =
PC, etal. (2) stage 111/ ( ) found supportive care vs vaccine comer Cl=0.661-1.03, nottound,
0.7
p = 0.100)
2-year survival
Debus J. et epoetin + rate: 28.5% vs. 2-year survival
al. (3) ! (N stage lll 0-2 (WHO) Open radiochemotherapy vs. | 195vs. 190 | epoetin All comer 20.6%, HR: not rate: not found,
) radiochemotherapy found HR: not found
(p=0.2278)
- EGFR 9.7Mvs. 9.5 M,
Cicénas S, et oS stage llIBor IV | 0-1 (ECOG) Do.uble erlotinib vs. placebo 322 vs. 321 | EGFR-TKI mutation HR =1.02 (95% ClI 12.5Mvs. 9.6 M,
al. (4) -blind .\ HR =0.77
positive =0.85-1.22)
stage llIB to IV onartuzumab + 68 Myvs.9.1M, Median survival:
. i = 0, :
Spigel DR, et 0sS locally 0-1 (ECOG) Do.uble erlotinib vs. placebo + 250 vs. 249 ant! MET MET. HR = 1.27 (95% CI not found, HR =
al. (5) advanced or -blind L antibody positive =0.98-1.65,p=
. erlotinib 0.73
metastatic 0.067)
pemetrexed-cisplatin
unresectable f;:r;horchFIg’)r?gllfcf\I:;d 26.8Mvs. 25.0 M,
Senan S, et Py o Chemo- HR=0.98 (95% Cl | 24 Mvs. 18 M. HR
0sS nonsquamous | 0-1 (ECOG) Open by consolidation 301 vs. 297 . All comer
al (6) radiation =0.79-1.20,p = =0.74
stage IIA/B pemetrexed, vs. 0.831)

etoposide-cisplatin and
TRT followed by
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
nonpemetrexed
doublet consolidation
saws s, | Mot
) - _ o , HR:
Paz-Ares L, oS 3rd or 4th line | 0-1 (ECOG) Do.uble sorafenib vs. placebo 350 vs. 353 'mu'ltl'klnase All comer HR = 0.99 (35% Cl found
etal (7) -blind inhibitor =0.84-1.17,p= . .
0.47) (33% increase in
’ median OS)
surgically
unresectable 8.5Mvs. 7.8 M, 9.3 Mvs.7M, HR
Scagliotti G, locally Double | erlotinib + tivantinib MET receptor HR = 0.98 (95% =0.75
(0N 0-1 (ECOG 526 vs. 522 All
et al (8) advanced or ( ) -blind vs. erlotinib + placebo vs -TKI comer Cl=0.84-1.15,p | (33% increasein
metastatic =0.81) median OS)
stage lllb to IV
13.3Mvs. 10 M,
AbeT, et al stage Il or IV weekly docetaxel + 13.3Mvs. 14.8M, z::;cr::gt?;:li =
! 0sS g 0-1 (ECOG) Open cisplatin vs. docetaxel 139 vs. 137 | Chemotherapy | All comer HR =1.18 (95% CI -
(9) or recurrent monothera -0.83 - 1.69) 0.75)
Py e : (33% increase in
median OS)
Giaccone G Double | belagenpumatucel-L allogeneic 20.3Mvs. 17.8 M, I%I?Rn(\)/ts‘fcl)gl"\sdm
' | os stage lllor IV | 0-2 (ECOG) \ genp 270vs. 262 | whole tumour | Allcomer | HR =0.94, p = '
et al (10) -blind vs. placebo . (calculated HR =
cell vaccine 0.594

0.75)
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
17.4Mvs. 12.3 M, 'a\'ror:] ‘;OS”;‘; i;l(p'HR
- - - o IM,
O'Brien ME, oS stage llIB or IV 0-2 (WHO) Do.uble pazopanib vs. placebo 50vs. 52 'mu'|tl'klnase All comer HR =072 (35% CI =0.764
etal (11) or recurrent -blind inhibitor =0.40-1.28,p =
(exp.arm:12.7 M
0.257) .
is calculated)
necitumumab + 11.3 Mvs. 11.5 M,
Paz-Ares L stage IV non- pemetrexed + cisplatin anti-EGFR HR=1.01(95% Cl | 13.75Mvs. 11.0
! | os 0-2 (ECOG 0 315vs. 318 ) All o ° ' o
etal (12) squémous ( ) pen vs. pemetrexed + v antibody comer =0.84-1.21,p= M, HR=0.8
1st line . .
cisplatin alone 0.96)
6.2Mvs.5.7M
Scagliotti figitumumab + ) ’
t 1B or IV ti-IGF-1R HR =1.09 8Mvs.6 M, HR =
GV, et al 0sS stage or 0-2 (ECOG) Open erlotinib vs. erlotinib 289 vs. 290 an I All comer v !
(13) or recurrent alone antibody (95% CI =0.91 - 0.75
1.31, p=0.35)
Novello S, et stage [1IB or IV Double multikinase ail-'(\)AS\/; o Median survival:
(1) , (N gr::rcT:J;Lesnt 0-2 (ECOG) -blind motesanib vs. placebo 182 vs. 178 inhibitor All comer (9502) C'I -0.71- ?ool:nfgund, HR: not
q 1.12, p = 0.3306)
figitumumab + 9.8 Mvs. 8.6 M, 13Mvs. 10 M, HR
Langer CJ, et stage llIB or IV paclitaxel + carboplatin anti-IGF-1R HR=1.18 =0.77
(0N 0-1 (ECOG (0] 338 vs. 333 All
al (15) or recurrent ( ) pen vs. paclitaxel + v antibody comer (95% Cl =0.99 - (30% increase in
carboplatin alone 1.40, p = 0.06) median OS)
pemetrexed +
carboplatin +
bevacizumab followed 12.6 Mvs. 13.4 M,
Patel JD, et stage llIB or IV by pemetrexed + HR =1.00 15.3Mvs. 12.3 M,
(0N 0-1 (ECOG (0] 472 vs. 467 | Ch th All
al (16) nonsgquamous ( ) pen bevacizumab vs. vs emotherapy comer (95% Cl =0.86 - HR =0.80

paclitaxel + carboplatin
+ bevacizumab
followed by

1.16, p = 0.949)
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
bevacizumab
stage IlIB or IV dendritic cell- 7.49 M vs. 7.66 M,
Ramalingam Double | talactoferrin alfa vs. mediated HR =1.04 6.0 Mvs. 4.6 M,
S, etal (17) 05 ﬁ:ior more 0-2 (ECOG) -blind placebo 497 vs. 245 immunothera All comer (95% Cl =0.873 - HR =0.70
py 1.24, p = 0.6602)
locally aflibercept and 10.1Mvs. 10.4 M,
Ramlau R, et Double anti-VEGF HR=1.01 9.62Mvs7.5M,
al (18) 0sS ?T:j;zr;:aegcor 0-2 (ECOQG) -blind ;jlc:)cne(;caxel vs. docetaxel | 456 vs. 457 antibody All comer (95% Cl = 0.87 - HR = 0.78
1.17, p =0.90)
;Z::ieig;:e cisplatin 124 Mvs. 12.5M, | 13 Mvs. 10 M, HR
Paz-Ares LG, Double multikinase HR =0.98 =0.77
et al (19) 05 stage lllbor IV 1 0-1(ECOG) | g VZ'mdtabine/ds tin 385vs. 387 | i hibitor Allcomer | geor c1=0.83- | (30% increase in
& P 1.16,p=0.401) | median OS)
alone
median OS of 10
M in control arm
i ted
first line erlotinib Lizx:srfi:fe’riorit
followed by second line 8.7Mvs. 11.6 M, . ) ¥
Gridelli C, et cisplatin + gemcitabine HR =1.24 Is defined as
! 0sS stage lllbor IV | 0-1 (ECOG) Open p. . 8 . . 273 vs. 263 | EGFR-TKI All comer s upper limit 1.25 of
al (20) vs. first line cisplatin + (95% Cl =1.04 -
o 95% Cl of HR
gemcitabine followed 1.47)
by second line erlotinib (corresponds to
4 lower limit of HR =
0.80 in favor of
the control arm)
13.0Mvs. 11.0M
Scagliotti stage llIB or IV - ~ ’
(Gz\i,)et al (N g;;e;ct:rin;us 0-1 (ECOG) _Dbcl)il:]zle motesanib vs. placebo 541 vs. 549 ;:E:Eilf[?rase All comer I(-|9R5°_A,Oc'|9go,7g i I%I?Ri 'XISV; 1M,
q 1.04, p =0.14)
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
85Mvs. 7.8 M, 6.65Mvs.5 M,
Lee JS, et al 0-2 Double . multikinase HR =0.95 HR =0.75
(22) 0sS stage llIB or IV (WHO) blind vandetanib vs. placeb 617 vs. 307 inhibitor All comer (95.2% Cl=0.81- | (33% increase in
1.11, p=0.527) median OS)
thalidomide +
E:rct?;?r:il: followed 16.0Mvs. 15.3 M,
Hoang T, et unresectable . Chemo- HR =1.00 18.2 Mvs. 14 M,
(0N 0-1 (ECOG (0] by radiat . 271 vs. 275 All
al (23) stage IIIA/B (ECOG) pen y radiation vs v radiation COmer | (95%ci=0.83- | HR=0.77
paclitaxel + 1.20, p = 0.99)
carboplatin followed <O P=0
by radiation
docetaxel
. consolidation after
Jalal SI, et al :gsapl’lerable not chemoradiation with Chemo- 24.2Mvs. 26.1 M, ilix(\)/:‘f;jn'\c/il'
! oS y 0-1 (ECOG) etoposide + cisplatin 82 vs. 84 . All comer HR: not found (p = :
(24) advanced found radiation (calculated HR =
stage II1A/B VS. no treatment after 0.7499) 0.6)
g chemoradiation with '
etoposide + cisplatin
paclitaxel consolidation
after chemoradiation . .
unresectable with paclitaxel + 16.1 Mvs. 26.9 M | Median survival:
Carter DL, et . . Chemo- (1-year OS of 66% | not found, but 1-
(0N bl 0-1 (ECOG (0] boplat . 61 vs. 58 All
al (25) (s)t;mSIFI)IE:?B € ( ) pen '(r.:ferafnﬁean':na:tserno vs radiation comer vs. 77%), HR: not year OS of 60% vs.
8 . . found (p = 0.07) 42%, HR = 0.60
chemoradiation with
paclitaxel + carboplatin
8.2Mvs. 8.2 M,
Groen HJ, et Double COX-2 HR =0.9 11.7Mvs. 9.0 M
! (0N t HiBor IV | 0-2 (ECOG | ib vs. placeb 281 vs. 280 All !
al (26) stage TTIb or (ECOG) | jing | celecoxib vs. placebo v inhibitor COMer | (95% Cl=0.6-1.2, | HR=0.77

p=0.32)
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
Median survival:
Ridolfi L 1B or IV IL-2 + gemcitabine + (110.5 . \(I)Sé lifsll;l on f(<))usndfl _5(;‘:/1_
idolfi L, et stage or not . - -year OS o 6 | year OSo 6 Vs.
al (27) 05 non-operable 0-2 (ECOG) found C|spla't|nb\{s. isplati 127vs. 1141 1L-2 All comer vs. 51%), HR: not 25%, HR: not
gemcitabine + cisplatin found (p = 0.456) found (calculated
HR = 0.83)
o newly- Soubl vadirEeza;n + paclitaxel " a3|;4 l\l/l(;/; 12.7 M, 195 Mvs. 0.0 M
ara r, X ouble | +carboplatin wvs. multikinase =1. . vs. 9. ,
et al (28) s Stfgg?ﬁﬁdor v O-1(WHO) | \lind | plasebo  + pacitaxel + | ©4° ¥ 50 | inhibitor Allcomer | gcor c1=0.85- | HR=0.80
carboplatin 1.19, p = 0.535)
38 Wvs. 28 W,
Chemothera HR: not found
Karampeazis -naive > not docetaxel vs. 6.07Mvs. 3.87 M, (calculated HR =
0sS . 0-2 (ECOG) . . 66 vs. 64 Chemotherapy | All comer HR: not found
A, etal (29) inoperable found vinorelbine (p = 0.090) 0.74)
stage llIB or IV ' (35% increase in
median OS)
PF-3512676+ . 10.0 M vs. 9.8 M, . :
Hirsh V et al Chemotherapy paclitaxel/carboplatin Toll-like HR = 0.95 Median survival:
! (N -naive stage 0-1 (ECOG) Open Vs. 408 vs. 420 | receptor 9 All comer not found, HR =
(30) B or IV paclitaxel/carboplatin agonist (95%Cl =081 - 0.75
1.12, p = 0.56) '
alone
PR3512676+ . 11.0Mvs. 10.7 M, . :
Manegold C Chgmotherapy gemcitabine/cisplatin Toll-like HR =10 Median survival:
"1 0S -naive stage 0-1 (ECOG) Open Vs. 416 vs. 423 | receptor 9 All comer not found, HR =
etal(31) B or IV gemcitabine/cisplatin agonist (95% Cl = 0.85 - 0.75
1.18, p = 0.98) :
alone
- paclitaxel + 11.1Mvs. 8.6 M, Median survival:
Kosmidis PA, oS stage IlIB (wet) 0-1 (ECOG) not gemcitabine vs. 196 vs. 202 | Chemotherapy | All comer HR: not found not found, HR: not
et al (32) orlv found

paclitaxel + vinorelbine

(p=0.147)

found

54




Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
53Muvs. 4.0 M,
6.83Mvs 6.31 M, | HR:not found
E:II(;:)M’ et | os ?T:j;z::aegcor 0-3 (ECOG) _Dbcl)il:]kéle dacotinib vs. placebo 480 vs. 240 | EGFR-TKI All comer I(-lgRSO_A 1C'|030.83 ) g:;lsc)ulated HR =
1.21, p = 0.506) (33% increase in
median OS)
' advanced, 12.2Mvs12.1 M,
Ia-?tj?:lle) SA, et oS :lr:;u;’:\l?\lle stage | 0-1 (ECOG) _Dbcl)il:]kéle cediranib vs. placebo 153 vs. 153 | VEGFR-TKI All comer I(-Iglj;o_ﬁoc'?jo.sg_ I%Iii lz)/l7vss 85>M,
1.30, p=0.72)
MU'Cl 25.6 M vs. 22.3 M, Not found exp.
Butts C, et al Double antigen- HR = 0.88 arm vs. 20 M, HR
! oS stage IIA/B 0-1 (ECOG) ) tecemotide vs. placebo | 829 vs, 410 | specific All comer =0.77
(35) -blind ) (95% Cl = 0.75- .
immunothera (exp. arm: 26 M is
1.03, p=0.123)
py calculated)
3.7Mvs. 3.6 M
Lee SM 1B or IV ifeiggi) ;)fr Doubl (1-y1ej; )Oii;f o '\/Iedfian Zlur;ivallz
ee SM, et stage or ouble - vs. 14%), HR = not found, but 1-
al (36) (N 1st line zi\r/necr)?lbiditie -blind erlotinib vs. plasebo 350 vs. 320 | EGFR-TKI All comer 0.94 year 05 of 17.5%
s (95% Cl =0.81 - vs. 10%, HR =0.75
1.10, p=0.46)
6.3 Mvs. 7.0M Median survival:
vinorelbine + (1-year OS of 30% | not found, but 1-
z:eg%n @, et oS stage llIBor IV | 0-2 (WHO) Open \%ienrzfletli)?r:r;e:& 215vs. 222 | Chemotherapy | All comer \f(');;%)' HR = ;Z;,%SR?;?% vs:
carboplatin (95% CI =0.85 - found (calculated
1.24, p = 0.802) HR = 0.73)
Miller VA stage 1B or IV Doubl a%%'r(;/; o 6.7 Mvs. 4.7 M
al |(3esr) s et oS ra’r::laenocarcino 0-2 (ECOG) -bcl)il;de afatinib vs. placebo 390 vs. 195 | EGFR-TKI All comer (9502) C'I .86 H'R - OV;O ’ !
1.35, p=0.74)
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
erlotinib vs. 53Mvs. 5.5 M, Median survival:
Ciuleanu T, stage IIIB or IV chemotherapy HR =0.96 N
etal (39) 0sS nd line 0-2 (ECOG) Open (docetaxel or 203 vs. 221 | EGFR-TKI All comer (95% Cl = 0.78 - gostofound, HR =
pemetrexed) 1.19, p=0.73) )
. 9.3Mvs. 9.2 M, Median survival:
Herbst RS advanced or Double bevacizumab + anti-VEGE HR = 0.97 not found, HR: not
! oS recurrent 0-2 (ECOG) . erlotinib vs. erlotinib 319 vs. 317 . All comer o found
et al (40) -blind antibody (95% Cl =0.80— . .
stage llIB or IV alone 1.18, p=0.7583) (33% increase in
S P=U. median 0S)
109 Mvs. 9.4 M,
Gaafar RM Double HR =0.81 14 Mvs. 11 M, HR
! (0N t HBorlv | 0-2 (WHO fitinib vs. pl b 86 vs. 87 EGFR-TKI All !
et al (41) stage TTIb or (WHO) | jing | gefitinib vs. placebo v cCOmer | (95% cI=059- | =078
1.12, p = 0.204)
89Mvs. 7.9 M, 9.5Mvs. 7.5 M,
Koch A, et al Double . COX-2 HR =1.00 HR: not found
(42) 0sS stage lliIBor IV | 0-2 (WHO) -blind celecoxib vs. placebo 159 vs. 160 inhibitor All comer (95% Cl = 0.79 - (calculated HR =
1.26, p =0.97) 0.79)
Not found
untreated 4.2 Mvs.5.9M, experimental arm
. . i . _ = 0, =
Carbone DP, PES stage IV or 0-1 (ECOG) Open nivolumab vs. platinum 271 vs. 270 ant! PD-L1 PD L1 HR=1.15(95%Cl | vs7 M., HR=0.71
et al. (43) recurrent doublet chemotherapy antibody positive =0.91-1.45,p= (experimental
0.25) arm: 9.86 M is
calculated)
50Mvs. 4.8 M
. Chemotherapy + N o Median survival:
Davidson A, PFS st.age of 0-2 (ECOG) Open nitroglycerin vs. 187 vs. 185 | nitroglycerin All comer HR = 1.07 (95% CI not found, HR =
et al. (44) disease Ill or IV =0.86-1.32,p=
Chemotherapy alone 0.55) 0.75
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
Edelman stage IIIB with 5.16 M vs. 5.26 M,
pleural Double . COX-2 COX-2 HR =1.076 (95% 9.2 Mvs. 6 M, HR
mls,)et al. PFS effusion or 0-2 (ECOG) -blind celecoxib vs. placebo 158 vs. 154 inhibitor expression | Cl=0.853-1.367, | =0.652
stage IV p = 0.5346)
3.6 Mvs.3.0M, 3.3Mvs. 2.0 M,
HR =0.90 (95% CI :
Yoshioka H, PFS stage llIBor IV | 0-1 (ECOG) Open amrubicin vs. docetaxel | 101 vs. 101 | chemotherapy | All comer (95% HR: not found
et al. (46) =0.65-1.25,p = | (calculated HR =
) 0.54) 0.606)
7.0Wvs.6.9W,
Smit EF, et Double | erlotinib 300 mg vs. HR=1.05(95% Cl | 14 Wvs. 10 W, HR
al. (47) PFS stage llIBor IV | 0-2 (ECOG) -blind erlotinib 150 mg 160 vs. 155 | EGFR-TKI All comer =0.83-1.33,p = -0.714
0.671)
6.5Mvs. 7.5 M, 4 Mvs, 4 M,
- o S
;ﬁfg‘ et PFS stage llIBor IV | 0-2 (ECOG) Open erlotinib vs. gefitinib 281 vs. 280 | EGFR-TKI All comer gle Ogi)s- (19‘21/:7, nmoarllgr;;egﬁ:;c{y:
p =0.257) 1.30
concurrent
chemoradiotherapy
locally gigl(ieja?i»(l)n 9-1Mvs. 8.1 M,
Ahn JS, et al Ch - HR =0.91 (95% ClI 16 Mvs. 12 M, HR
ni> eta PFS advanced 0-1 (ECOG) Open chemotherapy with 209 vs. 211 e.m_o All comer (95% v !
(49) . . radiation =0.73-1.12,p = =0.75
Stage IIIA/B docetaxel and cisplatin 0.36)

vs. concurrent
chemoradiotherapy
alone
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
relapsed docetaxel + 8.0Mvs.5.6 M, 4.5Mvs. 3 M, HR:
Moro-Sibilot following . . . HR =0.71(95% CI | not found
D, et al (50) PFS initial surgery— 0-1 (ECOG) Open 5;5p$222{:3;?:|z|s:n 44 vs. 44 Chemotherapy | All comer =045-11p= (calculated HR =
chemotherapy ) 0.15) 0.67)
pemetrexed +
PFS Eirszﬂztlzizgcz/\fsved 3.91Mvs. 2.86 M, Median survival:
. . . _ ) :
Zinner RG, without | stage IV 0-1 (ECOG) Open paclitaxel + carboplatin | 182 vs. 179 | Chemotherapy | All comer HR =0.85 (30% CI not found, HR =
et al (51) grade 4 nonsgquamous . =0.7-1.04,p=
toxicit + bevacizumab 0.176) 0.75
y followed by :
bevacizumab
EGER 13.0Mvs 104 M,
= 9
:;;)g Y, etal PFS stage IV 0-2 (ECOG) ?oolfnd erlotinib vs. gefitinib 128 vs. 128 | EGFR-TKI mousti:i’ijzn EEGS-Sllc()i,Sﬁfl I%Iéll%(i 'z)/lgss 5>M,
P 0.108).
Consolidation
?:ﬁ:;/‘;:\gecrsizurrem 6.4Mvs.55M, | 9Mvs. 6 M, HR:
Flentje M, . Chemo- HR=0.93 (95% CI | not found
et al (53) PFS stage IlI not found Open ;I;(zn;:“rgsvli?]therapy vs. | 96 vs. 105 radiation All comer - 0.69-1.26, (calculated HR =
g p=0.63) 0.67)
concurrent
chemoradiotherapy
EGER 54Mvs. 5.4 M,
. - [
z?{;Z;C’ et PFS stage llIBor IV | 0-1 (WHO) _Dbcl)il:]kéle gefitinib vs. placebo 133 vs. 132 | EGFR-TKI mousti:i’ijzn EEGS—STESS,/; SI 2(5)2/;\/5 6 M, HR
P 0-27)
20Myvs. 3.2 M, 3.5Mvs. 2.5 M,
Kawaguchi stage IlIB or IV - HR =1.22 HR: not found
T et al (55) PFS nd or 3rd line 0-2 (ECOG) Open erlotinib vs. docetaxel 151 vs. 151 | EGFR-TKI All comer (95% Cl = 0.97 - (calculated HR =
1.55, p = 0.09) 0.71)
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
selected chemotherapy
based on expression

6.1 Mvs.6.9M
Bepler G, et stage IlIB (wet) level of RRM1 and ) | 6.0Mvs.43 M,
al (56) PFS or IV 0-1 (ECOG) Open ERCCL vs. 183 vs. 92 | Chemotherapy | All comer HR: not found (p = HR = 0.68

o . 0.181)
gemcitabine/carboplati
n
N 9.0Mvs. 11.3 M,
Scagliott] zoledronic acid vs. no Bisphosphona HR=1.22 186 Mvs. 13 M
(GS\;,)et al PFS stage IlIA/B 0-1 (ECOG) Open treatment 226vs. 211 te All comer (95% Cl = 0.96 - HR = 0.70
1.54, p = 0.0957)
Not found exp.
Weissman Chemotherapy gemcitabine + armvs. 3.1 M, HR
t 444 Mvs. 4.67 M
CH, et al PFS -naive stage 0-1 (ECOG) no oxaliplatin vs. paclitaxel | 191 vs. 192 | Chemotherapy | All comer v " 1=0.70
found . HR: not found .
(58) B or IV + carboplatin (exp. arm: 4.4 M is
calculated)

17.6 Wvs. 11.9w, | Notfound exp.
de Boer RH Double multikinase HR =0.86 arm vs. 3.0 M, HR
et al (59) PFS stage llIBto IV | 0-2 (WHO) -blind vandetanib vs. placeb 256 vs. 278 inhibitor All comer (97.58% Cl = 0.69 - =0.74 '

1.06, p =0.108) (exp. arm: 4.0 M is

L0 P =0 calculated)
locally 2.6 Mvs. 2.6 M, nMoidf::nijur:If:ot
Ramalingam Double | dacomitinib vs. HR =0.941 T
PFS dvanced 0-2 (ECOG 439 vs. 439 | EGFR-TKI Al found
ss, et al (60) advanced or (ECOG) | piind | erlotinib v comer | 9s% ci=0.802- | o4 .
metastatic 1.0, p = 0.229) (33% increase in
CHP =D median PFS)
pemetrexed + cisplatin 8.38 M vs. 9.63 M, - .
Vang IC. et locally followed by HR = 0.85 Median survival:
al (6gl) ! PFS advanced or 0-1 (ECOG) Open maintenance gefitinib 118 vs. 118 | EGFR-TKI All comer (95; C'I - 0.63- not found, HR =
metastatic vs. gefitinib N 0.65
1.13, p=0.261)
monotherapy
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Trial Primary | Stage/Setting PS Open/ | Arms Sample Target Enriched Results of median | Pre-estimations of
Endpoint Double | (exp. vs. control arm) size population | survival (exp. vs. median survival
-blind (exp. vs. control arm) and (exp. vs. control
control HR arm) and HR
arm)
. 29Myvs. 2.8 M, 3.9Mvs. 29 M,
Kim ES, et al recurrent or 60-100 cetuximab + anti-EGFR HR =1.03 HR: not found
PFS . (Karnofsky Open pemetrexed vs. 301 vs. 304 . All comer
(62) progressive PS) emetrexed antibody (95% CI =0.87 - (calculated HR =
P 1.21, p = 0.76) 0.74)
3Mvs. 2.2 M, HR:
Karampeazis StIaeierallIIB i emetrexed vs 3Mvs. 3.9 M, HR: Fcc;ﬁcfjg::d HR =
P TTP P . 0-2 (WHO) Open P . ' 166 vs. 166 | Chemotherapy | All comer not found (p = -
A, etal (63) effusion) or erlotinib 0.195) 0.73)
stage IV ' (35% increase in
median TTP)
50.5Mvs.48.2 M, | 64 Mvs. 48 M, HR
Kelly K, et al Double L 623 vs. EGFR HR = 0.90 (95% =0.75
DFS tage IB-IIA | 0-2 (ECOG lotinib vs. placeb EGFR-TKI
(64) stage (ECOG) | jing | erlotinibvs. placebo 350 positive Cl=0.74-1.10,p | (33% increase in
=0.324) median DFS)
completely Median survival:
60-5Mvs.57-9 M
Vanst ki ted st MAGE-A3 MAGE-A3 ! t f d, HR: not
ansteeniis resected slage Double | | . 1515vs. | . MAGE-A3- | HR =1.02 (95% cI | N°tound, AR:no
te JF, et al DFS IB, Il, and IlIA 0-2 (ECOQG) blind immunotherapeutic vs. 757 immunothera ositive = 0-89—1.18 b= found,
(65) MAGE-A3- placebo py P - P (28% increase in
, 0-74) .
positive median DFS)
. . gemcitabine + . .
Price A, et al inoperable . Chemo- 42% vs. 46% in 2- | 60% vs. 30% in 2-
! EFS 0-2 0 dioth . 22 vs. 21 All
(66) stage lor I pen raciotherapy vs v radiation comer year EFS year FES

radiotherapy alone

DFS: disease-free survival, EFS: event-free survival, OS: overall survival, PFS: progression-free survival, TTP: time to progression, WHO: World Health Organization, ECOG: Eastern Cooperative Oncology Group,

PS: performance status, exp.: experimental, BSC: best supportive care, EGFR: epidermal growth factor receptor, TKI: tyrosine kinase inhibitor, PD1: programmed cell death 1, MET: met rproto-oncogene,

VEGF: vascular endothelial growth factor, IGF-1R : insulin-like growth factor 1 receptor, IL: interleukin, COX: cyclooxygenase, Cl: Confidence Interval, HR: Hazard Ratio, M: Months, W: Weeks, Y: Years

60




References

1.

Karampeazis A, Vamvakas L, Kotsakis A, et al. Docetaxel plus gemcitabine versus
gemcitabine in elderly patients with advanced non-small cell lung cancer and use of a
geriatric assessment: lessons from a prematurely closed Hellenic Oncology Research
Group randomized phase III study. J Geriatr Oncol. 2017;8:23-30.

Rodriguez PC, Popa X, Martinez O, et al. A Phase III Clinical Trial of the Epidermal
Growth Factor Vaccine CIMAvax-EGF as Switch Maintenance Therapy in Advanced
Non-Small Cell Lung Cancer Patients. Clin Cancer Res. 2016;22:3782-90.

Debus J, Drings P, Baurecht W, Angermund R. Prospective, randomized, controlled,
and open study in primarily inoperable, stage III non-small cell lung cancer (NSCLC)
patients given sequential radiochemotherapy with or without epoetin alfa. Radiother
Oncol. 2014;112:23-9.

Cicénas S, Geater SL, Petrov P, et al. Maintenance erlotinib versus erlotinib at disease
progression in patients with advanced non-small-cell lung cancer who have not
progressed following platinum-based chemotherapy (IUNO study). Lung Cancer.
2016;102:30-37.

Spigel DR, Edelman MJ, O'Byrne K, et al. Results From the Phase III Randomized
Trial of Onartuzumab Plus Erlotinib Versus Erlotinib in Previously Treated Stage 11IB
or IV Non-Small-Cell Lung Cancer: METLung. J Clin Oncol. 2017;35:412-420.
Senan S, Brade A, Wang LH, et al. PROCLAIM: Randomized Phase III Trial of
Pemetrexed-Cisplatin or Etoposide-Cisplatin Plus Thoracic Radiation Therapy
Followed by Consolidation Chemotherapy in Locally Advanced Nonsquamous Non-
Small-Cell Lung Cancer. J Clin Oncol. 2016;34:953-62.

Paz-Ares L, Hirsh V, Zhang L, et al. Monotherapy Administration of Sorafenib in
Patients With Non-Small Cell Lung Cancer (MISSION) Trial: A Phase 111, Multicenter,
Placebo-Controlled Trial of Sorafenib in Patients with Relapsed or Refractory
Predominantly Nonsquamous Non-Small-Cell Lung Cancer after 2 or 3 Previous
Treatment Regimens. J Thorac Oncol. 2015;10:1745-53.

Scagliotti G, von Pawel J, Novello S, et al. Phase III Multinational, Randomized,
Double-Blind, Placebo-Controlled Study of Tivantinib (ARQ 197) Plus Erlotinib
Versus Erlotinib Alone in Previously Treated Patients With Locally Advanced or
Metastatic Nonsquamous Non-Small-Cell Lung Cancer. J Clin Oncol. 2015;33:2667-
74.

Abe T, Takeda K, Ohe Y, et al. Randomized phase III trial comparing weekly docetaxel

plus cisplatin versus docetaxel monotherapy every 3 weeks in elderly patients with

61



10.

11.

12.

13.

14.

15.

16.

17.

18.

advanced non-small-cell lung cancer: the intergroup trial JCOG0803/WJOG4307L. J
Clin Oncol. 2015;33:575-81.

Giaccone G, Bazhenova LA, Nemunaitis J, et al. A phase III study of
belagenpumatucel-L, an allogeneic tumour cell vaccine, as maintenance therapy for
non-small cell lung cancer. Eur J Cancer. 2015;51:2321-9.

O'Brien ME, Gaafar R, Hasan B, et al. EORTC-LCG. Maintenance pazopanib versus
placebo in Non-Small Cell Lung Cancer patients non-progressive after first line
chemotherapy: A double blind randomised phase III study of the lung cancer group,
EORTC 08092 (EudraCT: 2010-018566-23, NCT01208064). Eur J Cancer.
2015;51:1511-28.

Paz-Ares L, Mezger J, Ciuleanu TE, et al. INSPIRE investigators. Necitumumab plus
pemetrexed and cisplatin as first-line therapy in patients with stage IV non-squamous
non-small-cell lung cancer (INSPIRE): an open-label, randomised, controlled phase 3
study. Lancet Oncol. 2015;16:328-37.

Scagliotti GV, Bondarenko I, Blackhall F, et al. Randomized, phase III trial of
figitumumab in combination with erlotinib versus erlotinib alone in patients with
nonadenocarcinoma nonsmall-cell lung cancer. Ann Oncol. 2015;26:497-504.
Novello S, Scagliotti GV, Sydorenko O, et al. Motesanib plus carboplatin/paclitaxel in
patients with advanced squamous non-small-cell lung cancer: results from the
randomized controlled MONET]1 study. J Thorac Oncol. 2014;9:1154-61.

Langer CJ, Novello S, Park K, et al. Randomized, phase III trial of first-line
figitumumab in combination with paclitaxel and carboplatin versus paclitaxel and
carboplatin alone in patients with advanced non-small-cell lung cancer. J Clin Oncol.
2014;32:2059-66.

Patel JD, Socinski MA, Garon EB, et al. PointBreak: a randomized phase III study of
pemetrexed plus carboplatin and bevacizumab followed by maintenance pemetrexed
and bevacizumab versus paclitaxel plus carboplatin and bevacizumab followed by
maintenance bevacizumab in patients with stage IIIB or IV nonsquamous non-small-
cell lung cancer. J Clin Oncol. 2013;31:4349-57.

Ramalingam S, Crawford J, Chang A, et al. FORTIS-M Study Investigators.
Talactoferrin alfa versus placebo in patients with refractory advanced non-small-cell
lung cancer (FORTIS-M trial). Ann Oncol. 2013;24:2875-80.

Ramlau R, Gorbunova V, Ciuleanu TE, et al. Aflibercept and Docetaxel versus
Docetaxel alone after platinum failure in patients with advanced or metastatic non-
small-cell lung cancer: a randomized, controlled phase III trial. J Clin Oncol.
2012;30:3640-7.

62



19.

20.

21.

22.

23.

24.

25.

26.

27.

Paz-Ares LG, Biesma B, Heigener D, et al. NSCLC [non—small-cell lung cancer]
Research Experience Utilizing Sorafenib (NExUS) Investigators Study Group. Phase
III, randomized, double-blind, placebo-controlled trial of gemcitabine/cisplatin alone
or with sorafenib for the first-line treatment of advanced, nonsquamous non-small-cell
lung cancer. J Clin Oncol. 2012;30:3084-92.

Gridelli C, Ciardiello F, Gallo C, et al. First-line erlotinib followed by second-line
cisplatin-gemcitabine chemotherapy in advanced non-small-cell lung cancer: the
TORCH randomized trial. J Clin Oncol. 2012;30:3002-11.

Scagliotti GV, Vynnychenko I, Park K, et al. International, randomized, placebo-
controlled, double-blind phase III study of motesanib plus carboplatin/paclitaxel in
patients with advanced nonsquamous non-small-cell lung cancer: MONETI. J Clin
Oncol. 2012;30:2829-36.

Lee JS, Hirsh V, Park K, et al. Vandetanib Versus placebo in patients with advanced
non-small-cell lung cancer after prior therapy with an epidermal growth factor receptor
tyrosine kinase inhibitor: a randomized, double-blind phase III trial (ZEPHYR). J Clin
Oncol. 2012;30:1114-21.

Hoang T, Dahlberg SE, Schiller JH, et al. Randomized phase III study of thoracic
radiation in combination with paclitaxel and carboplatin with or without thalidomide
in patients with stage III non-small-cell lung cancer: the ECOG 3598 study. J Clin
Oncol. 2012;30:616-22.

Jalal SI, Riggs HD, Melnyk A, et al. Updated survival and outcomes for older adults
with inoperable stage III non-small-cell lung cancer treated with cisplatin, etoposide,
and concurrent chest radiation with or without consolidation docetaxel: analysis of a
phase III trial from the Hoosier Oncology Group (HOG) and US Oncology. Ann Oncol.
2012;23:1730-8.

Carter DL, Garfield D, Hathorn J, et al. A randomized phase III trial of combined
paclitaxel, carboplatin, and radiation therapy followed by weekly paclitaxel or
observation for patients with locally advanced inoperable non-small-cell lung cancer.
Clin Lung Cancer. 2012;13:205-13.

Groen HJ, Sietsma H, Vincent A, et al. Randomized, placebo-controlled phase III study
of docetaxel plus carboplatin with celecoxib and cyclooxygenase-2 expression as a
biomarker for patients with advanced non-small-cell lung cancer: the NVALT-4 study.
J Clin Oncol. 2011;29:4320-6.

Ridolfi L, Bertetto O, Santo A, et al. Chemotherapy with or without low-dose
interleukin-2 in advanced non-small cell lung cancer: results from a phase III
randomized multicentric trial. Int J Oncol. 2011;39:1011-7.

63



28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Lara PN Jr, Douillard JY, Nakagawa K, et al. Randomized phase III placebo-controlled
trial of carboplatin and paclitaxel with or without the vascular disrupting agent
vadimezan (ASA404) in advanced non-small-cell lung cancer. J Clin Oncol.
2011;29:2965-71.

Karampeazis A, Vamvakas L, Agelidou A, et al. Georgoulias V. Docetaxel vs.
vinorelbine in elderly patients with advanced non--small-cell lung cancer: a hellenic
oncology research group randomized phase III study. Clin Lung Cancer. 2011;12:155-
60.

Hirsh V, Paz-Ares L, Boyer M, et al. Randomized phase III trial of
paclitaxel/carboplatin with or without PF-3512676 (Toll-like receptor 9 agonist) as
first-line treatment for advanced non-small-cell lung cancer. J Clin Oncol.
2011;29:2667-74.

Manegold C, van Zandwijk N, Szczesna A, et al. A phase III randomized study of
gemcitabine and cisplatin with or without PF-3512676 (TLR9 agonist) as first-line
treatment of advanced non-small-cell lung cancer. Ann Oncol. 2012;23:72-7.
Kosmidis PA, Fountzilas G, Eleftheraki AG, et al. Paclitaxel and gemcitabine versus
paclitaxel and vinorelbine in patients with advanced non-small-cell lung cancer. A
phase III study of the Hellenic Cooperative Oncology Group (HeCOG). Ann Oncol.
2011;22:827-34.

Ellis PM, Shepherd FA, Millward M, et al. NCIC CTG; Australasian Lung Cancer
Trials Group; NCI Naples Clinical Trials Unit. Dacomitinib compared with placebo in
pretreated patients with advanced or metastatic non-small-cell lung cancer (NCIC
CTG BR.26): a double-blind, randomised, phase 3 trial. Lancet Oncol. 2014;15:1379-
88.

Laurie SA, Solomon BJ, Seymour L, et al. Randomised, double-blind trial of
carboplatin and paclitaxel with daily oral cediranib or placebo in patients with
advanced non-small cell lung cancer: NCIC Clinical Trials Group study BR29. Eur J
Cancer. 2014;50:706-12.

Butts C, Socinski MA, Mitchell PL, et al. START trial team. Tecemotide (L-BLP25)
versus placebo after chemoradiotherapy for stage III non-small-cell lung cancer
(START): a randomised, double-blind, phase 3 trial. Lancet Oncol. 2014;15:59-68.
Lee SM, Khan I, Upadhyay S, et al. First-line erlotinib in patients with advanced non-
small-cell lung cancer unsuitable for chemotherapy (TOPICAL): a double-blind,
placebo-controlled, phase 3 trial. Lancet Oncol. 2012;13:1161-70.

Flotten @, Grenberg BH, Bremnes R, et al. Vinorelbine and gemcitabine vs vinorelbine

and carboplatin as first-line treatment of advancedNSCLC. A phase III randomised

64



38.

39.

40.

41.

42.

43.

44,

45.

46.

controlled trial by the Norwegian Lung Cancer Study Group. Br J Cancer.
2012;107:442-7.

Miller VA, Hirsh V, Cadranel J, et al. Afatinib versus placebo for patients with
advanced, metastatic non-small-cell lung cancer after failure of erlotinib, gefitinib, or
both, and one or two lines of chemotherapy (LUX-Lung 1): a phase 2b/3 randomised
trial. Lancet Oncol. 2012;13:528-38.

Ciuleanu T, Stelmakh L, Cicenas S, et al. Efficacy and safety of erlotinib versus
chemotherapy in second-line treatment of patients with advanced, non-small-cell lung
cancer with poor prognosis (TITAN): a randomised multicentre, open-label, phase 3
study. Lancet Oncol. 2012;13:300-8.

Herbst RS, Ansari R, Bustin F, et al. Efficacy of bevacizumab plus erlotinib versus
erlotinib alone in advanced non-small-cell lung cancer after failure of standard first-
line chemotherapy (BeTa): a double-blind, placebo-controlled, phase 3 trial. Lancet.
2011;377:1846-54.

Gaafar RM, Surmont VF, Scagliotti GV, et al. EORTC Lung Cancer Group and the
Italian Lung Cancer Project. A double-blind, randomised, placebo-controlled phase III
intergroup study of gefitinib in patients with advanced NSCLC, non-progressing after
first line platinum-based chemotherapy (EORTC 08021/ILCP 01/03). Eur J Cancer.
2011;47:2331-40.

Koch A, Bergman B, Holmberg E, et al. Swedish Lung Cancer Study Group. Effect of
celecoxib on survival in patients with advanced non-small cell lung cancer: a double
blind randomised clinical phase III trial (CY CLUS study) by the Swedish Lung Cancer
Study Group. Eur J Cancer. 2011;47:1546-55.

Carbone DP, Reck M, Paz-Ares L, et al. First-line nivolumab in stage IV or recurrent
non-small-cell lung cancer. N Engl J Med. 2017;376:2415-2426.

Davidson A, Veillard AS, Tognela A, et al. A phase III randomized trial of adding
topical nitroglycerin to first-line chemotherapy for advanced nonsmall-cell lung
cancer: the Australasian lung cancer trials group NITRO tria. Ann Oncol.
2015;26:2280-6.

Edelman MJ, Wang X, Hodgson L, et al. Phase III Randomized, Placebo-Controlled,
Double-Blind Trial of Celecoxib in Addition to Standard Chemotherapy for Advanced
Non-Small-Cell Lung Cancer With Cyclooxygenase-2 Overexpression: CALGB
30801 (Alliance). J Clin Oncol. 2017;35:2184-2192.

Yoshioka H, Katakami N, Okamoto H, et al. A randomized, open-label, phase III trial
comparing amrubicin versus docetaxel in patients with previously treated non-small-
cell lung cancer. Ann Oncol. 2017;28:285-291.

65



47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

Smit EF, Wu YL, Gervais R, et al. A randomized, double-blind, phase III study
comparing two doses of erlotinib for second-line treatment of current smokers with
advanced non-small-cell lung cancer (CurrentS). Lung Cancer. 2016;99:94-101.
Urata Y, Katakami N, Morita S, et al. Randomized Phase III Study Comparing
Gefitinib With Erlotinib in Patients With Previously Treated Advanced Lung
Adenocarcinoma: WJOG 5108L. J Clin Oncol. 2016;34:3248-57.

Ahn JS, Ahn YC, Kim JH, et al. Multinational Randomized Phase III Trial With or
Without Consolidation Chemotherapy Using Docetaxel and Cisplatin After
Concurrent Chemoradiation in Inoperable Stage III Non-Small-Cell Lung Cancer:
KCSG-LUO05-04. J Clin Oncol. 2015;33:2660-6.

Moro-Sibilot D, Audigier-Valette C, Merle P, et al. Non-small cell lung cancer
recurrence following surgery and perioperative chemotherapy: Comparison of two
chemotherapy regimens (IFCT-0702: A randomized phase 3 final results study). Lung
Cancer. 2015;89:139-45.

Zinner RG, Obasaju CK, Spigel DR, et al. PRONOUNCE: randomized, open-label,
phase III study of first-line pemetrexed + carboplatin followed by maintenance
pemetrexed versus paclitaxel + carboplatin + bevacizumab followed by maintenance
bevacizumab in patients ith advanced nonsquamous non-small-cell lung cancer. J
Thorac Oncol. 2015;10:134-42.

Yang JJ, Zhou Q, Yan HH, et al. A phase III randomised controlled trial of erlotinib vs
gefitinib in advanced non-small cell lung cancer with EGFR mutations. Br J Cancer.
2017;116:568-574.

Flentje M, Huber RM, Engel-Riedel W, et al. GILT--A randomised phase III study of
oral vinorelbine and cisplatin with concomitant radiotherapy followed by either
consolidation therapy with oral vinorelbine and cisplatin or best supportive care alone
in stage III non-small cell lung cancer. Strahlenther Onkol. 2016;192:216-22.

Soria JC, Wu YL, Nakagawa K, et al. Gefitinib plus chemotherapy versus placebo plus
chemotherapy in EGFR-mutation-positive non-small-cell lung cancer after
progression on first-line gefitinib (IMPRESS): a phase 3 randomised trial. Lancet
Oncol. 2015;16:990-8.

Kawaguchi T, Ando M, Asami K, et al. Randomized phase III trial of erlotinib versus
docetaxel as second- or third-line therapy in patients with advanced non-small-cell
lung cancer: Docetaxel and Erlotinib Lung Cancer Trial (DELTA). J Clin Oncol.
2014;32:1902-8.

Bepler G, Williams C, Schell MJ, et al. Randomized international phase III trial of

ERCC1 and RRM1 expression-based chemotherapy versus gemcitabine/carboplatin in

66



57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

advanced non-small-cell lung cancer. J Clin Oncol. 2013;31:2404-12.

Scagliotti GV, Kosmidis P, de Marinis F, et al. Zoledronic acid in patients with stage
IITA/B NSCLC: results of a randomized, phase III study. Ann Oncol. 2012;23:2082-7.
Weissman CH, Reynolds CH, Neubauer MA, Pritchard S, Kobina S, Asmar L. A phase
IIT randomized trial of gemcitabine-oxaliplatin versus carboplatin-paclitaxel as first-
line therapy in patients with advanced non-small cell lung cancer. J Thorac Oncol.
2011;6:358-64.

de Boer RH, Arrieta O, Yang CH, et al. Vandetanib plus pemetrexed for the second-
line treatment of advanced non-small-cell lung cancer: a randomized, double-blind
phase III trial. J Clin Oncol. 2011;29:1067-74.

Ramalingam SS, Jéanne PA, Mok T, et al. Dacomitinib versus erlotinib in patients with
advanced-stage, previously treated non-small-cell lung cancer (ARCHER 1009): a
randomised, double-blind, phase 3 trial. Lancet Oncol. 2014;15:1369-78.

Yang JC, Kang JH, Mok T, et al. First-line pemetrexed plus cisplatin followed by
gefitinib maintenance therapy versus gefitinib monotherapy in East Asian patients with
locally advanced or metastatic non-squamous non-small cell lung cancer: a
randomised, phase 3 trial. Eur J Cancer. 2014;50:2219-30.

Kim ES, Neubauer M, Cohn A, et al. Docetaxel or pemetrexed with or without
cetuximab in recurrent or progressive non-small-cell lung cancer after platinum-based
therapy: a phase 3, open-label, randomised trial. Lancet Oncol. 2013;14:1326-36.
Karampeazis A, Voutsina A, Souglakos J, et al. Pemetrexed versus erlotinib in
pretreated patients with advanced non-small cell lung cancer: a Hellenic Oncology
Research Group (HORG) randomized phase 3 study. Cancer. 2013;119:2754-64.
Kelly K, Altorki NK, Eberhardt WE, et al. Adjuvant Erlotinib Versus Placebo in
Patients With Stage IB-IIIA Non-Small-Cell Lung Cancer (RADIANT): A
Randomized, Double-Blind, Phase III Trial. J Clin Oncol. 2015;33:4007-14.
"Vansteenkiste JF, Cho BC, Vanakesa T, et al. Efficacy of the MAGE-A3 cancer
immunotherapeutic as adjuvant therapy in patients with resected MAGE-A3-positive
non-small-cell lung cancer (MAGRIT): a randomised, double-blind, placebo-
controlled, phase 3 trial. Lancet Oncol. 2016;17:822-35.

Price A, Yellowlees A, Keerie C, et al. Radical radiotherapy with or without
gemcitabine in patients ith early stage medically inoperable non-small cell lung cancer.
Lung Cancer. 2012;77:532-6.

67



hi}

e 3

HFE A xR & L5 3 MR ER D —B (Positive 39 #lik)

Primary

Trials . Exp. Arm vs. control arm Sample size Actual result Pre-estimate
endpoint
ORR:39.1%vs. 24.3%, p= | ORr: notfound, non-
Park IH, et a. [1] ORR Genexol-PM vs. Genexol 105vs. 107 | 0.021 (non-inferiority), p = inferiority .margln.
0.016 (superiority) absolute difference of
7%
xeloda/epirubicin/cyclophosphamide vs. 5- pCR rate: 18% vs. 6%, p =
Zhang M, etal [2] PCR rate fluorouracil/epirubicin/cyclophosphamide 61vs. 70 0.027 PCR rate: not found
epirubicin—docetaxel + capecitabine vs. pCR rate: 23% vs. 15.4%, p= | pCR rate: 27% vs. 16%,
Steger GG, etal. [3] PCR rate epirubicin—docetaxel 270 vs. 266 0.027 OR: 1.5
chemotherapy (5-fluorouracil + doxorubicin
Mohammadianpanah clinical CR + cyclophosphamide) + letrozole vs. 50 vs. 51 clinical CR rate: 27.6% vs. clinical CR rate: 30% vs.
M, et al. [4] rate chemotherapy (5-fluorouracil + doxorubicin ’ 10.2%, p = 0.028 8%, OR: not found
+ cyclophosphamide) alone
pCR: 41% vs. 33%, OR =
1.41, non-inferior if the
pCR: 38% vs. 29%, OR =1.53 lower 95% Cl for the
. . (95% Cl =1.20-1.95), OR was above 0.858
Untch M, et al. [5] pCR rate nab-paclitaxel vs. solvent-based paclitaxel 606 vs. 600 unadjusted p = 0.00065, non- | (or equivalent to pCR
inferiority test 33% - 10% non-
inferiority margin
[3.3%], 29.7%)
bevacizumab + docetaxel + fluorouracil +
Earl HM, et al. [6] oCR rate epirubicin + cycIophos'phamid('e vs.' ' 388 vs. 393 pCR rate: 22% vs. 17%, p = 10% difference in pCR
docetaxel + fluorouracil + epirubicin + 0.03 rate
cyclophosphamide
ORR: 70.4% vs. 50.5%, S
estimated difference = 19.9% Non-inferiority if the
Masuda N, et al. [7] ORR anastrozole vs. tamoxifen 98 vs. 99 lower limit for the 95%
(95% C1=6.5-33.3), p = Clis 10% or less
0.004 )
Guan Z, et al. [8] oS lapatinib + paclitaxel vs. placebo + 292 vs. 222 median 0S: 27.8 M vs. 20.5 median OS: 28.6 M vs.

paclitaxel

M, HR = 0.74 (95% Cl = 0.58 -

20 M, HR=0.70
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0.94). P=0.0124
5.vear 5-year survival: 97.0% vs. 5-year survival: 90% vs.
Kimura M, et al. [9] sur»i/ival toremifene vs. tamoxifen 123 vs. 120 96.9 %, difference: 0.1% 90%, non-inferiority
(90% Cl=-3.9-4.1) margin of 10 %,
median 0S: 30.2 M vs. 26.1 median OS: 24 M vs.
S bevacizumab + capecitabine vs. M, HR =1.02 (97.5% RCl -0 24 M, null hypothesis
Zielinski C, et al. [10] 05 bevacizumab + paclitaxel 285vs. 279 to 1.26), repeated p = 0.0070 | of inferiority (HR
indicating non-inferiority 1.33)
median OS: 35.0 M vs. 37.2
t: 190 vs. 190
Takashima T, et al. . M, HR = 1.05 (95% Cl: 0.86 — | C onv 20V 290,
(N S-1 vs. taxane (docetaxel or paclitaxel) 306 vs. 286 non-inferiority margin
[11] 1.27), p =0.015 non-
. . of 1.333 HR
inferiority test
median OS: not reached vs. median 0S: 15.8 M vs.
14.9M, HR = 0.552 (95% Cl = | 12 M, HR = 0.76 (p <
trastuzumab emtansine vs. physician’s 0.369 - 0.826), p = 0.0034 0.045)
Krop [E, et al. [12] OSandPFS | 1 oice 404vs. 198 | edian PFS: 6.2 M vs. 3.3 M, | median PFS: 6.15 M vs.
HR =0.528 (95% Cl =0.422—- | 4 M, HR=0.65 (p <
0.661), p < 0.0001 0.005)
median 0S: 13.1 M vs. 10.6 median 0S: not found
Cortes J, et al. [13] 0S eribulin vs. physician’s choice 508 vs. 254 | M, HR=0.81(95% Cl = 0.66 — ) ’
HR: not found
0.99), p = 0.041
- median PFS: 24.8 M vs. 14.5 .
Finn RS, et al. [14] PFS f;at'rt;‘;;'l‘z'b +letrozole vs. placebo + 444vs.222 | M, HR = 0.58 (95% Cl = 0.46 - aefi';“_ffz;?’ Mvs. 9
0.72), p < 0.001 T
median PFS: 9.2 M vs. 3.8 M
Ibociclib + fulvestrant vs. placeb ’ dian PFS: 9.38 M vs.
Turner NC, et al. [15] PFS pafbociclib +Iulvestrant vs. placebo + 347vs. 174 | HR=0.42 (95% Cl =0.32 - median v
fulvestrant 6.00 M, HR = 0.64
0.56), p < 0.001
median PFS: 7.0 M vs. 4.2 M, . )
Robson M, et al. [16] PFS olaparib vs. chemotherapy 205 vs. 97 HR =0.58 (95% Cl = 0.43 - median PFS: 6.25 M vs.
4.0 M, HR=0.64
0.80), p < 0.001
Yamamoto D, et al. PES low-dose capecitabine + docetaxel vs. 82 vs. 81 median PFS: 10.5 M vs. 9.8 M | median PFS: 9.4 M vs.

(17]

docetaxel

HR =0.62 (95% Cl = 0.40 -

6.0 M, HR = 0.64
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0.97), p =0.03
. median PFS: 6.9 M vs. 5.0 M, .

Baselga J, et al. [18] PFS ?u”lszg'rs;:: fulvestrant vs. placebo + 576vs.571 | HR=0.78 (95% Cl = 0.67 - ?&dﬁg 525'63‘5 Mvs.

0.89), one-sided p = 0.00021 ! )
. . median PFS: 11.0 M vs. 8.8 .

Miles D, et al. [19] PFS E:‘c’ﬁf;i‘;?"ab + paclitaxel vs. placebo + 239vs. 242 | M, HR = 0.68 (99% Cl = 0.51 - ae‘::”:':;élz Myvs. 8

0.91), p = 0.0007 ’ '
. median PFS: not reached vs. .

I[-|2%r]tobagy| GN, etal. PFS ribociclib + letrozole vs. placebo + letrozole 334vs.334 | 14.7 M, HR=0.56 (95% CI = C;eglgn'\:Faﬁzf; M
0.43-0.72), p = 3.29x10-6 I R
24-week PFS: 61.5% vs. 24-week PFS: 75% vs.

Noguchi S, et al. [21] PFS 3-monthly goserelin vs. monthly goserelin 109 vs. 113 60.2%, treatment difference: | 70%, non-inferiority
1.3(95% Cl=-11.4-13.9) margin of -17.5%

Docetaxel / capecitabine vs. vinorelbine / median PFS: 8.4 Mvs 7.1 M, median PFS: 7 M vs.

Wang J, et al. [22] PFS capecitabine 104 vs. 102 HR =1.65(95% Cl=1.18 - 5.3 M, noninferiority

2.3), p =0.0026 margin of 1.5 M PFS
. median PFS: 7.8 M vs. 3.2 M, .

Yardley DA, et al. [23] PFS 2;’2;:’22:;; exemestane vs. placebo + 485vs. 239 | HR = 0.45 (95% Cl = 0.38 - ?;dJ”H:SE'OS;\j Vs
0.54), p < 0.0001 B '

6-M PFS rate: 20%

Park YH, et al. [24] PFS Paclitaxel / gemcitabine vs. observation 116 vs. 115 6-M PFS rate: 59.7% vs. longer vs. observation,
36.0%, p < 0.001

HR: not found

Brufsky AM, et al. chemotherapy + bevacizumab vs. median PFS: 7.2 Mvs. 5.1 M, median PFS: 5.3 M vs.

(25] PFS chemotherapy + placebo 459vs. 225 | HR=0.78 (95% Cl = 0.64 - AM. HR = 0.75
0.93), p =0.0072 ’ :

capecitabine | capecitabine cohort: 8.6 M
chemotherapy (capecitabine, taxane, or cohort: 409 | vs.5.7 M, HR =0.69 (95% Cl capecitabine cohort:
) ) ! ’ vs. 206 =0.56 - 0.84), p < 0.001 8Mvs. 6 M, HR=0.75
anthracycline) + bevacizumab vs. . .
Robert NJ, et al. [26] PFS chemotherapy (capecitabine, taxane, or taxane / taxane / anthracycline taxane / anthracycline
anthracycline) + placebo ! ! anthracycline | cohort: 9.2 M vs. 8.0 M, HR = | cohort: 10 M vs. 7 M,
cohort: 415 | 0.64 (95% CI=0.52-0.80),p | HR=0.70
vs. 207 <0.001
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. L L median PFS: 8.44 M vs. 4.27 .
Zhang P, et al. [27] PFS :It(')‘:zlo“e + capecitabine vs. capecitabine 270vs. 135 | M, HR = 0.46 ( 95% CI = 0.36 Ee‘:i':n_%FZf Muvs. 4
-0.59), p < 0-0001. T
median PFS: 16.6 M vs. 13.8
Robert JFR, et al. dian PFS: not f d
[208]er son R, eta PFS fulvestrant vs. anastrozol 230vs. 232 | M, HR = 0.797 (95% Cl = ::_'3”69 notfound,
0.637 - 0.999), p = 0.0486 e
median PFS: 7.73 M vs. 6.47
isplati itabi . litaxel dian PFS: 6.2 M vs.
Hu XC, et al. [29] PFS c:;iit':brngeemc' abine vs. paclitaxel + 118vs. 118 | M, HR = 0.692 (95% Cl = ?g 5;_ oS v
& 0.523 —0.915), p = 0.009 O AR =0
e . median PFS: 11.9 M vs. 4.3 .
Gligorov J, et al. [30] PFS Eaesz‘c:'itzzkr’:;eb;t;i‘;ac'zumab Ve 91vs.94 | M, HR=0.38 (95% Cl = 0.27 — Smgd'\'/f “H';Ff' 08‘730M ve:
0.55), p < 0.0001 C T
von Minckwitz G, et bevacizumab + chemotherapy vs. median PFS: 6.3 Mvs. 4.2 M, median PFS: 9.3 M vs.
al. [31] PFS chemotherapy alone 247 vs. 247 HR =0.75 (95% Cl =0.61 — 7M HR = 0.75
13k Py 0.93]), p = 0.0068 o AR=0
median PFS: 7.00 M vs. 5.78
. . dian PFS: 8.25 M vs.
André F, et al. [32] PFS everolimus vs. placebo 284vs. 285 | M, HR = 0.78 (95% Cl = 0.65 — ?l\?l 'Ha; Core v
0.95), p = 0.0067 T
non-pegylated liposome-encapsulated
doxorubicin + cyclophosphamide vs. non- median TTP: 41 W vs. 34 W, median TTP: not
Lorusso V, et al. [33] lis pegylated liposome-encapsulated 116 vs. 112 p =0.0234 found, HR: not found
doxorubicin + vinorelbine
rate of rate of invasive breast cancer | rate of invasive breast
Zdenkowski N, et al. invasive letrozole vs. observation 181 vs. 179 events: 1.1% vs. 9.5%, cancer events: not
[34] breast cancer ’ ’ (difference 8.4%, 95% Cl = found, HR: not found
events 3.8% - 13.0%), p = 0.0004 (60% reduction)
- Incidence of CNS metastases:
incidence of lapatinib-capecitabine vs. trastuzumab 3% vs. 5%, treatment incidence of CNS: 8%
. - . - o VS. O, .0/
Pivot X, etal. [35] metcatltsases capecitabine 271 vs. 269 differences = -1.6% (95% Cl = | vs. 12%
-2% - 5%), p = 0.360
T - _ . o, o, _ . o
Nitz U, et al. [36] EES epiribicine + cyclophosphamide followed by 967 vs. 963 5-year EFS: 89.8% vs. 86.6%, | 5-year EFS: 76.1% vs.

docetaxel vs. 5-fluorouracil + epirubicin +

HR=0.74 (95% Cl =0.57 —

71.1%, HR: not found

71




Primary

Trials . Exp. Arm vs. control arm Sample size Actual result Pre-estimate
endpoint
cyclophosphamide or cyclophosphamide + 0.97), p=0.026
methotrexate + 5-fluorouracil
L 5-year DFS: 79.5% vs. 72.7%,
Coombes RC, et al. epirubicin followed by docetaxel vs. _ o 1 5-year DFS: 80% vs.
37] DFS epirubicin 406 vs. 397 | HR=0.68(95% Cl =0.52 70%, HR: not found

0.91, p = 0.008)

2-year IDFS: 93.9% vs. 91.6%,
Chan A, et al. [38] IDFS neratinib vs. placebo 1420 vs. 1420 | HR=0.67 (95% Cl = 0.50 -
0.91), p =0.0091

2-year IDFS: not found,
HR =0.70

event rate: not found,

Margolese RG, et al. breast . 90 events vs. 122 events, HR | HR: not four\d, .
39] cancer-free | anastrozole vs. tamoxifen 1539 vs. 1538 | =0.73 (95% Cl =0.56 —0.96), | 33% reduction in
interval p=0.0234 breast cancer event
rates

pCR: pathological complete response, CR: complete response, ORR: objective response rate, OS: overall survival, PFS: progression-free survival, TTP: time-to-
progression, CNS: central nervous system, EFS: event-free survival, DFS: disease-free survival, IDFS: invasive disease-free survival, OR: odds ratio, Cl: confidence

interval, M: months, HR: hazard ratio, W: weeks
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Mavroudis D, DES ep!rub!c!n followed by docetaxel vs. 329 vs. 329 = 1.591 (95% Cl = 0.990 - 2.556), 5-year DFS: 70% vs. 65%,
et al. [51] epirubicin + docetaxel HR =0.86
p = 0.055
6 cycles of 5-
. L . 5-year DFS: 92.12% vs. 88.4%, - 9a0 0
Kerbrat P, et al. DES fluorouracil/epirubicin/cyclophosphamide 759 vs. 756 HR = 1.18 (95% Cl = 0.89 - 1.56), 5-year DFS: 83% vs. 77%,
[52] vs. 4 cycles of 5- - 0.24 HR =1.40
fluorouracil/epirubicin/cyclophosphamide p=5
cyclophosphamide folowed by taored 118 events vs. 151 events (5
Foukakis T, et BCRFS dZ)se-F::lensZ docetaxel or quorZuraciI + 1001vs 999 | Y& BCRFS: 88.7% vs 85.0%), >-year BCRFS: 79% vs.
al. [53] S . HR =0.79 (95% Cl = 0.61-1.01), 71%, HR: 0.54
epirubicin + cyclophosphamide followed by
p=0.06
docetaxel
~ . [") o,
Colleoni M, et DES low-dose cyclophosphamide + 542 vs. 539 ? ge;[ (%FSSO/ 7CS|_1§ ;:_) 7;‘;;;’ Hli 5-year DFS: 77.9% vs.
al. [54]. methotrexate maintenance (CM) vs. no CM : (_) 1'4 e PObP = 70%, HR =0.70
dose-intense epirubicin-cyclophosphamide 5-year DFS: 55.5% vs. 55%, HR = a0 0
Gongalves A, et DFS + docetaxel-5-fluorouracil vs. dose-intense 87 vs. 87 0.94 (95% Cl=0.61-1.48),p = >-year DFS: 54% vs. 45%,
al. [55] N . HR =0.54
epirubicin-cyclophosphamide alone 0.81
capecitabine + docetaxel followed by
Kelly CM, et al. fluorouracil, epirubicin + RFS: 92% vs. 85%, HR:
RFS 301 vs. 302 RFS: 87.5%; vs. 90.79 =0.51
[56] cyclophosphamide (FEC) vs. paclitaxel v % Vs %, P not found

followed by FEC
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Primary

Trials . Exp. Arm vs. control arm Sample size Actual result Pre-estimate
endpoint
. RFS: 124 events vs. 152 events, i )
Dubsky PC, et RES tamox!fen followed by anastrozole vs. 1865 vs. 1849 | HR = 0.80 (95% Cl = 0.63 - 1.01), RFS: not found, HR: not
al. [57] tamoxifen alone found
p =0.06
~ . 0, o,
Vici P, et al. DES epirubicin + cyclophosphamide (EC) vs. 360 vs. 368 ? ge;gr (%FSSO/ 75’?3) ;Z _?;1/)’ H_R 5-year DFS: 70% vs. 60%,
(58] docetaxel followed by EC : 0 9‘5) oHEE 25 P 1 HR=0.70
epirubicin + cyclophosphamide + paclitaxel
Untch M, et al. DES vs. epirubicin + paclitaxel + 362 vs. 352 3-year DFS: 75.8% vs. 78.8%, 3-year DFS: 70% vs. 80%,
[59] cyclophosphamide / methotrexate / ) HR=1.14,p=0.37 HR=1.4
fluorouracil
. - . 51 events vs. 44 events, HR = ) B
Rao RD, et al. DES tamoxifen + fenretinide vs. tamoxifen + 206 vs. 213 1.21(95% Cl = 0.81 - 1.81, p = DFS: not found, HR =
[60] placebo 0.67
0.36)
. . 82 events (23.9%) vs. 87 events
Minckwit 5- DFS: 67.2% vs.
‘éor;t al|n?6:.\;l z DFS zoledronate vs. observation 343vs. 350 | (24.9%), HR = 0.960 (95% Cl = SS{farHR PN % Vs
e 0.709 - 1.30), p = 0.789 A
473 events (28.1%) vs. 493 ) o
oI | o | et S et s v 1670 | e G0, 030 s | 3250 DTS
: Cl=0.82-1.06,p=0.30) nERTE
5-fluorouracil + epirubicine + 5-year DFS: 78.4% vs. 78.5%, HR 200 0
Ze'[kg]‘m C et DFS cyclophosphamide (FEC 100) followed by 420vs. 417 | =0.99 (95% Cl=0.77 - 1.26, p = age_a(; ';gs' 78% vs. 70%,
: Taxol vs. FEC 100 0.91) e
. 3-year IDFS: 83.7% vs. 82.7%,
C D, et h th b b vs. 5- IDFS: 78.2% vs.
ameron L, €41 | vasive DFs | C'eMOtnerapy + bevacizumab vs 1301 vs. 1290 | HR = 0.87 (95% Cl = 0.72-1.07, | 2Y¢2" %vs
al. [64] chemotherapy 0=0.18) 72.0%, HR =0.75
. . 2-year DFS: 91.1% vs. 93.8%, HR | 2-year DFS: 83% vs. 85%,
Pivot X, et DFS 6 months vs. 12 months of adjuvant 1690 vs. 1690 | =1.28(95% Cl =1.05-1.56,p = | The non-inferiority HR
al .[65] trastuzumab . . .
0.29); non-inferiority test margin of 1.15
Goss PE. et al DFS events: 13% vs. 17%, HR = Yearly recurrence: Not
(66] ! ) DFS lapatinib vs. placebo 1571 vs. 1576 | 0.83(95% ClI=0.70-1.00, p = found in experimental
0.053) armvs. 9.6%, HR =0.769
van de Velde DFS tamoxifen + exemestane vs. exemestane 4875 vs. 4904 | 5-year DFS: 86% vs. 85%, HR = DFS: not found, HR =
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Primary

cyclophosphamide

Cl= 0.878—-1.346), p = 0.444

Trials . Exp. Arm vs. control arm Sample size Actual result Pre-estimate
endpoint
CJ, etal .[67] alone 0.97 (95% ClI =0.88 - 1.08, p = 0.78
0.60)
. (o) 0, _
Perrone F, et al. DES weekly docetaxel vs. cyclophosphamide + 147 vs. 152 i_;ijgg;scfig;; _6?/;'6!_';; DFS: not found, HR =
[68] methotrexate + fluorouracil 0.32) 0.65
4-year EFS: 91% vs. 91.2%, HR =
Goss PE, et al. exemestane vs. 5-year EFS: 89.9% vs.
[69] EFS anastrozole 3789 vs. 3787 (1)(8)§ (95% Cl =0.87-1.18),p = 87.5%, HR = 0.80
Gogas H, et al. DES epirubicin + paclitaxel (sequential) vs. 551 vs. 535 5-year DFS 74% vs. 74%, HR: not | 3-year DFS 85% vs. 80%,
[70] epirubicin + paclitaxel (concomitant) ) found (p = 0.78) HR: not found
Piccart-Gebhart 4-year DFS: 88% vs. 86%, HR = 2-year DFS: not found
M, et al. [71] DFS lapatinib + trastuzumab vs. trastuzumab 2093 vs. 2097 | 0.84(97.5% Cl= 0.70-1.02), p | experimental arm vs.
! ' =0.048 85.55%, HR = 0.80

O'Shaughnessy doxorubicin + cyclophosphamide + 140 events (10.7%) vs. 164 5-year DFS: not found
) etal. [72] DFS docetaxel + capecitabine vs. doxorubicin + 1307 vs. 1304 | events (12.6%), HR = 0.84 (95% | experimental arm
! cyclophosphamide + docetaxel Cl=0.67-1.05),p=0.12 vs.75.2%, HR = 0.78

docetaxel + capecitabine +

cyclophosphamide + epirubicin + 5-year RFS: 86.6% vs. 84.1%, HR
Joensuu H, et RFS capecitabine vs. docetaxel + 753vs. 747 | =0.79(95% Cl =0.60-1.04), p = >-year RFS: 88.5% vs.
al. [73] . L 83.0%, HR = 0.65

cyclophosphamide + epirubicin + 0.087

fluorouracil
Janni W. et al. epirubicin /cyclophosphamide + docetaxel 221 events (32.1%) vs. 190 non-inferiority margin:
(74] ’ DFS vs. fluorouracil / epirubicin / 689 vs. 675 events (28.1%), HR = 1.087 (95% HR = 1.15

pCR: pathological complete response, OS: overall survival, PFS: progression-free survival, TTP: time-to-progression, BCFL: breast cancer-free interval, BCRFS: breast

cancer recurrence-free survival, DFS: disease-free survival, IDFS: invasive disease-free survival, RFS: recurrence-free survival, EFS: event-free survival, OR: odds ratio,

Cl: confidence interval, M: months, HR: hazard ratio
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