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Records identified Additional records
through database identified through
searching hand search

(N = 1905) (N=2)

Records after duplicates removed
(N = 1355)

4

Records screened
(N = 1355)

> Removed through screening (N = 1123)

A 4 Records excluded (N = 187)

Full-text articles .| - NotaboutRCT (N =8)

assessed for P - Not about anti-cancer chemotherapy (N = 20)
eligibility (N = 232) - Treatment including radiotherapy (N = 4)

- Not phase Il RCT (N = 6)

- Phase lll protocol (N = 2)

- Not presenting original data (N = 34)

- Subjects received preceding ch apy (N = 23)
- Randomized after initiation of chemotherapy (N = 6)
- Report of secondary analysis (N = 54)

- Not presenting HR for OS (N = 22)

- None of PFS, RR, DCR was reported (N = 1)

- Three- or four-arm RCT (N = 6)

- Phase II/lll RCT stopped beflore Phase IIl (N = 1)

v

Studies included in
qualitative synthesis
(N = 45)

v

Studies included in quantitative synthesis (N = 45)

Evaluating HR of PFS (N = 35)
Evaluating median of PFS (N = 36)
Evaluating RR (N = 45)

Evaluating DCR (N = 36)

1 AR O MRk

FESNTz. ThbbH, HRos<1, HRpfs<1l, APFS> 0,
ORrr>1, B LU ORder> 113, RERIGEEE CTHBBGED
HWZEE/RLTWA,

Intention-to-treat, full-analysis-set 3 & ' per-protocol-
population analyses {3\ 3" 1L b FFAE L, WA SEEH
JHHEEHE LTS T =y 2B L7,

T —afke LR

HOT 7 b A EARGE S 72 HRos 24 EHIITE H 251E
MECFHli T E T a2 89 2% TREO 3 THH THMli L 7.
(i) EAME AT~ VIEAMHBERE, Gi) EAM
N IREMIE G IS TR D 2 L AT X MRS, B
O Gil) RN S PERE 0 ZRBOE
AL, OSIZOWTHHIi S M7z BE ORIV THE S
7z, B EAMT S YRR S, RN S TR
BOFHEIIZHR L ORD A (In) Z A L72°.

WA E AT~ VMV HBERERE VY707
[R] @ [boot] Xy 7r—YHND [corr] I~ FafiH
LCHgEshz®?, v 7 27 [RI O [Im] a< ¥ F
LT, B LS M- E AN & MRARE S & O
ENT-EAHRE DR T E HewE L 722,

Y770 — FIREERATE, ¥ T4 X500\ % i
B TE R 70— T LY.

WIS A 7 21%, funnel plot % F W CEFME L 7219

HR for PFS PFS difference
1.4 1.4 In(HRos) =
-0.038 x In(Apfs) - 0.061
9 ° o
1 o
@ o Q
% &
o @
0.7 .
0©  In(HRos) = &
0.209 x In(HRpfs) - 0.039
0.5 - 0.5 — .
0.25 1 4 -4 0 4 8
HRpfs APFS (months)
OR for RR OR for DCR

HRos
HRos

Oo

In(HRos) =

° In(HRos) =
-0.133xIn(ORm) - 0.023 -0.156 x In(ORdcr) - 0.044
0.5 T T — 0.5 - — T
0.25 1 4 0.25 1 4
ORrr ORdcr

2 AEAFRIR & AR B O8N
OS: overall survival. PFS: progression-free survival. RR: response rate. DCR:
disease control rate. HR: hazard ratio. OR: odds ratio. In: natural logarithm.

SR DR i & IR OISR

AR W72 L 7219071 0ty 0 ) B, EHEIERIZ T552
th, 74 PVIBEROA S ) —= v T3, AR
filil TI8A DRI S N7z, BTz B ITRARIIT44DF L %
Mt e Lz (K1, M1). 2095 8§ ANIEmT L
B, 4 ARDWRHE, 5 AN LRIl N T2 B4A (epidermal
growth factor receptor, EGFR) ZHE[GMEEHE, BI U1 AR
%% echinoderm microtubule-associated protein-like
4 -anaplastic lymphoma kinase (EML 4 -ALK) #3512
L L7222 Cd - 72, MoofFFE1E NSCLC 5 BRI 435
LS FTEREERL T/, OSBLUPFSIE, 2he
N308 L CILORCTIZHBIT 2 EEFMEHHE & EhTw
7z. OS % il S M7 A OFUI562 H 17250 FEPH T,
JAEIX387TTH V), HRFEZEIZ22109N TH - 7-.
HRpfs, A PFS, ORrr, 3 X TNORder i, 12134, 35, 44,
B LUBORCT THHli S N7z, M4 DRCT D/NA T AEF
i OFER, 36ADRCTIFIFEMRALIGIR TH A > D721
WY A7 24 L, AT E R ST
BTN A T AD ) A7 S RS 7

HRos & X A 518 B DRSE

HRpfs, A PFS, ORrr, 3 & UFORderld, HRos X9
LHEANMNEZAY 7 < VIEAL A B AR B & E I,
0.496, 0.477,0.5708 £ 1°0.470CTH 1, HEEOHEE
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F2 OMRER

Studies  Patients R src R?
In HRpfs 34 17814 0.496 0.439 0.224
APFS 35 17995 0477 -0.376 0.161

In ORtr 44 22709 0570  -0.605  0.350
In ORdcr 35 15779 0470  -0.381  0.176

R: the weighted Spearman's rank correlation coefficient
src: the standard weighted correlation coefficient
R?: the adjusted weighted coefficient of determinant

Hr sz (£2). 4>OAEFHGEH X, HRos 23 L
THEHEAL 5 A & MG AR BAs 0. 439, —0.376, —
0.605, —0.381Th o7z (2, M2). FFRICHHEEA
fiF & PrE 4 Bk = 2 h0.224,0.161,0.350, B X O°
0.176TH -7z (F2). ThOLOMRENIS, 4HHBEO
HHETUE ORrr 72 & UNIZ HRpfs 8 HRos O K\ A8 FFAIG I
HTh s LHMr s

T TN A XD T IV =TTk, Th
5OMEMPF IR SNz H 2 IV A ZA5B00A4:1 D
WfeD¥7 7V —7Ti&, HRpfs, APFS, ORmr, BL
ORder DEAfF & A ¥ 7 < VIEMAH BRI, FheEh
0.461, 0. 423, 0. 5898 &£ V0. 495CTH - 7z, ¥ T A A
R =500 3EDY T 7V —T T, BEAFEAE TV
NERLAH B AR Bt 1Z, HRpfs, A PFS, ORtr, 3 X OFORder
128\ T0.472, 0. 450, 0. 5928 X U0. 361 TH -7z, Th
&, Tt A XZERR K, b O EE T
HHZEERLTNES

7a I = VIR SN TR WENTTH D H, £E
FHiEH & LCPFS 2 Lz 11oRERIC BT, 47
FN—TF5MEFERK L7z 11IORCTDH B 9 DA EGFR-
Fu v ¥ —YHEH] (EGFR-TKI) F 7213 Bevacizumab
% &l L C\»72. HRos & HRpfs DL, BAfFE A Y
7= v AN AT BIER E AT — 0. 032, FEHELTE AL X [lJaR %L
0. 073, FREETE AAF & P REAT-0.105TH > 72 (X
3). INHOfEI, FEEFFMEE L L TOPFSBZ O
TIN—=THNDOSEFE 572 FMTELNWI EE2FIRL
TWwa,

Funnel plot

Funnel plot7* 51X HRpfs 3 & O° A PFS DR/ N A 7 A
WHRETE o7z (K4) .

FEROE

AFRENTIZ, PFS/RR/DCR & OS & WO MEM: %, 411
A BT AL KRB O MAT/ I AT /T
NSCLC HH D — AL FHF BN 2 YT TR0
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H F Z
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[}
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(7]
é Or\ o Oo('\o
I 2 5
0.7{ .
In(HRos) =
0.00008 x In(HRpfs) -1.18
R =0.033
0.5 T ]
0.25 1 4
HRpfs
B3 EREEAAEE FREHEIHE & 3 5 trial 12 & 2 T ENT

T @ systematic review Tdh 5. G D#EF 1L, PFS & RR
DSUHTOMZED S FHRIN/- L D S IEREICOS 2 LT
WhHZEERELA RRIZE NAMHRBROR € TFEGE
MiEE & LCTHHENDLZ L3 TH S, RRIZPFS &
FEROS DFFET & 2 MMFHIIHHE &£ 2 V155 (2).
—, PESHFEFHMIAH & LT S 7286, HRpfs
& HRos & ORI R SN o 72, BIFEH S [0S
THEEAZLPFSAREZD D] OfEBTFREINS
Bevacizumab & O3EHN OWFEIC T, PFS % EEFHEHE &

TERLZz7-0 L BbILs. PPSOMLEIZHEVPFS X
OSZ ML {2 %A%, OS% FEFHMIH & L /-0f
e WA Y OENEAHEEE I 7 2 726 PFS 25 E ZEEHMiE H
EL TN AEINICR S, FAEOREIZT TIZHADTA
Tnﬁ%f%%” . PFS L OSORHIZFAEETH Y, PES

IZBWTP<0.05% AW a St HRT 52 &
T, LI A OARMEZRE L7223l 52 &1
KT 5.

EEBEFHE (PFS)

PFS (L, HEBMGAA HREMEST T 7213 2T F TORH
B E LCEFE NS, 20034 12K [E FDA @ Oncologic
Drugs Advisory Committee %5, #£4T NSCLC [ifi R U5k O &F
i H & L-CPFS O & e L 72%%, PFS % FRFHli
HHE LTS 2082 Tnap s 2 L,
PFSAS0S Z IEFEICF T 25 &9 2213 T ICFHili ST
W2y,

20154F 12, Blumenthal 51%, 6 k» H Wiz ZF Nl
WD IS, FDAICESE STV 5140547
NSCLC # x4 & L7z 57— % I\, PFS/RR &
OS LB Z ¥ 72012, trial-level B X Uindividual-level
DM %AT- 72 HRos IZx 3 % HRpfs B & UV ORrr DR



Subjects evaluated for OS

Subjects evaluated for OS
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4 Funnel plot
OS: overall survival
HRos: hazard ratio for overall survival
HRpfs: hazard ratio for progression-free survival
A PFS: median PFS in experimental arm minus median PFS in control arm
ORur: odds ratio for response rate
ORdecr: odds ratio for disease control rate
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5  Spearman D AN AHBIFRE I BE 5 % E 45
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PROGRESSION-FREE SURVIVAL, RESPONSE RATE, AND DISEASE CONTROL RATE AS
PREDICTORS OF OVERALL SURVIVAL IN PHASE III RANDOMIZED CONTROLLED TRIALS
EVALUATING THE FIRST-LINE CHEMOTHERAPY FOR NON-CURABLE NON-SMALL CELL LUNG
CARCINOMA.

Nobuyuki Horita

Yokohama City University Graduate School of Medicine, Department of Pulmonology
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An increasing number of recent randomized controlled trials for chemo naive advanced/locally-advanced/

recurrent non-small cell lung cancer (NSCLC) adopts progression-free survival (PFS), response rate (RR), and

disease control rate (DCR) as primary endpoint instead of overall survival (OS). However, whether PFS, RR, and

DCR accurately reflect OS is still not clear. We conducted the first systematic review to evaluate the trial-level
association between PFS/RR/DCR and OS in phase III RCTs for advanced/locally-advanced/metastatic NSCLC
subjects treated with first-line chemotherapy using data from 44 RCTs involving 22709 NSCLC patients. Hazard

ratio (HR), odds ratio (OR), and difference of median values ( A) were used as summary estimates. All of HRpfs,

APFS, ORir, and ORdcr demonstrated moderate trial-level correlation coefficient, regression coefficient, and

coefficient of determinant. Based on our analysis, OR1r is the best surrogate endpoint for HRos followed by HRpfs.

Although our results are favorable for PFS and RR compared to previous studies, PFS and RR cannot be sufficiently

reliable surrogate of OS. As OS prolongs, PFS is going to less reflect OS.
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