(P BZAER L) 201845452855 124
CHINA ONCOLOGY 2018 Vol.28 No.12

940

- EFR AR -

PT4FER I EA & SRR FE B B —&i8yr) i=HA
/NRREAnEERY I BB iE—Mpower 133fH 32 fRis:

R & (fix) M8 (fEiE) BB (&)

A9 KFWEMEER LPHEKXFRFESFR aHrEFRXFHFTER
MR, B XF W g ) i B 15 R % A+ Jt 9 F+

LB EFEMNE ST A

DOI: 10.19401/j.cnki.1007-3639.2018.12.010

RESES: R7342 CEMREE: A XEHS: 1007-3639(2018)12-0940-06
[ &3 ]

Tz W/ N e (extensive-disease small cell lung cancer, ED-SCLC) HVATr202 FEKIEH E KHE, TILRELRTE
BUHI S DR DRI A r PR 2804 2 2T R 5 A3 — BV Al . IMpower 13381 5T 7E 4R (S K& B AT s, FEFP R
FTAE CHroeks 22 &) (New England Journal of Medicine, NEJM) .. ZHF 70 MAS 3B 78 44 S 5 N BEYE, $iiPD-L1
PR BR BRI A KT T/ R 4H (etoposide/carboplatin, EC) b7 5 & —2k G 7 ED-SCLCH] DL 3% £ 3 1) A s A= 77 11
(median overall survival, mOS) FIH A LHEfE A7 (median progression-free survival, mPFS) , #5ED-SCLCHIATT #&fit
TSR, R /NH I VA T A B AR R S

RAEZ A T B R, EIL I E e EA AN S . B, BIRBTRRER P A ECH T B R aifb T A a2k
7 Coverall survival, OS) 3f#f, T HA2H AT #ED-SCLCEEAE mOSANEEIL 10/~ AAI#E 78, AHAAEK24~ H OSHIT RiTy
T NIE: Hk, IMpower 1338 8145 A I AR AR BN G 2097 AL NHE, 67 RCHi A= M S 4R 2= R AR A
Ay gfE, IR B AL TSR AR T BCA T AT TR e, T A B AR 2, RIS R A
HEATUESE .

AW I E20184F9 H B FRAE CHrocHs =
i) (New England Journal of Medicine,
NEJM ) b IMpower 133058, B7E L
PD-L1 55T bl RE BRSPS AR FE TR H /R 4107
J7 G0 L 22 BRI A A0 B RT3

WEEEH: ik M9 E-mail: pengzhang@tih.tjmu.edu.cn

—ZRYT T I W/ N B (extensive—disease

small cell lung cancer, ED-SCLC ) YT RN 22

f

1 B8
v

NS (small cell lung cancer, SCLC )



(P BBZEAER L) 201845285 1210)

941

2y R 15% , SR 22 VERR A A, B
A A S TR . PR . R 5 RS
SRR, A SCLCX YT BUR, B2 5 & it
2. SCLCIRYY H il A9 475 2 204F Hi 2 4 57
AT I 5, BEREELT. AWra R 2T &
JHTSCLCEA B 25%y, [HHA R AR,
VFZ =AU 7 2500 73 138 ) 25 B ¥ 7ESCLC Y
i EERRIMIA . AN, 251040 H By AL
ATER] (median overall survival, mOS ) F& 224
WAEED-SCLC3k LA BESE— e, Joig Rk fuf if
7 R 1l 7 AR 0L . PD-1/PD-L1
HyE WS E B M2 )R (Food and Drug
Administration, FDA ) #LUEH TAE /40 i fii Je
(non—small cell lung cancer, NSCLC ) M 234
7 ALY R B HER IR T M NRERY — 2R
57, WATAZEI TR S8R 7 2 5 v LU SCLC R
R TIATE

20184F4 ], EEFDAJKE T CheckMate 0320/
TN RS, HEHE T nivolumab % ipilimumab
MTZ&RIre T HNE KED-SCLCHRH
[ nivolumabH .25 11 & MZEf#RK (objective response
rate, ORR) ZJ°H12%, BAipilimumabfJORR
HHh21% ] o PR ESIMHF (immune
checkpoint inhibition, ICI) B KAEMEVATE/FLF%
PESCLCH W7 il PRI P o X Bl R 2R BRI
JE T alG PRAFSE (PCD4989g ) K HK, FiffiEk
FYL 2N A 2 4R SCLC B H YORR LY
6% , WKIEFTPEA N ARIE (immune—related
response criteria, IRRC ) FrufENH24%, iH—

7 3
Patient with (N=403):

e Measurable ES-SCLC
(RECIST v1.1)

e ECOG PS 0 orl

e No prior sustemic
treament for ES-SCLC

o Treated asymptomatic
brain metastases
were eligible

Stratification:
e Gender (male vs female)

Induction (4x21-day cycles)

Atezolizumab (1 200 mg iv, day 1)
+carboplatin
+etoposide

Carboplatin: AUC 5 mg/mL/min iv, 1 day
Etoposide: 100 mg/m?iv, day 1-3

A UESEICTRIEAESCLCH BAT nl 474 . AN
I, BUIEERIAESE B, SCLCHA & g 58 48
fifaf (tumor mutation burden, TMB) | HiJfih
SRS . R I PR BE N R AR R 5D o 20
(myeloid derived suppressor cells, MDSC ) SN
fiEo fHSEICTHR A AL TENSCLC P I TN 2250, B
FEER BRI A )T — TG T ED-SCLCHY IMpower
1338 5E Az i A

2 WEER

BT 28 2H 2 B 2 E S 1 B0 3R
ED-SCLCH#, JUibk HE 2 in )7 i ikfe
B AWl AL, HEER A A B eis Lz
i3 33 CD 13733l 70 5 e 2 A6 A s BHIR 7 Y

R T B X A REALE , LURFE M
PSPEIr KA TR EE A A R, AT 1
BEAIL 43 Tic 2] BT 435 2R BT/ ECBR AR 7 4 sl 22 51/
ECIRYTA, 24 NG T Jm Ak S5 32 Bl Bk
AP BN ARG B R R A ]
M 2 WA R (L)

ST LS R PRI (intention to
treat, ITT) ZHrEE BAAE (overall survival,
0S) LA K AE 58 & VA 09 b A T 2 e 2R A7 1

( median progression—free survival, mPFS ) o IRE
WL LS AFEORR . SRAF SN R A2 . 4R
R HTALIEST RS TMBZ [ A AH S [ R
F I 4R TMB ( blood-based TMB, bTMB) £
MFFAETMB ) ] &

Maintenance

o

Atezolizumab

Treat until PD
or loss of
clinical benefit!

Placebo

Survival follow-up

Te—

PCI per local standard of care

* ECOGPS (0vs 1) Gopr end poins;
% Braiivinesmies * Overall survival
L (yes vs no) ) o Investigator-assessed PFS

Key secondary end points:
® Objective response rate

® Duration of response

o Safety
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Fig. 1 Registration and randomization ' '
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AW E T 243 R MR A, it
K88 K M ot T AL S Holm %3, B —545
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2 IO, DA R R oon ] LIAG 38 25 5 — N2 05
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| 2-sided a=0.050 |
/ %,t;mjecétﬁ,thOS.OOS wﬂ\
05 (0=0.045) b PFS (a=0.005) |
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Fig. 2 Group sequential Holm procedure
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XS 6 ( hazard ratio, HR ) SH0.68, H& 56K
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0=0.019; SEBRTE KR 4238 BIFE T-F 40 (2018
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g5, PRSI T, m& st 50SWih
SATIRITREA T, PR & R 295 FH A, MY T
TEa=0.0058 B K HERT, 7 98% Y HU 42 BE 46 56 1y
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(70.3% ) BEBIET 1555 i bl i 28 1k
5% PRI 1044] (51.7% ) FI1166] (57.4% ) H
HOC TSR IR 20 A R YRR
575 341984 (98.5% ) FI196] (97.0% ) H
BN L MM
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Tab.1 Baseline characteristics of all enrolled patients

[11

Characteristic

Atezolizumab group (N=201) Placebo group (N=202)

Median age (range)/year
Agelyear [ n(%) ]
<65
=65
Male [ n(%) ]
ECOG performance-status score [ 7(%) ]
0
1
Smoking status [ 7(%) |
Never smoked
Current smoker
Former smoker
Brain metastasis at enrollment
Blood-based tumor mutational burden [ n/N(%) |
<10
=10
10-16
>16
Median sum of longest diameter of target lesions at baseline(range)
Previous anticancer treatments [ 7(%) |
Chemotherapy or nonanthracycline
Radiotherapy
Cancer-related surgery

64 (28-90) 64 (26-87)
111 (55.2) 106 (52.5)
90 (44.8) 96 (47.5)
129 (64.2) 132 (65.3)
73 (36.3) 67 (33.2)
128 (63.7) 135 (66.8)
9 (4.5) 3(1.5)
74 (36.8) 75 (37.1)
118 (58.7) 124 (61.4)
17 (8.5) 18 (8.9)

71/173 (41.0)
102/173 (59.0)
133/173 (76.9)

40/173 (23.1)

113.0 (12.0-325.0)

68/178 (38.2)
110/178 (61.8)
138/178 (77.5)

40/178 (22.5)

105.5 (15.0-353.0)

8(4.0) 12 (5.9)
25 (12.4) 28 (13.9)
33 (16.4) 25 (12.4)
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RN, POIMETI3.9NH A, BIRRER bt BB R 14F0SHE (51.7% vs 38.2% )
WBEEKRH A0S (1230 vs 10310, FIPFSH (12.6% vs 5.4% ) [AlkEEA I BALH
HR=0.70, 95%CI: 0.54~0.91, P=0.007) , ix  OSWA/Mr&E R R, KB, Niehhw
B TR A OSHI T A T 2 567K 1E0.019, BT bTMBREAIK . J2 5T R . 0 g 0 va] DA i 45
PR BA BT A R A AE T S BRI T 30% PRPAPUECIRIT RS, (RN HE R S I IR AR
W2 P A PS5 5.2 814,340 H (HR=0.77, MBTREER BT RTT hikss (KI3) o

95%CI: 0.62~0.96, P=0.017) . M4k, BlEek

A
100 Rate of overall survival at 12 months
804 Atezolizumab 51.7% (95%CL: 44.40-59.00)
9% Placebo 38.2% (95%CI: 31.20-45.30)
N Stratified hazard ratio for death, 0.70 (95% CI: 0.54-0.91)
? 704 P=0.007
E 60
g E I e et i - Wl
|
T 40 j
2 T
g l -
=1 :
& 204 ! Atezolizumab
10 Median in the placebo group, : Median in the atezolizumab group, Placebo
10.3 months (95%CI: 9.3-11.3) | 12.3 months (95%CI: 10.80-15.90)
0 T T T T T T T T T I T 1 T T 1 T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
t/month
No. at risk
Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 S5 3 2 1
Placebo 202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 8 3 3 2 2
B
100 Rate of progression-free survival
80 At 6 months At 12 months
g %0 Atezolizumab 30.9% (95%CT: 24.30-37.50) 12.6% (95%CI: 7.90-17.40)
<= © T Placebo 22.4% (95%CTL: 16.60-28.20) 5.4% (95% CI: 2.10-8.60)
E OE 70+ Stratified hazard ratio for disease progression or death,
B8 . 0.77 (95%CIL 0.62-0.96)
= P=0.020
BB g0l o>
2 g | Median in the atezolizumab group,
—§ ] 404 T 5.2 months (95%CI: 4.40-5.60)
< I
232 30 !
83 Median in the [
= 204 placebo group, }
&~ | 4.3 months [ Atezolizumab
10 (95%CI: 4.2-4.5) : Placebo
0 T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
t/month
No. at risk
Atezolizumab 201 190 178 158 147 98 58 48 41 32 29 26 21 15 12 11 3 3 2 2 1 1
Placebo 202 193 184 167 147 80 44 30 25 23 16 15 9 9 6 S5 3 3
C
Subgroup No. of patients/%  Median overall survival month  Hazard ratio for death (95%CI)
Atezolizumab  Placebo
Gender 4
Male 261 (65) 12.3 10.9 | 0.74 (0.54-1.02)
Female 142 (35) 125 9.5 —_—— 0.65 (0.42-1.00)
Agelyear '
<65 217 (54) 12.1 11.5 —_—— 0.92 (0.64-1.32)
=65 186 (46) 12,5 9.6 _— 0.53 (0.36-0.77)
ECOG score I
0 140 (35) 16.6 124 _ 0.79 (0.49-1.27)
1 263 (65) 114 9.3 —_—— 0.68 (0.50-0.93)
Brain metastases ]
Yes 3509) 8.5 9.7 ——————— 1.07(0.47-2.43)
No 368 (91) 12.6 104 —_—— 0.68 (0.52-0.89)
Liver metastases v
Yes 149 (37) 9.3 7.8 _— 0.81 (0.55-1.20)
No 254 (63) 16.8 11.2 —_—— 0.64 (0.45-0.90)
Tumor mutational burden :
<10 mutations/Mb 139 (34) 11.8 9.2 —_— 0.70 (0.45-1.07)
=10 mutations/Mb 212 (53) 14.6 11.2 —_—— 0.68 (0.47-0.97)
<16 mutations/Mb 271 (67) 12,5 9.9 E— 0.71 (0.52-0.98)
=16 mutations/Mb 80 (20) 17.8 11.9 —_——— 0.63 (0.35-1.15)
Intention-to-treat 403 (100) 12.3 10.3 — 0.70 (0.54-0.91)
population r T 1
0.1 1.0 2:5
Atezolizumab better Placebo better

3 RAGE, THBEGRRESAHRELTAZRE"
Fig.3 OS, PFS and OS according to baseline characteristics e
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WAHBEORRER KSR X (60.2% vs
64.4% ) , 7 WL fifk 4 2 W) 18] 76 ] Rf 2R BT 2
FR (4210 H vs 3.9 H, HR=0.70, 95%CI:
0.53~0.92) . 6 H LHMHEHFEZR (events—free
survival, EFS) 435%1°832.2%#117.1%, 121~ H
EFS/51°414.99%F16.2% .,

GEVEirie N, MAANR RN (adverse
effect, AE) RAERZFIHGIMFE L, BIRRER
BT 5 Z AT Al e AR L, RS
FBARN RN, FEZER A K2 F R IR TR
IR
5 itit5R%

KAV, AT A28 (R
oA ) JE—ZRIAIT ) IZ SCLC AR ALY 7
%, RUEHRCEAK60%~65%, [HBF A
FENFTEAC 10 H o SCLCEITMBES , 427 il
Al REEA BE e IR IR X ICRY Y A sk B
TEEE R K B R MESCLC B 5 1 286y P T 5%
(Keynote 001. Checkmate 0324 ) B H—F
TR

5t FEnivolumab + ipilimumab:%%‘]ﬁ‘ﬁT ED-
SCLCH)Checkmate 032fiff5% Fl13E T Keynote 0287
JE i pembrolizumab F TAAZS I SR FEIA HHIG YT
J53KAESD K VA F I ED-SCLCHE R AT BIF 5% 1 5K
W ANTE], IMpower 133058 H3EHk % 2 B 2 Wi
CA184-156 MIAMFTE, 2il—LbIF A PD-L1
KT ER B TEED-SCLCH AN FH . IBFF5E 485
RKF, ECHERAPRERAPL, HmOSHER T
2N H, VAEOSHRIER T413%, 0SHPFSIKGAE
A A3 BT AR EAS PR — 3, AT JR254F K,
A MEL RN L —Zbr eI T il A4S ED-SCLCE
FHH KA AR L (OSHER: ) WIfFsT, s
HiFigIMpower 133858 T SCLCIRYF I 5,
PR3N TNCCNFSEH -

Rt A TR R — 2 SR A AT 1 T PR
iF5¢, IMpower 133X FEED-SCLCH 3RS T W
1, MiCA184—156MfF 5 HIJEBATELE R ?

e, R I, CA184-1568F5% 2 1y
BEMLET A i B, S2bs b P AE BEALIS AT 1~24>
JEHY H 32 EP I 497, FFRIEAipilimumab

s RRTT o XX TR S RS (Y
15% ) . A B it BRI TT 7 REEEECR
(ECTH RERMIMME /M) rorskil, Jf
ekt . R, i Fipilimumab [ & 2518
AR, ipilimumabZH 57 325 Rl 15 25 e 2 AH ¢
AER R R (25%M19% ) & T2 R F 4
(109%M13% ) , ipilimumabZH 7E 58 05 S 1A T7
FHEAAEREIATRTT 1 S GBI T BRI 4 .
DL RT BE S e B A L5 5

HK, MCTLA-45PD-1/PD-L13MHI 5y
ERMLEIRE, & Z A EES . A5
i I, CTLA-4XE TG £k i T 20 i AR 5 14T 40 g
(regulatory T cell, Treg) A R ek,
T2 3 I A A B D 2 e PR A e g 2 AR
L, B Z5TaHERES . MPD-14r 11
RIZHETZ, BTN . Tregdi ML J2
BE ARk A0 i ( myeloid dendritic cells, DC )
Fmrh AR, MHEAPD-L1/PD-L27E i
AU . LA PN R 40 i B MDSCs 454 A [a) 7 i 36
ik DI, CTLA-47E K 25 b i G S R R E
BB B TARM,  PD— 175 AR 414 s iy
TR Y E N A TR AT R AT . 4T E ST MDSCA
M. s RS RSCLCT &, i idipilimumab
FHWrCTLA-4/B75r F M WIVER , JFAREA &L
PO TS IR R M A0 (tumor—infiltrating
lymphoeyte, TIL) BYHLIIE e % (PD1/
PD-L1FZE § E2EMH ) o B, ipilimumabn]
eI AE—ZIAYFED-SCLCH A3 e 4%

J 4 Mpower 1330583845 T OSHIPFSAUSH P4
MIZEAL, (ZIF s R o, BoE, WA
AR E , EIRITIIRT6 N A, PR ek ppial
SRR, HEAS S, HE
JE WA G, BEAh, GEEind T LA R A% 7R
GG IEARI R, OSEIZRAE 19 H A A M
B, KEARLEIRIT RN . R, WAL AT
W, RS ERE LT N BE BT R ER FRPT/EC T 6
ks, HTBIECRA (356) , AR LRmtsT
HESE

5T iR, MAORRERTLLEI¥#E XL, 1
REM R BRI R ABORREC &R, BE
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T ARXEREEL . HICIE N FETF Keynote 028HF 574
pembrolizumab’ﬁfyilSCLCZﬁiT%‘:fﬁﬁE"J%‘"iﬁ , I
IMpower 133155 5 B4R 2R BLBT AE AR YT A s
HiFERN, HIHER Al (AT IS S R e R R IR T N
ED-SCLCE EH R AEAFIR AR IR . I,
MED-SCLCEFH h F R APEEI T LN AT
R HEE,

IMpower 133058 B UK AE IR IRA G, 2%
A D TMBAE Ry A b i 0 Tt I S 28 32 T 7 A K0
W AW LI, bTMB= 167 L) By 4% 2k 24
POHT &8 M INSCLCIAYT By s s
INBEATFSE 220, SCLCHY A TMB K9 ¢, 1iif
MW A Hrh, TR SE LA 10 & 164E N
bTMB ) cut—of i, 4 TCIEAE J BT 45 Bk bt — 2
IRITED-SCLCHYYF s bR 9 o X FICIH A
fBI7HsE, BTMBFA cut—of {275 7 [X ) T P43 2k 2
Prepzy, e, LRE&RYIERSCLCH)
bTMB cut—of (A it — i xE o E1 XA [F] A
AR EI g5 R — ok A Rt — AT

IMpower 133858 i T LU D, Toik
T R BRI TR, R A X firbe
LR PD-L1FR IR A AR, TEAH 4 53
Mro EHATITFZEH, AR EZBIPD-L1A 5k
FRER BT SR AR OGN E . (S — 402, Sk
FEERAPTUCEC A PD-L RN, FH A&k % 5 I G
R Z I Ventana/SP14238F £ . S4EAE (s ik
247535 )  (Journal of Thoracic Oncology, JTO)
Zeili E A blueprint TTHABFIEZE S8, ME T
G SRR IO =3 SR 1 e | N (5 S 71
PD-L1HT, BIRREREPPIIRER T kA s PD-
L2/PD- 1R WA EAE ], 7ES7 88 E 2R DO Tt
PD-1ERHUA A i — PR R

M2, WA, B IMpower 1336531
WYy, HABPD-1/PD-LIFiIE A AT B3l , 78
SCLCEERERIT . R HUALYT Ja 4e 8077
— LRI AT AR AR B B S I R T . A g 2
Y E R PERR AR RN . iRy T )
HAERTHL ., BEAIGI TR BIARR S, R T —4
AFF 9 % o i A 1 [

(& % X Bt
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