$19% ol I PR W67 24k Vol.19, No.6
202146 H Clinical Medication Journal June, 2021

254 5 I B -
MA1EFI 2k B Huia r 3F /N B A g B9 AN R e Bz

AL, FF A AR EER, BT A
MUK BB I AAE, JEaT 100076

(FE] BR R mIA kR0 77 /D @I (NSCLO) 9 R B R S, Fik @M 72016 5 11
A £20204% 6 A1) L TACK & EBodE 2 v 1A 2R 24076 97 09 NSCLC & F s R T4, 3t K £ 09 R R R
Fa i LR B R EEM AT (CTCAE) 2R, R 606 BFFH 216 B F BILR R R, 56 %54 %3~
S5HRRER G, 160 EHFHA2HIALRRER T, EXAERRR B ASH R, TERREE OLIERK Kk £
GomM At RAGENR EAGERE PR AGER hRFEBRANZIAE AGER, 90% RRR B L AT
BEEFH1TARABEIOIAN, 1HERELEHEBER T, IARELEARMEE SR T, LA KRR RN 2155 X,
BT B R R, HIE MEARERORRR LRI oRE, VR EE LR AER, WmERR R
Wl Bk B ERRE R,

[E4iA] At BT 1Akt D mImE; R R R R

[FE4SZE 2] R734.2;R969. 3 [ xmk#RiZAG] B [XEZEHS] 1672-3384(2021)06-0080-04

Doi:10.3969/j. issn. 1672—3384. 2021. 06. 010

Adverse reactions of Pembrolizumab in the treatment of non—small cell lung cancer

ZHAO Qiu—hong,ZHENG Qing—yue’, YAN Chun-liang,REN Xi—yan,MA Li-yun
Department of Respiratory Medicine , Beijing Aerospace General Hospital , Beijing 100076, China

fitiges € A R R SRR AR N SR 1 A HYT RO, R et W B Z B0 . ARV IEAL A
AP IR, R AR R 129 78,107 0 K973 4E FIBRBAHTIA T NSCLC BN B I , L33 Shy G4 3
F 201445, P EMMEIET M T 6. 95> 6V it EsL,

YIS W , 82— 2 (14 il 93 £ R J A e B | L

PRS2 I VI e e . Bt 1 BRI

T-H ¥ 1(programmed cell death protein 1,PD-1)3%
PR B EAETE A T Al e 1 %63k , SECIAR PD-L1 A PD- N
L2 26 2 5 At A1 FE T A MEESR  4 T AT e | Eﬁﬁ‘fﬁﬁa‘*ﬁzm‘ﬁﬁ 11 7 220204 6 H fEJL 3
A FUL R P o 4 Az AR BR BRATLIA YT B NSCLC 35 I
VL. WRE AR 3 H (Pembrolizumab) J R pEre PR

FEPERY IR AL 1gGA B BT PD—1 8 5 B bt 3 2 BT AR : D2 25 DT 27y NSCLC: @)
PD-15 PD-L1.PD-L2 [AIMMEF . bl oy Zgcny 20 TIARAIZRAHTIRIT s QWA FA Bk i in 7 i o AT
HoRVE R GRF s A SR B BRTHSeRT TR VF RN 4  HUR IR D RE R S Bt e
FEAF B 1 R 2 BT % /N A0 M 9 (non—small R o HEBRARE : ORI e & M VP s @A 4%
cell lung cancer, NSCLO)VRYF AR HER TG BUEIRYT Ik 2y s80RT T ZAWH .

1.1 &#

BIS1EE B H ,E-mail :qingyue86@126.com
.80 -



BARKLL, A5 WA REAIZR YT IE /N0 AR AN LB bz

1.2 Fik
1.2.1 SRITAE S A BRSO SR (E
PETAR RAR AT BRA R EMHIE S :520180019),
100~200 mg/IX , % 24 I} [A] 30~60 min, A& 45T Fil 4b
HLE3MER,
1.2.2 BEIER WA SAHRRER R R
OB AR AR R L D RRIRES (performance
status,PS) VP43 R i B Y O RSO AN B RN o3
RS ALBRIE LA . PS P23 R 5 & AR ¥l J e A 2
(Eastern Cooperative Oncology Group,ECOG) 145
AN RN RA% 1 WA RS ST bRifE (common
terminology criteria for adverse event, CTCAE)5. 0 Jit
AL R~59
1.3 FitFEFHE

fli 11 SPSS 19. 0 #F AT e it , i+ & POk A2y
bR 22 3R TR AT 70 e RoR .

2 #R

EE—MIER
YA 60 BINSCLC & . Hrh 451 4, 2otk
91 s 4R HE N 38~83 %, - AERY H (6429) % s TEW A
196, A WA 41 6 PSTESr 043 8 4,1 4 18 4],
24328, 3 43 6 il ; 9 31 451, BRdE 25 ), iR 595 3
5], A AR 1455 Bebgd 43300 I 19 461], TV 3 41 1) 5 —
LIRYT 60, “ERIBYT 17 41, SR K =L BRI 37
) 5 7 ROPA 7 5188 o 92 i (partial response,
PR) , 20 {5 % 95 #4 #E (stable disease, SD) , 31 il %% %5
HEE (progressive disease,PD) , 2 ] 7RG ; FRZGTR
I7 1209 A AT 33 6, B AP i 45 A iR YT 9 ),
WA AT+ S A= R YT 6 6.
2.2 PREFEBEHRETIENBBENAR RNE
HEI1ER

60 il & H A 21 B1(35%) & B R
3~5 PR RN 5 B (8.3%) , FEA KL% &
WO R R G EEE N RS EENE R G
WP RS BE I M BRI R LA RSB . 90%
AR R TS 1 IR FHZ590 d AN, A R
RERAETE IVRMAZE T h K EETE 1 R
J5 120 do

2.1

- 81 -

12 Bl B 253697 B A 561 (41, 7%) & H
AR, Horp 2 & A2 2 RS RO, 3R AR R
N7 BV 1B (8. 3%) 3 A K R Ak # . 48 ik
EBIT R ETAH 1611(33.3%) BF LA B R,
Hodr 1450 kA 2 Rk LB RO, H R AR KR
38 BV, 4 6 (8. 3%) 3~5 P AN K I 3 24 1z ik &
G ARG G LT ARG REE. WL
M2,

R AR BRERPTER 2GIR 7 IR /N0 AT g AN BN R A
T (n)
e CTCAE(%%) KAmITE (d)
1~5 3~5 0~20 21~60 61~90 >90
g 2 1 3 0 0 0
K% 1 0 1 0 0 0
FOBR AR D e DR 1 0 0 0 1 0
BLEDA 1 0 0 1 0 0
ALT F 1 0 0 0 1 0
AT AR R 1 0 0 0 1 0

TE : CTCAE KR WA RS S AP AR 3T 50 5 ALT 3278 TH 4 R 2
SRS B

2.3 MHEFERBHETIE/NR RN R R R A
ERWE

21 il e AN B g BB H 17 B A A FH R
PREAAT , 2 WL BAE I 25 WG YT PP AS T 4k 2L 0
BPEIRIT o AR5 A TR 2R BT

1~2 2 % 34 BB 3 2R O 22 50 #0025 W 0HRE IR 97
Jo  BEARIITE G 1 6 3 R R (42°C) B2 ke
TeBEFARREN 40 mg q12 h,2 dJF KB 1IEH -

1~2 B PR T R 45 T 1 IR 4
Wi 2 P AR RIS A KRN T 2K B
S0 b1 ] 3 9 R 5 R B R 45T 1 IRIE JE AR
20 mg/diRITE BE R

2451 2 G FORR R D RE VSR B K, 49 R 0 FCRR IR S
FZIHE>10 wlU/mL, KA S 7 22 FUR IR Z 80 7 B AR
RS R HURIR DD BELERR 1 H Y 5 1 L HIR R T RE T
HEE TCW AR, AR 25 T 25 T 10, I R L%

1~2 G5 B 4 T 1RTS R A A B R T
Ja EARIITE R 1~ 2 980 (BT A 4 T L
255 REIRTE % 5 1 190 1 SR AT R B T AU 1 i
250 AR RS 0 5 1 9] 5 D4 T 48 H 5 T A



$19% ol I R 2567 Ak Vol.19, No.6
202146 H Clinical Medication Journal June, 2021
F2  IMFABRASE AT I N R R R B A TP EISST AT,
e (n) ‘ 1~2 G FTANND /B 38 4T T P14
I CTCAE(R) — %ﬁﬂ‘“jf) WL T i N ST L M T 51 1 S
15535 g P90 MERMANNITHE B A THULROAT IR S 1 2.
pny 0 5 o o o 1~2 GV BB 3 25 T 1R 6 87 5 L IR 3
¥ kR
ez 3 1 2 1 0 0
R 4 0 2 0o 1 3 itig
J kg 1 0 0 0 0 1
e SE 1 0 o 0 1 0 B P2 K A 50 ) 77 A0 45 PD—1 F PD—-L1 B 58 [
RS PO O 78 0 30 B 11036 97 o U S i M R, G
TARERIECE 1 0 0 0 0 1 FHRT SR WIAE . A2k A PTR T PD-1 HL1K
FRlRRER 1 0 o 1 0 I NSCLC I 19—2 R R 4Ayr ik %, B
L N L e
P 0 0 1 o PD— 1 e 0 i 7] 5 90 P P SR 8 A DS B
5 > 0 0 0 1 1 SRR G , AR [T 8 260 S ) 700 s 40 B 7k 25
L5l % 11 0 0o o0 1 WIREEPEY . T A PD—1 305 (40 s i e
ALT 7} 10 o 1 0 o0 FIBR 240 ) A PD—L1 35130 (S5 A 5B A Durvalum-
ASTTHE P00 T 00 b ) iy Meta SN A BRIV A A 22% , Hrf g
”ﬂﬁimwm o BONMRRIREAR K 4%, R RS
i g s 11 s PER BT, 100 P9 43 00 2R 5 2 BBk i 3 Jk A 1
EEE% 1 1 o o 1 I B 0 M SR B BE T M B A 14 451
[k E (0.34%) , Hir K ZH0(79%) Ml 2 i 1 A1) B B
EELEYS 10 0 1 0 PUIRIT BARIT 72 A IR LR, SRR 5 R B R
L O AR, DAFERFSE SR PR Bk L A 2537 R B
Wfffgjfﬂ% 1 1 0 B RN 1 2%~69% , 3~5 R EL I I % 5K 18%~
’; ), 0 . s o 41% , FIRIT R 2550 6% AiAT , FBURIE 2L Ny
T 0 11 o . 2% 12157 E IR R B BB £ AT R S BRI

TE : CTCAE K78 WA B ST AR HETT 23 5 ALT 2678 TN R =
HEELME; AST FOR KA AR A L

IRHPL, 1 TIEIRTT AT

1~2 P T 8 3 0, 2 T ORI 25 iR 9T
J& 2 BPIRSE TR Bk 2 91 A5 A 1) BR B
P, AT RS YL Je A 20 mg qd, [AI SR-ATFIETT G , %
SIETH

2 I e BERH S M 58 FE 2 10 R 2 G FE 2 AR 2
PR W07 o 1 GHE R AR BT, 2 4
B0 G0~ 3 SRR PRI 98B 4 T LA 25 WG T
Ja  REARITIE K o 5 90 6 7 B IR S 45 i 1 B

KRR 2199% BE KAENR RN, 2 65% KH: 39
DLE S RO e ) BR B 2 R R0 A
5% = 0 JETE h2E HURIR DI BEIER | R R T
ReCHE B A RETHE R AR VCE R R R AL
LA S PR AN )RR Ty IR TS Rl
R FENSCLCIRYT 1, PD—=1 I PD-L1 #5541
it & 1) 2 93 % W 3 e TARITIRYT A . A I
AN B RN A B AT BE 2 e B A A, Rl 3E AR /D WL (R
o7 N BRI, R I B S G RO E

H A S AF 5T 32 B A RO L 55 [ % [ 40 SCk, o
] ol I AR SR 7 i = | AR 5T 322 2% 58 A [ A .
FIER BHTIRYT NSCLC M A9 AN B RN . A 60 4]

- 82 -



BARKLL, A5 WA REAIZR YT IE /N0 AR AN LB bz

NSCLC & , K EA 21 6 (35. 0%) & H A KX
N, 3~5 AN KN 5 4(8.3%),4 61 (6. 7% ) 1524, 2
B(3.3%)FET- . AR NALHE L kRt
W RGERETE H AL RGE RV PR R GEREE
REFEME LA Z IR RG T, R WL i &
P EEOR R LIAERFSE AL BA, AT
T WA A R BTG T NSCLC AU AN RS0 Ab B R, T
Je i O, LAAE SCHR e 2 A DCR AR, O A ) R g ik 2
KPEit—Ens%,

ZE LR e R 2R BT TR T NSCLC B a] i
ANFEBAS RV o H o T A 5T 0990 B8 > %
AR WCER T 2 IR A5 4%, UL S - Rl D Fn il
B RN B9 75125, 9 PD—1 F1 PD—L1 351513477 NSCLC
R’tS%

(5% k]

(1] EEE, WA . b EEE R AT B0 S B 7 Bk L) 1. v el
IR, 2019,46(3):145-149.

[2] Shen X, Wang L, Zhu L. Spatial analysis of regional factors
and lung cancer ortality in China, 1973—2013[J]. Cancer Epi-
demiol Biomarkers Prev, 2017, 26(4): 569-577.

[3] Lakshmi S P, Reddy A T, Banno A, et al. PPAR agonists for
the prevention and treatment of lung cancer[]]. PPAR Res,
2017:825279.

[4] Reck M, Rabe K F. Precision diagnosis and treatment for ad-
vanced non-small-cell lung cancer[]]. N Engl ] Med, 2017,
377(9): 849-861.

[5] Gordon SR, Maute R L, Dulken B W, et al. PD-1 expression
by tumour—associated macrophages inhibits phagocytosis and
tumour immunity[)]. Nature, 2017, 545(7655): 495-499.

[6] Kiichiro N, Katsuyuki H. Pembrolizumab for the first-line
treatment of non—small cell lung cancer[]]. Expert Opin Biol
Ther, 2018, 18(10):1015-1021.

[7] Doran K, Elaine S W, Nicole C, et al. Pembrolizumab for ad-
vanced nonsmall cell lung cancer: efficacy and safety in every-
day clinical practice[)]. Lung Cancer, 2019, 133:110-116.

[8] Giuliano P, Guido C, Anna M, et al. Pembrolizumab in lung
cancer: current evidence and future perspectives [J]. Future
Oncol, 2019, 15(29):3327-3336.

(9] WBREE, k77 . JE/NANRR I S e by S [) ). v g i R
2018, 45(4):205-208.

[10] EDUME, SBURDR, AR, & . Gpefi e fu iR AH DG 2 i i
R )] . T ERESE, 2019, 22(10):621-626.

[11] Sun X Y, Roudi R, Dai T, et al. Immune-related adverse
events associated with programmed cell death protein-1 and
programmed cell death ligand 1 inhibitors for non—small cell

- 83 -

lung cancer: a PRISMA systematic review and Meta—analysis
[J]. BMC Cancer, 2019, 19(1):558.

[12] Herbst R'S, Baas P, Kim D W, et al. Pembrolizumab versus
docetaxel for previously treated, PD—L1-positive, advanced
non-small-cell lung cancer (KEYNOTE-010) : a randomised
controlled trial [J]. Lancet, 2016, 387(10027): 1540—1550.

[13] Mok TS K, Wu Y L, Kudaba I, et al. Pembrolizumab versus

chemotherapy for previously untreated, PD-L1—expressing,

locally advanced or metastatic non—small-cell lung cancer

(KEYNOTE-042) : a randomised, open—label, controlled,

phase 3 trial[}]. Lancet, 2019, 393(10183):1819-1830.

Leighl N B, Hellmann M D, Hui R, et al. Pembrolizumab in

patients with advanced non-small-cell lung cancer (KEY-

[N

[14

NOTE-001) : 3-year results from an open-—label, phase 1
study[J]. Lancet Respir Med, 2019, 7(4):347-357.

[15] Nosaki K, Saka H, Hosomi Y, et al. Safety and efficacy of
pembrolizumab monotherapy in elderly patients with PD-L1-
positive advanced non—small-cell lung cancer: pooled analy-
sis from the KEYNOTE-010, KEYNOTE-024, and KEYNOTE-
042 studies[J]. Lung Cancer, 2019, 135:188-195.

[16] Gandhi L, Rodriguez—Abreu D, Gadgeel S, et al. Pembroli-
zumab plus Chemotherapy in metastatic non—small-cell lung
cancer[J]. N Engl ) Med, 2018, 378(22):2078-2092.

[17] Gandara D, Reck M, Moro=Sibilot D, et al. Updated analysis
from KEYNOTE-189: pembrolizumab or placebo plus peme-
trexed and platinum for previously untreated metastatic non-
squamous non—small—cell lung cancer [J]. J Clin Oncol,
2020, 38(14):1505-1517.

[18] Belum V R, Benhuri B, Postow M A , et al. Characterisation
and management of dermatologic adverse events to agents tar-
geting the PD—1 receptor[J]. EurJ Cancer, 2016, 60: 12-25.

[19] Goldinger S M, Stieger P, Meier B, et al. Cytotoxic cutaneous
adverse drug reactions during anti—PD—1 therapy[])]. Clin Can-
cer Res, 2016, 22(16):4023-4029.

[20] Ma Y X, Fang W F ,Yang Y P, et al. KEYNOTE=-032: a ran-
domized phase 1 study of pembrolizumab in Chinese patients
with advanced non-small cell lung cancer [J]. Oncologist,
2020,25(8):650-661.

[21] Reck M, Rodriguez—Abreu D, Robinson A G, et al. Updated
analysis of KEYNOTE—-024: pembrolizumab versus platinum—
based chemotherapy for advanced non—small-cell lung can-
cer with PD-L1 tumor proportion score of 50% or greater[}]. )
Clin Oncol, 2019 ,37(7):537-546.

[22] Hu Y B, Zhang Q, Li H J, et al. Evaluation of rare but severe
immune related adverse effects in PD—1 and PD-L1 inhibitors
in non—-small cell lung cancer: a Meta—analysis [J]. Transl
Lung Cancer Res, 2017, 6(Suppl) :S8-=S20.

[23] De Velasco G, Je Y, Bossé D, et al. Comprehensive Meta—
analysis of key immune-related adverse events from CTLA-4
and PD-1/PD-L1 inhibitors in cancer patients[]]. Cancer Im-
munol Res, 2017, 5(4):312-318.

5 HE7:2020-07-30 ALY AT



