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Off — Label Drug Use of Immune Checkpoint Inhibitors Drugs in a Hospital
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(1. People's Hospital of Deyang City,Deyang,Sichuan,China ~ 618000; 2. Sichuan Cancer Institute + Department of Pharmacy,Sichuan Cancer Hospital,
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Abstract: Objective The medical
record information of patients who treated with ICIs drugs in the People’s Hospital of Deyang City from April 2019 to March 2021

To promote the clinical rational use of immune checkpoint inhibitors (ICIs) drugs. Methods

was collected to analyze the use and off — label drug use of ICls. Based on the existing clinical trial evidence,the Thomson off —
label drug use analysis system was used to grade,analyze and evaluate off — label drug use,and the key points of management were
put forward. Results Seven kinds of IClIs drugs were used for 142 patients, and all of them had the phenomenon of off — label
drug use. The incidence of off — label drug use was 85.92% (122/ 142) when the patients used drugs for the first time. Among
them, the incidence of off — label drug use of domestic and imported ICls drugs was 89.34% (109/122) and 65.00% (13/20),
respectively, with a significant difference (}* = 8.42, P < 0.05). Among the types of off — label drug use of ICIs drugs, cross
carcinoma type accounted for 68.85% (84/ 122),over usage accounted for 2.46% (3/ 122), interphase therapy accounted for
4.92% (6/122),and cross — line therapy accounted for 23.77% (29/122). The off — label drug use with above Thomson Category
B involved six kinds of drugs (15 kinds of usage),and the other 14 kinds of off — label drug use did not reach the Category B.
Conclusion The use of ICls drugs in this hospital is still in its infancy, and the selection of drug varieties changes from
relatively centralized to relatively decentralized. The strength of evidence for some off — label drug use is insufficient. We should
encourage the hospital to improve the implementation of off — label drug use recordation of ICls drugs,so as to maximize the

benefits of patients and reduce medical risks.
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Tab.1 ICIs drugs used in the hospital and their approved indications in China
H&EH @R ERE A E BAME RERY 2% NMPA #t B 1
PD-1  #RALER  EmBHE R =% B EGFR( - ), ALK( -) 2018 - 06
A RARAREEIRE  WHINY 24 AER - 2020- 03
KAHBER SARESBRY 4 AZR REPD - LIRS > 1% 2019-10
w2845 VSER7) S 2 A - A&R - 2018-08
EN Yk 2 HA -4 BEWERSAE  EBE 2019 - 03
ENNT N R EE A | 4 PD - L1 151 24 (TPS) > 19, EGFR( - ) ,ALK( -) 2019-09
ENNT N HA ke % WERTE BB 2019-12
REERAIE RABHRAHEY  Z4 B4 T AR PD - L1244 (CPS) > 109 2020 - 06
*ARER ATMRAEHEY  —4 AR T AR PD - L1244 (CPS) > 204 2020- 12
TmAlnin  SAUESAROA  LASURLEY % AR - 2019 - 05
i) & F ] ZEIMLE RER REBZERRERER T | SARIAARANAN 2020- 03
RESRIIE HAAES LY =% AER - 2020- 06
E Yk 2 B A 14 -4 BEWERTHE  RBE 2020- 06
EL b EE] 2% AEX WF B R EAR T8 2021 - 04
BmEALE  26%A ATMRAEHUS &AL REX - 2018-12
EXab bR EE 22T Z&INLE AER - 2021 - 02
399, ¢ RFERAESEY  Z&I0L ARK - 2021 - 04
BuAlds  ZARESARCR  LAARBEN % AR - 2018- 12
ED) Xid BRALARGY 4 BEwmERFH  EGFR(-),ALK(-) 2021 - 02
ENY Xt R ER A ] SHuERFY  BE 2021 - 06
PD-LI  HAHALER  mBHE J R % SRR - I 2020- 03
A igehg RISy -% NERER ABLEL S ARIBTH 2020- 10
BRALER D aRHE AT ntke 148 - AER ERZHERDAHRBOIST BT 6 R B AERY 2019-12

E:o- ABZBHARARRAEER AR TS, LA A OB ECFR A AR A KR F 24K, ALK 4 18 Mk € 5 % 5

Note: — indicated that there is no corresponding requirement in the drug instructions.

*

EGFR refers to the epidermal growth factor receptor,and ALK refers to the anaplastic lymphoma kinase.

6

refers to domestic drugs,the rest are imported drugs.
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Tab.2 Case,composition ratio and type of off —label drug use of ICIs drugs in our hospital

PD - 1/PD - L14p#l A AR
RRRAGRNAE  FHEARER  BERAALER AXALER  WMEARER  FRARER  AREAER  GRAER & i
(n=5) (n=6) (n=2) (n=1) (n=95) (n=17) (n=20) (n=20) (n=122)

B4 (#1) 1 6 1 83 6 20 13 109
HBI (%) 20.00 100. 00 50.00 71.43 87.37 85.71 100. 00 65.00 89.34
RA(H]) AR - 4 1 56 5 17 6 78

AR R R 1 - - 2 - - 1 2

B - 2 - 4 - - 2 4

BB H - - - 21 1 3 4 25

EAGRALABALGAREN L SHHA B REREFIEARE,; - ARGEESTEALH P A HER

Note: Whether it is off — label drug use is based on the approved indications of the drug instructions at the time of medication; - indicates

that there is no corresponding type of off —label drug use.
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Fig.1 Time distribution of the first use of ICIs drugs in 142
patients
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Tab.3 The use of drugs with the change in approved indica-

tions of current evidence and initial drug use

Ry # i ERERRER  RHHK R&RLEE
FoAlnis  BALREZ4 20-04 5 2019-09-27,2021 - 03 - 09
BRERA-%  2000-06 9 2019 - 08 - 15,2020 - 08 - (4
BAREEZL  200-06 15 2019~ 08 - 01,2021 - 03 - 06
FRAZRE  BARBE-%  2020-06 9 2020-10- 24,2021 - 01 - 21
3 itig

3.1 ICIs Kz EABLR

FBE 1CIs K259 ) FH 4R T 20194F4 A B 17T
AL TER A B B vk 2 AR B — 25 w0, BB R G A
TR LT ) B X 3 22, 3X 5 AR EE /)N 41 i
(NSCLC ) £ 5 98 485 5 2 S AR 1 PR 36 1 45 SR i
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Tk 1 2 i T L2 T AR M w0 3R T e 1 22
DA NSCLC FIE B8 R 4 KBS |, 1CTs 2254 1) i
VPRI ZICAAT AR , 3k 5 0l FH 2R 50 PR 3R G TIE BR 254
AW, 412020 4F 1 A NSCLC A YT 259 15 it A1) 2t
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Tab.4 Off — label drug use with the above Thomson Category B

B4k AR A AR BT B4R R iR TRBERAE RANER BEER ERFR AANIAHEL
MAHKLR ES-SCLCEHHRAS £ £ SCLC NCCN 2021, V2 I I A MRk
BRALESR BSRECTINMO TAS) RS BHAERA BC £ NSCLC CSC0 2020 I I A BHb

BALH AT ES - SCLC—%:47 EC FDA SCLC NCCN2021. V2 | I A AR
FHARER BN KRN LAS TXT £ SHR - 1210~ 1T - 201" La Ib B BEET
WAM SR 457 TP £ Camel. - sq” lla lla A R
B HRE SR L s F%R SHR - 1210~ 1T - 202 lla Ib B e i
RAREHE-L47 P £ ESCORT - 1¢ I I A BRES
BAHCC—474 % L-OHP+ %% 1 £ HCC - €S0 2020 la la B BRAF
WHARER WIBRE &L TP FDA(FRTPS > 1%)  NSCLC NCCN 2021. V2 I lla A il
WHLEFA LA % FDA melanoma NCCN 2021. V1 I I A BEES
IR AR S NSCLC 244 7 AP FDA(FRTPS > 1%)  NSCLC NCCN 2021. V2 I Ila A BEES
EwAlEE  BHRREZSBT % % ORIENT - 37 I I A BEER
RRRE LSS TP £ ORIENT - 2% Ih Ih B AR
BHEHLE BANSCLC—447 APURE) K CP(5:8) % CHOICE - 01 | | A A
HANSCLC Z 4 A0 ki AP £ NCT03301688” I Ih B AR

& 2 B HEIEARIE A ILA NCON A= CSCO 38 a5t , o 38 dh 7 R 5 ) A 06 R K 3a X5 89 7 X 2L ES - SCLC A ™ 2 ) 2 L A
#& ,NSCLC 7 AF /> m B i % , HCC A BF a0 B s EC AARACTA - + T 48, TXT A % B4R TP A R A B + 4455 L — OHP 4 LIy A48, AP
AR EHE+ AL CPATIHNIE + SR KS5F.

Note: The main evidence — based basis are given priority to the existing NCCN and CSCO guidelines. If the guidelines don’t recommend vyet,
they will be presented in the form of clinical trial codes. ES — SCLC refers to extensive — stage small cell lung cancer,NSCLC refers to non — small
cell lung cancer,HCC refers to hepatocellular carcinoma;EC refers to etoposide + carboplatin, TXT refers to docetaxel, TP refers to paclitaxel + platinum,
L — OHP refers to oxaliplatin, AP refers to pemetrexed + platinum,GP refers to gemcitabine + platinum(for Tab. 4 - 5).

*5 IEPESEEE RIZZE Thomson A BRI LA RERER
Tab.5 The use of drugs with the evidence strength which has not yet reached the Thomson Category B
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WA AR 4 B =& £ b I D AR %
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ES - SCLC =% EC b i D A JRA | Rk
FRIRE R —% TP [N} i D BEHLF
WHZEER -4 et b I D AIE JIE
MRARLER  RARI R % RHE Ih I C HiEFIE
WEARER  BRRE(EDAREEROETAME) 24 % 1l i D A& JAE
Bmiftn  BAZEEA —% BF ek + Ak b I D BHLT
b AR5 WA NSCLC(PD - L1 > 60%) —% TP b I D R iE JiE
WA 2 B =4 TP b I D A RE
W A A Z&ANE TP b I D BEILF
WA CRR A R AR ) % TP b i D A3E JIE

ORIENT — 1111 RRE A B R 2N 2020 4F 12 A% 2500, 5 = 25 ST Tk 00 25 0 B9 22 5 L mT Rk |
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