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Analysis of adverse reactions and risk factors of lapatinib ditosylate in the treatment of breast cancer

MA Ying=lin,LIU Min,LE Kai—di, YAN Jia—ging, DONG Bin, WANG Meng-yang, Ll Ying, LI Guo—hui’
Department of Pharmacy, National Cancer Center, National Clinical Research Center for Cancer, Cancer Hospital, Chinese Academy of Medical Sciences and

Peking Union Medical College, Beijing 100021, China

[Abstract] Objective To evaluate the safety of lapatinib ditosylate in breast cancer patients in real world, analyze the
risk factors of adverse reactions, and provide reference for the safe use of lapatinib ditosylate in breast cancer patients.
Methods We conducted a retrospective analysis of breast cancer patients treated with lapatinib ditosylate in Cancer Hospital ,
Chinese Academy of Medical Sciences and Peking Union Medical College from November 2016 to January 2020. The basic
characteristics and adverse reactions were collected. The correlation between clinical characteristics and ADRs was analyzed
by logistic regression. Results A total of 135 patients were included in this study. Among them, 92 patients (68. 15%) had ad-
verse reactions, most of which were grade 1 or grade 2. The most common ADRs were diarrhea (16.08%), rash (15.58%),
and hand foot syndrome (11.56%). Multivariate logistic regression analysis showed that patients with an initial dose of 500~
1000 mg had a lower risk of adverse reactions than patients with 1250 mg (OR=3.198, 95%Cl:1.424-7.184, P=0.005) ; pa-
tients with surgery history had an increased risk of adverse reactions compared with patients without surgery (OR=6.309,
95%Cl: 1.484-26.820, P=0.013). Conclusion The adverse reactions of lapatinib ditosylate in the treatment of breast cancer
are tolerable, the initial dose and surgery history are the risk factors for adverse reactions.

[Key words] lapatinib ditosylate; breast cancer; adverse reactions; risk factor

FLUIR R A R A PR B DL EE W IR AE A DG AR B KW 7 52 4K 2 (human epidermal growth
FET-H LR, 20% ~ 25% MFLIRE B & FE7E  factor receptor 2, HER=2) i ik , % 3Z IR i 1 & 356

BASIEE R ENE WL, TN, R )« B B 2k K2 S B, E-mail :1gh0603@126.com
. 46 .



LhEIAR, A5 HURRRIR RO JE G FUME IO AN RSN b LA 6 R 3R 2

50 2 R RURS (9 35 m A RS AR OGN . H T
HER-2 L[ f 7 E WA % B 3L e £ T 2307 T
B, I ks HER-2 B % B 1 L i g A8 2 0 AR A7 1
LU P HER=2 H 24 an i 2 2k Bt . F 2R B R
e E ) 2 N HF HER-2 FH: 2L I 3R 97 -
FH 2R 1R 7 10 2 JE 2 — b A R 3R e AR KR A2 A
(epidermal growth factor receptor, EGFR)FIHER—2 1]
Fi% 2 BRI ) 7 (tyrosine kinase inhibitor, TKI) , 7]
T HER=2 (9 R (5 5B, H T C A I RBFFEIE
52, HORB R hr 2 Je iR YT HER-2 BHEFLAR i 2 A
RAF B A SR a7 i AR I PRI B 5%
XA BB B RS AR AR IR R AT BR
H AR T 2R R P A Je e B S SR b oS RO
MWF TR A o DR A B 5 8 3 [ st P 3 B HH R Tk
FR B I iR T FLIE A R RO S H AR I 2, R
ZATEFLIE B T Al RS

1 #AREFE

1.1 ##
4k 2016 4F 11 A 2 2020 4F 1 F 1 1a) 76 v [ B2
SRR B A S PN 5 2 [ I g B e 422 52 TR R R
WA JE R ¥ A L IRIRE S8 1 R

IYAFRUE 352 P ORBE IR B a2 JE 1R 9T 0 A 3L
Ji g S BRI VT B A AR E 2 O B IR
fdt 1T, Hy B AR 4 I R B2 7 S e BRAL T o HEBRAR
HE D BRI SE R i B R IR BE DT b, R 2 B
Viak 2 a7 A0 U IR R 0 R
1.2 FHik
1.2.1 HIERE ETZRELFRDRS EA
HEE B EEAR N D2 R N E B HEE R Mk
AN RSB AR OGAR B o
1.2.2 ZEMWITM KIS EZIEET S WA R
J2 = A BE AR A5 1fE (National Cancer Institute Com-
mon Terminology Criteria for Adverse Events, NCI
CTCAE)5. O fit"™", It 53¢ 25 IR T PR R o 5 2
J5 R BN RSN 0 AR 3R T 24 R RS g
R TAE T XA B hy 5 2R R v i
B R SCHRVEAE PR, 3 i i AR TTRE AT RE AT
RETCOC RRVTPAN ST 6 D90, Horb B e ART]

e 47 -

Al B T RE I Ry 55 R R JE AHOG

1.2.3 ZEito#  RHAISPSS 20. 0 5k {47403 5
Bro THEEGORA B B 5 i 25 300, TR R} DA 4
A A R AL O RCR RS . FH R FR
B iRy FUIE R R AN BRI 1 R e R R
Z M & logistic M4 5387, LA P<O. 05 £/R 255 A 5

PR

2 HR

2.1 BARHH

ARBFFEILANA 135 G825, - B4Ry (54. 10+
11.39) %, F AL 4E IS N 56 %, -1 BMI (23, 75+
3.47) kg/m®, 4 25 i 5B 30 B, 4 4 5 R4 105

FZ NIV ZLIRE B (99. 26%) , IR 1,

F1 WA EEARTER (n=135)
F 5 1%k A (%)

(L)

<65 113 83.70

>65 22 16.30
RSN

24625 i 30 22.22

B )5 105 77.78
R Z RS

ER(+) 67 49.63

PR(+) 65 48.15

HER (+) 132 97.78
TNM Il R 531

I~ I 1 0.74

Vi 134 99.26
RN H ()

0 1 0.74

1 29 21.48

2 42 31.11

>3 63 46.67
B LRI

Jiti 62 45.93

B 61 45.19

JiF 59 43.70

ik 35 25.93

TE - ER 3 7n M\ 2145 PR FTR 2R 3218 HER R AR 2B KA
T2 TNM G TR 2 58 R R AL F 50 2 5 [l By i 1ok BELIEK 5 1 7 114
v 41 J5 vk



218 H20 Il R 25367 2% 7k Vol.21, No.2
202342 H Clinical Medication Journal February, 2023

2.2 HEBRBUMBRATARBLERRRE g3 qopmmbi e ihyr FURE I R R R 5T

R e RRERR BARR
AR, 135 B A 92 11 (68. 15%) %7 - FREIE
TRELZIN S 199 Bl Ko b 1 gk 24, 340 |- FIROCE) 0.993 0.319
B T7BIK(8. 54%), BARERRRTDNE P "
15(16. 08%) JZ3E(15. 58%) M FILLEATE(11. 56%), BMI(kg/m?) 0.004 0.095
W22, <25 25 55
>25 18 37
F2  WIEBRPIMIRCIRIT IR L AR R RV (%) ] ECOG T4 0110 0.740
BRI AT 44 >34 0-1 39 45
—eiRuL >2 4 7
Zz7] 14(7.04) 0(0.00) B 5 106 2.249 0.134
Rt Jph 2 255 (f 14 19
SN S SP 1(0.50) 0(0.00) % 29 73
CWE@W%"%Q 2(1.01) 0(0.00) WEAE % R A5 5 0.561 0.454
HIL R 5L e s .
iR 32(16.08) 1(0.50) * 38 85
D%%ﬁﬂﬁ& 16(8.04) 2(1.01) S 2971 0132
AR 8(4.02) 0(0.00) 4 ! g
il 4(2.01 0(0.00
HIZL; 2E1 .01 ; oio.ooi x 2 o
. FLIME R 0.046 0.829
8 W18 S 9(4.52) 0(0.00) 4 0 .
JFUIREA 4 17(8.54) 0(0.00) % 33 6
HEMT 5(2.51) 0(0.00) g 0 .
NRLT R T 6(3.02) 0(0.00) )
VI I R ok 0447 0.504
- T O 1(0.50) 0(0.00) i 2 >
N2 ik 2(1.01) 0(0.00) x '® 33
L R FARYL 6.647 0.010
N AN S 3(1.51) 0(0.00) Gl 36 89
e e T e R AR S x 7 3
F LA 23(11.56) 8(4.02) feyr 2.363 0.124
K% 31(15.58) 0(0.00) 1-2 > 21
& () FR S 3 s 6(3.02) 0(0.00) >3 38 /1
L 25 TBIT % 7.714 0.021
B 13(6.53) 5(2.51) SRR 16 o1
40 A A 2(1.01) 0(0.00) AL 25 41
4R B B MG 2(1.01) 1(0.50) HHOR B L 2 0
&t 199(100.00) 19(9.55) JefaiaTY
WIRIRZ R (mg/d) 8.025 0.005
2.3 BRFEBRNBERETAREBELZEARRNE 500~1000° 19 19
e 1250 24 73

T : ECOG 3/ 32 [ AR T8 M DA 2L R RRAR T I 5+ s o i IR 24531
4 5005 750 2% 1000 mg/d

PR R Mg R woR , FAR S J697 5 AR R
AR R AEA R RN ER R R (P<0. 05), W 3,
. 48 .



LhEIAR, A5 HURRRIR RO JE G FUME IO AN RSN b LA 6 R 3R 2

Z & logistic [A1 5 43 B 45 8 7R , 1 46 IR 245 57
10 500~1000 mg [ EH A L 1250 mg B K EA R
TSIV P DRSS 3 A 5 R 2 32 T AR ) B 3 A L oA
TR AN RSO P RS g 1 m, I 4.

F4 ZNE logistic EIH3HT

Wald
k9 B{H SEME

P&

i OR(95%Cl)

WILRFE 1.163 0.413 7.929 0.005 3.198(1.424~7.184)
FARL  1.842 0.738 6.223 0.013 6.309(1.484~26.820)

3 it

HER—2 J&—F 5 RS 25 111 3244, 4 Bl N 454 Bl EL
AT A R W TS M L 5 LR Y ARk R YDA
K HER=2 £ Fe ik M FLR IR BB B AR AR IR DB
TR P A e I T R T 5 T X 4 AR T AT
AT Z51E T, B HER—2 B 5 Bt 4 o pify 22 2k o
PU L F 2 PR AT S F R R P T S 2 I
W E MR T HER-2 i A FLIR R B s
R R A JE & — P /N5 TKI, X EGFR F11
HER-2 445 1 il 1 H , 8 5 IR EGFR b 98 i+ 2 AL
il L X TRC A AR AR 1 R A AR S £ T A% T R A
YEH.

BTN — I LS RIS, B A LA R
WP R iR T FLIE A B R R AR R R ROV, 5
— I Z v TG RAF 55 % L & B, ARBF 5% A R
N B % R (Y5 16. 08% b 54. 00%, 295 15. 58%
b 24.00%, F L ZEA1E 11.56% F 64.00%) ¥ 4%
I, AT RE 5 90 A BB I 4510 S R IR P & Je k2
FIEARSC, WUMIIG PRAF SR g A B35 1 ECOG P43 1
M 0~1 53, IRZ5514 4 1250 mg/d, ABFIEH A B
ECOG 43 0~1 0B fE 34 17 91. 85%,>2 41 1 8. 15%,
fI 25 7] & & 1250 mg/d (71.86%) . 1000 mg/d
(24.44%) .750 mg/d(2. 96%)F1500 mg/d(0. 74%) .

T 0 B R R AT RN £ [ 2 logistic [811H 43 B 25 5
T, WG MR 24550 1 R0 TR S0 R AR RO Y FE
RIZR R0 UA IR 2 ) R A, & AR R RO A XU K
REFE %372 0 FAR B B A R 2t TR B H &
AN R RN BB B0, 22 A it L HUORT

+ 49 .

PR A2 JE 1 A A3 4R 37 5 1250 mg, B H 1R
AR, R R e 5 i 2 2Rk AT N 5
BEBR A 1R YT e A 1 2L B IR 245390 R 750 mg/d 1)
V5 % A= AR TR 1000 mg/d™ e FH 20 1470 B
FHE K 750 mg/d, 5 i Z Bk BHTRE G 24 ) 5] 4]
BATNZE 1000 mg/d "> PR IE T R A AN B
Al 3% . Bonnefoi 557 F 5% A& B, F 2K R Hr 25 Je
5 Z P9 SR AIA)T HER-2 FHPEIRSE R LU I
11 393k, 4% H AR 1000 F11250 mg B 2R R 7 i %
JE ., 2y s ah B o, 2 IR 24 590 ik 1 o 24 vk BE AR AL
fH 1250 mg/d (45 25 F2 450, PR 380 Mk 245 57) £ Ky
1000 mg/d. AWF5EZ R HBRGIRIT TS, SRR
FCE) ih 2 Pk bt G A 20 B A 52 f
(38.52%) , Hrhwbs il 25 7 & 2 1250 mg/d 1) &
R 34450, R X T3R5 A T 5 58 o R R i 2
Je WA MR 25 390 it ) BE B N i — DR & . ARSI
R WA Z 0 TR B F M LR IEZ L T AR R
4 IR FH PR R IR o AR JE I R A R R RN 1) IR
I $E a2 2 TR 0 S8 G T 2 46 D7 AR A A T 0
TN R BRI A B AR T e S B A
e 2 HA R REANR RN KL, B RN FEE
JeE

25 LR ARBIR T PR T RS B R R
AR R R T FLIR I R R AR AN R RO 1 B0 B 43 B
T RAAS BN I FE R R ER |, 47 H R B R Hir 2 Je
TRYT FLIRIE AN RSO AT it 57, 22 A MECT , WA
TR LR R A A R fE s R 2R, (A
W — T R AEREHLALBT S, 90 A5 1]
oA W AR — 8 1 R BRAE | S5 8 i — 26 i R
AR ST AR R A A I PR A v i 22 4
R R AR I ST, 4 T2 MO

(&% k]

[1] Torre LA, Bray F, Siegel RL, et al. Global cancer statistics,
2012[J]. CA Cancer] Clin,2015, 65(2):87-108.

Siegel RL, Miller KD, Jemal A. Cancer statistics, 2020[J]. CA
Cancer ) Clin, 2020, 70(1):7-30.

B, MG, XS, 4. T-DM1IEYT Her—2 BIYEM M sk 46 7
P FLIR IR A B & AR meta 4387 L) ). EIRPR, 2018, 27
(9):726-732.

Dawood S, Broglio K, Buzdar AU, et al. Prognosis of women

[2]

with metastatic breast cancer by HER2 status and trastuzumab
treatment: an institutional-based review [J]. J Clin Oncol,



W21% 2
202342 H

IR IRIT Ak
Clinical Medication Journal

Vol.21, No.2
February, 2023

(5]

[8]

[11]

[12]

2010, 28(1): 92-98.

Balduzzi S, Mantarro S, Guarneri V, et al. Trastuzumab-—
containing regimens for metastatic breast cancer[)]. Cochrane
Database Syst Rev, 2014, 2014(6):CD006242.

A, E il R RAK, 55 FLIRRE Y 2> TR 8 2567 T
()], B2, 2020,10(3):257-263.

Piccart—Gebhart M, Holmes E, Baselga J, et al. Adjuvant lapa-
tinib and trastuzumab for early human epidermal growth fac-
tor receptor 2—positive breast cancer: results from the random-
ized phase Il adjuvant lapatinib and/or trastuzumab treatment
optimization trial[J]. ] Clin Oncol, 2016,34(10):1034-1042.
Petrelli F, Ghidini M, Lonati V, et al. The efficacy of lapatinib
and capecitabine in HER—2 positive breast cancer with brain
metastases: a systematic review and pooled analysis[J]. Eur |
Cancer, 2017, 84: 141-148.

Azim HA Jr, Agbor-Tarh D, Bradbury I, et al. Pattern of rash,
diarrhea, and hepatic toxicities secondary to lapatinib and their
association with age and response to neoadjuvant therapy:
analysis from the NeoALTTO trial[)]. ) Clin Oncol, 2013, 31
(36): 4504-4511.

U.S. Department of Health and Human Servises. National Can-
cer Institute Common Terminology Criteria for Adverse Events
[EB/OL]. (2017-11-27)[2022-04-01]. https://ctep. cancer.
gov/protocoldevelopment/electronic_applications/docs/ctcae_
v5_quick_reference_5x7.pdf.

A2 A RSN e 285 RS AR S R TAE T EB/
OLJ. (2005-09-24) [2022-04-01]. https://www. cdr-adr. org.
cn/drug_1/zcfg_1/zcfg_zdyz/202009/t20200924_47831.html.
Leon—Ferre RA, Perez EA, Hillman DW, et al. NO83E (Alli-
ance) : long—term outcomes of patients treated in a pilot phase
Il study of docetaxel, carboplatin, trastuzumab, and lapa-

[18

- 50 -

[

[l

tinib as adjuvant therapy for early—stage HER2—positive breast
cancer[}]. Breast Cancer Res Treat, 2020, 182(3): 613-622.

Esteva FJ, Franco SX, Hagan MK, et al. An open—label safety
study of lapatinib plus trastuzumab plus paclitaxel in first=line
HER2-positive metastatic breast cancer[J]. Oncologist, 2013,
18(6):661-666.

von Minckwitz G, Procter M, de Azambuja E, et al. Adjuvant
pertuzumab and trastuzumab in early HER2—positive breast
cancer[J]. N Engl ] Med, 2017,377(2): 122-131.

de Azambuja E, Holmes AP, Piccart-Gebhart M, et al. Lapa-
tinib with trastuzumab for HER2—positive early breast cancer
(NeoALTTO) : survival outcomes of a randomised, open-— la-
bel, multicentre, phase 3 trial and their association with
pathological complete response[J]. Lancet Oncol, 2014, 15
(10): 1137-1146.

Xu B, Yan M, Ma F, et al. Pyrotinib plus capecitabine versus
lapatinib plus capecitabine for the treatment of HER2—positive
metastatic breast cancer (PHOEBE) : a multicentre, open-—
label, randomised, controlled, phase 3 trial[J]. Lancet On-
col, 2021,22(3): 351-360.

Bonnefoi H, Zaman K, Debled M, et al.An European Organi-
sation for Research and Treatment of Cancer phase | study of
lapatinib and docetaxel as neoadjuvant treatment for human
epidermal growth factor receptor 2 (HER2) positive locally—
advanced/inflammatory or large operable breast cancer[}]. Eur
J Cancer, 2013, 49(2):281-289.

HIEFS . A P Sk FE i B2 AR RS Y £5 5 3 BE T ST
7). shEZE, 2013, 22(5):89-90.

Wi HHA:2022-04-13 AL GREE AT



