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[ABSTRACT]
Objective: To determine the effectiveness and safety of lapatinib
for patients with human epidermal growth factor receptor-2 (HER2)

positive metastatic breast cancer.

Methods: In this retrospective study, 40 patients with HER2 positive
metastatic breast cancer (MBC) received lapatinib-based regimen. The

clinical records and follow-up information were collected and analyzed.
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Results: Forty patients with HER2 positive MBC were enrolled in this study, and 90.0% (36/40)
of the patients had received trastuzumab-based regimen during the recurrent/metastatic
period, the median interval of trastuzumab treatment was 12.0 months (95% confidence
interval: 10.5-13.5 months) (range: 2.0-54.0 months); 5.0% (2/40) of the patients had
received adjuvant trastuzumab, but the disease-free survival (DFS) was two years or less;
5.0% (2/40) of the patients had never received trastuzumab, but the brain was the first
metastatic organ. Of 40 patients, 31 (77.5%) received lapatinib combined with chemotherapy,
6 (15.0%) combined with endocrine therapy, and 3 (7.5%) combined with trastuzumab. The
objective response to lapatinib-based therapy was evaluable in all patients. Ten (25.0%)
patients achieved partial response (PR), 21 (52.5%) patients had stable disease (SD), 9 (22.5%)
had progressive disease (PR), and no one achieved complete response (CR). The objective
response rate (ORR) (CR+PR) was 25.0%, and the clinical benefit rate (CBR) (CR+PR+SD=
6 months) was 50.0%. The median progression-free survival (PFS) was 6.0 months (95%
confidence interval: 4.6-7.5 months) (range: 1.0-20.0 months). The main toxicities related
to lapatinib were grade 1-2 diarrhea in 8 patients (20.0%), and grade 1-2 rash in 6 patients
(15.0%).

Conclusion: Lapatinib-based therapy is an effective treatment for patients with HER2 positive

metastatic breast cancer after prior exposure to trastuzumab.

[KEY WORDS]

receptor-2 positive

Breast neoplasms; Lapatinib; Trastuzumab; Human epidermal growth factor

FUMGE IR A L A LR Sk R . Bl A A
FORM R &, AL SO WIR N, AR 6 3L
ARV Ky 1 AR AR R K LI S A
FEIRE AL, SRR AR . NREREAKE %
f& 2Chuman epidermal growth factor receptor—2,
HER2) 2 FL A7 52 1A T 22 IR T Il 3% 2 1) 5 IS B 2
F, 8 TR AR 72 Ak 5K . HER2 B M 3,
FE 20 20% ~ 30%, HPERLE R, BUE 2 .
55 A 28 Y 56 A% 1 FL R g AH AL, HER2 BH M6 %%
PEFLIRIE 69T H A T 8K B A7 I, 2
AN . B A U HER2 B 9] 35 97 25 W) 1) i A
MU &, HER2 PH M % 7% 2 0 MR o 196 97 20 2R
Fhdm, WS TR AAEIRE

L ) TR 2 ) hr ik s JE (lapatinib)
2007 4 3 HARfa Atk A SC | BTy, 2013 4F 5 H
P E BT AR PR, FEAER T
HERT T HER2, J& 3~ XU B w11 52 4% 1 2 1R ik iy
TR, e I I TR i R 40 18 B A0 AR A P
iS5 Figfe, AmRETUR T ™, £

HI B AE B2 32 i ith 22 BR PR J7 1) HER2 BH PR L
BRI KR o ABETUR RS2 R0 JE 17 1 40 4l
HER2 BH 1 % A% 1 L B 8 1)l P 3 58 e A
VIGORIEAT I BE 3 8, B AESR TS e iR )T
HER2 BH A FL Bt (K07 R0 2 4o

1 BB U5k

L1 il febriE

(D ZWBMAL LM ARER R /R
B 12 I TG 2 T R 1 IV 39 HER2 B 4 3L IR g 8
&, HER2 B 3L R 1) 5 SO D Rkt el e % 4
NEBR A A G2 R HER2 (+++) 5
PR ZAT (fluorescence in situ hybridization,
FISH) il (+)5(2) F# N 18 ~80 % ;
(3) % M SRR 7 JEA bR fE 1. 1 WL (Response
Evaluation Criteria in Solid Tumors version 1.1,
RECIST 1.1), & /A 14wl U & 1 9n 4t
(4) FE R IEEEL] (Eastern Cooperative
Oncology Group, ECOG) AFEIRATEF<<2; (5)



1248

IwJ_k:

B, A BIEERJR VAT HER2 BH AR B 1k LIRS (09T RORN 22 4 1t

vk AEAE = 3 AN 5 (6) HEEAS I REFEA L
W AR R R D REFE AR I W, EIRTT

AERIE.

L2 IGKZR

A0 50 K 2 i g B e L I i 9 P9 B 2013 4F 5
H—2015 4F 12 H 2 $7 W0 & Je 16 97 1 55 5
6 B b 4 (1) HER2 BH M %% 7% 1 3L 11 o8 3% 40 41
HALAER W54 % (Ul :34~T74%); L
P B2 UE SO FUMR e, LR R T e 39
(97.5%), wAEPEAIE 1] (2.5%) (K 1.

1.2.1  FL JI¥ 958 HER2 F1 ¥ %% %2 f& (hormone
receptor, HR) #ill4k

40 5] 5855 845 52 1 FL I JL R kL ¥) HER2 4
5 0 AU (B FISH A, 3L o 4 s 41 40
1 %% W8 HER2 BHPE (+ 4+ + ) 4 25 f4], FISH
K C+) k1540, 16 )8 3T T # Bk 1)
RN, P g H U WoR HER2 (+++)
15 4, FISHAS W C+) K2 #l. 7EiX 16
B, 9B (56.3%) N JE KL FEFERE LI K
HER2 BH T, 3 4] (18.8%) & Ji & I HER2 [f]

*£1

PE M % A% &k o HER2 FH #E, 3 6 (18.8%) 4 it
KA HER2 R 25 AN ¥ 11 %% #% kb 4 HER2 BH 1,
1l (6.3%) 4 Jit &k HER2 BH o 1Mo %% %% 4k A
HER2 [] 1o 38 i 0 % #% kb 3847 28 0 3% K6 1 12 Wi
S HER2 BH 4 11 J5 & &k HER2 BH 1 BROIR & AN 1 1
A, [FFESRAS T U HER2 Y697 IS

HR B PR 2 oA M 3 3 %% f& (estrogen
receptor, ER) Fl (8Y) 223 25 %2 1A (progesterone
receptor, PR) PFHM:. HR BH & X b ER A4 A
PRI . A 41 & %% ., HR BH ¥ H HER2 FH %
19 i (47.5%), HR B ¥ 1 HER2 BH 4 4 21
% (52.5%)

1.2.2 FLImEEE

5 T L PR A B A AL I A B 21 491 (52, 5%)
WREL G5 RS 17 1] (42. 5% ) Jili%EH 14 4] (35. 0%)
B 12 51(30. 0% ) w72 5 1 (12. 5% (5K 1.

1.2.3 FUIREBEE BRI

40 1] HER2 F[1 1 (1) 6 7% PR 3L e i op, K
oy Ry 2R BTV T R . 40 B, 36
(90.0%) ALK / HEHr B Bz th 2 2k

40 51 HER2 FHE: 56 7% 4 L e 0 POl AR A

Table 1 Clinical characteristics of 40 patients with HER2 positive metastatic breast cancer

Characteristic

n (%)

Age/year, median (range) 54 (34-74)
Histologic type

Invasive ductal 39 (97.5)

Invasive lobular 1 (2.5)
Hormone receptor status

Positive 19 (47.5

Negative 21 (52.5
Site of metastases

Liver 21 (52.5)

Lymph nodes 17 (42.5)

Lung 14 (35.0)

Bone 12 (30.0)

Brain 5 (12.5)
Prior trastuzumab therapy for metastatic diseases

Yes 36 (90.0)

No 4 (10.0)
Current line of therapy for metastatic diseases

1 1(2.5)

2 11 (27.5)

=3 28 (70.0)

HER2: Human epidermal growth factor receptor-2.
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Fig. 1 Progression—free survival (PFS) of 40 patients with HER2 positive metastatic breast cancer (A) and

31 patients receiving lapatinib combined with chemotherapy (B). HER2: Human epidermal growth factor

receptor—2.
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Table 2 Subgroup analysis of short term response

[ ()]

Regimen N PR SD PD ORR DCR
Lapatinib+chemotherapy

Lapatinib+capecitabine 15 4 (26.7) 9 (60.0) 2 (13.3) 4 (26.7) 13 (86.7)
Lapatinib+docetaxel 5 3 (60.0) 2 (40.0) 0 (0.0) 3 (60.0) 5 (100.0)
Lapatinib+paclitaxel 3 1(33.3) 1(33.3) 1(33.3) 1(33.3) 2 (66.7)
Lapatinib+etoposide 3 0 (0.0) 0 (0.0) 3 (100.0) 0 (0.0) 0 (0.0)
Lapatinib+gemcitabine 2 0 (0.0) 2 (100.0) 0(0.0) 0 (0.0) 2 (100.0)
Lapatinib+cyclophosphamide 2 0 (0.0) 2 (100.0) 0 (0.0) 0 (0.0) 2 (100.0)
Lapatinib+albumin-bound paclitaxel 1 0 (0.0) 1 (100.0) 0 (0.0) 0 (0.0) 1 (100.0)
Lapatinib+endocrine therapy 6 0 (0.0) 3 (50.0) 3 (50.0) 0 (0.0) 3 (50.0)
Lapatinib+trastuzumab 3 2 (66.7) 1(33.3) 0 (0.0) 2 (66.7) 3 (100.0)

CR: Complete response; PR: Partial response; SD: Stable disease; PD

response rate; DCR: Disease control rate.

: Progressive disease; ORR: Objective
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Table 3 Treatment-related toxicities

[n (%)]

Toxicity N (%) Grade
1 2 3 4
Lapatinib+chemotherapy
Leukopenia 15 (37.5) 8 (20.0) 4 (10.0) 3 (7.5) 0 (0.0)
Neutropenia 9 (22.5) 5 (12.5) 1 (2.5) 3 (7.5) 0 (0.0)
Anemia 5 (12.5) 4 (10.0) 0 (0.0) 1 (2.5) 0 (0.0)
Hand-foot syndrome 2 (5.0) 0 (0.0) 0 (0.0) 2 (5.0) 0 (0.0)
Rash 4 (10.0) 3(7.5) 1 (2.5) 0 (0.0) 0 (0.0)
Diarrhea 7 (17.5) 2 (5.0) 5 (12.5) 0 (0.0) 0 (0.0)
Increased ALT/AST 3(7.5) 2 (5.0) 1(2.5) 0 (0.0) 0 (0.0)
Increased TBIL 5 (12.5) 3(7.5) 2 (5.0) 0 (0.0) 0 (0.0)
Lapatinib+endocrine therapy
Rash 1(2.5) 1(2.5) 0 (0.0) 0 (0.0) 0 (0.0)
Diarrhea 1(2.5) 0 (0.0) 1(2.5) 0 (0.0) 0 (0.0)
Leukopenia 1 (2.5) 1 (2.5) 0 (0.0) 0 (0.0) 0 (0.0)
Anemia 1 (2.5) 1 (2.5) 0 (0.0) 0 (0.0) 0 (0.0)
Increased ALT/AST 2 (5.0) 2 (5.0) 0 (0.0) 0 (0.0) 0 (0.0)
Lapatinib+trastuzumab
Rash 1 (2.5) 1 (2.5) 0 (0.0) 0 (0.0) 0 (0.0)
Leukopenia 1 (2.5) 1 (2.5) 0 (0.0) 0 (0.0) 0 (0.0)
Increased ALT/AST 1 (2.5) 1 (2.5) 0 (0.0) 0 (0.0) 0 (0.0)

ALT: Alanine transaminase; AST: Aspartate transaminase; TBIL: Total bilirubin.
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