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Efficacy comparison of first-line trastuzumab and lapatinib in HER2-
positive advanced breast cancer relapsed from prior adjuvant trastuzumab

treatment

HUANG Wenfa, YAN Ying, ZHANG Ruyan, RAN Ran, LI Huiping
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[ABSTRACT]

Objective: To compare the efficacy of first-line trastuzumab and
lapatinib treatment for human epidermal growth factor receptor 2

(HER2)-positive advanced breast cancer (ABC) patients who relapsed
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from prior adjuvant trastuzumab.

Methods: Retrospective analysis on clinical date of 73 patients with HER2-positive ABC, who
relapsed after adjuvant trastuzumab treatment, admitted to Peking University Cancer Hospital
between July 2010 and July 2019. Of the 73 patients, 48 patients were treated with trastuzumab
(trastuzumab group) and 25 patients received lapatinib (lapatinib group). Objective response rate

(ORR) and progression-free survival (PFS) between the two groups were compared.

Results: The median follow-up time was 17.3 (1.5-85.0) months. The ORR of trastuzumab
group and lapatinib group were 50% and 28% respectively, but without significant difference
(P =0.071). PFS were significantly improved in patients retreated with trastuzumab compared
with those received lapatinib treatment (7.3 vs 4.8 months, P = 0.045). In the subgroup
analysis, patients relapsed over 12 months after adjuvant trastuzumab (P = 0.031) or those
without visceral metastases (P = 0.003) could benefit more from trastuzumab treatment,
while those who had visceral metastases within 12 months after adjuvant trastuzumab
showed a trend that favored lapatinib (P = 0.071).

Conclusion: Trastuzumab retreatment remains an important regimen in the first-line
management for ABC patients relapsed after prior adjuvant trastuzumab. The interval from
the end of adjuvant trastuzumab treatment and the situation of visceral metastasis should be

considered, when choosing trastuzumab or lapatinib to manage HER2-positive ABC patients.
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Table1 Clinicopathological characteristics of the 73 HER2-positive metastatic breast cancer patients
[Total = 73, n (%)]

Characteristics Trastuzumab (n = 48) Lapatinib (n = 25) P

Age/year
Median (range) 48 (22-67) 47 (27-73) 0.613

Hormone-receptor status 0.400
ER and/or PR positive 28 (58.3) 12 (48.0)

ER and PR negative 20 (41.7) 13 (52.0)

TNM stage 0.512
/1 25(52.1) 11 (44.0)

11 23 (47.9) 14 (56.0)

(Neo) adjuvant chemotherapy 0.263
Taxanes only 8(16.7) 2 (8.0)
Anthracyclines+taxanes 37 (77.1) 23 (92.0)

Other 3(6.2) 0 (0.0)

Disease-free survival (t/month)

Median (range) 27.0 (3.0-84.9) 18.0 (7.5-45.4) 0.011

Trastuzumab-free interval (t/month) 0.009
<12 19 (39.6) 18 (72.0)
=12 29 (60.4) 7 (28.0)

Metastasis organ
Skin or chest wall 14 (29.2) 3(12.0) 0.100
Lymph node 29 (60.4) 17 (68.0) 0.524
Bone 11 (22.9) 7 (28.0) 0.633
Lung 20 (41.7) 11 (44.0) 0.848
Liver 15(31.2) 4 (16.0) 0.159
Brain 1(2.1) 5(20.0) 0.028
Others” 10 (20.8) 7 (28.0) 0.492

Disease involvement 0.700
Visceral 31 (64.6) 15 (60.0)

Non-visceral 17 (35.4) 10 (40.0)

Number of metastatic organ (site) 0.820
<3 32 (66.7) 16 (72.0)
=3 16 (33.3) 9 (36.0)

“Others included pleura or pericardium; HER2: Human epidermal growth factor receptor 2; ER: Estrogen
receptor; PR: Progesterone receptor.
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Table2 Concomitant drugs for first-line treatment

[Total = 73, n (%)]

Drug Trastuzumab (n = 48) Lapatinib (n = 25)
Taxanes 22 (45.8) 1(4.0)
Vinorelbine 5(10.4) 1(4.0)
Capecitabine 6 (12.5) 16 (64.0)
Gemcitabine - 2 (8.0)
Taxanes + platinum 3 (6.3) -
Taxanes + capecitabine 2 (4.2) -
Taxanes + gemcitabine 3 (6.3) -
Taxanes + vinorelbine 1(2.1) -
Vinorelbine + platinum 2(4.2) -
Vinorelbine + capecitabine 1(2.1) 1(4.0)
Gemcitabine + platinum - 1(4.0)
Gemcitabine + capecitabine 1(2.1) 2 (8.0)
Exemestane 1(2.1) -
Fluvestrant 1(2.1) 1(4.0)
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Fig.1 Kaplan-Meier survival curves for progression-free survival (PFS) in all human epidermal growth
factor receptor 2 (HER2)-positive advanced breast cancer patients (A) or those without brain metastasis (B)
who underwent first-line anti-HER2 treatment.
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Fig. 2 Kaplan-Meier survival curves for progression-free survival (PFS) of the patients in different
subgroups. A-B: Situation of visceral metastasis subgroup; C-D: Trastuzumab-free interval (TFI) subgroup;
E-H: Combination subgroup.
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Fig. 3 Kaplan-Meier survival curves for progression-free survival (PFS) of the patients in different

subgroups. A-B: Hormone-receptor status subgroup; C: Lung metastasis subgroup; D: Liver metastasis

subgroup; E-F: Number of metastatic organ subgroup.
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