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Efficacy and Safety of Trastuzumab in the First-line Treatment

of 66 Patients with HER2-positive Metastatic Breast Cancer
HUANG Ping',LIU Ya-juan’, CHEN Zhan-hong', et al.

(1. Zhejiang Cancer Hospital ,Hangzhou 310022, China;2. Hangzhou Cancer Hospital ,Hangzhou
310000, China)

Abstract; [ Objective ] To investigate the efficacy and safety of trastuzumab in the treatment of
human epidermal growth factor receptor 2 (HER2) positive metastatic breast cancer. [Methods ] The
clinical efficacy and side effects of trastuzumab plus chemotherapy in the first-line treatment of 66
patients with HER2-positive metastatic breast cancer were analyzed retrospectively. Cardiac func-
tion changes in left ventricular ejection fraction(LVEF) were monitored by color echocardiography.
[Results] Three patients had complete remission (CR)(4.54%),52 patients had partial remission
(PR)(78.79%),9 patients had disease stable (SD)(13.64%),and 2 patients had disease progression
(PD)(3.03%). The objective response rate (ORR) was 83.33%(55/66). The median progression-free
survival(mPFS) was 12.0 months. The median overall survival(OS)was 38.0 months. The 1-,2-,3-,
5-,and 10-year survival rates were 98.5%,80.3%,57.6%,30.3% and 11.4%. Univariate and mul-
tivariate analyses showed that the number of metastatic lesions was an independent prognostic
factor of PFS (P<0.05). The number of metastatic lesions and the cumulative use time of
trastuzumab were independent prognostic factors of OS(P<0.05). The main trastuzumab-related ad-
verse reaction was degression of cardiac function,and the most severe was grade 3 LVEF decline,
and the incidence was 1.5%(n=1). [Conclusion] Trastuzumab as the first-line treatment in pa-
tients with HER2-positive metastatic breast cancer is effective and safe. Early long-term use of
trastuzumab in patients with small load metastases can lead to survival benefit.

Subject words: trastuzumab ; breast neoplasms ; metastasis ; efficacy ; safety
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/\ y /\ /\ I metastatic breast cancer
3 8.8 4] B1LOAA . 66 (h5s Chemotherapy regimen
EP JC K A HER2 BH £ 1E % iz AL Ttem N Taxanes  No taxanes v P
HER?2 BH 1 i 2 3 5 (n=66)1 contained  contained
. - o =48 =18
20 —HEBHERERBERE (n=48) (=18
W AERNTFRMERFRER CR 3 | )
— 2R R TS A2 PR 52 40 12
K A0ITFIT % 48 B ,ORR W 83.33%,'F+  SD 2 9 .
PD 2 1 1
AN N /\ AN N
fiz PFS %5 128 4~ H , 4L 05 2% 44.0 ORR (%) 83.33 85.42 7778 0138 0.711
AH o BREHAATT TR IA 18 peR () 96.97 97.92 94.44 0529 0474
%1 ,ORR & 77.78% , "{i PFS 4 10.0  PFS
A0S 2 260 M H . BRGAFE Range 1.4~138.1 1.4~80 1.4~138.1
ﬁﬁ%‘éﬂ/‘] ORR %éﬁi+%§%_ (P:O.71 1 ) ’ Number of events 60 45 15
SR 3 WoN Number of censored 6 3 3
PFS T4 it % % (P=0.831), BE & & Median (months) 12.0 12.8 100 0.045 0.831
KRBT ITEP 0S EA R FBA 95% CI 102~13.8 10.6~15.1  8.0~12.0
HAebfbr iy Znyas, (Hx%Jdk 08
Y22 15 3 (P=0.099) (Table 1), Range 8.8~143  12~143 8.8~138.1
. o g Number of deaths 50 34 16
23 —LHMIRERBTHLER Number of censored 16 14 2
EEMREGFHEYWMEZS W Median (months) 38.0 44.0 260 2718 0.099
Cox H 1] JXU I 45 750 2 P 22 49 #7 95% CI 30.9~45.1 32.8~552 17.0~35.0
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Note: HER2 :human epidermal growth factor receptor 2;CR :complete remission ;PR :partial

remission ; SD :stable disease ; PD:progression disease; ORR:objective response rate; DCR:

N RH LSRN LR RS | W00 PR

MR 2017 £% 23 %% 6 H

disease control rate ; PFS: progression free survival ; OS:overall survival.
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Table 2 Univariate Cox proportional hazards analyses for progression free survival and overall survival

Progression free survival Overall survival

Fact N(%
Acion (%) mPFS HR(95%CI) Wald p MO HR(95%CI) Wald P
(months) (months)
Hormone receptor status
Negative 35(53.00 11.0 1 30.1 1
. 1.174 0.279 1.354 0.245
Positive 31(47.0) 149 0.754(0.453~1.257) 444  0.714(0.405~1.259)
Age(years)
<50 39(59.1) 11.6 I 43.0 I
0.196 0.658 0.269 0.604
=50 27(40.9) 14.0 0.889(0.529~1.495) 36.1 1.160(0.663~2.029)
Number of metastatic lesions
1~2 23(34.8) 16.0 1 10874 0,001 64.0 1 4603 0.032
=3 43(65.2) 107  2.722(1.501~4.935) ’ 36.0 1.965(1.060~3.643) ’
Location of metastatic lesions
Only bone or soft tissue ~ 21(31.8)  10.0 I 30.0 I
i 0.200 0.851 2.569 0.109
Wiscoral 45(68.2) 123 0.883(0.522~1.525) 4300 0.620(0.345~1.113)
Stage when first diagnosis
[ ~1T 59(89.4) 12.0 il 38.0 I
0.050 0.882 0.002 0.964
\Y 7(10.6)  13.9  0.908(0.390~2.114) 38.0 1.022(0.404~2.585)
DFS (months)
<24 31(50.0) 11.0 1 36.1 1
0.652 0.420 1.563 0.211
=24 28(42.4) 149  0.800(0.466~1.375) 430  0.682(0.374~1.243)
Response
CR or PR 59(89.4) 12.0 I 37.0 1
0.050 0.822 2.005 0.157
SD or PD 7(10.6)  13.9  0.908(0.390~2.114) 53.0  0.536(0.226~1.271)
Chemotherapy regimen
Taxanes contained 48(72.7)  12.8 I 0.045 0833 44.0 1 2656 0.103
No taxanes contained 18(27.3) 10.0 1.066(0.591~1.924) ’ 26.0 1.656(0.903~3.036) '
Number of chemotherapeutic drugs
ingle age 1(77. 13. 1" 44. 1
Single agent S177.3) 139 2276 0009 *0 5.604 0.018
Multi agents 1522.7) 11.5 1.683(0.907~3.122) 252 2.128(1.139~3.978)
Cumulative use time of trastuzumab
<12months 24(36.4) / / 24.0 1
21.19 <0.001
= 12months 42(63.6) / / 51.0  0.257(0.144~0.458)

Note : HER2 :human epidermal growth factor receptor 2;mPFS:median progression free survival ;mOS:median overal survival ; HR :hazard ratio;
CI:confidence interval ; DFS:disease free survival; CR:complete remission;PR :partial remission;SD :stable disease;PD :progression disease;* : Refer-
ence category.
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OB EE) 1 6(1.5%), 220 55 140 50 (LVEF) R R (3

GF B SON BB R BT 20% 800 7 A 2 20%
~39%)1 $1(1.5%),7C 4 F e VA AR Mg =i vk kA
W 2 2R BT A AN AR YT 259 — ZR YT W1 IE] 3~4
PN B RN F2 B R BN AR 25 W A G 1 IV 2 2
KA 245 0 fE A B R I 3 24 AN RO

il 2 B BRLPTIA T A DGR R 3 2 Bk O

Table 3 Multivariate Cox proportional hazards analyses for overall survival

Factors B SE Wald df HR 95%C1 P

Number of metastatic lesions 1.025 0.341 9.052 1 2.786 1.429~5.431 0.003
Number of chemotherapeutic drugs 0.532 0.331 2.582 1 1.702 0.890~3.257 0.108
Cumulative use time of trastuzumab -1.525 0.320 22.722 1 0.218 0.116~0.407 <0.001

Note ;: HR : hazard ratio ; CI; confidence interval

520

Bejs 72 & 2017 4% 23 %% 6



DIRERSZ A, 3~4 AN BRI & AR R AR HL % 0 R A7
KA 3 GO MEREERY B (RLAE 1 B 3 ) Ry 2
%1(3.0%) ,7C 4 HOMEFEME R A . 3 9 LVEF FRERY
1 Bl EZ S Z R RPN G 2 1 %
LVEF T [ (I 528 >50% H 5 348 T FE<10%) , T 4%
P 1 B G AR PO R B SR O L
BITIG e B 2 R, AR R i A& T BUIE
ARPEFE MO Sy I (CHF) B R . AN B RO S
ot Z ek B 2P B B 4 91 (4.5%) , HA
1 19 835 R 47 2L LVEF AR T° 50% 8 8 Ji 7k Af% 1k
i 22z 2 A L Rl 2 R BRBTIR T A DG AE T

AW AL 66 1 8 2516 97 ¥ ™ 4% 2 B NCCN
6 m Mo E LR IR T TR p AT, Ak Rl U e IR
i1 22 Bk PR FH T 5 A M LRI A T O B T R M F 5
Wt AT, AW AL PES S 120 4~ A i
CLEOPATRA 58 A A 25 N K 204 P iy
PR HPUOBIFSE , HAFSE B0 B2 (i 2Bk Bhi— 23R
PG 2V 38 ,n=406) I FPS k124 A~ H7,
AT 5T 45 5 5 FARL AR5 A AL SR 7 OS Ry
38.0 /A, i ST 4R T AR R SE M X TG Y b XA 41
{14 1 22 B BT T I 0 LR 1 4 A OGRS
i 0S 25~31 N H . RIS AL B AE 50 %
PR, 10 1 AN I A 3 2 R AR 8 11 £ 4 50
& BRI R AR R A T 50 2 % T AR
FEM S o ge it 27 22 5 . ABESE I I Z 2R 4T PFS
s 5 E NS B A — R H B A A
KTFLIBKE AR AR EARE . ZJ5 1 CLEOPA-
TRA A 78 (9 %F B9 A T o5 E ik 329% 19 37 9 i X
BE (n=128), {7 OS 53 37.6 T H ™, SR 5
1 OS AL, AEE T M Z 2k B PTia T I AR B A
AR IE R R E

R T HE— 2RI N 4R PR AR AE R B I
IRIGYT F BUR XTI P UM A A = AN RS2, AR
FEOHE T RTREXT PFS I OS 7= Az P 7E 52 1 1 4% 1 1
RIIE . £E PFS M2 R 2 b 7% 88 k50 H B b g
B far S 520 PEFS (14 00 7. PR 3 1 5 8 3 1 B 1 e g
8 0L BIRTT AR (ANR1IAE BB 43 3 DFS) L84 47
1% BEARAS SR A R ARYT 25 W R AT 25 W A

MR 2017 £% 23 %% 6 H

B JG K, Andersson 45 P IE B4 A0 55t EQIE T
2 2k S ht 5 B2 KB GAE PFS LIFAML T 5
fALT7 258G . 78 OS KIS N & I, 1697 FF R i
MR B | i Z 2R pT R AUE A RE OS /Y
A ST SZ W P ZE T Rossi 85 O FE A R AR IS |G il AT
GEBEINE NI | w2 LU E B R R
(] 11 B 2 52 OS (Y A1 3R, Jackisch 55 MBS0 &
il 2 BR PR R B S Ak Sl P 2 Bk AT R
2 A BA P S A A A R ik ST 5 e PR 2 AR S
<1 AF 1 i 22 B B B2 RRL(T R ) ) o o7 5 AR AF 10
Sy 24.0 AT, T =14 Bl 22k ST A A o
A 51.0 A~ A 2K il 2 2k srpi i SR A
R 7 B B 4 K (P<0.001)

e b, M Z By RIE ] EZE R
i LVEF TR, ARWFIE 3 90 IE 8 Pk & A R R
3.0%(2/66) , 1 CLEOPATRA #F 5% i % B8 20 ( ih 2 Bk
B+ 2 PR |, M BT 4 n=397) W2 B 1Y
3 G EFEPE M K RN 3.8% (n=15) "), 1 2 5%
FEIT . ASHESE [k B il 22 Bk B 5 [ 1Y LVEF 19
FRERER R T, REAR RIS s O i 22
BREPIEE M LVEF T EAG ] a0k A 0 6 Y
B L i 32 13147

gi bprid, ih ZER bl — 43897 HER2 PR
Rk FL IR e AR BT R B B2 4 | R A8 B A SR g
b R BB R W A R BN s e R kM
IR F i Z Bk BRGTIRTT , R B E A R A AE
et o

Sk

[1]  Slamon DJ,Godolphin W,Jones LA, et al. Studies of the
HER-2/neu proto-oncogene in human breast and ovarian
cancer [J]. Science, 1989,244(4905) . 707-712.

[2] Baselga J, Tripathy D,Mendelsohn J,et al. Phase II study
of weekly intravenous recombinant humanized anti-
p185HER2 monoclonal antibody in patients with HER2/
neu-overexpressing metastatic breast cancer|J]. J Clin On-
col, 1996, 14(3).737-744.

[3] Kaufman B,Mackey JR,Clemens MR et al. Trastuzumab plus
anastrozole versus anastrozole alone for the treatment of
postmenopausal women with human epidermal growth factor
receptor 2-positive , hormone receptor-positive metastatic

breast cancer:results from the randomized phase Il TAn

DEM study[J]. J Clin Oncol,2009,27(33).:5529-5537.

521



Journal of Chinese Oncology,2017,Vol.23.No.6

(4]

5]

(6]

9]

Eiermann W ,International Herceptin =~ Study ~ Group.
Trastuzumab combined with chemotherapy for the treat-
ment of HER2-positive metastatic breast cancer:pivotal
trial data[J].Ann Oncol ,2001,12(Suppl 1):S57-S62.

B,Shak S,et al. Use of

chemotherapy plus a monoclonal antibody against HER2

Slamon DJ, Leyland-Jones

for metastatic breast cancer that overexpresses HER2[J]. N
Engl J Med,2001,344(11).783-792.

Marty M, Cognetti F,Maraninchi D,et al. Randomized
phase I trial of the efficacy and safety of trastuzumab
combined with docetaxel in patients with human epider-
mal growth factor receptor 2-positive metastatic breast
cancer administered as first-line treatment:the M77001
study group[J]. J Clin Oncol,2005,23(19):4265-4274.
Baselga J,Cortés J,Kim SB,et al.
trastuzumab plus docetaxel for metastatic breast cancer[]].
N Engl J Med,2012,366(2):109-119.

Swain SM,Kim SB, Cortés J,et al. Pertuzumab , trastuzum-

Pertuzumab  plus

ab,and docetaxel for HER2-positive metastatic breast can-
cer (CLEOPATRA study):overall survival results from a
randomised ,double-blind, placebo-controlled ,phase 3 study
[J]. Lancet Oncol ,2013,14(6):461-471

Andersson M, Lidbrink E,Bjerre K, et al. Phase Il random-
ized study comparing docetaxel plus trastuzumab with vi-
norelbine plus trastuzumab as first-line therapy of metastat-

ic or locally advanced human epidermal growth factor re-

[10]

ceptor 2-positive breast cancer;the HERNATA study[J]. J
Clin Oncol,2011,29(3):264-271.

Rossi M, Carioli G,Bonifazi M,et al. Trastuzumab for
HER2+ metastatic breast cancer in clinical practice:car-
diotoxicity and overall survival[]]. Eur J Cancer,2016,52:

41-49.

[11] Jackisch C,Welslau M,Schoenegg W, et al. Impact of

[12]

[13]

[14]

trastuzumab treatment beyond disease progression for ad-

vanced/metastatic breast cancer on survival-results from a
prospective ,observational study in Germany [J]. Breast,
2014,23(5):603-608.

Swain SM, Ewer MS, Cortés J,et al. Cardiac tolerability of
pertuzumab plus trastuzumab plus docetaxel in patients
with her2-positive metastatic breast cancer in CLEOPA
TRA :a randomized , double-blind, placebo-controlled phase
I study[J]. Oncologist,2013,18(3):257-264.

Huang P,Chen JY,Chen ZH et al. Tolerance and cardiac
function monitoring during trastuzumab treatment for
breast cancer patient [J]. Journal of Chinese Oncology,
2012,18(12):930-934.[ 35 - , BR 2 % , Bk o 21, 45 FLAR
I R0 T2 ZR BTG YT 1Y T 52 M K D) g W )] iR
227%8,2012,18(12):930-934.]

Huang P,Dai S,Ye Z,et al. Long-term tolerance and car-
diac  function in breast

cancer patients

trastuzumab therapy[J].Oncotarget,2017,8(2):2069-2075.

receiving

FENERE - BEBERERG I IES WIS

ML E A PR IR KREEHRFIA  HZENBERARSINE BT E -Hi2L

B R e L= T 2017 59 A 22 B8~25 B AFE - B I,

WR#IEd P E IR E B & (e &G FAREK)REXSER LI, ZATE 53]

IREEE BERAEFTFHAFRELRES KIFELMHNRFEFEANS 0L E ZREARE,

IF AT RIRE B TR0 XA BRI B AT % A ek #10 6 RFABATRAGAR AR, FREZZ

AR AR R EAY, BE, BIEER A H =R B EAF G S TT
B ARTRL (R AF—BREALFEFZ LN ABF R Tak Mak #4%2 F_BREIAEBERE
PR PEILRIIEREEIHFEHIZ F =BT EAEBSH KRS EFIE Thomas M. Roberts 2% | %
v /& 1% £ 4 % B M.D.Anderson &£ F & & & F kAL R IE - Mien—Chie Hung #8048 | % £ B A £ 4 £
BHAFREL PEAFRAERLIRAHR),

Tk B A% 2 Fo B o B TN B R I R B A

FATH A ek e RSB IR A KRS B EARBR AWM, Kbk FREL)

522

Bejs 72 & 2017 4% 23 %% 6



