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Analysis of Related Factors for Hepatic Toxicity in Breast Cancer with Hepatitis B Virus Infection
during Chemotherapy

XIA Yong®, LIU Qiumingb, XIONG Qiuyunb, LAI Chunhua®(The Third hospital of Nanchang, a.Department of Clinical
Pharmacy,; b.Department of Breast Surgery, Nanchang 330009, China)

ABSTRACT: OBJECTIVE To study the incidence and related factors for hepatic toxicity in breast cancer with HBV infection
during chemotherapy. METHODS We used ELISA to detect the serum markers of HBV and liver function in 908 breast cancer
patients. Serum HBV DNA was quantified by PCR-fluorescence probing. The hepatic toxicity was analyzed with regard to
toxicity according to CTCAE v. 4.03. RESULTS After 2, 4, 6 course of chemotherapy, the incidences of grade 1-4 hepatic
toxicity were 22.9%, 31.1%, 25.9% and 24.7%, 25.4%, 20.8%, respectively in breast cancer with and without HBV
infection(P=0.533, P=0.061, P=0.085); =grade 2 were 3.3%, 6.9%, 2.7% and 4.6%, 1.9%, 1.9%, respectively in breast cancer
with and without HBV infection(P=0.395, P=0.000, P=0.491). Development of =grade 2 hepatic toxicity for breast cancer with

HBYV infection was significantly more common in the 36-55 years(P=0.001), CAF—T(P=0.004), fatty liver(P=0.035) and
steroid(P=0.001). HBV reactivation was obtained in seventeen breast cancer patients with HBV infection during chemotherapy.
All of them had developed = grade 2 hepatic toxicity. CONCLUSION HBYV infection was more likely to cause patients with

breast cancer to develop =grade 2 hepatic toxicity after four courses of chemotherapy. 36-55 years, CAF—T, fatty liver and
steroid were associated with higher risk of =grade 2 hepatic toxicity in breast cancer patients with HBV infection during

chemotherapy.
KEY WORDS: breast cancer; hepatitis B virus; chemotherapy; hepatic toxicity
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R ARE, AT RN EBEAT , S AR PR AR .
1 &EMEFRE
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O T A 993 9 ¥ 29 FRAE S ¥R I FLIR s @
I IR S e A8 2E AR IR IR 7% . ¥R 7 1 1L v
YARPOREIEH AL N, TR RAUN R R
Jf W s @R IIRE IR O a E#H
BB R, AFREME T8 = ERie
PR st
1.2 IGIRZE R

BT, 908 191 FLIR s s N4, 3 0 2otk
N ELISA ¥ERN HBV L #1555 (HBsAg.
HBsAb. HBcAb. HBeAg. HBeAb), F.Iji#4 4
PEEL HBsAb(+) 177 H 4% DY I50 9 14 1) i 5 1 A 0 i
41; HBsAg. HBcAb. HBeAg. HBeAb i H
TR AYE R F HBV & Y4l. HBV &
Yl 454 9, <35 % 43 9, 36~55 % 339 fiil, >55
% 72 Bl; CAF J7ZALy7 260 i, CAF—T J7 &tk
J7 108 f, TAC/TA 77 ZEAky7 86 #i: RN 32
s W R AT 194 . XHHR4L 454 ), <
35 % 47 9], 36~55 % 309 %, >55 % 98 f4i|; CAF
J5 FALIT 249 B, CAF—T J7 Z4LJ7 91 6, TAC/TA
Ji AT 114 615 R 39 415 B R iR A
205 . PRALIBE AR . T ALY Jr & e AT
393 497 50R A P AR B 0 I8 25 TR0 49 5 1 1) 2 S
gt EE X, ZRIE 1.
1.3 WBIT Tk

(DCAF J7%: FBEME% 600 mgm?, #ELH
80 mg-m ™ B LA 50 mgrm ™, FURIEIE 600
mgm s @CAF—T J5%: MBI 600 mgm~,
FHA 80 mgrm ™ BEHEZR AL 50 mgm ™, R
EIE 600 mg-m >, 3 AN Y, )3 BT AZEE 175 mgem
B i FE 80 mgm™>, 3 MW, @TAC/TA J7
% B 175 mgm 5% Pl 3E 80 mgrm ™, #
FH A 80 mgrm 2 BRMEFZEL AL 50 mgrm ™, nEiA
MBI AZ 600 mgm 2, Ris7 7 R BE 21d
VAR, BRI A 1 R .

P EBACR I 2557 2012 4F 7 H 3 29 4555 7

F 1 908 7 Lt FLAR S B 3 s R K
Tab 1 Clinical characteristics of 908 patients with women
breast cancer

HBV(+) popiicea|

i H 2 fH P1H
(n=454) (n=454) x
LEW
<35 43 47
5.543 0.063
36~55 339 309
>55 72 98
GRIES
CAF 260 249
5.610 0.610
CAF—T 108 91
TAC/TA 86 114
JiG i 1 32 39 0.749 0.387
W 194 205 0.541 0.462

TE: CAF-Fh WM+ R L AR LS b AR+ SRR IE ;. CAF— TRt
i+ 32 L AL/ 22 LU A+ UPR W IE )3 B A I/ 2 VA 38 TAC/TA-%¢
AL/ 2 T Al 22 % L LM % L2+ B AR 5058 1 5 T A 9+
F MR A
Note: CAF-Cyclophosphamide + Epirubicin/Pirarubicin + fluorouracil;
CAF—T-CAF followed by docetaxel/paclitaxel; TAC/TA-Docetaxel/
paclitaxel+Epirubicin/Pirarubicin+Cyclophosphamide/Docetaxel/paclitaxel
+Epirubicin/Pirarubicin

TR AR B Y 2 VG A B 5 ROR Y
WRHER, P B2 2 a8n T B,
BIAEWT— RIT 06 1 ob B s 32 282, it 2K
A 20 mg-d™, ¥4k 3 do 97 S I D e 1
1 F B TR ERYT, HEH R IE
CEVIE S 2 A
1.4 HBFIhfE. HBV DNA

BrmAbyy w L Abyy 1, 2, 3, 4, 5, 6 WG
(IATLIRE, JETEY HBV DNA Klffdt, fEATY)
R I AL HBV DNA, % F 52 9% 5% 52 & PCR
LA HBV DNA
1.5 2 WibsHER HBV B05 ) W ks

M B 3E [ ] 37 E B T Bl B bR ME
(Common Terminology Criteria for Adverse Events,
CTCAE)# 4.03 Wit v 43, ULEE 2, 1 M40
FJEHE ALT/AST. TBIL = X484 AT — 075
FRYSHIAN, B ALT 8¢ AST 7 ULN~3.0XULN Z
), TBIL 7 ULN~I.5XULN Z[i]; H#H2EHE,
Yeo 251 HBV il /L4 54k HBV DNA M
PERAR g BH 1 5 HBV DNA #4510 5.
1.6 Zil# ik

KHI SPSS 13.0 AV AT et 70 A, B bL A
K s, RMHECRH ) #%: P<0.05 2%
FH G R
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Tab 2 Hepatic toxicity according to NCI common toxicity criteria

% 5l 1

AST, ALT/IU-L™ >ULN~3.0 X ULN

TBIL/umol-L™" >ULN~1.5XULN

>3.0~5.0X ULN
>1.5~3.0 X ULN

3 4
>5.0~20.0 X ULN >20.0 X ULN
>3.0~10.0 X ULN >10.0 X ULN

E: AST-H Rzl ALT-H A2 TBIL-BHAE,; ULN-IEW LRME
Note: AST—aspartate aminotransferase; ALT—alanime aminotransferase; TBIL—total bilirubin; ULN—upper normal limit

2 #R
2.1 {IT 2, 4, 6 FIiH/G HBV JE YL 20 L5 % FE 41
BiE i

b7 2, 4, 6 WG HBV G4l 1~4 AT
FRA R HIE 22.9%(104/454) 31.1%(135/434).
25.9%(105/405), *FREAL 5l it 24.7%(112/454).
25.4%(108/426). 20.8%(88/423), P4l 2, 4, 6 J
W7 G 1~4 B RS E R TLG0EE

%3 HBV R4 5 x4 A5 F b
Tab 3 Comparison of hepatic toxicity between breast cancer with and without HBV infection

X, #R W 3,

tI7 2, 4, 6 FIM)G HBV QTN =2 2
53 e A R 00 il 3.3%(15/454) 6.9%(30/434).
2.7%(11/405) , %f B4 73 5] i 4.6%(21/454)
1.9%(8/426) 1.9%(8/423), WZHAbIT 4 JEH 5 =2
G E R EREREW2H BTN (=
12.902, P=0.000); MALALIT 2, 6 FIHIG =2 it
R AR ER LGRS, SRR 3,

. » [
1I7 i 4 45 S
P 1/2/3/4 1~4 % Al P1{H =2 4 Pakic! P1E
HBV(+) 454 89/11/4/0 104 15
2 JH 4 0.389 0.533 1.041 0.395
popicEsl 454 91/19/2/0 112 21
HBV(+) 434 105/24/6/0 135 30
4 JH 4 3.511 0.061 12.902 0.000
papicEsl 426 100/5/3/0 108 8
HBV(+) 405 94/8/3/0 105 11
6 Ji A 3.037 0.085 0.628 0.491
papicEsl 423 80/6/1/1 88 8

2.2 HBV JEYA] 5] IR AL 55 40 ¢ R 25 20 B

HBV QLA 50 AT 5 1~4 ZUH 0 FE R
RAREGERE . I 7% IR &5 A A3
RERRY LMK, =2 FmENRERY
36~55 % (P=0.001). CAF—T J5 % (P=0.004). JIg i
JH(P=0.035) 14 Bz JT i 25 (P=0.001) %% [X 2% 17 7 AH
Kk, ARNE 4.

2.3 HBV #¥i%

HBV #4420 1L HBV B35 17 $1(17/454,
3.7%), MHEH=2 9017/17, 100%), i 12
W BB TR 2 G, 5 R 3 . Al BRI
SEVRYT )G HBV DNA B[], iR )5 58 AT
A I D fie S v SE T 451
3 ifig

BRI E, 38 ) HBsAg B 3L R i
HAIT 2, 4 R 4153 K AR W2 5T HBsAg
BIPE(38% F 13%, 26% F1 7%); VF %45,
27 5] HBsAg FAPEFLI S B84y 2. 4 IS T
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PUE R AL BT HBsAg BAE(44.4%H1 14.7%,
31.8% 1 9.4%). AHBFL AT, HBV EL4HY
XTHRALTT 2, 4, 6 G 1~4 GUHH1F B R
R ZE . X T iE A —8. xmhz
SRR R R s — IR E R . ARBFSUTT HBV %
YL/ HBV #45#, HBsAg. HBcAb. HBeAg.
HBeAb YL N — I BH 4 1 35 3% HBV
YA, i R IRE TS AL 8 HBsAg BRI
TRIT T & AU AT 77 4 CAF. CAF
—T I TAC/TA, LIRIEHTI T Y4 CAFGER
WEMENG . PR ER, SRURMERE).

Iy 4 WG, HBV BRY4] 55X 4l =2 %
JH 40 5 R AR R AT 8 M 22 R (30/434, 6.9% FI
8/426, 1.9%), X5 FAUHZPHGE A — 8. H4t,
HBV & Yedl b 17 Bl 8352 W HBV #ih,  HAT
DH) =2 g, o 12 BN 2 98, SN 3
%o XsEAER, HBV M EE, T HBV
XF IR ()48 1 5 5 SO AR B ) B 2, kT
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Tab 4 Analysis of related factors for hepatic toxicity between breast cancer with and without HBV infection

) JiT 4515
i H 4 5 S > >
KA 1/2/3/4 1~4 %% yaki:! P =2 %% 1H P
R %
<35 HBV(+) 43 16/6/0/0 22 6
1.505 0.22 0.674 0.412
X 4l 47 14/2/2/0 18 4
36~55 HBV(+) 339 121/37/11/0 169 48
0.336 0.562 10.169 0.001
papicEl 309 127/17/2/1 147 20
>55 HBV(+) 73 20/5/1/0 26 6
0 0.989 0.282 0.595
papieat] 98 29/4/2/0 35 6
7 %
CAF HBV(+) 260 91/20/7/0 118 27
1.013 0.314 3.194 0.074
popietiil 249 87/12/3/0 102 15
CAF—T HBV(+) 108 42/19/2/0 63 21
0.231 0.631 8.461 0.004
A 91 45/2/2/1 50 5
TAC/TA HBV(+) 86 24/11/3/0 38 14
0.087 0.769 2.616 0.106
i 4l 114 38/9/1/0 48 10
RE 7 iF HBV(+) 32 10/7/0/0 17 7
0.077 0.782 4.454 0.035
popietiil 39 20/2/0/0 22 2
{22 HBV(+) 194 66/30/5/0 101 35
0.723 0.395 10.458 0.001
popicEsl 205 83/11/3/1 98 15

s CAF-PRRMEZ -+ 2 LR ME SR LR AR T s CAF T3 B ILAZ+3E 2 b A /i 22 R IR R e > ST AZ I/ 22 U At 98 TAC/TA—S A2 I/
% V4 fll FE4+-32 52 LU /0L 22 U AR+ IR R T i SR A2 1/ 22 D A B8+ 3R 2 L AL M SR HE A

Note: CAF-Cyclophosphamide+Epirubicin/Pirarubicin+fluorouracil;, CAF—-T-CAF followed by docetaxel/paclitaxel; TAC/TA—-Docetaxel/paclitaxel+
Epirubicin/Pirarubicin+Cyclophosphamide/ Docetaxel/paclitaxel+Epirubicin/Pirarubicin

AP SZHE B N B RN, HBV #5005 742
ZAGST R HBV B0GE, IEMESE, X5
A — B, gy 6 B =2 ZUEL
25 51 5l R A A 5o 1k b B AR AL 7 29 A O
BT M o ST D REAC I R, PR ATAS I . FRHT
YPERIT A K.

A I HBV IS (1) FLIIY i 3 AT s B 1
AR Z , BRI Zim A G rrsliRsh, el &
TR IR B R TS AR L 2 HBV
PE N ReAREERE ) T B . HBV ALI7 5 FBOE 55
A 5Tl e R v A T T HBV DNA )32 4
J%5y, 5l HBV DNA &M, il sz,
RGP N HBV S0 (e i R U2, ot [
(g —To [l P A B, AR BT HBsAg
BHPE U s HBY B e =, Awst
i WoR, HBV RIS SENIT G =2 4t
WEHER N 36~55 4. CAF—T J7 % RN TAl
Bl Rz R SR R G, A EIR AR IE — 3

HBV 51 483 3 A 2 H 05 A S i
PG PR IEAE . AIT ALK 5 9% T fig i) e
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FEARHLIAXT HBV [ 535 By, 1 HBV 15 LA il
BE AR IIREWE 5, HBV RIAl 5 2 i)™ &
SR VA S W = 1 P Y Y i |
REREMIM AL T AWEFTHH AT IS HBV B0& 17 41,
H: HBsAg ¥ 0 BHYE, HBeAg BT 2 . HBV i
WEEE I ES =2 %, HARKAE HBV #UE
PEF AL, MEBEAE D EEE R, X4R
TiRAIT IG5 HBV S0 25 3 S0HE ™ 50 & .
AL, U HBV FLI e B 7 i v & )
Kl HBV 3403, 15 HBV S0 B 80™ & 1450 5% .

AT F— W URE R0 45 5 A 9, BF LI
TIATREA I F W T . 34, HBsAg FHYEL HBsAg
F1PE HBV &3 2 (A 47 3 . HBsAg 1 HBV
TR 5550 A 2 TR 400 5 A A e — 2D

gr bpridk, ARFRLRER, HBV Y HIFL
g BT IS 1~4 P R R AR R R IR Y
B 2R T 4 G =2 g T R AR
HBV &Y 8 TR, iy 2. 6 JH
5 =2 G FH KA W] W2 5+ . 36~55 % \CAF
=T J7 % NRITIHFIRE 2 iR 5 &= 5 HBV &%
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