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(BE] ER5B8: LA R T (hepatitis B virus, HBV) IS Z SUEHE R [ 1% (acute myeloid
leukemia, AML)# FHHBVERYL B2 TR E A7 W ™ E H ROE 2 —, T EPIHBVA YRR K
K MBEERHE) ROV A8 08 T HBV LGS  BEYURFAY) . 0 AN IR FLAML & F-HB V&
BT R JE KT R RN R O IR A% 2R BTHBV 259 T 7 B B IO IR R T sk 2 Ak . iR IR
291 AML & FEHBVI& e 9145252 2 /D AT RRALIT B8 IR R VR . AR B3 D IR H 8 IHBV 2 ) TR V8 97
HTHBV & i /5 (hepatitis B surface antigen, HBsAg)# & DL K HiHBV Y REEEIR AN ] 43 AN, RS 50HT
FILLEA R B E HBY B EGE I AZG A R N, R KITFEWIRI (long course prophylaxis group, LCP)
41, ENOERPIHBVZMRF A BT 45 R F6 H UL L, %41 B MHBV B BUE RAHBVA VAT 4 & 4 R 5
T H5.56%(1/18)F10%(0/18), B AR T4 J7 FE T [7 (short course prophylaxis group, SCP)#H 3% (B I iR$FTHBV
IS B AT S5 TS 14N A BLP)1945.45%(5/11)F136.36%(4/11), 2545 Gt 223 L (P=0.018F1P=0.014), Tfi
LCPAISCPAL i # IHBV JFE A 243 73 5 N 11.11%(2/18)M19.09%(1/11), Z R TGETH £ X (P>0.05). i#—F
AR5 T o, TRBTIR YT ATHBsAgRA 1 B3 (HBsAg K T4 7-0.05 IU/mL) &K ST R, HHBV FBEUE 2
HBVAH &1t T 48 ok 42 2243 5151833 %(1/12) F10%(0/12), BHRAE TSCPL, 66.67%(4/6)F166.67%(4/6), R4
it L(P=0.022#1P=0.005); [FIf, LCPHSCPZ A HBsAg(+)HEE FTHBV JF K il 25 345 1 48.33%(1/12) Al
16.67%(1/6), Z=FTLG1T R X (P>0.05), 4, LCPAIHHBsAgRA I &3 (HBsAg/hF0.05 IU/mL)F¥IHBV i
TR HFR R AR AN FE K 2523 5 SCPZH HHBsAg(-) 8 Lk, Z R LG5 L (P>0.05). LCPHISCPAH &3
BIRRAIG UL LAY R L. 8% KT O RIZE BIHBVEY) Z FEIRAML A FFHBsAg(+) B YL B #H 1T
JE R B PR LA SR B AR DG S AR R AT HL 2 AP R AT I TR IR YT T %R
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[ Abstract] Background and purpose: Hepatitis B virus (HBV) reactivation is one of the serious complications
among patients with acute myeloid leukemia (AML) following cytotoxic induction and consolidation chemotherapy.
Nucleoside analogs including lamivudine and entecavir have been widely used as prophylactic or preemptive treatment
for HBV reactivation. This study was to investigate clinical efficacy and safety of long or short course oral anti-
HBYV agents for preventing HBV reactivation in AML patients with HBV infection during chemotherapy. Methods:

The medical records of 29 AML patients with HBV infection receiving at least 4 courses of chemotherapy were
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retrospectively identified and systematically analyzed. These patients were further divided into four groups according
to their hepatitis B surface antigen (HBsAg) status prior to initiation of chemotherapy and duration of prophylactic
therapy. Reactivation of HBV and toxicity profiles of oral antiviral agents were systematically analyzed and compared
among different groups. Results: HBV reactivation and documented HBV-related hepatitis were significantly
lower in AML patients under long course antiviral prophylaxis (i.e. continuing oral antiviral therapy for at least 6
months after cessation of chemotherapy, LCP group) than in the patients with short course antiviral prophylaxis (i.e.
continuing oral antiviral therapy for one month after cessation of chemotherapy, SCP group), which was 5.56% (1/18)
and 0% (0/18) compared with 45.45% (5/11) and 36.36% (4/11) (P=0.018 and P=0.014). There was little difference
in the incidence of antiviral resistance between LCP and SCP groups [ 11.11% (2/18) vs 9.09% (1/11), P>0.05 ] .
Furthermore, the rates of HBV reactivation and HBV-related hepatitis were significantly lower in AML patients with
positive HBsAg (HBsAg=0.05 IU/mL) under long course antiviral prophylaxis than in HBsAg positive patients who
received short course antiviral agents [ 8.33% (1/12) and 0% (0/12) vs 66.67% (4/6) and 66.67% (4/6), P=0.022
and P=0.005 ] . Meanwhile, there was little difference in the rates of antiviral resistance between LCP and SCP
groups among HBsAg positive patients [ 8.33% (1/12) vs 16.67% (1/6), P>0.05 ] . In addition, the rates of HBV
reactivation and HBV-related hepatitis as well as antiviral resistance were shown to have little difference in AML
patients with negative HBsAg (HBsAg<0.05 IU/mL) between LCP and SCP groups. Concerning antiviral agent
toxicity, no grade 3-4 toxicity occurred in patients from LCP or SCP group. Conclusion: Long course prophylaxis
with oral antiviral agent appears to be an effective and well tolerated preventative approach for reducing risks of
HBYV reactivation and associated events in AML patients with positive HBsAg during chemotherapy, which serves as
a platform for the design of prospective clinical trials.
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A, HIL, FBAEFRH AMLE JFHBVIE
Y By £ 5 HB VI 2 PO A A ROR WA Hb 2
PRI R S IR KB, 1 2EPiHBY
2 (R PR e AR 45 55 BB MR T
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FHGAR 29 AML G - HBV YL I $ 52 2 /b
AT R R E, Hrh B, k13
#l, F#e20~65%, FAAFERS6% . HAA AL
FREAN R . O FF4 A A 4141 (World Health
Organization, WHO)%E £ g 43512008 it AML
ZWibriE; @ ST RTHBVAHCHU R, [HEHBV
2145 (hepatitis B surface antigen, HBsAg).
ePiJR FIPUiA (hepatitis B e antigen and hepatitis
B e antibody, HBeAgHfIHBeAb)LL K% Lobifk
(hepatitis B core antibody, HBcADb)IfL i 274
SRR EDIIAME; O ARk Jo IR Ak &
M IR s @ 1l HBV DNA (hepatitis
B virus deoxyribonucleic acid)iE 7 5 & M6t [ b
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E 13, & K SEEORAARSHTIRMEASIIRESE BT RSHEEEHNRAR

2 F DUEUINT 2% 2510 /mL; & FFUIRER:
N R = L5 74 i (alanine aminotransferase,
ALT), RA&AMARLL BN (aspartate
aminotransferase, AST)M S HLT KA H I
WAEL.5M%; © HERRILA IR . fapethpe
W BRI FUIEBEE . 2961 3 Y2 204
TG MILE T, by h £ W
A B RBEA B I (idarubicintcytarabine,,
IDA+Ara-c)IAT 5, Bl LW AFLAG RS~
12 mg/(m’-d), #F1~3K, FPHEHTFF100 mg/(m’d),
WI~TR, 28 NI TUERT T A ISR B
Mt %, HIBTHEET2~3 g/m’, AF12h 1K, 5
1. 3. 5K, 28dNIAJHI,
1.2 WHRFE
1.2.1 &R F Ao

R Ge, PO REE RS
500 mg/d, [AIE4GT R RARYT . R
Nk FHHTHBYV 25 R 2t o] 4 il . O K7
TiBjj(long course prophylaxis, LCP)4H, IAR$PL
HBVZ Y Hrs BT AR H UL E; @ A
J7 FE T (short course prophylaxis, SCP)4i, M
MRHTHBY 25 W Hp 2L 2 A0y 7 45 )5 140 H LA
[, AR A8 & HBs AgILTE A K U 45 2R 73y
4. O HBsAg[HYEH , 245 B M iEFHBsAgK
T4£F0.05 IU/mL; @ HBsAgBAPE4], &4
F 1M HBsAg/NT-0.05 TU/mL .,
122 MEIRARF BN AT

WA A BB R AR R T ) A S ARy
U BEVT A SRR R AR R A . A
M8, BEImM I REFEAx . 103G S D
fedEbs . L HBVAH AT LA X HBV-DNASE
B CR 2O E mPCRIE, R FR#E DLECH
5.0x10°4~/mL) 55 I PR YR,  RGEM T FIIEAL B
FHHBVHIHTE S . HBVACH KRR A# . HBV
Jir 2 ik 245 238 DA S 3 v R AR, PR AR i N
T

(1) HBVHRG . 1L7FHBYV DNAJK- 5
LT 10f5 8 DL |, 8 Bt Z HBV DNA
Lk H A E P DU 142,03 10%/mL, 1§
HIMEHBY DNAM MR JHMEE ; (2) HBV

MR K HALT KF B R TSHEIE
WAE LR (3) HBVIE A 2y : A4 ()2
YriGyr 128, HBV DNAZ &I T REREE /N T
1 logl0 IU/mL); (4) fiFai: @ A MK A
FIE K S R, @ R (CRY), & Ik
SHLT ZE R T51.3 pmol/LAI A& /N T30 g/L,
(@ 3 1l i )23 B B2 /N T45T40%.
123 FRRBR IR

WEETFIC AR RN . AFEIEA | A
FREAREE . AR RS % 5 E SR E Y
AN B v 57 2 b1 (National Cancer Institute
Common Terminology Criteria for Adverse
Events, NCI-CTCAE) 4.03kt, JiEEHS5Z45Y)
Z IR AR e, K R R mew WA R
F 2 WURR B (creatine kinase, CK)FhfEi. R
PECKIKF- R4 . 19 (3~<5)xIEH{E
R 2800 (5~<T<IEHE ERR; 3 9 (7~<10)x
EHAE EFR; 4 FORTEET 10 ER(EH FIR
1.3 Sit=F#aiE

A EREE R FISPSS 13.0%k 40 #r, T
BHASH B FR, ORI TRt g
P<0.05h R A5EHEE X

2 4 R

21 KEFEFMETAREN—RIERER

LCPHISCPAL & 7l R 18FN L1451, PRZH A
B ALAERS  HERIR AL . AMLAM R S 4
2V R S LAY R, ST R,
E R IG5 L(P>0.05, £1)),
22 KETEWMMETASEHBVERERE
HEAEHEER

LCPH H A 14 & AE AT 45 /5 5531 A
{HIMHBV PSSR 45.56%((1/18), H
KAEAEHBVA G52 ; SCPALA SHl & kA
HBV s, Hor3 & £ T T 45 5 553~5
A, BB TAITSRANTRE, D3NS
HBV-DNABPE B TAI7 55447 1 1 B 5
RS, HBV SRS 5 45.45%(5/11), it
HMHBVAHIC M I 9 & A% 536.36%(4/11), LCP
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F1 KETEIGATHEENERER
Tab.1 The characteristics of patients receiving long or short

course prophylactic anti-HBV therapy

Characteristics LCP group SCP group
Number of patients 18 11
Median age (range)/year 49(22-65) 47(20-64)
Gender

Male 10 6

Female 8 5
Diagnosis

MO 1 0

Ml 2 2

M2 5 2

M4 6 5

M5 4 3
Prognosis

Low-risk 3 2

Intermediate-risk 11 6

High-risk 4 3
Chemotherapy n(%)

1A 25(30.5) 15(29.4)

HD Ara-C 57(69.5) 36(70.6)

IA: IDA+Ara-c; HD Ara-c: High dose Ara-c

21 E HBV 0 3R DL SO S I R 98 & %68
] A% T-SCP4H 2% (P=0.018F1P=0.014), [7]
i, LCPFISCPALE IHBV i A& i 25 %53 )y
11.11%(2/18)F19.09%(1/11), 2S5 IG %2 X
(P>0.05),

H— WA TR, LCPALHHBsAg(+)
S HBV FS0E ZAAH DV 58 58 K 3203 5k
8.33%(1/12)M10%(0/12), TSCPZ H 1{|HBsAg(+)
BE Ty W a] & A HBV F0E IR & AP 42
TG F AT S R A 6 H P BLHBY FHi%
WA AN 96, HBV P30 R UM 6 M T &
RKFYH66.67%(4/6), B E TLCPA
HBsAg(+)H 4 (P=0.022F1P=0.005); [H]if, LCP
FISCPZHBsAg(+) B & HBV JFE & it 245 %43 51 A
8.33%(1/12)F116.67%(1/6), 227G #7 X
(P>0.05), #H4N, LCPHA 1IHBsAg(-) & &
AEHBVIEE 25, MSCPALA 1| HBsAg(-) ¥
TALS T4 PR BRHBV RO . (ERIE & AT
%, ARSEIRZG 5 HBV -DNA PV F 22 00 5 {8 LA
T o LCPFISCPAIHBsAg(-) 8 # HBV FR-ILTE % |
JH 4 e A 2 TN i & ik 25 22 7E LCPZH "M 0% (0/6)
0%(0/6)F116.67%(1/6); TESCPLL N20%(1/5).
0%(0/5)F10%(0/5), 2E5 TG T3 L (P>0.05)
R ST BB E A G T oA W2

®2 KETEBMGTASEHBVEME. FARRMERMARELRILER

Tab.2 Comparison of HBV reactivation, hepatitis and primary resistance in patients receiving long or short course prophylaxis

LCP SCP
HBsAg(t) HBsAg(-) Totl HBsAg(t) HBsAg() _ P value P,value P;value
(N=12) (N=6) (N=6) (N=5)
HBYV reactivation 1 0 1 4 1 5 0.018 0.022 0.455
HBYV related hepatitis 0 0 1 4 0 4 0.014 0.005
HBYV primary resistance 1 1 2 1 0 1 1.000 1.000 1.000

* P\, P, and P; were the statistical values of the overall population, HBsAg (+) and HBsAg (-) groups of the LCP and SCP groups respectively

23 KEFETMETAEEAYMARRAE
LCPHISCP4H i # 1~ 29 CK T+ 5 & A 43 )
}922.22%(4/18)F127.27%(3/11), 2R TG+
X (P>0.05), PHYLEE R H3~4 CKTH
M-RBUF A RFF, oAb, PR DT

ke 24 33T 249 A e 2 REUER R ARG 3 9 AL M=
AR IR = BEPE SN o B BE T U] 1 D0
W R (Fe3) o PHALIBE AL TR AN RSO AR
SPEN R TR TEET UL
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Tab.3 Adverse events of oral anti HBV drugs in 29 AML

patients
Item Grade 1 Grade2 Grade3 Grade4
Hematologic
Anemia 1 0 0 0
Neutropenia 2 1 0 0
Thrombocytopenia 3 1 0 0
Non-hematologic
Vomiting 3 1 0 0
Diarrhea 2 1 0 0
Cephalea 3 3 0 0
Fatigue 4 3 0 0
Creatinine 2 0 0 0
Palpitation 2 1 0 0
Creatine kinase 3 4 0 0
Hepatic failure 0 0 0 0

HEr, Iy & JFHB VY 5 b7
191 18) L K Bt 5 T HBV B0 1) 8 H 25 52 )
W e E S HBY AR R R
X RS2 i, IRIRIESE R, ARI7 R s Al
Bt 17 30 B R0 I HB VI 375 AH S& BT R (3 HB V
IDNAZKE-, JF-45 T Fi B F4t Je iR yT fe s i 3
REAIC A HBV R30S IXURS: , DA T o8 26 I R 3R
#0 RiE, AV IR Y B
AMLE FF-HB VYL [ 35 )T 5 B P00 R
FERML, S T B EZT RPTHBV R G
5o, HABRFSE A B, AMLER FHBV IR
R F R Z e by bk L s, RIRE
BRI ERGT o SR, PTHBVHIRIA
SRR ITAL . PR LA RO R 25 ) B B AN
WA T A FEE— 2B AR .

AW KB, KITRERG 25 HAMLE
A HBV F-0E SR AR M T R 28 & R4 0 R A1
THRT R4 B, /R AMLA JFHBV/EGL

B W YU IR T 20 LT S R s 6
AL, BAREEARR/N, HiX5ENIME
RIS T A IS5 50 o SR 204G
H, TERITREPTHBY 25 475G 141 i3 s 3
W O, T E R R A R R 2,
BRI, FEHTHBVIA YT IR 754 622 %5 U1 Wil Ji
IR B fg , — H A B 75 S BR A 0
5 JEHBV H B 24 1) 81, B ARG I 95 57 58 A8 Ak
JEEEYIHBV 2y . tbal, Aok kB,
S PR P25 40 T HBsAg(+) B AU HBV BRI %
ZEFAH S I 2R 98 A 28 1 B b s T R T B
HHHBsAg(+) B, $#/RHBsAg(+) R & AT
WHEZ I R PTHBV IR 167 s PR 2
e FEHBVHIE IR B R, Xif—L5%
WEAMLA JFHBsAg(+) 8 3 T PE BT B2 I1R 97 19
WEVE . TMHBsAg(-) A 2 K B PTtHBY
PR YT IG HBV B0 . 4R 28 & M & it 24
RAERTWEZSR, U XTHBsAg(-) B &
it BRI RYUR IR A i — R,
Hh, A 1HIHBsAg(-) & TAIT 4N TT R
HBVEHGE, R 8%15 S B E LT AML
B RN HBV AR PSR T BE 11T -3 B0 5 F
o UL, HBsAg(-)H &by Mmoo i
W ERTE AT T AP B A
MR B, KIETREWRE 25 H 8 A & A 35
DL b CKAKCPF s et sois, $s g -R
FAE N BB HEPTHBY 259 B A R AF 04 4
Mt 32 1. 248K, AHFFE T [l A o7 P T A
FEAR AT R B PE, Ak 5882 ),

M2, AMLEIFHBVEY N B E LT 517
FEI B PRI KU . KPR D IREE R 2
FEARAMLA H-HBs AgFH P I G F 5 1L TT I i 78
PRI LA K 25 A0 DG S5 1 & AR 280 A0 B2 4
PE R I FBEIGIT 5, (EAH— L T iE T
e
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