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Analysis of poor antiviral efficacy in children aged 1~7 years with chronic hepatitis B
and liver inflammation grade 2

Wang Limin', Zhu Shishu’, Liu Shuhong’ (1.Center of Liver and Pancreatic Disease, Beijing
Tsinghua Changgung Hosiptal, Beijing 102218, China; 2.Fifth Medical Center of Chinese
PLA of General Hospital, Beijing 100039, China)

Abstract: Objective To investigate the reason of non-response to antivirus treatment in children
aged 1~7 years with chronic hepatitis B (CHB) and liver inflammation grade 2. Methods Total
of 40 children aged 1 to 7 years (excluding 7 years old) diagnosed as CHB in the Fifth Medical
Center of Chinese PLA of General Hospital from January 2015 to December 2018 were selected
for a retrospective real-world study. All children had hepatic inflammation (G) of grade 2. All
children received interferon sequential with entecavir (lamivudine before 2 years old) treatment.
The differences of age, gender, mother infant blocked ratio, HBV DNA level, HBsAg level and
proportion of stage 3 in liver fibrosis ratio between children in virological response group and non-
virological response group were compared. Results (DThere were 31 cases (77.5%) of all 40 children
who had virological response, and 9 cases (22.5%) had no virological response. There were 14 cases
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(35.0%) with HBsAg negative. (2 The baseline HBV DNA level (median: 7.2 Ig IU/ml vs 7.9 1g IU/ml)
was lower, and the positive ratio of HBeAg [77.8% (7/9) vs 100.0% (40/40)] was higher of children
in virological response group than those in non-virological response group, the differences were
statistically significant (all P << 0.05). @ The levels of HBV DNA [48 weeks: (1.7 + 0.2) Ig IU/ml vs
(2.6 £0.5) Ig IU/ml; 72 weeks: (1.3 + 0.0) Ig IlU/ml vs (1.8 £ 0.3) 1g IU/ml; 96 weeks: (1.3 + 0.0) Ig [U/ml
vs (1.6 £ 0.2) Ig IU/ml] in virological response group were significantly higher than those in non-
virological response group at 48 weeks, 72 weeks and 96 weeks (all P << 0.05). The rate of ALT
normalization at 12 weeks, 24 weeks and 36 weeks of children in non-virological response group
were significantly higher than those in virological response group [77.8% (7/9) vs 12.9% (4/31),
100% (9/9) vs 25.8% (8/31), 100% (9/9) vs 54.8% (17/31) ], the differences were statistically
significant (all P < 0.05). @The interface inflammation and portal inflammation score with Ishak
of children in non-virological response group was significantly lower than that of virological
response group (median: 0 point vs 2 points), and the score of fusion necrosis (median: 2 points vs
1 point) and focal inflammation (median: 2 points vs 1 point) were significantly higher than those
of virological response group. Conclusions The reason of non-response with antivirus treatment in
1~7-year-old CHB children with G2 grade was related to the lower interface inflammation of liver
tissue with Ishak. The normalization of ALT at 12 weeks and HBV DNA positive at 60 weeks may

indicate the poor efficacy.
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antigen, HBsAg) [H% 1) BEERIER A £ % B B
G ORI ERE A BT, A 5%~ 7% L
RARFALRET . ARSI 2 R RO B
(hepatitis B virus, HBV) , 90% s 18 PEHBVIEK
e, RMEMEHBVIE G L& Ha ) e mT il
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[TFN-a5f) 5 = 300~500 mU/AH AR (m®)
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fe. B IRe. MmKE. HBVILE ¥ 45 L4 . HBV
DNAZE®. HBsAgE & FIRIRIhae I 5 & hifk.
EFKEERE T )LEAT G AL R A . AR
H % Fil Scheuer Al Ishak i FyE 43 b ™' %3G 77
FRE VT BAE BT A A B F 4.

1.4 it 43 FISPSS 208 HEAT i1t 22 0 Hr o
BT IE T HBYV DNA. HBsAgE & N IEA AT
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2.2 %AEL 406)LE T IR R aiRIT 724 19241
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FBEERTF. 96/FBTHBYV DNA < 20 1U/ml 3844
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AT TR B N E X, 9 (22.5%) SHTEHHR
BN, 310 (77.5%) BEHREHFNE. W
B E L TR LR, TR ERE N E 4 HBV DNA
FIHBeAgRH M LL 35 = T s B4, ZRASR
TR (PH<0.05) . Fifd. BrEpl, BH2
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100% (40/40) . Ji#gEE N A 41E60)H JSTHBV DNA %
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GitE L (P=001) . W33, F4.

2.5 FFIERIB4F & SEFHScheueritsy, 404 B ENE
RAESLIN2G; ARtk B1A 1451 (35.0%) , 23
1561 (37.5%) , 3#A114] (27.5%) . IshakiF53 A %L
FIX. FHHA BAEIRIE. MR IVESr, SRR
ZUIREVHAL S AANEL, Ay i3 F Ishak P70 DAk
WESAE, 45 RER TIOR3 R OB i SR 2
014y, RIUATL. DEEURGHIEX R %,
HIRFE M5 IR X ARE 2578035y . BB

*k1 IREFNEFANERESFNEHBEELEY
7 B RyhEFE A (9%]) HymgmEm (314) it S h Pi&
Fi# (M (pys» prs) » %1 3.6 (1.5, 4.8) 3.5(23, 44) U=280.5 0.67
FhE [ (%) ] 7(77.8) 23 (74.2) £ =005 0.83
BT [#] (%) ] 4 (444) 14 (42.5) =011 0.73
ALT [M (pys5, pss) » U/L) 62 (59, 67) 112 (86, 182) U=150.0 0.06
AST [M (pys» pys) > U/L] 68 (64, 76) 95 (81, 152) U=675 0.30
HBV DNA [M (pys, pss) » lg IU/ml] 7.9 (7.5, 8.1) 72 (63, 7.7) U=47.0 0.04
FEECE [#] (%) ] 5(55.6) 17 (42.5) 7 =0.11 0.73
HBsAgFa [M (p,s5, prs) > lgIUml] 42 (3.5, 45) 4.1 (3.7, 44) U=288.0 0.93
HBeAglad [4] (%) ] 7 (77.8) 31 (100.0) - 0.01
FFREAF A3 [ (%) ] 3 (333) 8 (20.0) 7 =0.00 0.98
T R 2 RIRBIRAESIE ¢ K%,
2 EREFNEENEREFNEHEEERTIZIEH HBVDNA, HBsAg EE (x*s, I1gIU/mD

F847 Fosh A5 A (9%)) FERAE (314]) i Pit
HBV DNA

128 48+25 39+18 0.61 0.17

248 41+22 35+19 0.90 0.08

368 28+22 22+18 0.98 0.07

48 2.6+0.5 1.7+0.2 2.12 0.02

720 1.8+03 1.3£0.0 3.11 < 0.001

963 1.6+0.2 1.3+0.0 3.01 < 0.001
HBsAg

12/ 45+0.6 41+21 0.32 0.32

24)8 41+1.7 35+1.8 0.91 0.10

368 34+15 32409 0.98 0.08

483 38+12 28+08 1.76 0.02

2/ 34+05 18404 2.35 0.02

963 3.1+02 15+03 2.85 0.01
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P 505 = 075 x 1071, 341 (7.5%) HIH
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Rl E AL R R 76T, BRI R & IR
WIETERITHE . A A R NAEE 2524 5 I 35128
3 FFRBR T REIA 1) B Akl AR A BRI o
3 TWig

FFRERGE (G) RFETF2400 T & 2l ok
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KA (B N SRR SE B g R M . IE
X JE] [l ST 98 B 7 A 1 I 98 S e s s 3, R TR
FPURBERTT 13RS o i O HBe Ag I i 24 % %
HBsAgPA#: & A kS5 R I8 (T HBe AghH 1~
7% )LEFFNERIEFEEG = 24% ) EEHBsAgE [ %
(50.9%) =TG <24H1)LE (39.5%) . AN
F IR JRE2 2 4081 L, 35.0% (14451) )L
HIHBsAgHE [, KT A A ERHRIE50.9%, FFAE %
iE > 20 R TRG = 20 1) )L EA B = T HBsA gl %
B s 2 I

KR LB A K29, ALTRE T IEH
B LR, FFEPURTRIRITIRIE. MIEAETS K8t
F RO R T SR TR B KIS
S RED, JTRERKO6H . AN A )| B
ZZIMALT. AST/KFE T W B FHNEH, HER
AEZE . REFNEH)LEIELHBV DNAKHET
TN 4H, HBeAgPHTEZ100% (314D wm TN
HILETT.78% (6] , EZRBHFGITHENL (P
fE250.04, 0.03) ; FEZRFEE. FPELUE]. BEZEFH W
) LA A% T P 2T 4 Ak 2 A3 A 1 Ll A 22 e AN S22
PN AT 2 599578 T REAFAE 0 A 2 5¢,  Scheuer o)
TR o WO FEE— 2 F Ishak V- 43 bR ifE 475 THI
FFATVE Sy, R RITCH #5 RLELE () Fh
R A X RV BIR BN B H VPG, BE R
oy MPERVPE S, EREE. FOoRFIENTH
(R 9% % Rl PR BE I SO 48 9 240 5 RV A X
FOAE SIS AT B2 JORE VT RE N1 3 s e B 22
5, HRANSIA Rt — B A

A (FR) 2R [nucleos(t)ide analogues, NAs]

R3 AHREFNZFENEREFNZEBFRTLRET ALT ZREER (6] (%) ]

285 [T+ 128 24)8 36/8 488 608 728 848 968
RAFEFEEE 9 7(71.8) 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0)
T2 L A4 31 4(129) 8 (25.8) 17 (54.8) 26 (83.9) 30 (96.8) 31 (100.0) 31 (100.0) 31 (100.0)
Pt 11.65 12.82 442 0.51 - - - -
Pl 0.001 < 0.001 0.03 0.47 1.00 1.00 1.00 1.00
W Rrh A EWAESERIE Y, -7 NRM Fisher fi6, TRAGIRIE.
x4 ERBSFREFEMBREFNEHEBEGTIZIEH HBV DNA EFEEMAE [ 6] (%) ]
285 L3 128 248 368 488 60 7208 847 963
PR3 3o p L] 9 0(0) 2(222) 3(33.3) 3(33.3) 5 (55.6) 7(77.8) 7 (77.8) 7(77.8)
VLo | 31 3(97) 6 (19.4) 10 (323) 18 (58.1) 29 (93.5) 31 (100.0) 31 (100.0) 31 (100.0)
Pt 0.08 0.11 0.86 5.20 - - -
PiE 0.33 0.77 0.73 0.35 0.02 0.01 0.01 0.01
W B EYNESERIE b, “-7 9RH Fisher #5%, JCAMKSHHRAE .
RS IHFEFNEFEAMEFREFNEFHBEN shak iT9 (M (0, prs) » 5]
285 (L3 LEREABE, Rdk ERAIRIL SRk ECRAMMIRE, AT, BK LE R KR
T 255 R4 9 0(0, 1) 2(2, 3) 2(2, 3) 1(1, 2)
B R AR 31 2(1, 2) 1(1, 2) 1(1, 2) 2(2, 3)
Ufh - 35 420 175 62.0
Pl 0.01 0.01 < 0.001 0.01
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AH V) o 55 57 R 1)) LEE T 327697 96 J i
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