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Anti-TNF- @ Therapy in Rheumatic Diseases
with Chronic Hepatitis B Virus Infection
Hye-Ryeon Yun, M.D., Tae-Jong Kim, M.D., Tae-Hwan Kim, M.D., Ph.D.,
Ho Soon Choi, M.D., Ph.D.*, Sang-Cheol Bae, M.D., Ph.D., M.P.H.
Division of Rheumatology, Hospital for Rheumatic Diseases,
Department of Internal Medicine*, Hanyang University College of Medicine, Seoul, Korea

Objective: To assess the safety of anti-tumor necrosis factor (TNF)- @ therapy in patients with
rheumatic disease and chronic Hepatitis B virus (HBV) infection.

Methods: We used infliximab or etanercept therapy in patients with rheumatic disease and
chronic HBV infection. Records concerning these patients were retrospectively reviewed for the
duration of disease, treatment, serological status and biological data.

Results: Six relevant cases with chronic HBV infection were identified: three of RA; three of
AS. Four patients had received etanercept; two had been given etanercept after infliximab. One
of the cases treated with lamivudine before anti-TNF- @ therapy for chronic hepatitis B treatment.
His hepatitis status was maintained stable after he initiated anti-TNF- @ therapy. Five of the cases
started anti-TNF- @ therapy without lamivudine. Two of these five cases were received lamivudine
during anti-TNF-« therapy due to elevation of HBV DNA titer without liver function test
abnormality and then HBV DNA was normalized. Three cases without lamivudine continued to
show the stable level of liver enzyme but, one of the three cases showed persistently elevated
HBV DNA titer.
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Conclusion: Prophylactic or early intervention strategies with anti-viral agent and regular
monitoring of aminotransferases and viral load are needed for patient with evidence of chronic

HBYV infection.

Key Words: Anti-TNF- @, Rheumatic disease, Hepatitis B virus
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Table 1. Patient characteristics
Patient 1 Patient 2  Patient 3 Patient 4 Patient 5 Patient 6
Age (years) 36 41 57 47 42 28
Sex F F M M M M
Anti-TNF-« treatment Etanercept Etanercept Infliximab, then Infliximab, then Etanercept Etanercept
etanercept etanercept

Anti-TNF-@ treatment 33 24 35 76 14 5
duration (months)
Total dose (mg) of

infliximab 800 1,400

etanercept 4,200 4,200 3,800 3,200 2,200 1,000
Associated DMARDs  Cyclosporin A SSz MTX - - -
Primary disease RA RA RA AS AS, CRF AS
Treatment with No No Yes Yes No Yes
lamivudine (therapeutic) (therapeutic, (before

then change etanecept, for
to adefovir) hepatitis B
treatment)

Rheumatic disease 9 13 18 14 15 10

duration (years)

AS: ankylosing spondylitis, RA: rheumatoid arthritis, CRF: chronic renal failure, DMARDs: disease modifying anti-
rheumatoid drugs, MTX: methotrexate, SSZ: sulfasalazine, TNF-«: tumor necrotizing factor-alpha

HBV DNA) 3 ALT (alanine aminotransferase), AST
(aspartate aminotransferase) JEje} X8 Fo| WH3IE < | o}
zAskich. HBV DNA 7= 20044 109 o] Aol
+ liquid hybridization (Abbot)"] &2, 20041 10%
o] = HE] 20061 84 o] Aol branched DNA (Bayer) o A

1 o3ty 3 3 a AME 1)

W

el A4 M st 339

Wo R, 20061 8Y o]¥ ol polymerase chain
reaction (PCR) &g o]&3F Cobas Amplicor HBV
Monitor test™ (Roche, Basel, Switzerland)S A}-83}o]
ZA s} Liquid hybridization o2 A3 7
= pg/mL, branched DNA-Z copies/mL, L2]3 PCR
ol A%+ IumLe w95 A& zZzel 714
Mg f7Ee Solkrt vy wifel AAE 4
oA A AI}ES ¥lZErI7b ogiA ", HBV
DNA 1 pg2 283,000 copies®, 1 TUE 5.82 copies®
3Aste] RE hE [UmLE EYUste] vlwslyd
t}. A= HBV DNA <712 10° IUmL o4
w <kgdow Hgkoir} 20079 AASLD (American
Association for the Study of the Liver diseases) 7}o]
ceholollA= 2 PCR o2 HBV DNAS =
Aete] o NZFESF Fobel wht 2x10° TU/mL ©]
A Ay Fhoz A @)
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Table 2. Serological profile and viral load of chronic hepatitis B

Patient 1 Patient 2 Patient 3 Patient 4 Patient 5 Patient 6
Serologic profiles
HBsAg + + + + + +
HBeAg + - - - -
HBeAb - _
HBcAb + +
HBV DNA (Baseline) + - - -
AST (U/L)
Baseline 14 63 33 14 20 23
Peak 22 63 46 28 20 23
ALT (U/L)
Baseline 22 60 26 11 27 59
Peak 38 60 38 46 27 59

ALT: alanine aminotransferase, AST: aspartate aminotransferase, HBcAb: hepatitis B core antibody, HBeAb: hepatitis
B e antibody, HBeAg: hepatitis B e antigen, HBsAg: hepatitis B surface antigen

Al AAE B4R, 3kl 12 HBV DNATE

Yol 775 AAE B4 &34 EiA,

22+ 29} 62 HBV DNA7L ofAdolwlA 7k 344X

Ao Hole w4 &34 7+ Ao, A
4

v oua O

Ql wEFA HFAS )
3. EXte| w={n} 2o}

1) B} 1z 364 oAb AR 19984 64 thiA
BHEFor WAslte] Frbelade] Zgk wka sul-
fasalazine, D-penicillamine, cyclosporin A 522 X8
whokot sdio] =AHA ool 20041 108 FE
etanercepts 25 mg F 23] IBFALR A2t o
cyclosporine AE 3lF 100mg¥ 58313t} etaner-
cept A& @A 3= AST, ALTZF 42 14 UL,
22 U/L o|9l3l, HBsAg %4, HBsAb 4], HBeAg
kA, HBeAb 24, HBcAb 984, 12|31 HBV DNA
E 1x10" TUmLEh A= o] BAdo] TAx
Q3 s #HA 8 HBV EHEE HAE w3
glo] etdAolL} DNA 97t: 1x10° IUmLoE =
4ol e AHE dA F 132 oA etaner-
cept X| & Folth

2) &K} 2: 414 oA} IAAZ 199411 69 FuleEl X~
B FwhQbil methotrexate, bucillamine, hydroxy-
chloroquine, sulfasalazine, cyclosporine A S22 X &
sholont FAsde] =AEA ool 20051 Y HE
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etanercepts 25 mg F 23] IIFARZ A|Z}Fslgl o
sulfasalazineS &5 1,000 mg%l Haslodeh oA
AST, ALT7} 247+ 63 UJL, 60 U/Lo]9) 3L, HBsAg 9
A, HBsAb 4], HBeAg 54, HBeAb %4, HBcAb
o4, 2]al HBV DNAYE 5x107 IU/mLSIE}. Etaner-
copt AHE F WA 4 zAHgon b Hx 5
AL olF AR Aaivlel WAl A4 FEE Mol
913, DNA %7lE Ak 7r&sle] 20079 3YellE
264 TU/mLSIT}.

3) &X} 3: 574 GAZ 19891 Fule]lAPAEG A
©} % methotrexate, sulfasalazine, hydroxychloroquine,
D-penicillamine, leflunomide &2 &
A gkl ot AL BHAPAFTE Hof 20041 19
infliximab X & A]Zslic}y. @Al AST, ALT7} Z+7t
33 U/L, 26 U/Le|%3, HBsAg <%F4l, HBsAb 4,
HBeAg 54, HBeAb <4, HBcAb A, 12lx
HBV DNATE S4°ldth 0F, 25, 457, 8¢ ZHH 2
2 20041 497}A] infliximabS 200 mg¥ 43] AF
sglen WA PFe WA zAEAL zehd
AR AACZ infliximaby F% ¥ methotrexate,
sulfasalazine, mizoribine>. 2 X &3}P v JFAFL v}
A] otglxlo] 2004\ 12U H-E] etanerceptE 25 mg T
28] S FAE Ak A AST, AT/ 242
25 U/L, 17 U/L °©|%3, HBsAg ¥4, HBsAb 54,
HBeAg S4], HBeAb %A, HBcAb UdAlolgion)
HBV DNAY 5x10" IUmLOE Z7}5]o] etanercept

cyclosporine A,
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A 23 &7 lamivudines 3HF 100 mg® Foi3t
o} o]F BAGL TAFYe™ lamivudine FoJ 3
N4Y ¥ HBV DNAE A Zraste] A=A okt
k. dx BY 749 243 glo] lamivudine®} 37
etanercept—= F 13] Folstx 9rh

4 EX 4: 474 FA AR 1993 A HE
93 Zgkk3 methotrexate, sulfasalazine®} H]Z~E|Zo]
Al Agstglont 0% U wad 2
o] z&xlo] 2002 24 infliximab Fo1& A]Zs}S
t}. @A AST, ALT7} ZH2 14 U/L, 11 UL ©|Qa,
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4], HBcAb ookxg, 8|3 HBV DNAE S4°l9l
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2 % 100 mgd 2§k WAL olF HBY
DNA7} A2 Zrasto] 709 Folle SAo7 A3}
g3 gkHH o F infliximab X E5 FASE F,
2004 119 775 AAE BAeldx Ik A
A% W3k glglet HBV DNA7ZE 1.5x10° IU/mLE
Asstolel. YMDD Heo] ZAellA] ez i)
2005 3YHE] lamivudine tAl adefovir® ¥ 733}o]
Folslgirt. o] HBV DNAE Ax} 74&3slo] 3704
Folle SAoz Azsgla, 2005 5$JHE1 2y
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3 ¥l A= 2005 8YHE] WA BYE 7hdo]
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Fig. 1. HBV viral load and ALT level during anti-TNF-«@ therapy in patient 3. ALT: alanine
aminotransferase.
GgRoz Zrefol WHSA Hrh FYAAAAS]  Foz AR A} EF 771%0l} HBV DNAS|
BY 29 slRIAS) HAE Gt Fol TAL Mk glol YRR A AU (D, £ 4
WSe BAG AJE VB W] % owl BY  AY &= W A4 infliximab NE 100 F
7kl @ApelAl FAAAG AAANE ASE AT AAH el WAl lamivudine X E 2 zhol4]
Ag z27olE HBVE 242 BukslAl oFolAw & W ol Ut} (18). Nathan 5 T4 HBV
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infliximab& A& 23 3 W2 whA infliximab

Fol 209 # 2 54 X 4% U DNA 45
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=3} infliximab o] 35 ¥ B
ol A= dx 9} (16).
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Ho g A8l A adalimumab, infliximab, etanercept
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Fig. 2. HBV viral load and ALT level during anti-TNF-«@ therapy in patient 4. ALT: alanine

aminotransferase.
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