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Anti-tumor necrosis factor (TNF)-a therapy is being increasingly used to treat several rheumatic diseases and inflammatory bowel
diseases. However, treatment with anti-TNF-a therapy of patients with a concurrent hepatitis B virus (HBV) or hepatitis C virus (HCV)
infection can promote viral reactivation and potentially fatal liver failure. The medical records of 176 patients who had been treated
with an anti-TNF-a therapy at single center from January 2010 to December 2012 were retrospectively analyzed. Of the 176 pa-
tients, the hepatitis B surface antigen (HBsAg) status of 114 (64.8%) were tested at the baseline. Five (4.4%) of them were HBsAg-
positive, and 109 (95.6%) were negative. Only 10 of the HBsAg-negative patients (9.2%) were checked for hepatitis B core antigen.
Ninety-one patients were checked for anti-HCV, and two (2.2%) were positive. After their anti-TNF-a therapy, HBV reactivation was
confirmed in two patients. The reactivation of HBV after the anti-TNF-a therapy was observed in the HBsAg-positive patients.
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Fig. 1. (A) Hepatitis B virus (HBV) status before the anti-tumor necrosis factor
(TNFJ-ox therapy and reactivation rate after the anti-TNF-ox therapy. (B) Hepatitis
C virus (HCV) status before the anti-TNF-o therapy. Values are presented as
number (%). HBsAg, hepatitis B surface antigen; HBcAb, hepatitis B core anti-
body.
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Table 1. Summary of the reported 2 cases of HBV reactivation

Variable Case 1 Case 2
Details
Age/sex 39/M 36/M
Diagnosis AS AS
Treatment Adalimumab Inflixamab
HBV status (HBsAg/HBsAb/HBCAb)
Before CTx +/-/0 +/-/0
After CTx +/-/0 +/-/0
Preemtive therapy None None
HBV reactivation
Peak alanine aminotransferase (IU/L) 132 65
HBV DNA level (copies/mL) 14x10° 18x10°
Antiviral treatment Entecavir None

HBV, hepatitis B virus; AS, ankylosing spondylitis; HBsAg, hepatitis B surface anti-
gen; HBsADb, hepatitis B surface antibody; HBcAb, hepatitis B core antibody; CTx,
chemotherpy.
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Table 2. Summary of the reported cases of HBV reactivation in HBsAg-positive and negative patients

) HBV reactivation ; _ )

Reference Patients = Diagnosis Anti-TNF-or Outcome
HBsAg + HBsAg -/anti-HBc +

Ryuetal.[2] 49 3(6.1) AS 2: etanercept, 1: infliximab All recovered with entecavir
Chung et al. [6] 8 1(12.5) AS Infliximab Recovered with entecavir
Tamori et al. [10] 5 2(40) RA Infliximab Recovered with entecavir

45 1(2.2) RA Infliximab Recovered with entecavir
Choetal.[11] 7 2(285) Psoriasis Etanercept All recovered with lamivudine
Cobeta Garcia etal. [12] 18 5(27.7) RA 3: adalimumab, 2: etanercept Al recovered with lamivudine

70 1(1.4) RA Etanercept Recovered with lamivudine

Values are presented as number or number (%).

HBV, hepatitis B virus; HBsAg, hepatitis B surface antigen; anti-HBc, hepatitis B core antigen; TNF, tumor necrosis factor; AS, ankylosing spondylitis; RA, rheumatic arthritis.

o, 5T0] HBsAg /<1 7] 2 T ghatol A o] Aol 4]
= 2H(40%) 2] =2 A& Helrk oo His HAd A=
OJu|}H= HBsAg /0| anti-HBc 4/J21 ERA}of| 4 9] Ao
A= 4579 Frobe] A Y SRbolA 198(2.29%) 0l A A SRt
AR, E oh2 Aol 7052] Folbels B ol 1
15(1.4%) 0] A2 Jeka-5 H 181l §lo], HBsAg 2l h4fof| 1
S - sk ATHABIES 2ol 4 GIEHTable ). o]} ]
of| & 1A= HBsAg %4 24} 678 5 274 ©] anti-TNF-a ther-
apy & &3} 274 Helom o= 7]E9] Ao vl =2
AE S ol QlSITk olof] FA= HBsAg W Aol A<= anti-
TNF-a therapy 21 HBV®]| that A1) X &7} EaLE| 2l 3lom[6,10],
7 AW gt Seofl A A &5 e 2k (lelen o]t
o197} BRI Ae] A& ek ol
H o] L0] Aekd-& 554 oLo| 0 anti TNF-a therapy 2 HBV
FA ALl gt HAPF Z-25] o] iR A] Ghot BEZHY AeHdst
Vel ot At 47 W?_ A o] s o] FoiA|
2| 23t ) §lch. e} 8 A Tl |elol A K¢k anti TNE-
a therapy S -2 2ol A BEIEH O] A2 shat 212ke] #Alo]
A5 A E-S 24 anti-TNF-a therapy 0] BE7FE A&/39] ¢
Lok o ap] 915 HEFS ool 4 e
Anti-TNF-a therapy S AlZ5lAL Q= = Z7PHY SR}
/\1 anti-TNF-a therapy 3 B& 7t 2] ABA3E owfalr] $fafiA
Foluch A& A, 229 Btﬁ (Hd Adefol] it ekt Bk
5}— o] 71 a5tk oju] HBsAg ¢/d<] $Habto Al anti-
TNF-a therapy %, gHlolg| A7 9] MA 2| 57} HIEA| & a6},
HBsAg 24 YA2HE anti-HBc G491 SRR}l A4 BEZEA L] A
SEPF AT 5 YO. 2 ofd] tiat S 918 anti TNE-a
therapy %, HBsAg 27321 3kx}o] A HE=A] anti-HBc -f-5-of] T gt
HARZ} o] Fol Aok gk,
Anti-TNF-a therapy 3 BF{H3
gk opel 7| A1Egk 279 A7)
4= Q)= F Q3 =

KH

rlr

=0
EE‘ E‘l“

156

FoHETt S5t o] & 94l anti-TNF-a therapy %, 2F2}9]
HBVO] Hjgk B7Hef AR 271 23] o] Foj Aok ek,

10.

11.

REFERENCES

. CheongJY, Cho SW, Hahm KB, Yoon SK, Lee JH, Park CS, et al. Associa-

tion between chronic hepatitis B virus infection and tumor necrosis fac-
tor-alpha gene promoter polymorphisms. Korean ] Med 2005;68:619-27.

. Ryu HH, Lee EY, Shin K, Choi IA, Lee Y], Yoo B, et al. Hepatitis B virus

reactivation in rheumatoid arthritis and ankylosing spondylitis patients
treated with anti-TNFa agents: a retrospective analysis of 49 cases. Clin
Rheumatol 2012;31:931-6.

. Navarro R, Vilarrasa E, Herranz P, Puig L, Bordas X, Carrascosa JM, et

al. Safety and effectiveness of ustekinumab and antitumour necrosis fac-
tor therapy in patients with psoriasis and chronic viral hepatitis B or C: a
retrospective, multicentre study in a clinical setting. Br ] Dermatol 2013;
168:609-16.

. Caporali R, Bobbio-Pallavicini E, Atzeni E Sakellariou G, Caprioli M, Mon-

tecucco C, et al. Safety of tumor necrosis factor alpha blockers in hepatitis
B virus occult carriers (hepatitis B surface antigen negative/anti-hepatitis
B core antigen positive) with rheumatic diseases. Arthritis Care Res (Ho-
boken) 2010;62:749-54.

. Vigano M, Degasperi E, Aghemo A, Lampertico P, Colombo M. Anti-TNF

drugs in patients with hepatitis B or C virus infection: safety and clinical
management. Expert Opin Biol Ther 2012;12:193-207.

. Chung SJ, Kim JK, Park MC, Park YB, Lee SK. Reactivation of hepatitis B

viral infection in inactive HBsAg carriers following anti-tumor necrosis
factor-alpha therapy. ] Rheumatol 2009;36:2416-20.

. Tanaka E, Urata Y. Risk of hepatitis B reactivation in patients treated with

tumor necrosis factor-a inhibitors. Hepatol Res 2012;42:333-9.

. Carroll MB, Forgione MA. Use of tumor necrosis factor alpha inhibitors

in hepatitis B surface antigen-positive patients: a literature review and po-
tential mechanisms of action. Clin Rheumatol 2010;29:1021-9.

. Vassilopoulos D. Should we routinely treat patients with autoimmune/

rheumatic diseases and chronic hepatitis B virus infection starting bio-
logic therapies with antiviral agents? Yes. Eur ] Intern Med 2011;22:572-5.
Tamori A, Koike T, Goto H, Wakitani S, Tada M, Morikawa H, et al. Pro-
spective study of reactivation of hepatitis B virus in patients with rheu-
matoid arthritis who received immunosuppressive therapy: evaluation of
both HBsAg-positive and HBsAg-negative cohorts. ] Gastroenterol 2011;
46:556-64.

Cho YT, Chen CH, Chiu HY, Tsai TE. Use of anti-tumor necrosis factor-

Soonchunhyang Medical Science 19(2):153-157



Anti-TNFe | & 3 243 BY 7+ |23} « &85 9

alpha therapy in hepatitis B virus carriers with psoriasis or psoriatic ar- with spondyloarthritis after the suspension of methotrexate and efficacy
thritis: a case series in Taiwan. ] Dermatol 2012;39:269-73. of treatment with antivirals in association to adalimumab. Reumatol Clin
12. Cobeta Garcia JC, Medrano M. Reactivation of hepatitis B in a patient 2011;7:200-2.

Soonchunhyang Medical Science 19(2):153-157 157



