Case Report

Effective Etanercept Treatment for Psoriatic Arthritis
Complicating Concomitant Human Immunodeficiency
Virus and Hepatitis C Virus Infection
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ABSTRACT. High levels of tumor necrosis factor-a (TNF-a) are associated with hepatitis C virus (HCV) infec-
tion and all stages of human immunodeficiency virus (HIV) infection. TNF-o. may have a role in
both the pathogenesis and the response to treatment of these chronic viral diseases. We describe a
42-year-old HIV/HCV coinfected hemophiliac man who developed psoriasis and severe psoriatic
arthritis not responding to combination treatment with methotrexate and cyclosporin A. Treatment
with etanercept 25 mg twice weekly was followed by remission of the joint inflammation and
improvement of the exanthem. This is the first report of anti-TNF-a treatment for rheumatic com-
plications in a patient with both HIV and HCV infection. (J Rheumatol 2007;34:1353-5)
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Because of the essential role of tumor necrosis factor-o
(TNF-o) in defence against infection, there has been much
speculation about the administration of agents with TNF-a
inhibitory function to patients with rheumatic diseases and
concomitant chronic viral infections, such as human
immunodeficiency virus (HIV) infection, hepatitis B, and
hepatitis C. The first such case was reported in 2000 —
patient with the acquired immunodeficiency syndrome
(AIDS) treated with etanercept for debilitating psoriatic
arthritis (PsA). The psoriasis and arthritis improved dramat-
ically, but treatment had to be stopped 4 months later
because of frequent polymicrobial infections!. Since then
anti-TNF-a agents (including etanercept, infliximab, and
recently adalimumab) have been administered to a few
patients with rheumatic disease and either HIV or chronic
hepatitis C virus (HCV) infection, with generally good
responses and no serious side effects?”.

We describe a case of severe PsA in a 44-year-old hemo-
philiac man with concomitant HIV and HCV infection who
had a dramatic response to etanercept treatment. This is the
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first report of a patient with concomitant HIV and HCV infec-
tion treated with an anti-TNF-a agent for rheumatic compli-
cations.

CASE REPORT

A 43-year-old man with hemophilia A and concomitant HCV and HIV
infection was referred to our department in March 2002 because of severe
psoriasis and PsA not responding to treatment. He had been treated for his
bleeding episodes with non-heat treated factor concentrates since 1978 and
was diagnosed with HIV in 1985 and with HCV in 1990.

In March 1999, because of persistently elevated aminotransferase lev-
els (3 times normal), a liver biopsy was performed showing chronic active
hepatitis (grade 5, stage 3, Ishak score®). The HCV genotype was 1b and
the viral load was 7.89 x 1° TU/ml (branched DNA-2, cutoff 0.032 x 106
1U/ml). He was treated with interferon A (IFN; Roferon A; Roche) at a dose
of 3,000,000 IU 3 times weekly for 1 year, with partial response (amino-
transferase normalization, HCV RNA detectable). Since then the amino-
transferase levels remained within the normal range and no further treat-
ment for hepatitis C was administered.

In June 2000, soon after IFN treatment, he presented with psoriatic
lesions of the elbows, knees, scalp, and trunk. There was only mild
response to topical treatment, so although the CD4 count at the time was
340/mm? and the HIV RNA < 10,000 copies/ml, the exanthem was consid-
ered HIV-related, and highly active antiretroviral treatment (HAART) was
initiated (zidovudine, lamivudine, and efavirenz). He had a very good viro-
logical response, with HIV RNA levels < 50 copies/ml, and transient
improvement of the exanthem was noted, but 3 months later he presented
with symmetric arthritis of the proximal interphalangeal (PIP) and knee
joints. There was no response of the joint inflammation to nonsteroidal
antiinflammatory drugs, so 3 months later treatment with methotrexate
(MTX) 15 mg weekly was started. Still, no clinically significant improve-
ment was noted and cyclosporin A (CSA) 150 mg daily was added to MTX
treatment. Despite initial improvement, active and disabling polyarthritis
soon recurred, and he was referred to our department.

Initial evaluation revealed extensive psoriatic plaques of the scalp,
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trunk, elbows, and knees as well as symmetric arthritis of the ankles, knees,
wrists, PIP joints, and the left shoulder. He had difficulty walking and tak-
ing care of himself and complained of malaise and anorexia. Laboratory
evaluation revealed erythrocyte sedimentation rate 80 mm/h, leukocyte
count 4100/mm? with a normal differential, CD4 cell count 380/mm?, CD8
cell count 880/mm? (HIV stage A2, CDC classification). Liver enzymes
were normal. Treatment with MTX and CSA was discontinued. Treatment
with etanercept 25 mg twice weekly was started. On reevaluation 1 month
later, complete remission of the polyarthritis was noted and he was able to
continue his daily activities.

He has been on etanercept treatment for 2 years in combination with his
HAART regimen. There has been no relapse of arthritis, although he notes
occasional psoriatic plaques on the elbows and knees. Liver enzymes have
remained normal and the HCV RNA is 4.67 x 107 IU/ml. HIV RNA is
undetectable and the CD4 cell count > 450/mm?>.

DISCUSSION

Concomitant infection with HIV and HCV is not uncommon
among older hemophiliac patients who were treated with
plasma products and clotting factor concentrates before
blood product screening tests for both viruses were imple-
mented®. In these patients HIV infection seems to accelerate
the clinical and histologic course of chronic hepatitis C,
while responsiveness to IFN is weaker compared to patients
who are HIV-negative”-!.

Our patient presented with psoriasis and PsA soon after
completion of IFN treatment. It is well known that in
patients with HCV infection IFN treatment may exacerbate
PsA, while on the other hand, HIV infection itself is associ-
ated with more severe clinical manifestations of PsA com-
pared to the disease in the non-HIV population. The role of
HAART in the management of rheumatic complications of
HIV infection remains undefined. However, it is probable
that HAART, by controlling viral replication and thus
improving the patient’s immune function, may reduce the
frequency and the severity of some of these complications.
As well, immune function improvement allows the patient
to tolerate necessary degrees of immunosuppression for
rheumatic diseases not possible in the pre-HAART era!l. It
is of special interest for our case that HAART also seems to
have beneficial effects in HCV/HIV coinfected patients,
reducing the HCV viremia and in some cases even eliminat-
ing the virus®.

On presentation to our department this patient had severe
active polyarthritis and generalized exanthem, despite being
treated with combination therapy of MTX and CSA, itself a
significant immunosuppressing regimen for an already
immunocompromised patient. Marked improvement in all
inflammatory manifestations occurred promptly after initia-
tion of etanercept as well as remission of the psoriatic exan-
them. It is notable that several cases of psoriasis developing
during anti-TNF-a therapy have been reported, raising the
possibility that these agents may induce or exacerbate the
disease in susceptible patients'2. This adverse event is con-
sidered a class effect of anti-TNF-o agents. Since psoriasis
is a heterogeneous skin disorder, it seems likely that certain
variants of the disease, for example, palmoplantar pustular

psoriasis, may have an immunologic background distinct
from the typical plaque-type psoriasis resulting in a differ-
ent response to TNF-a blockade. Our patient’s clinical
improvement has remained nearly constant during the 2-
year followup, and no serious infection or other side effect
has occurred. Most important, his HCV status has remained
stable, while the CD4 cell count remains within the normal
range and HIV RNA is undetectable.

It has already been suggested that TNF-o has a role in
both the pathogenesis and the response to treatment of HCV
and HIV infection. TNF-o concentrations are generally
increased in HCV infection!3-14, while patients with higher
levels of TNF-a are less likely to respond to IFN treatment
compared to patients with lower levels. Similarly, persist-
ence of TNF-a even when HCV RNA becomes undetectable
during treatment with IFN is associated with a higher prob-
ability of relapse!>. High TNF-a. levels are also associated
with all stages of HIV infection, and it seems that excessive
TNF-o expression may accelerate the disease, amplify the
loss of immunocompetency, and contribute to clinical man-
ifestations of AIDS such as wasting and fever!®. Based on
the above observations and given that etanercept and other
anti-TNF-a agents inhibit the binding of TNF-a to cell-sur-
face TNF receptors, it seems likely that anti-TNF-a agents
may play an important role in modulating the natural pro-
gression of HCV and HIV disease themselves!. A very inter-
esting question, as formulated?, would be whether the com-
bination of anti-TNF-a treatment with HAART in this case
had a synergistic effect on suppressing the HIV viral load.

Further clinical trials are needed to investigate, not only
the longterm efficacy and side effects of etanercept and anti-
TNF-o agents in general in patients with HIV and HCV
infection (and even more so in HIV/HCV coinfected
patients), but also the longterm immunologic effects of these
agents and their contribution to the progression of these
chronic viral diseases.

REFERENCES

1. Aboulafia DM, Bundow D, Wilske K, Ochs UI. Etanercept for the
treatment of human immunodeficiency virus-associated psoriatic
arthritis. Mayo Clin Proc 2000;75:1093-8.

2. Gaylis N. Infliximab in the treatment of an HIV positive patient with
Reiter’s syndrome. J Rheumatol 2003;30:407-11.

3. Magliocco MA, Gottlieb AB. Etanercept therapy for patients with
psoriatic arthritis and concurrent hepatitis C virus infection: report of
3 cases. J Am Acad Dermatol 2004;51:580-4.

4. Oniankitan O, Duvoux C, Challine D, et al. Infliximab therapy for
rheumatic diseases in patients with chronic hepatitis B or C.

J Rheumatol 2004;31:107-9.

5. Bartke U, Venten I, Kreuter A, Gabbay S, Altmeyer P, Brockmeyer
NH. Human immunodeficiency virus-associated psoriasis and
psoriatic arthritis treated with infliximab [letter]. Br J Dermatol
2004;150:784-6.

6. Roux CH, Brocq O, Breuil V, Albert C, Euller-Ziegler L. Safety of
anti-TNF-a therapy in rheumatoid arthritis and spondylarthropathies
with concurrent B or C chronic hepatitis. Rheumatology Oxford
2006;45:1294-7.

—| Personal non-commercial use only. The Journal of Rheumatology Copyright © 2007. All rights reserved. |—

1354

The Journal of Rheumatology 2007; 34:6

Downloaded on April 10, 2024 from www.jrheum.org


http://www.jrheum.org/

7. Marotte H, Fontanges E, Bailly F, Zoulim F, Trepo C, Miossec P. 12. Kary S, Worm M, Audring H, et al. New onset or exacerbation of

Etanercept treatment for three months is safe in patients with psoriatic skin lesions in patients with definite rheumatoid arthritis
rheumatological manifestations associated with hepatitis C virus. receiving TNF-o antagonists. Ann Rheum Dis 2006;65:405-7.
Rheumatology Oxford 2007;46:97-9. 13. Kallinowski B, Haseroth K, Marinos G, et al. Induction of tumour
8. Ishak K, Baptista A, Bianchi L, et al. Histological grading and necrosis factor receptor type p55 and p75 in patients with chronic
staging of chronic hepatitis. J Hepatol 1995;22:696-9. hepatitis C virus infection. Clin Exp Immunol 1998;111:269-77.
9. Yokozaki S, Takamatsu J, Nakano I, et al. Immunologic dynamics in 14. Nelson DR, Lim HL, Marousis CG, et al. Activation of tumor
hemophiliac patients infected with hepatitis C virus and human necrosis factor-alpha system in chronic hepatitis C virus infection.
immunodeficiency virus: influence of antiretroviral therapy. Blood Dig Dis Sci 1997;42:2487-94.
2000;96:4293-9. 15. Fukuda R, Ishimura N, Ishihara S, et al. Intrahepatic expression of
10. Zylberberg H, Pol S. Reciprocal interactions between human pro-inflammatory cytokine mRNAs and interferon efficacy in
immunodeficiency virus and hepatitis C virus infections. Clin Infect chronic hepatitis C. Liver 1996;16:390-9.
Dis 1996;23:1117-25. 16. Valdez H, Lederman MM. Cytokines and cytokine therapies in HIV
11. Calabrese LH, Zein N, Vassilopoulos D. Safety of antitumour infection. AIDS Clin Rev 1997-1998;187-228.

necrosis factor therapy in patients with chronic viral infections:
hepatitis C, hepatitis B, and HIV infection. Ann Rheum Dis 200463
Suppl 1I:1i18-ii24.

—| Personal non-commercial use only. The Journal of Rheumatology Copyright © 2007. All rights reserved. |—

Linardaki, et al: Etanercept in PsA 1355

Downloaded on April 10, 2024 from www.jrheum.org


http://www.jrheum.org/

