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Infection by human immunodeficiency virus (HIV) is char-
acterized by many clinical manifestations affecting almost
every organ system including joints. HIV associated
rheumatic manifestations may occur at any time of the
infection. At an early stage, HIV reactive arthritis has been
described1,2. This is different from the common reactive
arthritis, in particular following urinary tract infections,
where increased severity has been observed1-3. Conversely,
remission has been observed with some cases of rheumatoid
arthritis (RA) in association with HIV infection4. Therefore,
HIV and RA have been considered mutually exclusive
diseases4. In addition, antiviral drugs often used in combi-
nation may lead to manifestations of arthritis5.

This patient developed 3 forms of arthritis. The first signs
of joint manifestations started one year after HIV serocon-
version before any antiviral treatment. These reactive HIV
related arthralgias were followed by a possible drug related
arthritis and more recently by classical RA. The late occur-
rence of RA may have resulted from the immune system
improvement following tritherapy.

CASE REPORT
A 41-year-old Yugoslavian man has been HIV-1 positive since 1992
following many heterosexual relationships. HIV infection was diagnosed
in November 1992 when he was hospitalized for fever with diffuse
adenopathies. Lymph node smear showed a follicular hyperplasia, which
was considered secondary to an infection. Bone marrow smear showed an
increased cellularity, again in response to inflammation. No abnormal cells
were seen. ELISA for HIV-1 was positive. Hepatitis B and C detection was
and remains negative. CD4 T cell count was 430 cells/mm3. Specific treat-
ment was not given.

A few months later, he complained of polyarticular manifestations
affecting metacarpophalangeal and temporomandibular joints. He had no
lumbar or sacroiliac pain. No synovitis was detected. Sacroiliac joint radi-
ographs were normal. At this stage, these were considered HIV related
reactive joint manifestations. Polyclonal hyperglobulinemia was also
detected with increased levels of IgG (19.6 g/l), IgA (3.39 g/l), and IgM
(2.08 g/l). The CD4 T cell count was 473 cells/mm3. The kinetic curves
describing the levels of joint manifestations and immunological status are
shown in Figure 1.

Arthralgias were sensitive to ketoprofen and persisted until AZT
(zidovudine) was started in May 1994. In October 1994, AZT was changed
to zalcitabine. Zalcitabine was combined with lamivudine in December
1996. In February 1997, the CD4 T cell count was 334 cells/mm3 and the
blood viral level was 3.17 log of RNA copies/ml. In November 1997,
zalcitabine was changed for stavudine. In December 1997, he complained
of diffuse joint pain, particularly affecting both feet. Morton’s syndrome
was identified, but was felt inadequate to explain these signs. When the
doses of lamivudine were divided by 2 (300 to 150 mg/day), the symptoms
disappeared, suggesting a drug related event. At that time, the CD4 T cell
count was 375 cells/mm3 and the viral level was 3.21 log of RNA
copies/ml. In July 1998, tritherapy combining lamivudine, stavudine, and
saquinavir was started. In September 1998, lamivudine was replaced with
nevirapine. Since October 1998, tritherapy combined stavudine, didano-
sine, and indinavir.
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In October 2000, he presented with right hip, left knee, both wrists, and
right shoulder inflammatory pain. These manifestations were first migra-
tory and joint radiographs were normal. IgG levels were still elevated (17
g/l), whereas IgM and IgA levels were normal. C-reactive protein (CRP)
was 45 mg/l and erythrocyte sedimentation rate (ESR) was 22 mm. In
February 2001, joint manifestations became permanent and fixed. Joint
swelling was evident, mostly in the wrists. CRP was 87 mg/l. Rheumatoid
factors were detected with the latex test, but the Rose-Waaler test and anti-
nuclear antibodies were negative. Extraarticular manifestations such as dry
mouth and eyes were observed. Accessory salivary gland biopsy showed a
chronic sialadenitis but was not intense enough for the diagnosis of
Sjögren’s syndrome. HLA typing was A3, A24; B35, B52/DR1, DR15;
DQ1 and DQ5. CD4 T cell count was 685/mm3 and viral charge unde-
tectable (< 2 log of RNA copies/ml).

In March 2001, because of increasing clinical and biological signs of
inflammation (ESR 101 mm), methotrexate (7.5 mg/week) was added to
his tritherapy regimen. Clinical response was rapid and very significant. In
April 2001, CRP level was 7 mg/ml and the ESR 45 mm. CD4 T cell count
was 616/mm3 and viral charge 3.4 log of RNA copies/ml.

DISCUSSION
The exact incidence of manifestations of arthritis in patients
with HIV remains unclear. The classical presentation is that
of reactive arthritis related directly or not to the viral infec-
tion1. The pattern of articular involvement seen early in this
HIV infected patient is quite similar to that seen during other
viral disorders, including acute onset, self-limited course,
polyarticular involvement, and lack of radiological damage.
As observed by others, it is of interest that these signs
resolved when antiviral therapy was started6. This presenta-
tion is very different from the common reactive arthritis
following gut or urinary infections7. The immunodeficiency
state related to HIV may favor infections and increased
severity has been observed in combination with HIV1-3.

The second episode was classified as drug related
arthritis on the basis of the disappearance of symptoms

when lamivudine dosage was reduced by half. A long list of
drugs used for HIV treatment has been shown to induce
arthritis and musculoskeletal manifestations2,7. These drugs
include stavudine, saquinavir, and zalcitabine for arthritis
and lamivudine, zalcitabine, zidovudine, indinavir, and
saquinavir for muscle pain5. These side effects are being
increasingly recognized and their full spectrum of clinical
manifestations and incidence or prevalence remain to be
clarified. Data are still unclear on the real impact of these
antiviral drugs on arthritis manifestations. Accordingly,
interpretation in this case has to remain cautious.

The third type of arthritis seen in our patient was typical
RA. There is a classical relative exclusion between these 2
diseases8. Regression of RA has been seen in some but not
all patients with RA who become HIV seropositive4.
However, RA-like manifestations have been observed in
HIV patients, particularly in Africa9. The diagnosis of RA
made here, in an HIV patient after 9 years of infection, is
very uncommon. Such a long delay has not been observed
previously. This may result from the increased life duration
in response to treatment. At the onset of RA, this patient
already had a CDC stage III disease. Levels of CD4 T cells
were always abnormal. For the first time following
tritherapy, CD4 T cell levels reached normal values and
blood viral level became undetectable. RA symptoms
started when CD4 levels reached normal levels (Figure 1).
Emergence of RA in this genetically predisposed HIV
patient (HLA-DR1 positive) may have resulted from the
strong improvement of his immune status in response to
antiviral tritherapy.

Nevertheless, CD4 T cell levels can only be considered
as a marker of HIV infection activity on the immune system.
Regarding the role of CD4 helper-inducer T cells in RA, it

Figure 1. Kinetic followup of CD4 T cell levels and arthritis manifestations. Levels of joint manifestations (right
scale) are shown as a solid line and CD4 T cell levels (left scale) are shown as a broken line (normal values
500–1700/mm3). Therapeutic regimens are indicated at the bottom.

Wegrzyn, et al: RA and HIV infection 2233

Personal non-commercial use only.  The Journal of Rheumatology Copyright © 2002.  All rights reserved.

 www.jrheum.orgDownloaded on May 24, 2023 from 

http://www.jrheum.org/


The Journal of Rheumatology 2002; 29:102234

was hypothesized that RA should enter remission with HIV
infection4. However, cases of RA have been reported with
low levels of CD4 T cells. Conversely, treatment of RA with
anti-CD4 monoclonal antibodies showed a reduction of
levels of CD4 T cells as low as in acquired immunodefi-
ciency syndrome (AIDS), but with no correlation between
such a reduction and an improvement of RA activity. The
mechanism underlying RA improvement with HIV infection
remains to be clarified. Both HIV and RA are associated
with changes in the Th1/Th2 balance10. Increased produc-
tion of proinflammatory cytokines such as tumor necrosis
factor-α (TNF-α) and interleukin 1 (IL-1) has been associ-
ated with RA, leading to a Th1 profile, which is strongly
implicated in the inflammatory process. Conversely, HIV
infection leads to early defects in interferon-γ production
followed by increased IL-4 and IL-10 production. Such
secretion of antiinflammatory cytokines may reduce Th1
mediated inflammation. This may, in turn, reduce the Th1
profile implicated in RA inflammation. Indeed, patients with
RA combined with HIV tend to have a milder arthritis, and
rheumatoid factors and antinuclear antibodies are seldom
found1,11. In this patient, the reverse was observed, indi-
cating that the Th1/Th2 balance can be modified both ways.

The use of active drugs for RA in the context of HIV
remains problematic. Methotrexate was rapidly active in
this patient. Its effect on the HIV disease is unclear, but it
may worsen the disease. This issue will be even more diffi-
cult to address when the current new treatments including
cytokine inhibitors are discussed in the context of concur-
rent HIV infection. When anti-TNF-α treatment, namely
etanercept, was given to an HIV patient with psoriatic
arthritis, severe infections were observed12. Accordingly,
careful followup and additional cases are needed to clarify
this issue.
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