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Reiter’s Syndrome and HIV Infection
Orlando F. Mills, MD, and Kathleen A. Saradarian, MD
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Several studies have suggested that there is a link between
Reiter’s syndrome and human immunodeficiency virus
(H1V).1:-5 Based on this proposed link, die authors of
those studies have recommended H1V testing in patients
newly diagnosed for Reiter’s syndrome. The purpose of
this brief report is to review the current literature on
HI1V-positive Reiter’s syndrome and to examine the rec-
ommendation for HIV testing of patients newly diag-
nosed for Reiter’s syndrome.

Case Presentation

A 32-year-old homosexual male patient presented to our
office in November 1989 with complaints of watery,
bloody diarrhea and fever, which had developed during a
recent vacation in Mexico. The patient was treated with
vibramycin, and his symptoms improved. When he was
seen 3 weeks later, the patient had a 3-Ib weight loss,
bilateral conjunctivitis, neck stiffness, and effusions of
both knees and one ankle. Arthrocentcsis of the knee
revealed an inflammatory fluid with neutrophil predom-
inance but no crystals or bacteria. Gonococcal and bac-
terial cultures were negative, as were the serum rheuma-
toid factor, antinuclear antibodies, hepatitis panel, and
Lyme disease titer. The sedimentation rate was greater
than 150 mm/h. The rapid plasma reagin test was non-
reactive. The electrocardiogram, obtained because of
mildly elevated antistreptolysin and streptozyme titers,
indicated only a wandering atrial pacemaker. An echocar-
diogram was normal. The patient was treated with oral
erythromycin and high-dose salicylates for possible rheu-
matic fever; his symptoms abated.

During the 4th month after his initial presentation,
the patient noted pain in his knees, ankles, right heel, and
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right achilles tendon. After a rheumatologist was an
sulted, the diagnosis of incomplete Reiter’s sydone
was made. A radiograph of the pelvis revealed no ai
dence of sacroiliitis. The patient tested positive forHLA
B27 and HIV antibody. The CD4 (helper) and @8
(suppressor) cell counts were 126 and 801, respectively.
The patient was advised to start zidovudine and ti-
methoprim-sulfamethoxazole. The arthritis subsided by
the 5th month, at which time the patient was taperedof
salicylates.

Discussion

Reiter’'s syndrome has been defined in several ways. Clas-
sic Reiter’s syndrome consists of the triad of asynmmetric
oligoarthritis, conjunctivitis, and nongonococcal ueti-
tis or cervicitis.6 The arthritis is inflammatory andusuallv
affects one to five large joints of the lower exrenities.
Small joint or axial arthritis is sometimes seen. Te
conjunctivitis is generally transient and culture regtive,
and rarely requires therapy. The syndrome is heraldedly
urethritis/cervicitis or diarrhea. The urethritis or cid-
tis, which may be sterile or grow chlamydia or lie
aplasma, is thought to be sexually transmitted. The da-
rhea may be culture negative or yield Salmonella, Shipalk
Yersinia, Campylobacter7$ or possibly Giardia.910 Tre
diarrhea or cervicitis/urethritis usually precedes the onset
of arthritis by 2 to 4 weeks.

Patients with Reiter’s syndrome may also have ae
or more of these associated symptoms: inflammation of
the fingers or toes, inflammation of the tendinous atadt
ment to bone, asymmetric sacroiliitis, mucocutaneous
lesions, or weight loss. The mucocutaneous lesions of
Reiter’s syndrome are kcratoderma blennorrhagica, d-
cinate balanitis, and painless oral ulcers. The lesions of
keratoderma blennorrhagica are identical to pustular pso-
riasis. Patients with Reiter’s syndrome have a high inci-
dence of being HLA-B27 positive.11 The HLA-B27 a-
tigen has been associated with Reiter’s syndrome in 63
to 96% of cases in white patients.6 In the African pp
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ulation, however, where HLA-B27 prevalence is less
then 1%, Reiter’s syndrome has no apparent association
withHLA-B27.12

Incomplete Reiter’s syndrome was defined by Will-
kers and others13to be an episode of peripheral arthritis
lasting 1 month or more, associated with urethritis or
cen'icitis. Calin14 later defined incomplete Reiter’s syn-
drome as an episode of peripheral arthritis lasting 1
month or more and associated with one or more other
features seen in Reiter’s syndrome. Patients are excluded
if they have psoriatic arthritis or primary ankylosing
spondylitis.14'15

The pathogenesis of Reiter’s syndrome has not been
elicited. In the white population, it is believed that there
isagenetic predisposition (HLA-B27 positivity) and an
environmental inducer (urethritis/cervicitis or dysen-
tery). The above theory does not apply to the African
population, with its negligible incidence of HLA-B27
positivity.

Reiter’s syndrome, fairly rare in the general popula-
tion, may be more prevalent in the HIV-positive popu-
lation. In Rochester, Minnesota, Reiter’s syndrome oc-
curred in 0.006% of the population of 20- to 29-year-old
men.216 In studies of HIV-positive patients, higher prev-
alence rates were noted. Reiter’s syndrome occurred in
0.3% of 2344 patients enrolled in the San Francisco
AIDS registry (SFAR).17-18 Calabrese,19 Brancato and
associates,20 and Berman et al3 examined patients for
Reiter's syndrome in their HIV clinics and found prev-
alence rates 0f 4.2%,19 4.6%,2021 and 10%3 out of 47,
65, and 101 consecutive patients, respectively. To date,
47 cases of Reiter’s syndrome in HIV-positive patients
have been reported.2-4'12192022

Immune dysfunction, cellular lymphokines, arthri-
togenic pathogens, and the direct effect of HI1V have all
been proposed as explanations for the possible associa-
tionof HIV with Reiter’s syndrome. Elevated ratios of
CD8 to CD4, frequently seen in HIV infection, may
induce Reiter’s syndrome. The increase in CD8 cells is
believed to be more important than the lack 0f CD4 cells,
although the mechanism is unclear.12'19 Another hy-
pothesis is that HI1V triggers an immune complex reac-
tion.3Immune complexes have not been demonstrated in
synovial membranes, however. Lymphokines have been
linked to psoriatic arthritis323 and possibly to Reiter’s
syndrome. Arthritogenic pathogens such as Salmonella,
Shigella, Yersinia, Campylobacter, and Giardia may be
acquired in HIV-positive patients more readily than in
HIV-negative patients owing to sexual practices.1-320
Additionally, HIV-positive patients may harbor new ar-
thritogenic bowel pathogens.1Finally, HIV may have a
direct effect on synovial tissue. Using immunohistochem-
ical methods, HIV antigens have been demonstrated in
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synovial fluid lymphocytes in HIV-associated reactive
arthritis,24 psoriatic arthritis, polymyositis, dermatomy-
ositis, and vasculitis.23 The importance of the latter find-
ing is unknown.

One may wonder if the arthritis, conjunctivitis, and
urethritis in these HIV-positive patients is Reiter’s syn-
drome at all. In three separate outpatient clinics for
HIV-positive patients, Brancato and colleagues,20 Cala-
brese,19 and Berman and co-workers3 reported arthritic
complaint rates of 15%, 25%, and 68%, respectively.
HIV-positive patients who are sexually promiscuous
have high rates of sexually transmitted diseases, and thus
have urethritis or cervicitis frequently. The coincident
occurrence of arthritis with urethritis may be mistakenly
called incomplete Reiter’s syndrome. However, these
HIV-positive patients with Reiter’s syndrome also had a
high incidence of HLA-B27 positivity. The reported
rates of HLA-B27 positivity in these HIV-positive pa-
tients with Reiter’s syndrome were 63% by Berman et
al,373% by Kaye,1and 75% by Winchester et al.2 There
does therefore seem to be true Reiter’s syndrome in these
HIV-positive individuals.

Conclusions about the prevalence of Reiter’s syn-
drome in HIV-positive patients are difficult to make. The
populations in Rochester, Minnesota,16 and San Francis-
col7 were far removed geographically. In addition, the
Minnesota population was predominantly nonhomosex-
ual in contrast to the California population. The age
distribution of the SFAR series was not listed in the
abstract, making statistical comparisons limited. The data
from HI1V clinics319'20 were collected by unblinded phy-
sicians, thus introducing observer bias. Additionally, the
series are small and contain no comparison groups. Fur-
ther description and analysis of the data would provide
useful information.

HIV-positive patients with Reiter’s syndrome may
be treated with nonsteroidal anti-inflammatory drugs
(NSAIDs), analgesics, sulfasalazine,2 or prednisone. Es-
pinoza,23 Brancato,20 and Winchester2 and their co-
workers, as well as others, reported that NSAIDs and
analgesics were variably effective. Espinoza et al23 and
Winchester et al2 have also used prednisone with little
benefit. On the other hand, the antimetabolite immuno-
suppressive medications used by Winchester2 in HIV -
positive patients with Reiter’s syndrome were associated
with adverse consequences; two patients treated with
methotrexate developed Pneumocystis carinii pneumonia
and Kaposi’s sarcoma, and one treated with azathiaprine
developed severe, but reversible, fatigue and weight loss.2

Patients with HIV-positive Reiter’s syndrome may
have a more rapid course of their rheumatologic disease
than HIV-negative Reiter’s syndrome patients. In eight
patients with Reiter’s syndrome followed by Arnett and
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colleagues6 in the 1970s, the duration of inflammatory
arthropathy lasted from 8 months to 8 years. Ford2s
states that the arthropathy, foot pain, and back pain may
last several months. Winchester et al2 described 13 HIV -
positive Reiter’s syndrome patients. Five patients had
aggressive joint destruction, and 8 had milder, recurrent
episodes of arthritis about every 6 months. The more
progressive arthritis was unresponsive to NSAIDs. The
true course of the milder HIV-positive arthritis may be
hard to assess because of the death of9 of the 13 patients
from AIDS.2

The clinical course of Reiter’s syndrome in HIV-
positive patients may be better studied in the future, now
that patients with H1V disease are living longer with the
use of prophylactic medications. Currently, the physician
who sees a patient with urethritis or dysentery followed
by arthritis should consider HIV infection, search for
H1V risk factors, and propose HIV testing if indicated.

Conclusions

Reiter’s syndrome has been reported in HIV-positive
patients. The data on HIV-positive Reiter’s syndrome
patients do not demonstrate a conclusive increase in
prevalence in the HIV-positive population compared
with the HIV-negative population. Further data analysis
and case-control studies will be needed to demonstrate
this. Until it can be shown that Reiter’s syndrome is
more prevalent in the HIV-positive population, com-
pared with the HIV-negative population, the HIV test-
ing of all newly diagnosed Reiter’s syndrome patients
cannot be conclusively recommended. The physician
would be prudent, however, to assess the HIV risk
factors in Reiter’s syndrome patients, since patients with
Reiter’s syndrome may have behaviors placing them at
high risk for HIV infection.26
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