L ettersto the Editor

Infection related arthritis
induced by tonsillar Chlamy-
dia trachomatis and Strepto-

coccal infection

Sir,

Severa studies on C. trachomatis induced
tonsillitis or pharyngitis have been reported
(1-4). However, reactive arthritis (ReA) or
infection related arthritis (IRA) (5) in rela
tion to C. trachomatis infection of tonsils
has not been reported. We describe two pa-
tients with IRA in which their tonsils were
concomitantly infected with C. trachomatis
and Streptococcus.

A 29-year old female had sore throat,
pyrexia of 39°C and arthritis from Novem-
ber 1991. Physical examination revealed
swelling of elbows and knee joints. Labora-
tory examinations revealed WBC of
9,800/mm?, CRP 4.3 mg/dl, ESR 47 mm/
hour, anti-streptolysin O (ASO) 416 U (nor-
ma range < 240) and antistreptokinase
(ASK) 1280 U (normal range in adult <
1280). Group C Streptococcus was isolated
from throat swabs. Rheumatoid factor (RF)
was negative and antinuclear antibody
(ANA) was 1:160 . Antibodies against C.
trachomatis were positive; 1gG 3.45 (index:
<0.9) and IgA 1.83 (< 0.9). Sore throat, py-
rexia and arthritis did not subsided in spite
of administration of piperacillin 2 g/day for
7 days. Therefore, tonsillectomy was per-
formed.

Microabscesses were demonstrated in the
resected tonsils and C. trachomatis but no
other bacteria was isolated from the ab-
scess. RNA for C. trachomatis was demon-
strated. Chlamydial DNA was not demon-
strated from the cervica swab. No recur-
rence of tonsillitis and arthritis was noted
thereafter.

A 56-year old housewife admitted to our
hospital in 1998 for sore throat, pyrexia of
38.5°C and arthritis of both knees and right
wrist joints. Her right wrist and right 1st
and 2nd metaphalangeal joints were mar-
kedly inflamed and swollen. Tonsils were
inflamed with two ulcers. Laboratory exam-
ination revealed WBC of 11,100 /mm?,
CRP 23.2 mg/dl and ESR 131 mm/hour. RF
and ANA were negative. ASO was revealed
to be 320 U and ASK was 1:640. Antibodies
against were C. trachomatis 1gG 3.47 and
IgA 1.43. No other bacteria except alpha-
and beta-Sreptococcus were isolated from
the tonsillar swab. DNA for C. trachomatis
was demonstrated from the tonsillar swab
but not from the cervical swab. Results for
mycoplasm, Ebstein-Barr virus, syphilis,
hepatitis B and C virus, cytomegalovirus,
HIV, C. pneumoniae, mycobacterium and
Legionella pneumophlila were negative.
Infective endocarditis was not demonstrat-
ed with blood culture and echocardiogram.

She was treated with panipenem/betami-
pron 2 g/day; however, improvement of py-
rexiawas not noted. Therefore, minocycline
of 200 mg/day was administrated. Pyrexia
subsided within 5 days and arthritis subsi-
ded within two weeks after the administra-
tion of minocycline. No recurrence of ton-
sillitis and arthritis was noted thereafter.
Severa studies on pharyngeal C. trachoma -
tisinfection have shown arecent increasein
the prevalence rate in the USA of 3.7%
among patients from the genitourinary
medicine clinic and recent reports in Japan
have revealed coinciding increase in the
prevalence rate (1,6). We previously report-
ed a case of IRA induced by Pseudomonas
aeruginosa isolated from atonsillar abscess
(7, 8). Therefore, it is evident that Srepto -
coccus is not the sole bacteria that induces
IRA following tonsillitis. Our patients did
not have spondyloarthropathy nor HLA-
B27. Since our patients did not consent to
synovial biopsy, the role of C. trachomatis
and Streptococci in IRA is obscure (9,10).
We supposed that both bacteria were
causative agents for IRA. The route of
transmission of C. trachomatis infection is
also unclear. Although oro-genital sexual
contact was suspected, both patients denied
this fact. The pharyngeal mucosais not suit-
able for colonization by C. trachomatis (1,
3); however, once C. trachomatis colonizes
inthe tonsillar crypts, it is apparently more
difficult to eradicate than urethral C. tra -
chomatis, and prolonged or repeated admin-
istrations of antibiotics are necessary (3, 4).
In conclusion, much attention should be
focused on the detection of C. trachomatis,
especially in the tonsillar microabscess,
which may result in the inducement of IRA
or ReA.
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Reactive arthritisinduced
by Gardnerella vaginalis

Sirs,

Resactive spondyloarthropathies are condi-
tions in which arthritis occurs after urogen-
ital or gastrointestinal infections.The spec-
trum of the arthritogenous agents is large
and the list is growing continously. We des-
cribe a patient with Gardnerella vaginalis-
induced reactive arthritis and dermatitis.

A 38-year-old woman was admitted for
fever, skin rash and polyarthritis of new
onset. Two weeks before she has suffered
from dysuria, a pussy vagina discharge and
lower abdominal pain, together with fever
up to 39° and chills. One week |ater, acute
arthritis of the wrists appeared only to be
shortly followed by additive inflammation
of the small joints of the hands, elbows,
knees and ankles and by the appearance of
an itchy skin rash on both upper and lower
extremities.

Examination reveal ed acute synovitis of the
mentioned joints and an urticarial rash over
the arms and calves. The temperature was
38.6°, blood pressure was 110/70 and the
pulse was 90 per minute. Gynecological ex-
amination showed vaginal inflammation
and discharge. The rest of the physical ex-
amination was not contributory. The ery-
throcyte sedimentation rate was 80 mm Hg
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in the first hour (Westergren), Hb was 12
gr%, WBC 12,500 with 11% bands; the rest
of the blood count, routine serum biochem-
istry, protein electrophoresis and a general
analysis of the urine were normal.
Rheumatoid factor, ANA, anti DNA, anti-
cardiolipin,antiRNP and ANCA were nega-
tive. Serum complement levels were nor-
mal. Serological tests for hepatitis B and C,
Parvovirus, Shigella, Salmonella, Chlamy-
dia and HIV were negative and repeated
blood and urine cultures were sterile. Skin
biopsy was denied by the patient. Cultures
from vaginal swabs grew Gardnerellavagi-
nalis.

The diagnosis of Gardnerella vagina -
lis-induced reactive arthritis and dermatitis
was posed. Treatment with small doses of
corticosteroids (10 mg prednisone a day)
and Flagyl (500 mg a day) was followed by
agradual reduction of the arthritis, dermati-
tisand and vaginal discharge. Ten days later
the temperature was normal, the pathologi-
cal dermal and musculoskeletal signs have
disappeared and the patient resumed her pre-
vious activities. Later, she was lost to fol-
low up, therefore a planned examination of
HLA B27 antigen was not performed.
Bacterial vaginosisisavery common clini-
caly definable condition in which a shift
occurs from a predominance of lactobacilli-
dominated florato avagina anaerobic envi-
ronment, constituted by gardnerella, micro-
cocci, streptococci and staphylococci.The
bacterial components of this condition were
reported to be implicated in pelvic infec-
tions and pelvic inflammatory disease.
About half of the patient are symptomatic, a
mal odorous discharge being the main clini-
cal sign. Topical or ora metronidazole is
the treatment of choice (1-3). Gardnerella
vaginalis is a common anaerobic bacteria
which may cause bacterial vaginosis and
sexually transmitted disease. Its presence
can be demonstrated in vivo by morpholog-
ical bacteriological and serological methods
and in vivo by a polymerase chain reaction
(4). Gardnerella may infect the male part-
ners and cases of Gardnerella-induced male
urethritis have been reported (5).To our
knowledge, only three cases of reactive
arthritis, alias Reiter’s syndrome related to
Gardnerella were described (6-8). Two of
the patients were males and in one case the
organism was isolated also from a vagina
specimen taken from the patient’ swife. The
clinical features varied from oligoarthritis
to polyarthritis and tendinitis of the lower
extremities. In one patient asymptomatic
sacroiliitis was disclosed by computed to-
mography. The extraarticular featuresinclu-
ded vulvovaginitis and urethritis, dermati-
tis, fever, conjunctivitis and vesicles of fin-
gers. The HLA phenotype was B27 in two
cases. Nonsteroidal antiinflammatory drug
and antibiotic treatment (metronidazole or

minocycline) resulted in resolution of the
symptoms, however in one case, recurrence
of arthritis was reported after a few months.
The triggering agents for reactive arthritis
are identified in only two-thirds of the
cases. We propose to include Gardnerella
infection among the causative factors of
reactive arthritis and Reiter's syndrome.
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Treatment of recurrent oral
aphthous ulcer swith etaner -

cept

Sirs,

Thalidomide was banned worldwide in
1962 after its teratogenic effects had been
demonstrated. However, more recently tha-
lidomide has received increased attention
due to its anti-inflammatory and immuno-
modulatory properties mediated primarily
by tumor necrosis factor-alpha (TNF-alpha)
inhibition. Thalidomide is currently being
used for treatment of graft host disease,
clinica manifestations of erythema nodo-
sum leprosum, systemic lupus erythemato-
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sus, Behcet's syndrome, multiple myeloma
spontaneous and secondary aphthous ul-
cers. Thalidomide has gained orphan drug
status for several specific indications,
including treatment of recurrent aphthous
stomatitisin AIDS patients (1,2).
Thalidomide is associated with several ad-
verse effects besides teratogenicity. Periph-
eral neuropathy, often associated with par-
esthesias muscle weakness and drowsiness
has been described frequently in patients
receiving thalidomide. In the past five years
severa patients attending our Clinic have
shown prompt response to the use of 100 to
200 mg of thalidomide for the treatment of
recurrent aphtous stomatitis. Two patients,
one with probable and the other with classi-
cal Behget's syndrome had the medication
discontinued, one due to severe drowsiness
and the devel opment of neuropathy, and the
other due to severe muscle weskness and
mood changes.

The exact mechanism of action of thalido-
mide is not known. It affects TNF-alpha
function by selectively affecting TNF-alpha
MRNA without directly affecting other
cytokines (3,4). On the two patients men-
tioned above the cessation of thalidomide
was followed by recurrence of aphthous
lesions two and three months after discon-
tinuation of the medication. We offered the
patients the possibility of receiving etaner-
cept, an expensi ve form of TNF inhibition
currently in use for patients with severe
forms of rheumatoid arthritis (5,6). Both
patients started to recei ve etanercept 25 mg
subcutaneously twice a week. The lesions
disappeared on both patients, one after
three weeks and the other after five weeks,
after a six-month period we discontinued
theinjections and in both patients the ulcers
again devel oped five and seven weeks after,
respectively. Etanercept was reintroduced
with quick clinical response similar to the
first period of treatment (1).

Etanercept was first introduced in clinical
practice as a medication able to reduce
signs and symptoms and inhibit the pro-
gression of rheumatoid arthritis. Additional
indications are now being explored includ-
ing psoriasis, psoriatic arthritis and vasculi-
tides. Our findings appears to be the first
report of the potential beneficial use of eta-
nercept in patients with severe recurrent
aphthous ulcers, and confirms observations
reported by Robertson et a., showing that
infliximab, another anti-TNF drug, is useful
in the treatment of recalcitrant orogenital
ulceration of Behget's syndrome where
other forms of therapy are not available or
contraindicated (7).
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