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Abstract The primary objective of this study is to de-
scribe the demographics and clinical characteristics of
patients with Poncet’s disease (PD) in the Makkah re-
gion in Saudi Arabia, where tuberculosis is on the rise.
The secondary objective is conducting a PD systematic
literature review to compare our findings. We studied
seven patients who presented with arthritis within the
first 3 years from diagnosis of active tuberculosis in two
centers in the Makkah region: King Faisal Specialist
Hospital and King Fahad Hospital in Jeddah from Jan-
uary 2005 to December 2011. We conducted a literature
review on PD in multiple biomedical/pharmaceutical
databases up to December 2011. We detected a new
pattern of reactive arthritis associated with tuberculosis
(TB). We identified this as PD or tuberculous rheuma-
tism, which is a sterile reactive arthritis that can emerge
during any stage of acute TB infection. Seven cases of
Poncet’s disease were identified in our study. The most
common presentation was extrapulmonary with involvement

of multiple sites. Six out of seven patients developed arthritis
after initiation of anti-TB drugs; one patient developed
polyarthritis after completion of anti-TB medication.
Asymmetrical polyarthritis was the most common pre-
sentation and the resolution of the arthritis was with
symptomatic treatment and continuation of anti-TB
drugs except in one case. PD may manifest in a variable
pattern during the course of active tuberculous infection.
Physicians should be aware of this rare complication
associated with a common disease to prevent delay in
diagnosis and initiation of appropriate treatment.

Keywords Poncet’s disease . Tuberculous reactive
polyarthritis . Tuberculous rheumatism

Introduction

Poncet’s disease (PD) or tuberculous rheumatism is a sterile
reactive arthritis that is not well known and therefore often
missed [1]. PD is characterized by a polyarthritis that occurs
during acute tuberculosis (TB) infection in which no evidence
of direct mycobacterial involvement of the joints or other
known cause of polyarthritis is detected. Therefore, it is a
different entity from tuberculous arthritis because unlike tu-
berculous arthritis, which is usually monoarticular and in
which the organism can be isolated from the joint, PD is
detected through a diagnosis of exclusion [2, 3]. The patho-
genic mechanism hypothesized is: after infection as a result of
systemic immunization sensitized CD4+ cells and the bacte-
rial antigens migrate to the joints and cause arthritis [4].

There are two objectives to this study. The first is to
describe the demographics, clinical characteristics, and out-
come of patients with PD in the Makkah region where
tuberculosis is on the rise. The study was conducted in
two rheumatology centers in the Makkah region: King
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Faisal Specialist Hospital (KFSH) and King Fahd Hospital
(KFH) in Jeddah from January 2005 to December 2011. The
second objective is to conduct a systematic literature review
about PD and compare our findings.

It is a concern reported in many studies by Khoury [5],
Summers [6], and Keat [7] that not all clinicians are aware
of PD. The majority of the cases reported in the literature
were at time of initial diagnosis of TB, in contrast to our
cohort which developed the arthritis during all stages of
tuberculous infection. We describe a new pattern of reactive
arthritis associated with TB that developed during and/or
after completion of all anti-tuberculous (anti-TB) therapy
where all other causes of arthritis were excluded. We con-
ducted a systematic literature review about PD to compare
our findings.

Materials and methods

We retrospectively reviewed the medical records of all
patients with PD presenting to the rheumatology unit at
two centers (KFSH and KFH in Jeddah) from January
2005 to December 2011. Institutional review board ap-
proved the research protocol in both centers. The inclusion
criteria included all patients above the age of 13 with the
following features: confirmed diagnosis of tuberculosis with
definite isolation of the organism either by direct culture of a
body fluid (using acid fast bacilli smear and/or culture with
PCR technique to confirm it) or by a histopathological
confirmation by the presence of caseating granuloma with
preferred detection of acid fast bacilli and/or isolation of the
organism by direct culture of the body tissue, and a con-
firmed clinical diagnosis of arthritis by a qualified rheuma-
tologist. The clinical diagnosis of arthritis could be made
either before the diagnosis of TB, with the initial presenta-
tion of TB, in a patient on anti-TB drugs, or in a patient who
had received full course of treatment with anti-TB drugs in
the last 3 years. Synovial fluid culture and/or histopatholog-
ical examination of the synovial membrane should be neg-
ative to isolate the organism in the joint(s) involved in PD.

Exclusion criteria included age less than 13 years, posi-
tive synovial fluid culture for TB in the joints involved in
PD, synovial biopsy demonstrating findings consistent with
TB, clinical findings, and serology highly suggestive of
other rheumatological diseases.

Data was collected from each chart in a case sheet and
included: demographic of the patients, full details about
their TB status including site, confirmation tests, imaging,
and anti-TB medications. Other data included: time of pre-
sentation with arthritis, site and number of joints involved,
joint aspiration results, acid fast bacilli cultures, and PCR
technique. Serological tests were included if they were done
including rheumatoid factor (RF), anticitrullinated protein

antibodies (ACPA), and C-reactive protein (CRP). Results
of all radiological images and all medications that the
patients received were included as well.

A literature search was conducted in several biomedical/
pharmaceutical databases for information regarding PD. The
list of databases and resources searched are shown in Ta-
ble 1. The search key words used were Poncet’s (disease or
disorder or illness or arthritis), reactive arthritis, and tuber-
culosis found in the title (ti), abstract (ab), or subject term
(de) fields. The references were limited to English language
and human subjects, but not the publication date.

Results

Seven cases of PD were identified in our retrospective
review from January 2005 to December 2011, which are
presented below. A total of 57 cases were detected in the
systemic literature review; 52 cases were summarized in an
early previous literature review by Kroot et al. in 2007 [8].
Our literature review revealed additional five cases since
then. All additional cases with our cases are described in this
report are summarized in Table 2.

Case 1

A 23-year-old female patient born in1987 was evaluated in
KFSH with 1-year history of chronic abdominal pain and
significant weight loss. Upper and lower gastrointestinal
endoscopy were unremarkable. CT abdomen with contrast
showed extensive omental nodules in upper abdomen. Peri-
toneal biopsy and cytology showed chronic granulomatous
inflammation and giant cells with no malignant cells. Cul-
ture was not available. TB peritonitis was diagnosed and she
was started on anti-TB treatment (ethambutol, pyrazinamide
for 2 months, isonazide and rifampicine to complete a
course for 1 year). On 9 June 2010, 4 months after starting
treatment with anti-TB drugs she complained of knees,

Table 1 Databases and
resources searched Database Dates

searched

MEDLINE(R) 1950–2011

Derwent Drug File 1983–2011

Pascal 1973–2011

Biosis Previews(R) 1926–2011

Global Health 1983–2011

Int. Pharm. Abs 1970–2011

EMBASE 1974–2011

EMCare 2011

SciSearch(R) Cited Ref
Sci

1990–2011
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Table 2 Characteristics of 12 cases Poncet’s disease from 2007 to 2011

Author
(ref)

Age
(years)

Gender Diagnosis Arthritis Septic
tuberculous
arthritis
excluded

Septic
tuberculous
arthritis
confirmed

Chest X-ray Resolution
of arthritis
with TB
drugs

Valleala et
al. [14]

45 M Culture of bronchial
aspirate

Second MCP right
hand, right knee,
both ankles

Yes No Infiltration of
the lingual
of left lung

Few days

Ideguchi
et al. [1]

22 M Histopathology of
the axillary lymph
node and culture

Arthritis of both
elbows, left wrist,
dactylitis of both
second and third
digits, tendinitis
of both Achilles
tendon and
arthritis of right
ankle

Yes No Normal Few days

Tian et al.
[19]

55 F PCR of synovial
fluid

First MTP, right
foot; fourth and
fifth MTPs, left
foot; left
talocrural foot

Culture and
acid fast
bacilli
from
synovial
fluid of
right
talocrural
joint were
negative

Synovial
fluid from
right 1st
MTP joint
showed
DNA of
M.
tuberculo-
sis
complex
by PCR

Normal Few weeks

Singhania
et al.
[15]

37 F Acid fast bacilli
in ejaculate

Both elbows,
wrists, knees,
ankles, and
bilateral MTP
joints

No No Infiltration of
the right
upper lobe

3 Days

Schweitzer
et al.
[20]

40 F Histology of
mesenteric,
omental and
peripancreatic
lymph nodes

Right wrist, both
knees and both
ankles

No No Normal Few days

Abdulaziz
et al.,
case 1

23 F Histology of
peritoneal biopsy

Both knees, Both
shoulders second
and third MCPs
both hands

Yes No No
infiltration

6 Months

Abdulaziz
et al.,
case 2

50 F Histology of pleural
biopsy

Both knees No No Right pleural
effusion

5 Months

Abdulaziz
et al.,
case 3

48 F Histology of
cervical lymph
node biopsy

MCP second and
fourth, left hand,
left wrist and
both knees; right
thumb
tenosynovitis

No No Normal No
improve-
ment

Abdulaziz
et al.,
case 4

30 M Brain CT, multiple
enhancing cerebral
lesions. Histology
of paraspinal
abscess biopsy

Right knee and
both ankles

No No Cavitatory
lesion

3 Months

Abdulaziz
et al.,
case 5

30 F Histology of pleural
biopsy and skin
biopsy

All MCPs,
dactylitis of right
2, 3, 4 digit, left
ankle, both
shoulders both
elbows

No No Right pleural
effusion

8 Months

20 F AFB in sputum Both knees, both
ankles, all MCPs,

Yes No 1 Month
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shoulders, and hands pain and swelling. Examination
revealed temp of 36.8 °C and tenderness on both knees,
shoulders, and second and third metacarpophalangeal
(MCP) joints of the hands with no effusion. Laboratory
testing showed leukocyte count of 4.3×109/l, CRP of
101 mg/dl and erythrocyte sedimentation rate (ESR) of
32 mm/h; RF and ACPAwere negative. Synovial fluid gram
stain and acid fast bacilli were negative as well as the
cultures. X-ray of chest showed no infiltration. PD was
diagnosed and the patient was started on naproxen 500 mg
every 12 h, omeprazole 20 mg once daily, and prednisone
10 mg daily. During the follow-up in out-patient clinics, her
arthritis improved over a 6-month duration with normaliza-
tion of her ESR and CRP.

Case 2

A 50-year-old female patient born in 1960 was admitted in
KFSH with history of productive cough, fever, and night
sweats for 1-year duration. Upon admission, she was inves-
tigated for pulmonary TB. Frequents sputum culture and
stain for TB were negative. Chest X-ray showed right pleu-
ral effusion, CT scan of the chest showed small nodule on
anterior chest wall with right pleural effusion. Bronchoal-
veolar lavage was done and showed negative culture for TB.
Video-assisted thoracic surgical biopsy of the pleura was
done by thoracic surgeon and showed multiple caseating
granulomas consistent with TB. The patient was started on
anti-TB drugs (ethambutol and pyrazinamide for 2 months,
isonazide and rifampicine for 9 months). On 4 July 2010,
she developed pain and swelling over the knees 2 months
after starting her anti-TB drugs. On physical examination,

with temperature of 36.5 C, there was acute arthritis of both
knees. Laboratory findings showed a leukocyte count of
5.5×109/l with a CRP of 82.5 mg/dl. ESR was not done.
RF and ACPAwere negative. Analysis of synovial fluid was
traumatic, bloody fluid with neutrophil count 54 % and
lymphocyte count 29 %, cultures were negative and no
crystal were detected. X-ray of knees showed osteoarthritic
degenerative changes. PD based on these findings was di-
agnosed. The patient was started on prednisone 10 mg and
acetaminophen and the anti-TB drugs were continued. She
tolerated the medication well. During her regular visits in
the clinic, the arthritis improved over 5 months and CRP
returned to normal levels.

Case 3

A 48-year-old female born in 1963 was admitted in KFSH
with cervical and axillary lymphadenopathy for 6 months.
Fine needle biopsy of the cervical node showed necrotizing
granulomatous disease consistent with TB. She was started
on pyrizinamide and ethambutol for 2 months and isona-
zide, rifampicine to complete 6 months of therapy. On 13
March 2009, she developed arthritis in left second and
fourth MCP joints, left wrist, and in both knees 1 month
after completing her course of anti-TB therapy. There was
no evidence of recurrence with radiological regression of
lymphadenopathy. Laboratory testing showed leucocytes of
5×109/l and ESR 40 mm/h; RF and ACPA were negative
and with CRP of 33 mg/dl. Chest X-ray was unremarkable.
MRI of the left hand showed no degenerative changes and
MRI of the left knee showed minimal effusion and minimal
degenerative changes. She was started on plaqunil 200 mg

Table 2 (continued)

Author
(ref)

Age
(years)

Gender Diagnosis Arthritis Septic
tuberculous
arthritis
excluded

Septic
tuberculous
arthritis
confirmed

Chest X-ray Resolution
of arthritis
with TB
drugs

Abdulaziz
et al.,
case 6

PIPs of both
hands, both
shoulders

Consolidation
of the left
lower lobe

Abdulaziz
et al.,
case 7

23 F AFB in sputum.
Brain CT,
meningeal
enhancement;
spine MRI,
epidural abscess.
Chest/abdomen
CT, multiple
nodules in the
lung, liver, spleen
and axillary lymph
nodes

Both knees No No Multiple
pinpoint
opacities

1 Month

M Male, F Female, MTP metatarsophalyngeal joint, MCT metacarpophalyngeal joint, TB tuberculosis, AFB acid fast bacilli
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twice daily, methotrexate 15 mg/week, and folic acid and
prednisone 10 mg daily. Two months later, the patient de-
veloped right thumb tenosynovitis and arthritis in right
second and third MCP and right knee. The patient was not
adherent to her medications as she poorly tolerated them.
ESR and CRP remained elevated and no improvement in
patient condition. She was offered anti-TNF-alpha therapy
but was reluctant to accept the risk of TB reactivation.

Case 4

A 30-year-old Yemeni male patient born in 1980 was ad-
mitted to KFH with confusion and seizures. CT brain
showed multiple enhanced cerebral lesions. Chest X-ray
showed a cavitatory lesion. MRI of spine showed paraspinal
abscess involving from fifth to seventh thoracic vertebrae.
Paraspinal biopsy showed granulomatous disease consistent
with TB. Tuberculin test was positive. Standard cultures of
blood and sputum for TB were negative. Anti-TB drugs
were started with ethambutol and pyrazinamide for
2 months, rifampicine and isoniazide for 9 months. Topa-
max was added for seizures. On 10 May 2010, 2 months
after starting the treatment, he developed arthritis of both
ankles and right knee. Laboratory tests showed leucocytes
of 3.3×109/l and ESR of 110 mm/h; RF and ACPAwere not
done, CRP of 19.5 mg/dl and uric acid of 5.4 mg/dl. X-rays
of knees and ankles showed soft tissue swelling bilaterally.
Analysis of synovial fluid was negative for crystals. PD was
diagnosed. He was started on nonsteroidal anti-
inflammatory drugs (NSAID) and the anti-TB drugs contin-
ued. The arthritis was resolved in 3 months time.

Case 5

A 30-year-old Indonesian female patient born in 1980 was
admitted to KFH complaining of shortness of breath and
productive cough for 2 months. At presentation, her chest
examination showed right pleural effusion with supraclavic-
ular lymph node enlargement. Tuberculin test was positive.
CT scan of the chest showed necrotizing left supraclavicular
lymph nodes, left and right paratracheal lymph node en-
largement, and right lung consolidation with mild pleural
and pericardial effusion. Pleural fluid was exudative and
biopsy showed vague epitheloid granuloma with negative
culture for TB. She was diagnosed to have TB of pulmo-
nary, pleural, pericardial, and lymph nodes. She was started
on ethambutol and pyrazinamide for 2 months, isoniazide
and rifampicine for 9 months. On 4 August 2010, 4 months
after starting anti-TB medications, she developed arthritis of
the left wrist, all MCP joints, dactylitis of second, third and
fourth digits of the right hand, and arthritis of the left ankle,
with ulcerative skin lesions on the right shoulder and the
right foot. Chest examination showed resolution of the

pleural effusion. Laboratory testing showed leucocytes of
5.5×109/l, ESR 110 mm/h, RF, ANA (anti-nuclear antibod-
ies), anti-double-stranded DNA antibodies, and anti-
neutrophil cytoplasmic antibodies were all negative. ACPA
was not done. X-rays of ankles, hands, and feet showed soft
tissue swelling with destructive bone lesion in the third right
proximal interphalangeal (PIP) joint. Skin biopsy showed
granulation tissue with giant cells consistent with TB. Anal-
ysis of synovial fluid was not done due to scanty fluid.
Standard cultures and cultures for TB revealed no pathogen.
Culture of the skin biopsy was negative. Based on these
findings, PD was diagnosed with tuberculosis of the skin
and osteomyelitis of the right third PIP joint. Therapy with
ibuprofen 400 mg Q 12 h was started, after which the
arthritis resolved in 8 months, with continuation of the
anti-TB drugs. Ciprofloxacillin was added to the conven-
tional anti-TB drugs.

Case 6

A 20-year-old Saudi female patient born in 1985 was re-
ferred to the rheumatology clinic in KFH with polyarthritis
in November 2005. She was recently diagnosed to have
pulmonary TB in the chest hospital. Chest X-ray showed
consolidation of the left lower lobe with strong positive
history of exposure to TB (brother had pulmonary TB).
Sputum was positive for acid fast bacilli (AFB). She was
started on first-line conventional anti-TB medications. On
21 November 2005, 1 month after starting the anti-TB
therapy, she started to complain of pain and swelling in
knees, ankles, and the small joints of the hands. Physical
examination revealed a temperature of 38 °C with acute
arthritis of both knees, both ankles, and all MCPS and PIP
joints Laboratory testing showed leucocytes of 10×109/l,
ESR of 118 mm/h, and uric acid of 7.6 mg/dl; RF and ACPA
were not done. X-rays of ankles, hands, and feet revealed
soft tissue swelling. Analysis of synovial fluid of the right
knee joint revealed white cell count of 60 cells/mm3 with
100 % polymorph. The synovial fluid was positive for uric
acid crystals. Standard cultures of body fluids and cultures
for TB of all obtained synovial fluid samples were negative.
Based on these results, pyrazinamide induce crystal gouty
arthritis was diagnosed and it was stopped and replaced by
ciprofloxacillin. The patient was started on colchicine
and NSAIDs. As gouty arthritis is mainly a monoarthri-
tis, it was presumed retrospectively that the patient had
Poncet’s disease superadded with the drug-induced
gouty arthritis. Polyarticular gouty arthritis usually
occurs in patients with a past history of intermittent
acute gout, prior attacks of polyarticular arthritis, previ-
ous hyperuricaemia, and/or obvious tophi. During her
regular follow up in the rheumatology clinic, the
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arthritis of the affected joints improved over 30 days
with normalization of the ESR and uric acid levels.

Case 7

A 23-year-old Saudi female teacher born in 1986 was ad-
mitted to KFH with fever, weight loss, night sweats, pro-
ductive cough, and headache for 1 month. On examination,
her temperature was 39 °C with neck stiffness. CT scan
brain and spine showed basal meningeal enhancement with
myelitis and epidural abscess. CT chest and abdomen
revealed pinpoint multiple tiny nodules in the lungs, liver,
and spleen. Sputum AFB was positive. Cultures were not
available. She was diagnosed as military tuberculosis and
started on conventional anti-TB drugs with dexamethasone.
Surgical drainage of the paraspinal abscess with decompres-
sion of the dorsal spine was done. Biopsy showed necrotic
and hemorrhagic tissue. On 23 June 2009, the patient suf-
fered from pain and swelling of both knees that started
8 weeks after initiation of anti-TB drugs. Physical examina-
tion revealed arthritis of both knees. Aspiration of the joints
was not done. PD was the likely diagnosis with this presen-
tation. Laboratory testing showed leucocytes of 4.7×109/
l and ESR of 10 mm/h; RF and ACPAwere not done. X-rays
of knees showed soft tissue swelling. Bone scan showed
homogeneous uptake in both knees. Sputum analysis was
still positive for AFB after 8 weeks of treatment, so strep-
tomycin was added. Treatment with NSAIDS was started for
the arthritis. The patient’s general condition improved and
the arthritis resolved in 2 months.

Discussion

Saudi Arabia is at an increased risk for TB transmission
because of mass gatherings due the presence of holy places
and the large number of immigrant workers [9]. Makkah
region, were this study was conducted, reported the greatest
number of TB cases (1,648) and the highest TB incidence
rate (26 per 100,000) [9].

There is a concern that Saudi Arabia is not meeting the
WHO target of 85 % of successful treatment [10]. One of the
solutions is to improve and unify diagnostic services [10].
The same concept should be applied on improving aware-
ness of clinicians about musculoskeletal TB. Approximately
10–11 % of extrapulmonary TB involves joints and
bones, which is approximately 1–3 % of all TB cases
[4]. The study of Kroot et al. focused on a sterile
reactive arthritis that may complicate TB rather than
TB septic arthritis. This condition is less known as the
literature is scarce and restricted to case reports and
therefore often missed and underdiagnosed [8, 11].

One of the old definitions of PD stated that it is a poly-
arthritis associated with extrapulmonary TB with no evi-
dence of direct bacteriological involvement of the joints
[12]. In one review about PD that included 52 cases of
PD, an extrapulmonary site was only present in 48 % of
the patients [8]. Our extended review from 2007 to April
2012 showed that three cases out of five had extrapulmo-
nary TB. However, in our cohort, five out of seven patients
had extrapulmonary TB. It was observed by Simcock et al.
that the extrapulmonary site associated with PD is usually
the lymph node [12]. In a study conducted in Saudi Arabia
by Al-Otaibi and El Hazmi, the prevalence of extrapulmo-
nary TB was 57.5 % in comparison to pulmonary TB
(42.5 %), and the most common site was lymph node TB
(42 %) [13]. TB lymphadenitis was not a common site in our
cohort associated with PD but with severe disease with
multiple site involvement. It is concluded that this immuno-
logic phenomenon has its association with the organism
itself rather than its primary location.

The classic clinical presentation of PD in most reported
cases is arthritis as part of systemic and acute presentation of
TB. This was stated even as a definition for PD in several
case series [2, 3, 8].

In four out of five additional PD cases in Table 2 identi-
fied in the literature, arthritis was reported as an initial
presentation for acute TB infection [1, 14, 15]. Only one
case reported additive polyarthritis involving knees, ankles,
and wrist joints in a patient who had chronic polyarthritis
following nephrectomy 5 years prior to presentation due to
confirmed renal tuberculosis [19]. In our cohort of patients
reported in this study, six out of seven patients developed
arthritis after initiation of anti-TB drugs by a range from 1 to
4 months. Only one patient, after receiving full treatment for
TB lymphadenitis, developed polyarthritis with tenosynovi-
tis. All serological work up for arthritis was negative in this
patient. This may broaden our understanding of PD in
association with the clinical course of TB presentation and
treatment. The onset of arthritis may present acutely and
concomitantly with symptoms and signs of TB from its
primary site weather pulmonary or extrapulmonary in ori-
gin. The extrapulmonary site might be even septic tubercu-
lous arthritis with nonspecific arthritis of the other joints at
the same acute presentation [8]. This acute presentation of
arthritis with the acute onset of TB is the most commonly
described presentation in the literature. Another presentation
observed in this study is the development of arthritis after
initiation of anti-TB drugs. However, TB septic arthritis of
the joints and crystal-induced arthritis by anti-TB drugs
should be excluded as we had demonstrated. It has to be
noted that in one review of PD [8], one case was excluded
due to development of arthritis 6 months after initiation anti-
TB drugs [17]. This case would have been consistent with
our observation for expanding the definition of PD. Even
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after completion of anti-TB course of therapy, PD may
develop as in one case reported in this study where the
patient developed a new onset of polyarthritis and tenosyn-
ovitis after completion of full and adequate course of ther-
apy for TB lymphadenitis. The clinical presentations of PD
should include not only acute arthritis at the time of clinical
onset of TB, but it should include as well arthritis develop-
ing during the course of anti-TB therapy and arthritis devel-
oping after completion of full course of therapy.

Polyarthritis is the most common presenting feature in
our cohort consistent with the literature [8]. Knees followed
by small joints of the hands particularly MCP joints were the
most commonly involved joints in our cohort of patients. In
a review by Kroot et al., knees and ankles were the most
commonly involved joints followed by the wrists [8]. In a
recent study by Garg et al. where they included 18 patients
with acute inflammatory ankle arthritis, eight of them were
classified as having PD based on positive Mantoux test with
only mediastinal and/or paratracheal and/or unilateral hilar
lymphadenopathy with central necrosis [18]. In this study
from India, Lofgren’s syndrome was diagnosed if Mantoux
test was negative and bilateral hilar lymphadenopathy was
present without central necrosis [18]. This study suggested a
diagnostic approach to acute ankle arthritis in an endemic
area for TB. It was based on Mantoux test and computed
tomography scan of the chest. The lack of microbiological
and histopathological diagnostic confirmation questions the
accuracy of this diagnostic approach. It is a common obser-
vation across all reports that the arthritis of PD resolves
upon starting or receiving adequate anti-TB therapy [1, 8,
14, 15, 19, 20] but one of the patients in our cohort did not
respond to multiple interventions due to significant drug
allergies.

Diagnosing PD represents a real challenge to clinicians.
The clinical presentation of PD should be expanded based
on our observation since PD is an underdiagnosed clinical
entity. The differential diagnoses of polyarthritis in a young
patient in an endemic area should include TB with a thor-
ough search for primary site of infection with adequate
history, physical examination, and imaging studies particu-
larly simple chest X-rays. Synovial fluid analysis, culture,
and possibly biopsy should always be obtained to rule out
septic tuberculous arthritis and assure sterility of the joints
to confidently establish the diagnosis of PD. This condition
was not always available for several cases of PD in the
literature. Synovial fluid culture and histology was con-
ducted for 30 % only in one literature review of PD [8].
Only in one case in our literature review, septic tuberculous
arthritis was ruled out by negative TB culture but the syno-
vial fluid was positive for DNA of the Mycobacterium
tuberculosis [14]. Most clinicians would rely primarily on
the classic clinical presentation where there is polyarthritis
acutely in a patient with a clear primary site for TB. This is

in addition to the rapid resolution of arthritis once anti-TB
drugs are commenced. It was reported to resolve in as short
as 3 days after the initiation of anti-TB drugs [1]. This
feature may be used as a confirmatory observation for PD.
This rapid resolution of arthritis was not observed in our
cohort of patients. However, synovial fluid analysis should
always be considered and ruling out septic tuberculous
arthritis by culture and/or histopathology should always be
considered particularly if big joints are involved. Isolating
M. tuberculosis DNA from synovial fluid may not be an
essential step to diagnose PD as this technique needs vali-
dation in addition to its high cost particularly in developing
countries. In a recent case report of PD, the diagnosis was
established based on demonstration of two- to sixfold in-
crease in M. tuberculosis-specific T cells in synovial fluid
than in blood using M. tuberculosis-specific interferon γ
enzyme-linked immunospot assay [14]. In another case of
PD, the test was conducted in the blood and gave positive
results [19].

Reactive arthritis could be considered to occur in two
forms, one HLA-B27 associated and another HLA-B27
non-associated [16]. Mycobacterium has been considered
as non-associated with HLA-B27 [16]. A majority of previ-
ously reported cases in the literature did not test for the
presence of HLA-B27 [8] but it was reported positive in a
few case reports of PD [14, 21]. Moreover, a recent case has
been reported of HLA-B27-positive reactive arthritis devel-
oped in a patient following intravesical instillation of BCG
[22]. In a systematic review, all reactive arthritis cases
developing after BCG immunotherapy for bladder cancer
60 % of patients were HLA-B27 positive [23]. It has to be
noted that the epidemiology of HLA-B27 varies based on
ethnic background for patients in the same country [24], so
the interpretation of these results should consider the ethnic
background of the patients. Furthermore, the relationship of
HLA-B27 to PD needs further research. Genotyping for
HLA-B27 was not included in the initial investigations for
our patients reported here. The prevalence of HLA-B27 is
not expected to be high in Saudi Arabia as in other western
countries. Therefore, we did not recommend using HLA-
B27 as a diagnostic tool for patients with possible PD. It was
suggested even not to be used as a diagnostic tool for
patients with acute reactive arthritis [25]. The presence of
HLA-B27 however, represents a risk factor for severity for
patients with reactive arthritis [26–28].

Ruling out other rheumatological diseases is an essential
step for proper diagnosis of PD, particularly crystal-induced
arthritis and drug-induced systemic lupus erythematosus
from anti-TB drugs. RF and ACPA were negative in four
out of seven patients tested in our cohort as well as in other
case reports [1, 8, 14, 15, 19].

TB is a common disease in Saudi Arabia and several
other places in the world. PD is a MSK manifestation related
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to TB and it is an entity that is usually underdiagnosed. It is
presumed, based on the observation that was outlined in this
study, that PD is more common than expected. Our cohort of
patients was obtained from rheumatology clinics with sig-
nificant and serious joint symptoms for patients who have
had access to such tertiary care rheumatology services.
More accurate estimation of this disease requires a data
registry for all MSK manifestations of TB particularly in
TB treatment centers. Several clinical presentations of PD
were described in this study either prior to initiation of anti-
TB, during treatment or after completion of anti-TB course
of therapy. PD may affect small joints of the hands, partic-
ularly MCPs. Resolution of arthritis with adequate anti-TB
therapy is the expected outcome. It is hoped that clinicians
dealing with patients with TB be aware of various MSK
manifestations of TB particularly PD. This would help
greatly the quality of care delivered to patients suffering
from such a common disease in several societies.
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