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Abstract

The first report of intermittent hydrarthrosis (IH) was made by Perrin in 1845; However, despite the
simplicity of the symptoms and signs that characterize it, it is considered a rare disease, presumably
its pathophysiology is autoinflammatory and of uncertain etiology. According to the number of reports
published to date, the description of new cases remains extremely low. The chronicity and periodicity
of the attacks of joint swelling, the tropism for the affected joint, almost always the knee, as well as
the complete recovery without sequela after each attack, constitutes its characteristic hallmark. The
simplicity of the clinical picture is at the same time the greatest obstacle to establishing the definitive
diagnosis. Considering that there are no diagnostic criteria, it is necessary to exclude all conditions with
a similar pattern, making the list large and complex. During the review of the literature, no references
of publications of black patients were found, nor reports on the African continent. We decided to present
the first case of intermittent hydrarthrosis in The Gambia and to date in the entire subregion.

Introduction

A 43-year-old patient previously healthy,
five years ago, presented an episode of mild
pain and swelling in the right knee (Figure
1). No history of trauma, injury, strenuous
exercise, or recent infection. Laboratory
studies were completely normal, as was the
joint x-ray. However, despite the NSAIDs,
therapy was not success as expected, over the
course of a week gradually returned to normal,
without anatomical or functional sequela.

Six months later, he was again affected
by another episode, with the same clinical,
humoral, and radiological pattern, as the
previous one. The only difference, on that
occasion, was the involvement of the left

ankle for the first and only time (Figure 2).
Nevertheless, the right knee remained the
affected joint for the remainder of the last five
years.

The treatment in all episodes remains similar,
as well as the response to it. Characterized
by continued progressive improvement until
returning to normal, and without functional
or anatomical repercussions. This condition
was perpetuated over five years, with identical
regularity over every six months. The swelling,
and inflammation in the right knee returned,
making attacks habitual, a study of the
synovial fluid was carried out, which showed
and unspecific inflammatory process, but was
not conclusive. Frustrated by the chronicity,
recurrence, and regularity of the disease, he

Figure 1. Swelling in the right knee.
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Figure 2. Swelling in the left ankle.

visited the internal medicine out clinic. During the interview,
the patient denied any relevant medical history, apart from
episodes of right knee swelling. There are no records of fever,
diarrhea, constipation, skin changes or hair loss, nor are there
reports of urethral discharge, lower back pain or pain in another
joint, except for one episode of inflammation of the right ankle.
In the general physical examination, he appears well, does not
present any discomfort, walks with difficulty, and has functional
limitations in the right knee due to increased joint volume.
Despite the chronicity of the problem, he appears to be in good
general health.
Examination of the right knee

It is observed to be enlarged and painful upon movement. No
local temperature changes are seen, the patella fluctuates, with
obvious signs of joint effusion. No peripheral or axial joints
involved.

Vital signs

HR: 90 beats/min; BP 106/77mmhg; RR 22 cycles/min; O2
sat: 96%; Temp: 36.80 C.
Comment

Upon examination of the musculoskeletal system, no joint
pain, stiffness, or deformity was evident. The rest of the physical
examination was negative.

Investigations

FBC: Hb:13.5 g/l; WCC:
9.5x109; PIt: 250.000 mcL

HbsAg: Negative

ESR: 80 mm/1hr; Rf: Male:<10 AcHb: Negative

mm/1h
CRP: 15 mg/L HepC: Negative
BF (NEGATIVE) VDRL/RPR: NEGATIVE

RHEUMATOID FACTOR: <8.00
1U/ml; Rf:<15.00

HIV: Negative

Anti-CCP: 3.5 U/ml Liver enzymes: Normal

ANTI-NUCLEAR ANTIBODIES:
0.2; Rf:<0.9 Negative

Kidney function: Normal

Lipid profile: Normal Lipid profile: Normal

Total proteins: 7g/dl; Rf: 5.5 to Total proteins: 7g/dl; Rf:

9.0 g/dL 5.5t09.0 g/dL

Albumin: 4.5 g/dl; Rf:3.5t05.5 Albumin: 4.5 g/dl; Rf:3.5
g/dL to 5.5 g/dL

Globulins: 2.5 g/dl; Rf:2.0to 3.5 ASO: Negative

g/dL

Nasopharyngeal swab: Negative
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Figure 3. Macroscopy aspect synovial fluid

Synovial fluid study

*  Macroscopy: 10 milliliters of synovial fluid of sallow
yellow color and cloudy appearance (Figure 3)

e Microscopy: Densely cellular smears consisting of mix
inflammatory cells and background debris.

Discussion

Intermittent hydrarthrosis is a rare rheumatologic disease,
reported by Perrin in 1845 [1]. Characterized by recurrent self-
remitting episodes of acute monoarticular arthritis, often with
a fixed periodicity, typically affecting the knee or another large
joint, typically develops an effusion over 72 hours, with only
mild to moderate pain, and minimal signs of inflammation. It
is also known as periodic synovitis, periodic benign synovitis,
or periodic hydrarthrosis [2-4]. Initially, it was described in
women and was associated with menstrual periods and allergic
episodes of urticaria, allergic dermatitis, or angioedema; later
it was found that men could also be involved, the pattern of
joint involvement is similar in both sexes, although some
publications suggest the condition is slightly more prevalent
in females [5]. The incidence and prevalence of this condition
is not known. A review in MalaCards, found in PubMed, only
146 Text-mined articles related to IH from 1930 to 2020 [6]. In
subsequent years, reports have remained scarce (Figure 4), until
the time of the review, no reports have been found in the black
population, this is a question for which we have no explanation.

Although the knee is mainly impacted, sometimes other joints,
mainly larger, can be attacked, such as the elbow or ankle. Fluid
buildup in the joint can be extensive, causing discomfort and
impairment of the movement. [7-10].
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Figure 4. Number of publications of IH per decade
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Table 1. Diseases associated with intermittent arthritis.

Diseases associated with intermittent arthritis.

*  Microcrystal arthropathy (gout, calcium pyrophosphate,
hydroxyapatite)

*  Reactive arthritis

*  Arthritis associated with inflammatory bowel disease (Crohn's
disease and ulcerative colitis)

*  Palindromic rheumatism

*  Behcet's disease

*  Sarcoidosis

*  Recurrent polychondritis

*  Whipple's disease

*  Familial Mediterranean fever

« TRAPS

*  Hyper-IgD syndrome

The x-ray of the joint show’s extension of the joint space
and increased “blurred” shadows of the periarticular tissues. It
is common to find a slight increase in inflammatory response
markers. Biochemical blood test, as a rule, does not reveal any
pathological changes. During the examination of the synovial
fluid by joint puncture, a cytosis study was observed, with
polynuclear cells increased by 50% or more. The clinical
approach to the patient with IH requires establishing the
differential diagnosis with diseases that cause intermittent
arthritis (Table 1) Normally an acute episode of IH resolves
independently, without leaving subsequent changes. There is
no defined period between recurrence episodes, it is strictly
individual, and each patient has their pattern, rhythm, and cycle.

[11].

Crystal deposits (monosodium urate, calcium pyrophosphate
or hydroxyapatite) usually present monoarticular and recurrent
symptoms that affect small and large joints. However, they show
a hyperacute inflammatory pattern, with local changes in color
and temperature, being considerably painful. In chronic cases,
the existence of extra-articular crystal deposits can be established
[12]. Precipitating factors such as alcohol intake, red meat, or
poor compliance, in addition to abandonment of treatment, are
most likely associated with treatment with diuretics. In our case,
none of the clinical, radiological and laboratory elements that
define arthropathies due to crystal deposits are present.

Regarding arthropathies related to bowel inflammatory
diseases, our patient had not suffered diarrhea, abdominal pain,
or disorder in bowel habits [13,14]. There is also no evidence
of extraintestinal manifestations such as erythema nodosum,
pyoderma grangrenosum, uveitis or cholangitis. In some cases,
arthritis precedes the appearance of intestinal symptoms, the
diagnosis was considered unlikely, considering that he had been
suffering from the disease for five years.

Reactive arthritis, usually affecting medium and large
peripheral and axial joints. Typically, it is associated with
previous gastrointestinal or urogenital infection, with asepsis
of the synovial fluid. The most common manifestations are
urethritis, conjunctivitis, and skin lesions. It is frequently
oligoarticular, asymmetric, and asynchronous, predominantly
in the lower limbs, and extends for several weeks to months.
Familial cases associated with the presence of HLA B27 are
reported [15].

The normal lipid profile, without xanthomas, nodules or
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tophi, and the absence of Achilles tendon tenosynovitis,
excludes the presence of type II hyperlipoproteinemia [16]. No
oral or genital ulcers have been observed, fever has never been
reported, nor has uveitis, serositis, or evidence of vasculitis
been demonstrated. The completely normal pattern of humoral
studies and the absence of family history allow us to consider
the existence of TRAPS, Hyper-IgD syndrome, Behget's disease
and FMF as highly unlikely [11,17].

Palindromic rheumatism (PR) is considered a clinical variety
of RA, with recurrent flares of arthritis, of short duration of
24 to 72 hours and spontaneous relief without sequela. It can
be mono- or oligoarticular, causing pain, swelling and great
joint limitation, sometimes making it difficult to establish the
differential diagnosis with IH. However, there are peculiarities in
PR, which are not present in IH, such as periarticular erythema,
the nodules resemble those of rheumatoid arthritis, but unlike
rheumatoid arthritis, they disappear after the flare. Synovial
fluid has an inflammatory aspect with elevated inflammatory
response. 30% of patients will develop RA or systemic lupus
erythematosus within 6 years [18]. In our patient, rheumatoid
factor, Anti-CCP and ANA were all negative. In addition,
the distribution, onset, typicality of the crisis and absence of
nodules with periarticular erythema, the lack of rhythmicity that
characterizes IH excludes PR as a possible diagnosis.

Mayo Clinic in 1956, reported a series of forty-seven cases of
IH, by Dr. Weiner, he established criteria for their selection [4]

1. recurrence of joint symptoms at regular intervals

2. complete absence of signs and symptoms between
attacks

3. absence of a specific local causal factor
4. absence of systemic reaction.

I our case, after establishing the differential diagnosis, and
being familiar with the peculiar pattern of joint involvement
described above, for Weiner characterized by:

1. Chronicity: The patient has been ill for the last five years.

2. Regularity and rhythmicity: There have been outbreaks
every six months.

3. Involvement of large peripheral joints: the knee joint
has been affected throughout this time, except for one
occasion that involved the ankle, although it is described
in the literature that it can happen [15]

4. Predilection for a joint: It is a typical element of IH, the
same joint has always been, is and will be affected.

5. Non-deforming arthritis: Unlike other joint effusions,
and other types of arthritis, IH never leaves sequela,
guaranteeing joint functionality.

6. Absence of systemic manifestations: In the case in
question, during the 5-year period, there have been no
extra-articular or systemic manifestations.

7. Absence of symptoms in the periods between crises:
Throughout the process, the patient has remained
asymptomatic between crises.

8. Exclusion of other entities with a pattern of recurrent
joint effusion: This criterion, per se, constitutes a
diagnosis challenge, however, if the characteristic clinical
elements of the disease mentioned above are considered,
together with the absence of radiological and humoral
manifestations, it is much easier to achieve the diagnostic.
IH is part of the clinical spectrum of autoinflammatory
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diseases; genetic studies have found mutations for the
MEFV gene; however, is not considered a sine qua non
requirement to establish the diagnosis, and there may be
clinical symptoms in both homozygous and heterozygous
carriers [19,20].

Treatment

The treatment of patients with IH has a particularity, and that is
that it does not respond to the usual therapy with steroids, or the
response is not as expected [21]. However, the benignity of the
process and the absence of intra- or extra-articular complications
guarantee its favourable evolution despite the poor response to
anti-inflammatories. In our case, initially before establishing the
diagnosis, treatment was started with low doses of steroids (20
mg/day) and ibuprofen (600 mg tds), later when the diagnosis
was established the steroid was suspended and colchicine (1
mg/day) was added. Following the recommendations of the
reviewed literature [22], in addition to topical diclofenac. After
approximately 3 days of treatment, clinical improvement was
seen after 6 days of medication.

Conclusions

Despite the apparent simplicity of the clinical manifestations
of the disease. IH is considered a rare entity, belonging to the
heterogeneous group of autoinflammatory diseases, with only
568 cases having been described in the literature since the
first report in 1845 to the present, resulting in an average of
approximately 3 cases per year. IH lacks diagnostic criteria,
so establishing the presence of the entity requires a tedious
differential diagnosis exercise. It is advisable, in the diagnostic
approach, to consider the exclusion of mono- or oligoarticular
arthropathies that affect large joints and are recurrent over
time. The absence of functional or anatomical sequelae, as well
as systemic manifestations, are highly suggestive of IH; its
rhythmicity, chronicity and tropism are peculiar, being essential
to establish the diagnosis. The disease, despite its infrequent
reporting, may not be so rare if the doctor is able to quickly
recognize its characteristic pattern. Making us wonder if this is
a rare entity or a forgotten entity? Our answer is that it can be a
combination of both elements.
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