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Dermatological emergencies are rare events that
can be caused by acute medical conditions, with
or without systemic involvement, or by chronic
diseases when exacerbation is observed.

Exanthematous diseases are one of the
leading causes of dermatological emergencies
and may include a broad spectrum of diagnoses.
Depending on their causes, they are classified
as infectious (viral, bacterial, parasitic, and fun-
gal),immunological, inflammatory, neoplastic,
or caused by adverse drug reactions. The diag-
nosis of an exanthem is based on the patient'’s
medical history; however, in some cases it is
necessary to perform complementary labora-
tory tests and pathology studies to confirm it.

Pityriasis rosea (PR) was first described
in 1860 by Dr. Camille Melchior Gibert, a re-
nowned French dermatologist who opposed
the iconography of the time by stressing that
“to get to know things in depth, you must first
see them. Nothing can replace direct observa-
tion, which can only be done by a professional
physician” (1).

PR is an exanthematous disease of sud-
den onset that in some cases appears after
experiencing mild symptoms similar to those
of an upper respiratory infection. It usually
begins with a small, fawn-colored, oval-shaped
plaque with fine scales along the borders of
the ring, which Louis-Anne-Jean Brocqg named
primitive or herald patch in 1897 (1). Then, 2
weeks after the onset of symptoms, multiple
annular or rounded, reddish, scaling plaques,
smaller than the initial lesion, appearin alinear
pattern or in the shape of a “Christmas tree.”
Lesions caused by PR may be vesicular in na-
ture and have hypopigmented macules during
the involution phase.

This disease is more common in people
between the ages of 15 and 40 and usually has
a spontaneous resolution (2-4). Its diagnosis
is based on clinical findings and laboratory

tests, but syphilis serology (VDRL and FT-ABS)
and mycology tests (2-4) should be requested
for confirmation; a skin biopsy may also be
necessary. The main differential diagnoses
of this condition are syphilis, tinea, and other
exanthematous diseases (b).

The main cause of PR is reactivation of
human herpesviruses 6 and 7 (6), and its treat-
ment is based on topical corticosteroids, UVB
phototherapy, emollients, oral acyclovir (7-10) or
erythromycin at a dose of 25-40 mg/kg/day or
250mg every 8 hours for 15 days in adults (9).

The currentissue of Case Reports presents
the case of a 28-year-old woman diagnosed
with PR and treated with deflazacort 30mg
for 21 days, who had a favorable evolution
and complete improvement of symptoms after
2 months (11). With this article, the authors
stress the relevance of performing an in-depth
study of the medical history, the diagnostic
difficulties of this condition, and the differ-
ential diagnoses to be considered. Likewise,
this case report stands out as evidence of the
importance of primary care physicians having
adequate training in dermatology so that they
can recognize and treat PR, since its diagnosis
is eminently clinical, and it can have multiple
atypical presentations. In this sense, it will
surely be a reference text.
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ABSTRACT

Introduction: Pityriasis rosea is an acute
and self-limited exanthem first described by
Gilbert in 1860. Its treatment is symptomatic,
and although there is no conclusive evidence,
it has been associated with the reactivation
of the human herpesviruses 6 and 7 (HHV-6
and HHV-7).

Case presentation: A 28-year-old woman,
from Bogot4, Colombia, a health worker, attend-
ed the emergency room due to the onset of
symptoms that began 20 days earlier with the
appearance of punctiform lesions in the leftarm
that later spread to the thorax, abdomen, oppo-
site arm, and thighs. The patient reported a his-
tory of bipolar Il disorder and retinal detachment.
Afterruling out several infectious diseases, and
due to the evolution of the symptoms, pityriasis
rosea was suspected. Therefore, treatment was
started with deflazacort 30mg for 21 days, ob-
taining a favorable outcome and improvement of
symptoms after 2 months. At the time of writing
this case report, the patient had not consulted
for recurrence.

Conclusion: Primary care physicians should
have sufficient training in dermatology to
recognize and treat dermatological diseases
since many of them are diagnosed based on
clinical findings. This is an atypical case, in
which the patient did not present with some
of the pathognomonic signs associated with
pityriasis rosea.

RESUMEN

Introduccion. La pitiriasis rosada es un exante-
ma agudo y autolimitado que fue descrito formal-
mente por Gilberten 1860. Su tratamiento es sin-
tomatico y, aunque faltan pruebas concluyentes,
su aparicion se ha asociado a la reactivacion de
los herpevirus humanos 7'y 6 (HHV6 y HHV7).

Presentacion del caso. Mujer de 28 afios
procedente de Bogotd, Colombia, quien se de-
sempefaba como trabajadora de la salud y con-
sulté al servicio de urgencias por un cuadro clinico
de 20 dias de evolucion que inicié con la aparicion
de lesiones punteadas en el brazo izquierdo que
se expandieron posteriormente a térax, abdo-
men, brazo contralateral y muslos. La paciente
informd antecedente de trastorno bipolar tipo Il y
desprendimiento de retina. Después de descartar
varias enfermedades infecciosas, y debido a la
evolucion del cuadro clinico, se sospechd pitiriasis
rosada, por lo que se instaurd tratamiento con
30mg de deflazacort por 21 dias, con el cual se
logré una evolucion favorable y la mejoria total de
los sintomas a los 2 meses. Hasta el momento
de la elaboracién del presente reporte de caso la
joven no habia consultado por recurrencia.

Conclusioén. Es indispensable que los médicos
de atencién primaria tengan una educacion ade-
cuada en dermatologia para poder reconocery
tratar la pitiriasis rosada, pues su diagndstico es
eminentemente clinico y puede tener mdltiples
presentaciones atipicas, como en el caso aqui
reportado donde la paciente no tuvo algunos
de los signos patognomonicos caracteristicos.
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INTRODUCTION

Pityriasis rosea is an acute and self-limited
exanthem. It was first described by Gilbert in
1860, (1,2) but the initial report was done by
Robert Willan as early as 1798. (3) It has also
received other names, the first being Roseola
annulate. (3) This condition has been associat-
ed with the reactivation of human herpesviruses
6 and 7 (HHV-6 and HHV-7) (4-7), as well as
with infection with Legionella micdadei, Myco-
plasma pneumoniae, enterovirus, COVID-19,
and others, (8-10) although conclusive evi-
dence is lacking.

Other theories, notably the one given by
Burch and Rowell (11), have proposed that
it has an auto-immune origin and are backed
by some published research. (4,12) One of
such studies reported that 28% of the patients
included in their sample had anti-lymphocyte
antibodies, suggesting an autoimmune role.
Other theories are based on psychosomatic
aspects of the disease, which has been sustained
in the papers published by Grinspan-Bozza
(13) and Mahajan et al. (14)

The disease affects people of any age and
sex, although itis more common between the
ages of b and 35 and, develops in two stages
(15,16). The first occurs before the onset of
dermatological signs and symptoms and is
characterized by symptoms similar to respiratory
infection in 70% of the cases, whereas the
remaining 30% may present with malaise, low
grade fever, headache and arthralgia, (15,16)
which usually disappear after the appearance
of dermatological manifestations.

The second stage of the disease typically
begins with an oval spot or “herald patch” in

the chest, abdomen or back in 80% of patients.
(17) Afterwards, smaller erythematous plaques
appear, which can be pruriginous and have in-
ternal desquamation (collaret desquamation).
These plaques follow the distribution of the
metameres and can produce a “Christmas-tree
pattern” in the back.

Treatment is mainly symptomatic due to
its benign course with little probabilities of
transmission. Therapy involves the use of
antihistamines or low-potency steroids, and
corticotherapy in cases of severe pruritus.
Moreover, erythromycin appears to shorten the
duration of the natural history of the disease.
(18) Another option is a seven-day course of
acyclovir, which could be useful to shorten the
days of eruption, and even though the disease
can resolve spontaneously between 6 to 8
weeks with or without intervention, the effec-
tive dose seems to be between 400-800mg,
(19-21) but evidence is contradictory. (22)
Other type of therapy that could be useful is
phototherapy, in which ultraviolet light type A or
B are used multiple times a week (15,16,23),
apparently reducing the severity and duration
of the symptoms.

Nevertheless, evidence supporting these
types of therapy is inconsistent or weak.
Management with corticosteroids is based
on consensus, opinions and case series,
while the evidence for the use of acyclovir
is inconsistent and macrolides seem to be
ineffective (16). Many options have been
explored, but clear evidence of an effective
treatment is still missing (14,24). Table 1
describes some of the options and dosages
recommended. Recurrence is relatively rare
even without treatment. (20)
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Table 1. Some treatments and therapies for Pityriasis rosea

Therapy

Adults 200mg per os 4 times per
day

Children 40 mg/kg/day divided
in 4 doses

ki Adults 250mg per os 2 per day
for 2 weeks
: : Children 12 mg/kg/day for 5
days, maximum 500 mg/day

Erythromycin

400mg per os every 4 hours for
Acyclovir 5 days
800mg per os s b times per day

UVB 5 times/week

Children with severe pruritus
Methylprednisolone 16mg/day
Pregnant women: acyclovir may
prevent miscarriage. The safety
of acyclovir needs to be con-
firmed (level of safety B)

Source: Own elaboration based on Urbina et af,, (15) Villalon-Gomez
(16) and Drago & Rebora. (24)

Phototherapy

Special cases

The following is a case report of an unusual
case of pityriasis rosea in a female health worker.

CASE DESCRIPTION

This is the case of a 28-year-old health work-
er from Bogotd, Colombia, from a middle-class
household. Her family history included the ma-
ternal grandmother with Alzheimer'’s disease,
bipolar | disorder and hypertension; mother with
breast cancer; and deceased father due to an
acute myocardial infarction associated with a
thoracic trauma one month after a car accident.
She also reported a medical history of bipolar I
disorder, retinal detachment, appendicectomy,
Lasik and Yag laser, allergies to sulfa drugs, a
sexual partner in the last 4 years, no previous
pregnancies, and no tattoos. The timeline of her
case is presented below.

14/10/2018: First appointment (symptoms
for three days). The patient attended the emer-
gency room due to punctiform skin lesions in the
upper extremities, thorax, and neck. She also
reported odynophagia, musculoskeletal pain,
diarrhea without mucus or blood, fever (38°C)
nausea and vomit. A general physician and a
pediatrician considered a possible diagnosis of
rubella, for which they prescribed acetaminophen,
loratadine and rehydration salts. A nasopharyngeal
swab for rubella and measles was performed,
considering the presence of abnormal migration
patterns in Colombia and her contact with pa-
tients in a clinical setting. An assessment from
the internal medicine service was requested,
which suspected secondary syphilis.

21/10/2018: The patient visited again
the emergency room, this time in a tertiary
care center. She reported the appearance of
macular and punctiform lesions in the left arm
10 days earlier. The lesions, which showed a
collaret desquamation, spread to the chest and
abdomen, and three weeks later they appeared
in the opposite arm and thighs (proximal third)
(Figure 1). The palms, feet and scalp were
spared and no adenopathy was observed.

She also presented with odynophagia, upper
respiratory tract symptoms, and fever (38°C).
Moreover, she referred moderate depression
due to her underlying disease, which started
weeks before the onset of the skin lesions.
She denied dyspnea, or relatives with a similar
condition. The heraldic plaque was neither de-
scribed by the patient nor documented in the
physical examination. IgM and IgG for rubella
and measles were pending, and the emergency
service also suspected HIV infection. She was
finally referred to the dermatology service with
a prescription of clemastine tablets 1mg every
8 hours for b days and loratadine 10mg every
12 hours for five days.

11
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Figure 1. Aspect and distribution of the lesions. A) Lesions in the thighs of the patient;
B) and () Lesions in the abdomen; D) Lesions in the left upper limb.

Source: Document obtained during the study.

28/10/2018: Tests performed by both the
health center and the surveillance institution
(Bogotd's Health Department) reported neg-
ative results for measles and rubella (nega-
tive ELISA IgM). Electrochemiluminescence
immunoassay on Cobas® platform yielded

Table 2. Blood tests performed to the patient

negative results for HIV, antigen p24, and an-
tibodies anti-HIV | and Il were negative (Table
2). The patient also manifested that she had
been given a medical leave for 4 weeks due
to the contagious aspect of the lesions and
because they persisted.

Varicella-Herpes zoster Neg <9.0
- P 18/01/2015 349 el © |
VIrus
Pos >11.0

Neg <0.90
AR et 28/I0720E 0.20 Borderfine 0.90-1.00
Reactive >1.00

Source: Own elaboration.

30/10/2018: The patient attended
her first appointment with the dermatology
service with these results. After analyzing
them, pityriasis rosea and guttate psoriasis

were suspected. Based on the course of
the disease, pityriasis rosea was clinically
diagnosed; however, a biopsy was requested
to confirm this diagnosis. Oral steroids were
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initiated (deflazacort 30mg for 21 days) with
the following scheme:

1. Days 1 through 7: 1 tablet.
2. Days 8 through 14: 2 a tablet.
3. Days 15 through 21: 4 of a tablet

Unfortunately, the patient did not have the
biopsy taken.

15/11/2018: At her second appointment
with the dermatology service, it was possible to
observe that the lesions were resolving and further
treatment with hydrocortisone cream 1% every
24 hours at night for 10 days was prescribed.

The skin lesions improved gradually until
resolving 2 months later, without scarring. No
recurrence has been reported to date and the
patient reported that her psychiatric symptoms
are under control.

DISCUSSION

This case exposes some of the difficulties re-
garding the diagnosis of diseases in dermatology.
In this case, the lack of some pathognomonic
signs, such as the initial primary lesion and its
distribution, complicated the final diagnosis and
differentiated it from other cases reported in the

Table 3. Clinical presentation of pityriasis rosea.

literature. (12,15,16) Another possible problem is
the lack of biopsy, which, as previously stated, is
not mandatory, bearing in mind that the diagnosis
is mainly clinical but could have been used to
provide stronger support for the final diagnosis.
The diagnosis of these types of casesis also
hindered by the lack of dermatological education
in medical schools. (25) The number of dermatol-
ogists is low, and they have been experiencing an
increasing demand, treating over 2 000 medical
conditions and approximately a quarter of the
population that require dermatological care. (25)
Other relevant aspect of pityriasis rosea
is its multiple forms with different clinical
manifestations (Table 3), but there are two
main variants. The most common is known
as classic variant, which comprises 80-90%
of the cases: one of the most important signs
of this form is the heraldic plaque, which ap-
pears in all classic variant cases and earlier
than any other dermatological sign. (14) The
second form is atypical pityriasis rosea, which
affects between 10-20% of the patients; in
this variant, the heraldic plaque is absent and
lesion distribution is different as well, being
more frequentin arms, flexural areas, face, and
mouth. Hypopigmentation or isolated papules
may be observed in black patients. (14,26)

pre(;l(ler:wlfaa}[lion Characteristics

Classic Herald patch usually observed on the trunk. It is erythematous with slightly elevated

Up to 90% of

scaly borders and a lighter depressed center, with 3cm in diameter. It can be the only | the cases
dermatological manifestation for up to 2 weeks.
Prodromal symptoms (~69% of the patients): malaise, fatigue, nausea, headache,

joint pain, lymphadenitis, fever, sore throat.
Rash: known as secondary eruption, it presents along the Langer lines on the trunk.
It may extend to the upper arms and thighs and has a ‘Christmas tree' pattern on the
back and a V pattern on the chest. The mean duration of this exanthem is 45 days,
but it can last up to 12 weeks.

Pruritus occurs in 50% of the patients.

13
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Clinical

presentation Characteristics

Pediatric Pityriasis rosea in children is similar to its presentation in adults. Black children may
have more facial and scalp involvement and post-inflammatory pigmentary changes.
The secondary rash tends to appear faster than in adults (4 days vs. 14 days on average).
50% have prodromal symptoms.

Most cases have been described between 3 to 9 years of age.

Atypical The distribution, morphology, size, and number of lesions may vary as follows: Approximately

1. Pityriasis rosea of darier: Fewer but larger lesions. 10% of the

2. Inversus pityriasis rosea: It involves face, axillae, and groin. patients

3. Pityriasis rosea of Vidal: Larger patches on axillae or inguinal lesions.

4. Herald patch on atypical locations: There are cases in which the herald patch has
been found in unusual places, such as the sole.

Inversus pityriasis rosea: Lesions are located on flexural areas, face, neck and acral
areas. Trunk is not affected.
Circinata and marginata pityriasis rosea: Seen mainly in adults, large lesions are
located on limbs-girdle, hips, shoulders, axillae, or inguinal regions.
Pityriasis of extremities: Typical lesions confined to the extremities; trunk is not
affected.

. Acral pityriasis rosea: Lesions are exclusively located on palms, wrists, and soles. It
does not involve the flexures.

9. Purpuric or hemorrhagic pityriasis rosea: Macular purpuric lesions and petechia may
appear over different locations, including the palate.

10. Urticarial pityriasis rosea: Palpable itchy wheal-like lesions with peripheral collarette
scaling following the lines of skin cleavage.

11. Erythema multiforme-like pityriasis rosea: Classical lesions of the disease can be
accompanied by targetoid lesions resembling erythema multiforme. They are distrib-
uted on trunk, face, arms, or neck. There is no history of herpes simplex infection.

12. Papular pityriasis rosea: Multiple small papular lesions of 1-3mm in diameter. Le-
sions present with peripheral collarette and are distributed on the trunk and proximal
extremities. It appears predominantly in young patients.

13. Follicular pityriasis rosea: It has been described in children. It can initiate with pruritic
plaques on abdomen, thighs, and groins, followed by a follicular eruption with central
clearing and peripheral collarette. Prodromal symptoms are observed.

14. Vesicular pityriasis rosea: It is characterized by a generalized itchy eruption of ves-
icles of 2-6mm in diameter with a rosette scaling. It has been described in young
adults and children.

15. Hypopigmented pityriasis rosea: It is similar to the classic form. It initiates with the
herald patch and a secondary eruption with hypopigmented lesions from the start.
Hypopigmentation is not secondary and may appear after classical pityriasis rosea.

16. Irritated pityriasis rosea: Lesions with severe itch, pain, and burning sensation
appear on contact with sweat.

Relapsing The herald patch is absent and fewer and smaller lesions are observed. It can be seen in between 1.8-3.7%
of the patients.

It occurs within 6 to 18 months from initial episode. Multiple relapses are possible but rare. Duration is
shorter and with less prodromal symptoms than the original episode.

Persistent It lasts more than 3 months and its incidence appears to be low (~2%). Most patients have a herald patch
and prodromal symptoms (75%). The eruption persists for 12-24 weeks. Oral lesions are common (75%)
and may include: strawberry tongue, erythematous macules, vesicular lesions, and petechia.

Recurrent Multiple episodes of pityriasis rosea may occur in a lifetime on rare occasions.

Special Pregnant women seem to be more susceptible to pityriasis rosea due to their altered immune response.
populations This condition increases the risk of spontaneous abortion, especially if the infection occurs in the first 15
weeks of gestation.

Source: Own elaboration based on Drago et al,, (5) Utbina et al, (15) Villolén-Gomez, (16) Drago et al. (27) and Chuh et al. (28)
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The diagnosis

of pityriasis rosea is mainly granulosum, dermal spongiosis, extravascular

clinical. Biopsy, although neither crucial nor erythrocytes, and perivascular lymphocytic
necessary, may show the following patholog- infiltrates. (14) Several diagnostic criteria
ical findings: epidermal hyperplasia, localized have been developed to achieve its diagnosis
hyperkeratosis, absence or reduction of stratum ~ (Table 4). (28)

Table 4. Diagnostic cr

iteria of atypical pityriasis rosea

L Essential clinical : . Exclusion clinical
Characteristics Optional clinical features
features features

ALL the essential
clinical features are
observed in the patie
on at least one occa-

Discrete circular or Multiple small vesicles at

oval lesions Trunf:al gnd proximal limb 5 the center of two or more
nt | Scaling on most distribution with less than 10% el e

lesions Two or more lesions on

of the lesions located distal

sion, with AT LEAST | Peripheral collarette R L plantar and palmar sur-

ONE of the optional
clinical features.
NO exclusion clinical
features are present
on all occasions.

thighs.

Orientation of most lesions
along skin cleavage lines.

A herald patch appearing at
least 2 days before eruption

faces

Clinical or serological
evidence of secondary
syphilis

scaling with central
clearance

Source: Own elaboration based on Chuh et al. (28)

Differential diagnosis includes secondary the body, seborrheic dermatitis, among others.
syphilis, toxicoderma, some types of psoriasis  (14) More information regarding these and other
(the guttate variant), HIV infection, ringworm of  differential diagnosis can be seen in Table b.

Table 5. Differential diagnosis of pityriasis rosea.

Clinical condition Characteristics

Gianotti-Crosti
syndrome

Lichen planus
Nummular eczema

Pityriasis lichenoi-
des chronica

Pityriasis rosea-like
drug eruptions

Monomorphic, pink-brown papules.

Involvement of at least three of the following sites: i) cheeks, i) buttocks, iii) extensor as-
pect of forearms and iv) extensor surface of legs.

Symmetrical

Duration of more than 10 days.

Absence of i) scaly lesions, i) extensive trunk lesions

Small violaceous papules (1-10mm in diameter).
Lesions on wrists, lumbar region, shin, scalp, penis glans, and mouth.
This disease may be asymptomatic.

Small vesicles and papules that group in small-coined lesions (4-5¢m in diameter), with
erythematous plaques and distinct borders, and intense pruritus, often in legs and back of
hands.

Red-brown papules with central mica-like scales, randomly arranged on trunk and extremi-
ties. It is a chronic and relapsing condition. Alteration of skin pigmentation may be observed.

Similar presentation to the classic form. Symptoms resolve after medication is suspended.
Associated medications include adalimunab, allopurinol, arsenic compounds, aasenap-

ine, atelonol, barbiturates, bismuth, bupropion, captopril, clonidine, clozapine, ergotamine,
etanercept, hepatitis B vaccine, yellow fever vaccine, interferon a-2a, isotretinoin, ketotifen,
lamotrigine, smallpox vaccine, omeprazole, among others.
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Clinical condition Characteristics

Seborrheic derma- | Orange-red or gray-white skin with greasy or white dry scaling. Diffuse scalp involvement.
titis Condition worsens with dry conditions. Pruritus increases with perspiration.

Round or oval brownish-red or pink macules of 0.5-1cm, affecting the trunk, palms, and
Secondary syphilis | soles. Patchy alopecia. Mucous membrane involvement with round or oval patches covered
by hyperkeratotic white-to-gray membrane.

Ringworm of the
body (tinea corpo-
ris) with concentric or arcuate lesions.

Scaling, sharply marginated plaques with or without pustules or vesicles along margins.
Lesions present with peripheral enlargement and central clearing. Annular configuration

Diffuse maculopapular erythema. Mucosal involvement with microulcerative lesions, palatal
Viral exanthems petechiae or conjunctivitis. Associated with lymphadenopathy, hepatomegaly, and spleno-

megaly.

Source: Own elaboration based on Villalon-Gomez (16), Chuh et al,, (28) Stulberg & Wolfrey, (29) Chuh et al., (30) Stratigos et al,, (31) Brzezinski
& Chiriac, (32) Polat et al,, (33) Makdisi et al,, (34) Papadavid ef al, (35) Bangash et al,, (36) Sezer et al,, (37) Lai et al,, (38) Atzori et al., (39)
Chen et al,, (40) Guameri et al,, (41) Rajpara et al,, (42) Gilleg et al,, (43) Scheinfeld, (44) Brazzelli et o, (45) Aydogan et al,, (46) Atzori et al.,

(47) Gaertner et al., (48) Sasmaz et al,, (49) Durusoy et al,, (50) Gupta et al,, (51) Buckley, (52) George et al. (53) and Gilrel et al. (54)

Besides all aspects mentioned above, the
number of patients may grow considering that
general practitioners do not have sufficient
information on this viral rash and refer many
patients with benign conditions for assessment
(for example, a dermatologist may expect to
treat between 20-40 benign lesions for every
melanoma diagnosed). (65) Moreover, there
is a significant disparity between demand and
available resources, as well as inadequate
education in medical schools, a scarcity of
dermatologists, and lack of standardized
training. (25,56) For instance, on average, a
medical student receives no more than six
days of training in dermatology, even when skin
disorders account for a quarter of all general
practitioner appointments. (25,56,57) This
care crisis may worsen as a result of changes
in governmental policies, which can increase
costs, lead to neglect of patients in need, and
destroy medical education. (68) This is true for
many health systems around the world, with

health inequities potentially aggravating the
situation. (56,58,59) Therefore, reinforcement
and practices regarding dermatology, using new
and old technologies, should be implemented
in medical schools. (66,60,61)

Furthermore, there are similarities and
differences with other cases published in the
literature and with other cases of atypical pityri-
asis rosea since no herald patch was found
anywhere in the body, although it was looked
for even in atypical locations. (15,62)

The clinical characteristics observed in
this patient, who is an adult, are incompatible
with other types of atypical pityriasis rosea;
for example, the form of the lesions and their
localization are different from the form circinata
and marginata, (63,64) and the distribution was
not the one expected for the inversus, (65)
extremities (15) or acral forms. (66) Moreover,
the lesions resembled those of the classical
form and were not compatible with the lesions
found in other atypical cases such as purpuric,
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(67) urticarial, (67) erythema multiforme-like,
(68) papular, (67) follicular (69) vesicular or
others. (68)

Finally, it is worth noting that the patient
had moderate depression, which was diagnosed
before developing the condition, and that it has
been associated with the onset of pityriasis
rosea. Such an association has been reported
and presented in other cases and could be
explained by immunological compromise. (62)

One of the strengths of this case were the
early notification of the case to the surveillance
system, the comprehensive assessment done
on the patient, and the differential diagnosis
that were considered and ruled out. Itis worth
noting that based on some of the results ob-
tained in clinical tests, this case seems to be
associated with infection and reactivation of
herpesvirus, which coincides with other cases.
(62) One of the weaknesses is the lack of a
biopsy to confirm the diagnosis.

CONCLUSIONS

Pityriasis rosea s a self-limited disease possibly
associated with stress periods and infection
with HHV6 and HHVY. It can be difficult to
diagnose because it has multiple forms, so phy-
sicians must have deep knowledge of derma-
tological diseases and a high suspicion of its
presentation. This case is particularly relevant
because the patient presented with atypical
manifestations.
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RESUMEN

Introduccion. La enfermedad de Rosai-Dorf-
man, también conocida como histiocitosis sinusal,
es un trastorno poco frecuente caracterizado por
la proliferacion de histiocitos.

Presentacion del caso. Hombre de 33 afios
quien consultd al servicio de urgencias de una
institucion de tercer nivel de Cartagena de Indias,
Colombia, por una deformidad de progresién
lenta que aparecid 6 meses atras en el costado
frontal derecho de la cara y generaba dolor. Al
examen fisico no hubo hallazgos mayores y los
estudios paraclinicos fueron normales o nega-
tivos. Se obtuvieron imagenes que evidenciaron
extenso compromiso inflamatorio/infeccioso
del hueso frontal, por lo que se sospeché de
osteomielitis y se realizé biopsia de la lesion que
permitié establecer diagndstico de enferme-
dad de Rosai-Dorfman variante extranodal con
compromiso 6seo aislado. El paciente recibio
tratamiento con corticoide sistémico sin obtener
respuesta, por lo que se adicioné metotrexato,
con lo cual se logré mejoria a los 2 meses.

Conclusiones. Las manifestaciones de la en-
fermedad de Rosai-Dorfman en poblacién adul-
ta son poco conocidas, ademés no hay mucha
informacidén sobre su tratamiento, por lo que el
presente caso contribuye a ampliar la literatura
sobre esta enfermedad que puede presentarse
con sintomatologia completamente inusual.

ABSTRACT

Introduction: Rosai-Dorfman disease (RDD),
also known as sinus histiocytosis, is a rare dis-
order characterized by histiocyte proliferation.

Case presentation: A 33-year-old man con-
sulted the emergency department of a tertiary
care institution in Cartagena de Indias, Colombia,
due to a 6-month history of progressive deformi-
ty in the frontal right side of the face, associated
with pain of slow progression, without any other
symptoms or dermatological involvement. There
were no other major findings on physical ex-
amination and laboratory tests performed were
negative. Imaging scans obtained showed ex-
tensive inflammatory involvement of the frontal
bone, which led to suspect osteomyelitis as the
first diagnostic possibility. A biopsy of the lesion
was performed with negative cultures for bac-
teria, which allowed establishing a diagnosis of
extranodal Rosai-Dorfman disease with isolated
bone involvement. Treatment with systemic corti-
costeroids was indicated with poor response, so
methotrexate was added, achieving an evident
improvement after 2 months.

Conclusions: Little is known about the manifes-
tations of Rosai-Dorfman disease and its treat-
ment in the adult population. The present case
report contributes to expanding the literature on
this topic, which can present with rare symptoms
that may pose challenges for its diagnosis.
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INTRODUCTION

Sinus histiocytosis with massive lymphadenopa-
thy, also known as Rosai-Dorfman disease, was
first described by Rosai and Dorfman in 1969. It
is a rare histiocytic proliferative disorder of un-
known etiology (1), and different cell populations
and cytokines are involved in its pathogenesis.
The participation of inflammatory cytokines such
as macrophage colony stimulating factor, IL-1,
IL-6, and TNF-a is common (2).

This disease predominantly affects children
and young adults in the first 2 decades of life,
particularly males. Patients who present with
extranodal disease may require systemic thera-
py, for which there is currently no standardized
regimen to date. Systemic therapies include cor-
ticosteroids, mTOR inhibitors, radiation therapy,
chemotherapy, and immunomodulatory therapy.

CASE DESCRIPTION

A 33-year-old mestizo man from Cartagena -
Colombia, who works as a street vendor, of low
economic status, without a relevant medical
history, consulted due to the presence of a pro-
gressive deformity in the right frontal side of the
face and pain of 6 months of evolution with slow
progression and no other associated symptoms.

On physical examination, he presented
with growth of the right frontal region, without
the presence of dermatological lesions, lymph-
adenopathy or visceromegaly. Complementary
laboratory tests (complete blood count, blood
chemistry, sedimentation rate, C-reactive protein,
proteinogram,immunoglobulins, complement, ANA,
VDRL, hepatitis and HIV, beta-2-microglobulin
and chest radiography) were performed, which
were normal or negative. Initial imaging studies
showed extensive inflammatory/infectious bone
involvement, which led to suspect osteomyelitis
as the first diagnostic possibility (Figure 1).

Figure 1. Initial imaging studies of the lesion showing
extensive inflammatory bone involvement, with
osteomyelitis as the first diagnostic possibility.

Source: Document obtained during the study.

The histopathological study revealed histio-
cyte sheets at the frontal bone level with clear
cytoplasm and rounded nuclei, without significant
atypia, lymphocyte and neutrophil emperipolesis,
positivity for CD68 and S100, and negativity for
CD1ainimmunohistochemistry (Figure 2). The
microbiological study was negative for fungi, M.
tuberculosis, atypical mycobacteria and Leish-
mania sp. These findings led to the diagnosis of
extranodal Rosai-Dorfman disease with isolated
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bone involvement; an extension study was carried
out, but no systemic affectation was detected.

Given the possibility of having a self-limited
course (50% of cases), medical follow-up was
provided for a period of 2 months without achieving
improvement. As a consequence, treatment with
prednisolone at 1 mg/kg/day was started for 2
months, without obtaining a positive response,

so methotrexate 15 mg/week was initiated with
evidentimprovement, from a clinical perspective,
after 2 months due to the improvement of the
deformity in the face and imaging scans showing
partial resolution of the initial tomographic findings.
Throughout the clinical follow-up, no adverse
reactions to the use of steroids in conjunction
with methotrexate were observed.

Figure 2. The histopathological study showed histiocyte sheets with clear cytoplasm and rounded nuclei,
without significant atypia and lymphocyte and neutrophil emperipolesis. Positivity for (D68 and $100 and
negativity for (D1a were found in immunohistochemistry stains.

Source: Document obtained during the study.

DISCUSSION

Rosai-Dorfman disease may occur in any age
group; however, its occurrence predominates in
children and young adults, particularly males. Its
classic clinical presentation is characterized by
the appearance of massive and indolent cervical
lymphadenopathy with fever, hypergammaglobu-
linemia and increased erythrocyte sedimentation
rate (3). The reported patient did not have these

characteristics since local bone involvement pre-
dominated at the level of the cranial vault, being
initially managed as an infectious process.
RDD is a benign histiocytic proliferative
disorder, with a prevalence of 1:200 000 and
an estimated 100 new cases per year in the
United States. Its form may be nodal or extran-
odal. In cases of nodal disease, cervical lymph-
adenopathy is the most frequent, followed by
axillary, inguinal and mediastinal location. On the
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other hand, extranodal forms usually affect the
central nervous system, skin, soft tissues, bone,
oral cavity, and salivary glands (2). Extranodal
involvement is frequent and occurs in 43% of
patients, mainly in the head and neck. Isolated
extranodal presentation may also occur, as in
the case of our patient (1).

Isolated bone involvement is a rare man-
ifestation of the disease, occurring in less
than 10% of the cases (4). The most common
symptoms in this scenario are pain and swelling.
Data available in the reviewed literature states
that the skull, face and long bones are the most
affected areas, with lytic lesions predominantly
(4). In contrast to the benign course of nodal
manifestations, Rosai-Dorfman disease in the
bones has a poorer prognostic factor, as it tends
to have a chronic course with frequent relapses.

Imaging scans are useful for the identification,
staging and monitoring of the clinical course of
the disease with bone involvement. However, this
disease may simulate other conditions, includ-
ing neoplasms (lymphoma, Kaposi's sarcoma,
metastasis and malignant histiocytosis) and
inflammatory conditions (infections: tuberculosis
and histiocytosis; non-infectious granulomatous
conditions: Castleman disease, granulomatosis
and sarcoidosis) (1). In the present case, scans
were interpreted as initially associated with a
local infectious process, for which the patient
received a course of antibiotics that was sus-
pended based on histological findings.

The course of this disease is usually benign,
with frequent cases of spontaneous regression;
less than 10% of patients suffer progressive
disease associated with adverse outcomes,
including death. In most cases documented in
the literature, patients usually receive surgical
or glucocorticoid-based management. Several
treatments, such as systemic corticosteroids,
surgery, chemotherapy and radiotherapy, or a

combination of these, have been reported, all
with variable efficacy (5). Vincristine and ima-
tinib (6) have demonstrated it to be effective
in refractory patients. There have also been
reports of patients who responded well to low
dosages of methotrexate (7).

Timely diagnosis and treatment based on
the descriptions found in the literature allowed
for the improvement of the patient’s condition,
who was previously isolated from his family and
social group due to the lack of knowledge on
his disease.

CONCLUSION

Extranodal Rosai-Dorfman disease is common:
however, isolated bone involvement is rare, ac-
counting for less than 10% of cases. This is an
extremely rare disease that poses a diagnostic
challenge considering that its clinical suspicion
is based on its traditional form of presentation,
which was not observed in our patient. In this
case, histology and immunohistochemical stud-
ies were essential to reach the diagnosis.
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RESUMEN

Introduccion. El embarazo heterotépico se
considera una patologia de interés debido a que,
aunque suincidencia es baja, su tasa de mortali-
dad es elevada;ademas, esta es una entidad que
representa un reto diagnostico por sus diversas
presentaciones clinicas.

Presentacion del caso. Mujer de 32 afios, mes-
tiza, procedente de Pasto (Colombia) y en estado
de embarazo, quien asistié al servicio de urgencias
de una institucién de tercer nivel de atencién por
un dolor abdominal difuso asociado a sangrado
vaginal. Teniendo en cuenta los hallazgos imag-
enoldgicos (ecografia) y los niveles de gonado-
tropina encontrados, la paciente fue diagnosticada
con embarazo heterotdpico de ubicacion tubérica
derecha que requirié tratamiento quirdrgico por
laparotomia. A los 8 dias del procedimiento la pa-
ciente asisti6 a control y mediante ecografia se
evidenci6 continuidad de embarazo intrauterino.

Conclusiones. El pilar fundamental para el
diagnéstico del embarazo heterotdpico es la
sospecha clinica, pero es necesario confirmarlo
mediante ayudas diagnosticas como la ecografia
y a través de la medicion de los niveles de go-
nadotropina coriénica humana. Este evento se
debe sospechar en pacientes con cuadro de dolor
abdominal a pesar de que no tengan factores de
riesgo para presentarlo. La eleccion de tratamien-
to (médico o quirdrgico) depende de la condicién
clinica y hemodinamica de cada paciente y de
la ubicacién y el tamafio del embarazo ectépico.

ABSTRACT

Introduction: Heterotopic pregnancy (HP) is
an uncommon yet interesting condition with a
high mortality rate despite its low incidence. It
can be difficult to diagnose due to its diverse
clinical manifestations.

Case presentation. A 32-year-old, mestizo,
pregnant woman from Pasto (Colombia) at-
tended the emergency department of a tertiary
care institution due to diffuse abdominal pain
associated with vaginal bleeding. Taking into
account the imaging findings (ultrasound) and
the gonadotropin levels found, the patient was
diagnosed with heterotopic pregnancy in right
fallopian tube that required surgical treatment
by laparotomy. Eight days after the procedure,
the patient attended a follow-up appointment
during which an ultrasound showed continuity
of intrauterine pregnancy.

Conclusions. The mainstay for the diagnosis
of heterotopic pregnancy is clinical suspicion,
butitis necessary to confirm it through diagnos-
tic aids such as ultrasound and the measure-
ment of human chorionic gonadotropin levels.
A heterotopic pregnancy should be suspected
in patients with abdominal pain, even if they do
not have risk factors for this type of pregnancy.
Choosing medical or surgical treatment will de-
pend on the clinical and hemodynamic condition
of the patient and the location and size of the
ectopic pregnancy.
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INTRODUCTION

Heterotopic pregnancy is defined as the co-
existence of an intrauterine pregnancy and an
ectopic pregnancy at any location, although
most cases occur in the uterine tubes (1). Ac-
cording to Zatarain-Gulmar & Torres-Hernandez
(2), the first case of heterotopic pregnancy was
described by Duberney in 1708 in the findings
of an autopsy.

Even though this type of pregnancy is extremely
rare, it is estimated to occur in 1 out of every
30 000 to 50 000 spontaneous pregnancies.
In recent years, there has been an increase in
cases related to the use of assisted reproductive
technologies since the prevalence rate increas-
es by up to 1% in pregnancies achieved using
these techniques (3).

Determination of the human chorionic go-
nadotropin B-core fragment and transvaginal
ultrasound are the most useful options for di-
agnosing heterotopic pregnancy. Methotrexate,
hypertonic injectables, expectant management,
and laparoscopic surgery are all options for
treating this illness (4) and the best option
should be chosen based on the expertise of
the treating physician and the patient'’s clinical
and hemodynamic status (5).

Heterotopic pregnancy is associated with
high maternal morbidity and mortality, so its
diagnosis and timely care are crucial. The fol-
lowing is the case of a patient who presented
with abdominal pain suggestive of the afore-
mentioned condition.

CASE PRESENTATION

A 32-year-old mestizo patient from the city of
Pasto, Colombia, who worked as a nursing as-
sistant and came from a middle-income house-
hold, consulted the emergency department of
a tertiary health care institution. For five hours,
she presented with diffuse, abdominal, colicky

pain with predominance in the hypogastrium
and right iliac fossa of moderate intensity that
progressed to intense, associated with moderate
vaginal bleeding. At the time of consultation, the
patientwas b.1 weeks pregnant. She stated that
it was his first pregnancy and that it was not the
result of fertilization techniques. Her medical
history revealed that she had hypothyroidism
treated with levothyroxine 50mcg and that she
had no surgical or allergy history and no sexually
transmitted diseases.

On physical examination, the following vital
signs were found: blood pressure of 120/80
mmHg; heart rate of 62 bpm; respiratory rate
of 19 rpm; and temperature of 36.2°C. She also
presented painful expression and soft abdomen,
depressible and tender to palpation at the level
of hypogastrium and right iliac fossa. Vaginal
examination showed a closed central cervix
and scant red vaginal bleeding, although no
signs of peritoneal irritation were found.

In view of the findings, complementary
laboratory tests were performed, showing
C-reactive protein level of 0.57 mg/L; blood
count with leukocytes of 16.85 mg/L, neu-
trophils of 90.4%, hemoglobin of 14.8 mg/L,
hematocrit of 43.2%, and platelets of 294
mg/L; normal urinalysis; negative gram stain
of uncentrifuged urine; and quantitative human
chorionic gonadotropin B-subunit levels of 16
627.77 miU/mL.

Because gonadotropin levels were elevated
for gestational age and the patient had vaginal
bleeding, it was decided to perform a transvaginal
ultrasound that showed anteverted retroflexed
uterus with a well implanted gestational sac
in the uterine cavity and adequate decidual
reaction. In the right adnexa, an echogenic
yolk sac of 47x29mm was observed, which is
characteristic of the “tubal ring sign” or “bagel
sign.” The ultrasound reading concluded intra-
uterine pregnancy of less than 6 weeks and
the presence of aright adnexal mass that ruled
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out a second extrauterine gestational sac with
free fluid in the posterior sac fundus (Figure 1).

Figure 1. Transvaginal ulirasound with visualization
of intrauterine pregnancy less than 6 weeks and right
adnexal mass.

Source: Document obtained during the course of the study.

Due to the suspicion of heterotopic preg-
nancy, the patient was taken to laparotomy, a
procedure in which there were no complications.
A hemoperitoneum of 150cm?® was found and
an ectopic right tubal pregnancy was confirmed,
leading to a total right salpingectomy (Figure 2).

Figure 2. Sample removed during salpingectomy.
Source: Document obtained during the course of the study.

The patient progressed satisfactorily and
was discharged with an indication for outpatient
follow-up at 8 days, when a new transvaginal
obstetric ultrasound was performed. It showed
early pregnancy with retrochorial hematoma
and a single live fetus that, according to fetal
biometry, had a gestational age of 6.4 weeks.

At 12 weeks of gestation, the patient
underwent a genetic screening ultrasound in
which markers suggestive of chromosomopathy
were detected, so she decided to request the
voluntary interruption of her pregnancy.

DISCUSSION

Ectopic pregnancy is a serious public health con-
cernin Colombia asitis one of the leading causes
of maternal death. Itis defined as the implantation
of the blastocyst anywhere outside the uterine
cavity (6,7), the most common location being
the uterine tubes, with an incidence between 95
and 98%. Other less frequent locations are the
cervix, ovaries, and abdomen (8-10).

Heterotopic pregnancy, on the other hand,
is defined as the coexistence of a uterine and
ectopic pregnancy (11). The literature reports
that the main risk factors for this type of preg-
nancy are anatomical alterations of the uterine
tubes, which in turn could be caused by infec-
tions; a history of pelvic inflammatory disease,
tubal procedures, and ectopic pregnancy; use
of intrauterine devices; and use of assisted
reproductive techniques (12-16). However,
in some cases, as in the case reported here,
there is no associated risk factor.

The diagnosis of heterotopic pregnancy
is based on clinical suspicion, but it should
be confirmed with an ultrasound, preferably
transvaginal, and the measurement of human
chorionic gonadotropin levels. Ultrasound aids
in the detection of significant findings such as
an adnexal mass separated from the ovary, the
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tubal ring sign (17), and the visualization of
another intrauterine embryo. It also helps to
determine whether there is embryonic cardiac
activity outside the uterus (18).

The ability to detect a heterotopic pregnancy
in a timely manner is critical because it allows
for the early adoption of appropriate treatment
and, in this way, reduce maternal morbidity and
mortality associated with this cause (19).

Although the symptomatology of hetero-
topic pregnancies may vary greatly depending
on the location and weeks of gestation, the
most common symptoms and signs include
abdominal pain (80%), vaginal bleeding (50%),
and hypovolemic shock (13%) (20).

There are several therapeutic options for
treating this condition, including expectant
management, medical management, and
surgical management. Treatment with meth-
otrexate and injection of hypertonic solutions
in the extrauterine embryo are two options
that are not currently recommended because
their effects on intrauterine pregnancy are still
unclear (21,22), which is why these options
were ruled out in this case.

With regard to surgical treatment, laparot-
omy or laparoscopy may be performed, but the
latter is chosen if the patient is hemodynamically
stable and if the size of the ectopic pregnancy
is adequate, because it is a safe technique and
less painful and costly than the open surgical
approach (23-25). In the clinical case presented
here, laparotomy was chosen due to the pres-
ence of free fluid in the cul-de-sac, suggesting
hemoperitoneum secondary to ectopic pregnancy
that was confirmed during the procedure.

CONCLUSIONS

Although heterotopic pregnancy is a rare con-
dition, itis an important cause of maternal mor-
bidity and mortality. For this reason, itis essential

that physicians are aware of it so that they can
make a timely diagnosis and implement appro-
priate treatment. It should also be noted that this
condition can have various clinical presentations.

Moreover, clinical signs and symptoms, human
chorionic gonadotropin levels and ultrasound
findings should be correlated in order to confirm
a case of heterotopic pregnancy; it should also
be considered that the pathognomonic sign of
ectopic pregnancy is the visualization of the
tubal ring sign and heterotopic pregnancy on
ultrasound, as well as the visualization of in-
trauterine and extrauterine embryonic cardiac
activity at the same time.

Finally, in cases of tubal ectopic pregnancies,
medical treatment is not recommended as there
is no evidence that intrauterine pregnancy may
or may not be affected. As for surgical manage-
ment, laparoscopy is the treatment of choice, as
long as the patient’s condition allows it
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RESUMEN

Introduccion. La trombosis de la vena esper-
maética (TVE) es una entidad muy poco frecuente
de la cual no se tienen datos epidemiolégicos
especificos. Su presentacién es de predominio
izquierdo, en la mayoria de los casos su causa
es desconociday su diagndstico suele realizarse
por exclusion en el estudio del escroto agudo. A
continuacién, se presenta el primer caso docu-
mentado de TVE en Colombiay uno de los pocos
de lateralidad derecha en el mundo.

Presentacion del caso. Hombre de 21 afios
quien consulté al servicio de urgencias de una
institucion de tercer nivel de atencion de Bogotg,
Colombia, por un cuadro clinico de una semana de
evolucién consistente en dolor en regién inguinoe-
scrotal derecha que aumento progresivamente de
intensidad y estuvo acompanado de un pico febril
no cuantificado; el paciente indicé como Unico an-
tecedente médico un trauma craneoencefélico leve
sin secuelas alos 20 afos. Se realizé estudio con
ecografia Doppler testicular en donde se observo
trombosis del cordén espermético derecho. Se inicié
manejé con antibioticoterapia, heparinas de bajo
peso moleculary cumarinicos, con lo cual se obtuvo
unaadecuadarespuestay laresolucion del cuadro.

Conclusioén. La TVE representa un reto di-
agnostico, por lo que se requiere de una alta
sospecha clinica, la cual se genera teniendo
conocimiento de la entidad e incluyéndola en
el diagndstico diferencial del escroto agudo. La
ecografia Doppler es una herramienta fundamen-
tal para diagnosticar TVE, ademas permite iniciar
un tratamiento conservador oportuno, seguro y
eficaz que evite desenlaces desfavorables para
el paciente, lo que resulta ser costo-efectivo.

ABSTRACT

Introduction: Spermatic vein thrombosis
(SVT) is a very rare event with no specific epi-
demiological data. Its presentation is predom-
inantly on the left, and in most cases, its cause
is unknown. Its diagnosis is usually made by
exclusion when studying acute scrotum pain.
The following is the first case of SVT reported
in Colombia and one of the few cases of right
laterality in the world.

Case presentation. A 21-year-old male pa-
tient consulted the emergency department of
a tertiary care institution in Bogota, Colombia,
due to pain in the right inguinoscrotal region
for a week that progressively increased in in-
tensity and was accompanied by unquantified
fever, without other associated symptoms. The
patient reported only a medical history of a mild
cranioencephalic trauma without sequelae at the
age of 20 years. A testicular Doppler ultrasound
was performed, revealing right spermatic cord
thrombosis. He started antibiotic therapy, low
molecular weight heparins and coumarin, which
resulted in an adequate response and resolution
of the condition.

Conclusion: SVT poses a diagnostic challenge
that requires a high clinical suspicion, which is
achieved by having knowledge of this condition
and establishing it as a differential diagnosis of
acute scrotum pain. Once suspected, Doppler
ultrasound becomes a useful tool for diagnosis
because, in addition to being cost-efficient, it
allows the initiation of a timely, safe and effective
conservative treatment, thus avoiding unfavor-
able outcomes for the patient.
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INTRODUCTION

Spermatic vein thrombosis (SVT) is a rare con-
dition with a low clinical prevalence and no
specific epidemiological data available due to
alack of published studies. The bibliography on
this condition consists mainly of case reports,
of which roughly 25 can be found around the
world. Among the cases reported, it is evident
that left lateral presentation is more common,
which is explained by the anatomical variation
in the drainage of the pampiniform plexus (1).
Thrombosis of the pampiniform plexus was
first described in 1935 by McGavin (2); then, in
1950, Mathis & Claret (3) described spontaneous
phlebothrombosis of the spermatic plexus; in
1970, Delevett & Goodrich (4) made the first SVT
report; and in 1980, Coolsaet & Weinberg (5)
reported three cases of this condition in children.
The treatment of SVT is conservative and
includes the administration of anticoagulants
at therapeutic doses, analgesia, local therapy,
testicular suspension, and rest (1). Since it is
arare condition, understanding its main char-
acteristics is critical to suspect it and provide
the patient with timely treatment to avoid un-
favorable outcomes. The following is the first
case of this kind reported in Colombia and one
of the few of the right laterality in the world.

CASE DESCRIPTION

A 21-year-old man from Bogota D.C., Colombia,
auniversity student, from a middle-class house-
hold and a medical history of mild traumatic brain
injury without sequelae at the age of 20, was
admitted to the Emergency Department of the
Hospital Universitario Nacional de Colombia (a
tertiary care institution) referred from another
tertiary care hospital due to pain in the right ingui-
noscrotal region for a week, which progressively

increased in intensity and exacerbated reaching
a value of 8/10 on the analog pain scale. The
patient also reported unquantified fever on one
occasion and denied associated urinary symp-
toms or recent trauma to the scrotal region.

On physical examination upon admission,
he was stable, with a soft abdomen, no signs
of systemic inflammatory response and vital
signs within normal limits. It was possible to
establish that he had pain on deep palpation
in the right spermatic cord, without palpable
or visible varicocele and no signs of local in-
fection, inflammation, or peritoneal irritation
in the right inguinal canal. No inguinal hernias
were observed, and the penis and testes were
normal. No additional relevant findings were
found in the other systems.

Initially, a testicular Doppler ultrasound was
requested, which reported a non-compressible
hypoechoic venous structure with thickened
walls, located in the spermatic cord, extending
into the pelvic cavity and compatible with right
SVT. Furthermore, the study revealed inflamma-
tory changes in spermatic cord fat that did not
form abscesses or hematomas. It was found
that the testes had well-defined contours,
the epididymides were symmetrical, and the
pampiniform plexuses had normal diameters.
There were no signs of a cystic or solid focal
lesion inside the testes and epididymides, and
both showed normal echogenicity (Figure 1).

Based on the ultrasound findings, laboratory
tests were requested. The only relevant finding
was a slightly positive C-reactive protein test
(Table 1). With these results, and given the
diagnostic impression, conservative treatment
was immediately started with analgesia opti-
mization (1g of intravenous dipyrone every 8
hours), full-dose anticoagulation with low mo-
lecular weight heparin (60 mg of subcutaneous
enoxaparin every 12 hours), and local therapy.
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Figure 1. Ultrasound study. A) right spermatic vein thrombus (arrow); B) longitudinal view of right spermatic vein with intraluminal
thrombus (arrow); C) Doppler analysis showing disturbance of venous flow at the thrombus site in the spermatic vein (arrow).

Source: Document obtained during the study.

Table 1. Laboratory tests.

Study Follow-up at 96 hours

Leukocytes 7920 mm?
Neutrophils 49%
Hemoglobin 16.4 mg/d
Hematocrit 47.8%

Blood count

Platelets 211 000 mm?3

PT:156s
Clotting times INR: 1.161
PTT:29.9 s

Leukocytes 7830 mm?
Neutrophils 41.1%
Hemoglobin 15.4 mg/d
Hematocrit 44.8%
Platelets 268 000 mm?

PT:16.6s
INR: 1.16
PTT:33.8 s

CRP 1956

PT: prothrombin time; PTT: partial thromboplastin fime; INR: international normalized ratio; CRP: Creactive protein.

Source: Own elaboration.

Furthermore, given the inflammatory findings
at the right spermatic cord described in the ul-
trasound, the day after admission, it was decided
to initiate an antibiotic regimen with norfloxacin
400mg orally every 12 hours and doxycycline
100mg orally every 12 hours for 10 days, after
taking urine culture, which was negative.

On the second day of hospitalization, an
assessment by the hematology service was
requested, which ruled out systemic thrombotic
disorders and considered that it was a right
SVT possibly associated with deferentitis. Due
to the risk of venous infarction, hematology
also suggested starting anticoagulation with
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60mg of subcutaneous enoxaparin every 12
hours until the international normalized ratio
was therapeutic for 48 hours, and bmg of oral
warfarin every day until the ratio was maintained
between 2 and 3 for three months.

The patient was discharged after five days
and returned three months later for an outpatient
follow-up appointment, during which a satisfac-
tory clinical course was observed, with thrombus
disappearance and complete relief of symptoms.
No ultrasound follow-up images are available.

During hospitalization and discharge, the
patient had a satisfactory evolution thanks to
adequate tolerance and adherence to medical
treatment, which did not generate adverse
reactions. In addition, the man had no signs of
systemic inflammatory response or infectious
deterioration, and hemodynamic stability and
pain resolution were achieved.

DISCUSSION

The etiology of SVT has not been determined
because most cases occur spontaneously.
Nonetheless, clinical conditions associated with
the presentation of this disorder have been de-
scribed, leading to the development of different
theories about its possible origin. Authors such
as Esmon (6), Grainge et al. (7) and Murthy et
al. (8) have suggested that inflammatory bowel
diseases, mainly ulcerative colitis and terminal
ileitis, are possible causes of SVT since they are
characterized by a prothrombotic state second-
ary to theirinflammatory nature. Cafio-Velasco et
al.(1), Bolat et al. (9) and Diana et al. (10) have
also stated that hematological disorders, such
as Henoch-Schonlein purpura or heterozygous
factor V Leiden mutation and the use of psy-
choactive substances, such as cocaine, produce
hypercoagulability states that can trigger SVT.

Other risk factors for venous thromboem-
bolism such as cancer, hospitalization, recent

surgeries, infections, trauma, inflammatory
diseases and personal or family history of ve-
nous thromboembolism may also influence the
development of SVT (11). In the reported case,
it is suspected that the thrombus formed as a
result of an inflammatory process in the ductus
deferens: however, the cause of the deferentitis
observed in the ultrasound is unknown.
Among the mechanical causes, it has been
hypothesized that vigorous physical exercise,
weight-lifting and abdominal trauma generate
anincrease in intra-abdominal pressure, which,
in turn, increases venous pressure and, in addi-
tion to a decreased blood flow in the gonadal
system, predisposes to the formation of thrombi
(8,12,13). Nutcracker syndrome (increased
pressure of the left renal vein secondary to
compression by the superior mesenteric artery
and aorta) and having undergone laparoscopic
inguinal herniorrhaphy have also been asso-
ciated with the development of SVT (14-16).
In addition, it is important to note that the
anatomical connection between the testicular
vein and the left renal vein allows kidney disor-
ders,including neoplasms, to spread to the left
spermatic vein and cause thrombosis. SVT has
also been linked to renal, testicular, adrenal,
gastrointestinal, hematologic, and liposarcoma
cancers in that order of occurrence (11,17).
The frequent involvement of the left sper-
matic vein in SVT has been attributed to pre-
disposing anatomical factors similar to those
of varicocele formation or thrombosis of the
left pampiniform plexus: the right testicular
vein drains into the vena cava obliquely, while
the left testicular vein drains into the left renal
vein perpendicularly, resulting in increased left
vein pressure and reduced ipsilateral flow (11).
The symptoms of SVT are non-specific, with
the main clinical manifestations being: testicular
pain, groin pain with or without irradiation to
the scrotum or lumbar region, abdominal pain
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or discomfort, palpable masses in the inguinal
canal or scrotum, edema or local erythema,
fever, vegetative symptoms and macroscopic
hematuria; all these symptoms exacerbate when
patients are standing upright and perform Valsal-
va maneuvers and decrease with rest. Physical
examination shows signs such as increased
consistency and size of the spermatic cord,
local inflammation, among others (1,18,19).

Due to the high variability and low spec-
ificity of symptoms, its clinical similarity with
other conditions and its low incidence, a high
suspicion rate is required to diagnose SVT.
In this scenario, the occurrence of this event
should be confirmed by radiological findings;
however, it is important to keep in mind that
surgical exploration is sometimes also neces-
sary given the impossibility of distinguishing
between incarcerated inguinal hernias or tes-
ticular thrombosis (19,20).

Doppler ultrasound is the gold standard
test for the diagnosis of SVT due to its high
sensitivity and specificity, compared to tech-
niques such as angiography, its low cost and
because itis a non-invasive method. However,
CT angiography may sometimes be necessary
to evaluate the extent of the thrombus (18,21).
The findings of SVT on ultrasound include a
hypoechoic image with absence of venous
flow in the Doppler analysis at the level of the
occlusion generated by the thrombus and a
negative response to Valsalva maneuvers, which
helps to differentiate it from varicocele (1,18).

The differential diagnosis of SVT includes
testicular torsion, torsion of the appendix
testis, epididymitis, orchitis, testicular trauma,
idiopathic testicular infarction, incarcerated
inguinal hernia, hydrocele, spermatocele,
abscesses, thromboangiitis obliterans, and
tumors (1,17,19).

There is insufficient information to provide
evidence-based therapy recommendations for

SVT because conservative management is
recommended even though patients typically
require surgery. However, Mallat et al. (14)
state that when the lesion is located outside the
external inguinal ring (pampiniform plexus), con-
servative treatment could be selected, including
anticoagulation associated with non-steroidal
anti-inflammatory drugs, local therapy (ice and
testicular suspension), and rest.

Likewise, Cafio-Velasco et al. (1) state that
antibiotic therapy is recommended for patients
with signs of local or systemic inflammatory
response and/or adjacent or contiguous col-
lections. On the other hand, indications for
surgical treatment are inadequate response
to conservative management, uncertain diag-
nosis despite complementary tests, onset of
complications (pulmonary thromboembolism),
extension of thrombus into the external inguinal
ring, and patients at high risk for new episodes
of venous thromboembolism (1,20).

Although rare, SVT complications include
testicular infarction, complicated inguinal hernias
(12), extension of the thrombus into the renal
vein, and even secondary pulmonary thrombo-
embolism (21). The course of this condition
is often benign and usually controlled with
medical treatment, even though its diagnosis
is often post-surgical.

The present case is relevant because it
is the third of its kind reported on the right
side worldwide (1,9) and because a favorable
outcome and an acceptable follow-up were
achieved. The limitations of this report include
the fact that no specific etiology was found to
explain the onset of the disease.

CONCLUSIONS

SVT is rarely observed, and its etiology may be
associated with multiple factors, which makes it
a diagnostic challenge. This condition is one of
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the differential diagnosis of acute scrotum pain
and is, therefore, usually observed after surgical
examination. Doppler ultrasound is the preferred
method to confirm its presence due to its low
cost; nevertheless, angiotomography may be
required when thrombus extension is suspected.

SVT treatment is conservative in most cases
and includes anticoagulant therapy, anti-inflam-
matory drugs, antibiotics (in case of inflammatory
process), local therapy, and clinical follow-up.
In the event of complications, diagnostic doubt
and poor response to conservative treatment,
surgical management with thrombus excision
and/or vein ligation may be considered.

Knowledge of this disease allows medical
personnel to suspectitand provide the patient
with timely treatment to obtain good outcomes;
in this sense, the publication of this case is
relevant to know a little more about such a
rare entity.

PATIENT PERSPECTIVE

At the time of the last check-up, the patient
said he was pleased with the outcomes of his
treatment and that he was willing to follow all
the recommendations given to him. He also
expressed his gratitude for the opportunity to
contribute with his case to the scientific liter-
ature and thus broaden the knowledge about
this disease.
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RESUMEN

Introduccion. La hernia de Amyand es una
condicién clinica infrecuente que agrupa a dos
patologias quirdrgicas habituales: apendici-
tis aguda y hernia inguinal; en esta entidad el
apéndice vermiforme se encuentra en el interior
del saco de una hernia inguinal. Su diagndstico
preoperatorio es dificil, por lo que debe tenerse
en cuenta en casos de hernia inguinal antes
de que se presente un proceso inflamatorio, el
cual puede traer mas complicaciones; ademas,
aunque no existe un consenso para el manejo
segun las clasificaciones actuales, estas sirven
de guia para unaresolucién quirdrgica oportuna.

Presentacion del caso. Hombre de 57 afios
procedente de la costa sur de Ecuador, quien
consulté al servicio de emergencias de una insti-
tucion de segundo nivel de atencién por un cuadro
clinico de 24 horas de evolucién que inicié con la
aparicion de una masa dolorosa e irreductible en
la region inguinal derecha asociada a hiporexia.
El paciente fue diagnosticado con herniainguinal
incarcerada y se le practicé una hernioplastia in-
guinal derechaen la que se encontré el apéndice
y el ciego dentro del saco herniario; durante este
procedimiento también se realizé apendicectomia
y hernioplastia con técnica de Lichtenstein. El
paciente fue dado de alta en buenas condiciones
y en controles posteriores, alos 8y 15 dias de la
cirugia, no presenté complicaciones.

Conclusiones. La hernia de Amyand es una
entidad cada vez mas frecuente que tiene un dificil
diagndstico preoperatorio debido a su cuadro
clinico inespecifico. Ante la sospecha de esta
patologia se deben realizar estudios de imag-
enologia que ayuden a su visualizacién y orienten,
junto con las clasificaciones actuales de este tipo
de hernias, un manejo individualizado y temprano.

ABSTRACT

Introduction: Amyand’s hernia (appendix
trapped within an inguinal hernia) is a rare clin-
ical condition that groups two common surgi-
cal diseases: acute appendicitis and inguinal
hernia. Its preoperative diagnosis is difficult,
so it should be considered in cases of inguinal
hernia before an inflammatory process occurs
in the appendix to avoid complications. Although
there is no consensus on its treatment, current
classifications serve as a guide for atimely sur-
gical resolution.

Case presentation: A 57-year-old male
patient from the southern coast of Ecuador
consulted the emergency department of a
secondary level health care institution due to
a 24-hour history of painful and irreducible
mass in the right inguinal region associated
with hyporexia. The patient was diagnosed with
incarcerated inguinal hernia and underwent a
right inguinal hernioplasty, during which the
appendix and cecum were found inside the her-
nia sac. Hernioplasty and appendectomy were
performed using the Lichtenstein technique.
The patient was discharged in good conditions
and did not have any complications at 8- and
15-day follow-up.

Conclusions: Amyand'’s hernia is increasingly
reported. It is difficult to diagnose preopera-
tively due to its nonspecific symptoms. When
suspected,imaging studies help its visualization
and guide an individualized and early treatment,
together with the current classifications of this
type of hernias.
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INTRODUCTION

Acute appendicitis and inguinal hernia are two
very common conditions in the surgical field,
both emergency and scheduled, with the life-
time risk of developing them being 7-8% (1-3)
and 27% (4), respectively. However, it is a rare
association that was first described in 1735 by
Claudius Amyand in a 11-year-old boy, which is
why this clinical condition is known as Amyand’s
hernia (AH).

AH is more common in children and men
because of the persistence of processus vagi-
nalis,and its incidence is higher on the right side
of the inguinal hernia due to its location in the

right lower quadrant. This condition is difficult
to diagnose and is usually done intraoperatively,
but its pre-surgical identification is becoming
more frequent due to a better understanding of
its pathophysiology and the fact that imaging
studies are carried out to confirm its presence
in the event of a diagnostic suspicion.

The treatment of AH is surgical and based
on the Losanoff and Banson classification
(Table 1) (5-10). One of the therapeutic op-
tions, according to these authors, is incidental
appendectomy in young people, although its
performance is controversial, and even contrain-
dicated in adults, when no signs of appendiceal
inflammation are observed.

Table 1. Classification and surgical management of Amyand’s hernias according to Losanoff and Basson.

Type of hernia

Acute appendicitis | Acute appendicitis
located within an
inguinal hernia

Features Normal Appendix

Hernia reduction
(appendectomy in

Surgical manage-
ment young patients) and | and hernia repair

mesh repair

Appendectomy
through hernia

without mesh

Acute appendicitis
associated with
other intra-abdomi-
nal disease

with peritonitis or
abdominal sepsis

Appendectomy and
specific treatment
of the associated
disease as appro-
priate

Laparotomy,
appendectomy,
and hernia repair
without mesh

Source: Own elaboration based on Servide-Staffolani ef al. (8) and Losanoff & Basson (10).

The following is the case of a patient with
AH in whom treatment was partially implement-
ed using hernia repair with mesh according to
the Losanoff and Basson classification and
in whom no complications occurred during
postoperative follow-up.

CASE PRESENTATION

A B7-year-old mestizo man from the southern
coast of Ecuador, a longshoreman with a low
socioeconomic status, consulted the emergency
department of a secondary healthcare center
due to a 24-hour history of painful and irreduc-

ible mass in the right inguinal region associated
with general malaise and hyporexia. The patient
did not report any known medical or surgical
history.

Physical examination on admission re-
vealed a 4x3cm inguinal mass with no color
changes, painful on palpation and irreducible.
Blood tests showed leukocytes of 10 000
with neutrophilia of 79%. Diagnostic imaging
was not ordered because the symptoms were
typical of an incarcerated right inguinal hernia
and, consequently, therapeutic management
would not change with or without an ultrasound
or CT scan.
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Based on the findings and on the resources
available at the hospital, a conventional right in-
guinal hernioplasty was decided to avoid a major
complication such as strangulation. During the
procedure, a hernial ring of 1.6cm and a hernia sac
of 6x7cm were found within the cecal appendix

and cecum (Figure 1). An incidental appendecto-
my was performed and, since no contamination
was found, a hernioplasty was performed using
the Lichtenstein technique with a low-density
polypropylene mesh. These procedures were
performed on the same day of admission.

Figure 1. Amyand’s hernia. A) Hernia sac; B) Appendix (arrow)

Source: Document obtained during the study.

The patient progressed favorably and was
discharged 24 hours after surgery. Medical
check-ups were performed 8 and 15 days
after the procedure and an adequate healing
process was observed without complications.

DISCUSSION

AH is defined as the presence of the cecal ap-
pendix within an inguinal hernia sac. This con-
dition was first described in 1735 by the French
surgeon Claudius Amyand after performing an
appendectomy for perforated appendicitis in a
11-year-old patient with an incarcerated ingui-
nal hernia (4,8,11-18). If the cecal appendix
is located in a femoral hernia, it is called a De
Garengeot's hernia (19).

This type of hernia is an apparently rare
condition in which two very common symptoms

are associated: acute appendicitis and inguinal
hernia. AH occurs in 0.1-1% of all inguinal her-
nias and in up to 0.3% of cases the appendix
is inflamed (4,6,7,16,18,20-24). The mortality
rate of this disease rises between 15% and
30% in cases of perforation due to subsequent
sepsis (8,9,19).

It should be noted that there is arise in
the reports and papers on AH, showing an
increase in the number of publications per
year from 1985 to May 2020 (25), as shown
in Figure 2, which was created based on the
results of a search made in PubMed by enter-
ing the terms “Amyand, hernia,” regardless of
the type of treatment and without a specific
year range. Many of the publications found
describe a pre-operative diagnosis estab-
lished using imaging studies (5-9,14,17,19,
25-28).
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Figure 2. Number of publications on Amyand's hernia available in PubMed, from 1985 to May

2020.
Source: Own elaboration.

The significant increase in the number of
AH cases, added to the lifetime risk of devel-
oping inguinal hernia and appendicitis (27%
and 7-8%, respectively) (1-4), obliges health
professionals to consider this condition for dif-
ferential diagnosis when evaluating an inguinal
hernia, especially on the right side. However,
its diagnosis is usually intraoperative, as in the
case reported here.

AH occurs most often in childhood due to
persistent processus vaginalis and the incidence
of inguinal hernia in men. These hernias are
also more frequent on the right side, as found
in the reported patient, although itis not ruled
out that they can occur on the left side due to
mobile cecum, situs inversus, or malrotation
(89,11,27,29).

The most frequent post-surgical complica-
tions of AH are infection, ranging from 5% to
50% (6,19,26), and hernia recurrence, neither
of which was observed in the reported case.

Regarding pathophysiology, two situations
may occur in AH. In the first, the appendix migrates

into the hernia sac, where some authors state
that a fibrous connection between the appendix
(retrocecal) and the testicles added to the per-
sistence of processus vaginalis favor the passage
of the appendix into the inguinal canal and this
would be the reason for the higher incidence of
this condition in children and premature infants.
In the second situation, the appendix becomes
inflamed inside the hernia, and this may be
secondary to the vascular involvement caused
by the pressure of the hernial neck, triggering
the inflammatory process and the subsequent
bacterial proliferation (11,17,25,30), without
ruling out luminal obstruction by fecaliths, gan-
glionic hypertrophy, parasites, or other causes.

Due to the presence of the inguinal ring,
the inflammatory process of the appendix in AH
may not extend into the abdominal cavity and
may be limited to the inguinal canal, affecting
the cecum or the base of the ring if they are
also within the hernia sac (27).

As mentioned above, the diagnosis of AH
is usually incidental during surgery since the

47




48

CASE REPORTS VoOL.7 No. 2: 43-51

symptoms are nonspecific and accompanied
by lower abdominal tenderness and irreducible
mass in the inguinal region, which are also
symptoms of an incarcerated or strangulated
inguinal hernia. Although laboratory findings
are not specific, imaging studies, such as ul-
trasound and computed tomography (6,28),
allow identifying the presence or absence of the
appendix and deciding on the best approach.

Surgery is the treatment for AH and three
conditions must be met before performing it: 1)
it must be determined whether appendectomy
is necessary, 2) the need to use prosthetic
material to repair the continuity solution must
be established, and 3) the best approach must
be decided. Since there are so many variables,
there is no general consensus on what the
management of this disease should be, so Lo-
sanoff and Basson classified AH into four types
with their corresponding treatment (Table 1).

When signs of inflammation are detected,
an appendectomy is required; however, its use
for prophylaxis is controversial when findings
are incidental. Those in favor argue that if it is
performed carefully avoiding contamination,
morbidity and mortality, as well as the cost of
future appendicitis, are reduced without in-
creasing the anesthetic risk in young patients,
although some experts do not recommend it
in pediatric patients (31). On the other hand,
those who oppose it claim that appendectomy
transforms the procedure from a clean one to a

Table 2. Modified Rikki's classification.

Classification Features

contaminated one, which mightresultin infec-
tious complications and recurrence (8,16,32).

The patient in the case reported here was
diagnosed during hernioplasty with type 1 AH.
Therefore, according to this classification, man-
agement included prophylactic appendectomy
and hernia repair with a polypropylene mesh since
there is a low probability of infection in these
cases (11). The intervention was effective, and
the patient's progress was favorable in follow-up.

The satisfactory evolution of the patient
reported here, as well as that of other cases
mentioned in the literature, seems to be related
to the use of a clean surgical technique when
correcting the wall defect with a mesh after
incidental appendectomy (5,16) or during the
inflammatory phase, preventing contamination of
the surrounding tissues because the appendix is
manipulated to a minimum, the remnant appendix
is isolated from the hernia sac with a good closure,
and the procedure is accompanied by adequate
antibiotic prophylaxis. It is worth mentioning that
this technique has also reported good results in
more advanced stages of appendicitis (6,8,21,32),
although its performance is not usually indicated
due to the high risk of infection it entails.

There is a modification or complement to
the Losanoff and Basson classification known
as the Rikki's classification (33) (Table 2), in
which incisional hernia is added and its man-
agement depends on the inflammatory status
of the appendix.

Surgical treatment

1 Normal appendix Herma reduction (appgndectomy in young pa-
tients) and mesh repair

2 Acute appendicitis within the sac Appgndeptomy through hernia and repair of
hernia, without mesh

3 Acute appendicitis with peritonitis or
abdominal sepsis

Laparotomy, appendectomy, and hernia repair,
without mesh
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Classification Surgical treatment
Acute appendicitis associated with oth- | Appendectomy and specific treatment of the
er intra-abdominal disease

associated disease as appropriate

- Eeorrr:?;l appendix within an incisional Appendectomy plus mesh herniorrhaphy

Acute appendicitis within incisional
hernia, without abdominal sepsis

Acute appendicitis within the incisional
6c hernia, abdominal sepsis or secondary
disease

Appendectomy plus herniorrhaphy, without mesh

Same management as type 4.

Source: Own elaboration based on Patoulias ef al. (9), Villarreal ef of. (11) and Desai et dl. (29)

Both classifications mentioned above are
an important guide to surgical management
when AH is diagnosed intraoperatively, with
herniotomy and laparotomy as access methods.
However, due to clinical suspicion and the use
of diagnostic imaging, pre-surgical diagnosis is
becoming more common, allowing for intervention
before complications with the appendix occur
and even allowing a laparoscopic approach to
the resolution of the hernia (9).

The first case of AH was described in
1999 by Vermillion et al. (34); since then,
there has been an increase in the number of
reported cases that have been resolved with
this technique (17,30). For its part, the first
preperitoneal mesh repair of a hernia of this
type was carried out by Saggar et al. in 2004,
as reported by Michalinos et al. (27)

CONCLUSIONS

AH is an apparently rare disease thatis increas-
ingly reported in the literature. It is difficult to
diagnose preoperatively since it does not present
with specific symptoms. Therefore, when it is
suspected,imaging studies should be performed
to help its visualization and guide, along with
the current classifications, early individualized
treatment of both appendicitis and hernia.
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ABSTRACT

Introduction: The combination of non-vas-
cularized iliac crest bone graft and distraction
osteogenesis in a second surgical intervention
has only been described to achieve alveolar ridge
augmentation. This technique is not recommend-
ed to treat bone defects of the jaws caused by
firearm projectile.

Case presentation: 40-year-old woman with
a segmental mandibular defect in the mandible
body caused by the impact of a firearm projec-
tile atthe age of 1 year. The patient developed
a severe Class Il dentofacial anomaly that re-
quired a two-stage treatment; she underwent
mandibular reconstruction with free iliac crest
bone graft followed by a bilateral mandibular
distraction at the level of the iliac crest bone
graft. With these interventions, a remarkable
improvement of the patient's malformation was
achieved.

Conclusion: Horizontal distraction of the free
iliac crest bone graft is a safe and predictable
procedure to treat dentolabial anomalies requir-
ing mandibular reconstruction. This procedure
was performed in the patient without compli-
cations. Further studies on the effectiveness of
this technique are required.

RESUMEN

Introduccion. La combinacién del injerto de
la cresta ilfaca no vascularizado y la distraccion
osteogénica del injerto en una segunda interven-
cién quirdrgica solo ha sido descrita para lograr un
aumento del reborde alveolar. Esta técnicano
se recomienda para tratar defectos 6seos en la
mandibula causados por proyectil de arma de fuego.

Presentacion del caso. Mujer de 40 afios con
un defecto mandibular segmentario en el cuerpo
mandibular causado por elimpacto de un proyectil
de armade fuego alaedad de 1 afo. La paciente
desarroll6 una anomalia dentofacial grave Clase
Il que requirié dos tratamientos en diferentes
momentos: en primer lugar, se le practicé una
reconstruccién mandibular con injerto de cres-
ta iliaca libre y posteriormente, una distraccion
mandibular bilateral que incluyd uninjerto libre de
crestailiaca. Con estas intervenciones se logré una
mejoria notable de la malformacién de la paciente.

Conclusion. La distraccién horizontal del in-
jerto de cresta iliaca libre es un procedimiento
seguro y predecible para tratar anomalias den-
tolabiales que requieran reconstruccién de la
mandibula; no obstante, es necesario realizar
mas estudios sobre la efectividad de la técnica
frente este tipo de malformaciones.
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INTRODUCTION

Although dentofacial anomalies are usually con-
genital, they may also be acquired by trauma,
surgery, or during growth. In turn, segmental
mandibular defects can be caused by gunshot
wounds or as a result of ablative surgery of ma-
lignant or benign tumors. (1) These mandibular
bone continuity defects have a major psycho-
logical and social impact on patients since they
are associated with aesthetic and functional al-
terations that affect the patient’s health status.

Mandibular reconstruction is essential in
patients with mandibular defects because it
improves or restores mandibular function and
allows the placement of dental implants for
the rehabilitation of masticatory function, thus
improving the patient’s health and quality of life.
Several types of bone graft are used for mandibular
reconstruction, including autologous non-vascular,
allogenic, and xenogeneic bone grafts, as well
as free tissue transfer via vascularized flap. (2)
The most widely used donor sites for mandibular
reconstruction are the radial forearm, scapula,
iliac crest, and fibula. Each donor site differs in
the amount of bone and soft tissue needed. (3)

Literature or studies explaining or evaluating
horizontal distraction of free iliac crest bone grafts,
especially to solve problems such as micrognathia
caused by firearm injury in children, is scarce.
The combination of non-vascularized iliac crest
bone graft and two-stage maxillary distraction
osteogenesis has only been described to achieve
alveolar ridge augmentation and subsequent
dental implant placement and rehabilitation
of masticatory function in the maxillary bones.
Currently, there are no case reports of mandib-
ular distraction using free iliac crest bone graft
for the management of mandibular hypoplasia.

In the absence of reports evaluating horizontal
distraction of free iliac crest bone grafts used
specially to solve problems such as micrognathia

as a consequence of childhood gunshot wound,
we present the case of a patient with a gun-re-
lated injury, who required a free anterior iliac
crest bone graft for mandibular reconstruction
and horizontal graft distraction for correction of
skeletal dentofacial anomaly.

CASE PRESENTATION

The present case is a 44-year-old black woman
from Cartagena, Colombia, who was shotin the
jaw when she was 1 year old. The patient did not
receive reconstructive treatment until she was
40 years old, when she entered the Maxillofa-
cial Surgery Service of the Instituto Roosevelt,
in Bogotd, Colombia (Figure 1). Although the
patientis currently employed as a merchant, she
has limited resources due to her low socioeco-
nomic status. The patient’s treatment approach
focused on mandibular reconstruction and noton
having an adequate facial balance. The patient
was explained that there were treatment options
to achieve a better profile and she accepted the
treatment proposed.

Panoramic radiography and computed
tomography were utilized as diagnostic aids.
The intervention began in 2016 after per-
forming a standard mandibular reconstruction
with a non-vascularized iliac crest bone graft,
integrating the graft without complications.
Then, in 2018, bilateral mandibular distraction
was started, including the free iliac crest bone
graft. For mandibular distraction, distractors
were placed, and mandibular osteotomy was
performed in the center of the iliac crest graft.
Latency was maintained for 7 days and dis-
tracted 1 mm daily thereafter. A distraction of
approximately 28mm was carried out. In 2019,
consolidation ended, and distractors were
removed. As of August 2020, the patient had
adequate mandibular function and there was
no evidence of complications.
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Adequate reconstruction of the arch
shape and facial contour was achieved, but
the patient presented a deficient masticatory
function and, because of the affectation of

mandibular growth due to the history of gunshot
wound, she had a severe class |l dentofacial
anomaly with a dental discrepancy of 28mm
(Figure 2).

Figure 1. First photo of the patient when she was admitted in 2016. An exiremely convex profile is observed. a) Frontal
photography, b) % photography, ¢-d) Profile photography. Severe mandibular micrognathia is observed.

Source: Document obtained during the study.

Figure 2. Free bone graft in position and patient with severe class Il anomaly with a dental discrepancy of 28mm (a).

Figure (b) shows the final discrepancy after distraction.
Source: Document obtained during the study.
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In 2018, the patient underwent a bilateral
mandibular distraction, where the free iliac
crest bone graft was distracted without com-
plications (Figure 3).

The patient currently has an adequate
profile, favorable facial harmony and adequate
maxillomandibular relationship (Figures 4 and

5). Moreover, the patient is on a plan to reha-
bilitate masticatory function using implant-sup-
ported fixed dental prostheses. The patient
has been attending follow-up appointments
every 6 months since the last intervention,
and no complication has been observed after
two years.

Figure 3: Panoramic radiographs (a) Initial radiography taken in 2012; (b) Radiography with bilateral mandibular distractors;
(c) radiography taken at the end of the mandibular free graft bone distraction.

Source: Document obtained during the study.

Figure 4. Three-dimensional facial reconstruction
after free iliac crest bone graft distraction.
Adequate maxillomandibular relationship and
mandibular contour.

Source: Document obtained during the study.

Figure 5. Photograph

taken in 2019 at the end

of the distraction and bone
consolidation. (a) patient profile
before distraction; (b) patient
profile after distraction.

Source: Document obtained during
the study.
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DISCUSSION

Segmental bone loss in the craniofacial region
can result from blast injuries, gunshot wounds,
blunt trauma, tumor removal, or repeated surgi-
cal debridement for the treatment of tumor or
infectious diseases. (4)

Multiple techniques are used for mandibular
reconstruction, including microvascular free flap,
bone grafts, and bone distraction, which are widely
used depending on the defect. Throughout history,
the iliac crest bone graft has been used for both
maxillary and mandibular reconstruction. This
technique is indicated in non-irradiated jaws with
mandibular defects of up to becm reconstructed
with an anterior iliac crest bone and up to 10cm if
reconstructed with posterior iliac crest bone. (2,3)

Another technique for mandibular reconstruc-
tion is osteogenic distraction bone neoformation,
a process in which the formation of new bone
is gradually induced by a device that is placed
between two bone surfaces. This technique was
initially described by Codivilla in 1904, (5) but
llizarov popularized it by creating a device for the
surgical lengthening of long bones in 1951.(3)

Osteogenic distraction is a slow, progres-
sive, and continuous biological process that
involves the formation of new bone between
bony segments that are gradually separated by
incremental traction. Regarding this process,
it has been documented that there is not only
bone formation, but also tissue formation under
tension stress, including mucosa, skin, muscles,
tendons, cartilage, blood vessels and peripheral
nerves, which explains why itis currently called
distraction histiogenesis. (5-8)

The combination of non-vascularized iliac
crest bone and distraction osteogenesis of the
graftin asecond surgical intervention has been
described for alveolar ridge augmentation and
subsequentimplant placement and rehabilita-
tion of masticatory function. (9)

However, horizontal distraction of a free
iliac crest bone graft for treating dentofacial
anomalies and gunshot injuries has not been
described to date. The clinical case presented
here aims to propose this technique as a safe
alternative in the management of similar cases,
asitis considered to be a safe procedure, with
similar behavior to the native jaw of the patient.

CONCLUSIONS

lliac crest bone graft distraction as a treatment
for dentofacial deformities is a safe and predict-
able procedure that can be performed in pa-
tients that require reconstructive treatment with
horizontal mandibular distraction. The authors
consider that it is a safe procedure, although
more cases and studies are needed to acquire
scientific evidence.
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RESUMEN

Introduccion. El condrosarcoma de células
claras es un subtipo de tumor poco frecuente
del grupo de los condrosarcomas de bajo grado. A
diferencia de los condrosarcomas convencionales,
estos tumores se presentan principalmente en
epifisis de huesos largos. Dadas sus caracteristi-
cas liticas de aspecto quistico, pueden confundirse
con quistes 6seos, por lo que su diagndstico debe
hacerse por histopatologia e inmunohistoquimica
mediante biopsia. Igualmente, la negatividad para
citoqueratinas y anticuerpos antiendomisio es una
herramienta para descartar el diagndstico diferen-
cial de metéstasis. Su tratamiento es quirdrgico,
bien sea con manejo intralesional o reseccion
completa con margenes libres.

Presentacion del caso. Mujer de 46 afos qui-
en consulto al servicio de ortopedia oncoldgica
de una institucion de IV nivel de atencién por
un cuadro clinico de 8 meses de evolucién con-
sistente en dolor en la cara medial de la rodilla
izquierda a nivel de la tibia proximaluna. Se practi-
caron iméagenes diagndsticas que mostraron una
lesion quistica en el platillo tibial lateral; se ordend
biopsia de lalesion,y mediante histopatologia e in-
munohistoquimica se diagnosticé condrosarcoma
de células claras. Se realizé un manejo quirdrgico
con reseccion de la lesién con méargenes libres
y una reconstruccion del defecto 6seo con un
aloinjerto estructural de tibia proximal, con lo cual
se obtuvo una evolucién satisfactoria.

Conclusiones. Se presenta el caso de una pa-
ciente con un subtipo de condrosarcoma de bajo
grado infrecuente en su presentacién y local-
izacion, quien fue diagnosticada mediante inmu-
nohistoquimica y tratada quirdrgicamente para
lograr un salvamento exitoso de su extremidad.

ABSTRACT

Introduction: Clear cell chondrosarcomas
are arare type of low-grade chondrosarcoma.
Unlike conventional chondrosarcomas, these
tumors occur mainly in the epiphyses of long
bones, especially in the proximal femur and
proximal humerus. Given their Iytic character-
istics with a cystic appearance, they can be
mistaken for bone cysts and diagnosed late.
Diagnosis must be made based on histopa-
thology and immunohistochemistry. Likewise,
negativity for cytokeratins and anti-endomysial
antibodies are tools to rule out the differential
diagnosis of metastasis. The treatment of this
low-grade chondral lesion is surgical, either
with intralesional management or complete
resection.

Case presentation: This is the case of a
46-year-old woman who consulted the ortho-
pedic oncology service of a quaternary care
institution due to medial knee pain at the level
of the proximal tibia for 8 months. Diagnostic
imaging studies showed a cystic lesion in the
lateral tibial plateau; a biopsy of the lesion was
performed, and clear cell chondrosarcoma
was diagnosed based on histopathology and
immunohistochemistry. Surgical management
included tumor-free resection margins and re-
construction of the bone defect with a structural
allograft of the proximal tibia. The patient pro-
gressed satisfactorily.

Conclusions: This was the case of a patient
with a subtype of low-grade chondrosarcoma
thatis rare in incidence and location, who was
diagnosed based on immunohistochemistry
and treated surgically to achieve a successful
limb salvage.
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INTRODUCTION

Clear cell chondrosarcomais a rare subtype of
benign tumor (2% of all chondrosarcoma cas-
es) (1) that predominantly affects young adults
and involves the epiphyses of long bones, es-
pecially the femur and proximal humerus (2-4).
This type of neoplasm can be mistaken for other
cystic lesions due to its imaging characteristics;
moreover, there are no clear guidelines for its
treatment and outcomes to date.

The following is the case of a patient with
clear cell chondrosarcoma in the proximal tibia
atthe level of the medial tibial plateau who was
successfully treated with en bloc excision with
tumor-free margins, structural allograft, and
stabilization with tibia proximal plate.

CASE PRESENTATION

A 46-year-old Caucasian woman from Bogota
(Colombia), a civil engineer with no significant
medical or surgical history, consulted the oncol-
ogy orthopedic department of a quaternary care
institution in November 2019 due to chronic
pain in the medial left knee at the level of the
proximal tibia for 8 months that woke her up at
night and forced her to use a cane as an exter-
nal support while walking. The patient reported
having attended physical therapy sessions and
using oral analgesia without improvement.

On physical examination, the only finding
was tenderness to palpation at the medial
tibial plateau of the left knee associated with
edema; the range of motion at the joint was
normal and there were no clinical signs that
suggested ligamentous or meniscal lesions.
Considering these findings, diagnostic imaging
studies (X-ray and MRI) were performed.

Conventional knee radiographs (Figure 1)
showed a small round epiphyseal lytic lesion
with well-limited borders at the medial tibial
plateau, although no periosteal reaction or

other associated changes suggesting local
aggressiveness were observed.

Figure 1. Anteroposterior and lateral knee radiographs
showing a lytic lesion at the medial level of the proximal
epiphysis of the left tibia.

Source: Document obtained during the study.

On the other hand, magnetic resonance
imaging (MRI) (Figure 2) showed a prominent
and confluent bone and subchondral cysts of
18mm in diameter in the medial tibial plateau,
as well as a diffuse increase in bone marrow
signal intensity and changes associated with
disuse osteopenia.

Figure 2. MRI of the left knee in T2 mapping sequence in
axial and coronal view showing a cystic lesion in the medial
tibial plateau and a diffuse increase in the signal intensity of
the tibia.

Source: Document obtained during the study.

Taking into account the clinical and imaging
findings, an epiphyseal chondroblastoma or giant
cell tumor were initially suspected as the main
differential diagnosis. Consequently, an open
biopsy was performed, which macroscopically
showed a chondral lesion with sclerotic edges
and no involvement of the articular cartilage of
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the tibia. Microscopically, it showed nests of
epithelial clear cells that led to suspect between
metastases or clear cell chondrosarcoma.

Immunohistochemistry of the lesion proved
positive for vimentin, S100 and D2-40 proteins
and negative for antibodies AE1/AE3, CK7,
CK20, PAX8, PAX2, NAPSIN-A, RCC, which
supported the diagnosis of clear cell chondro-
sarcoma. Further tests were performed, includ-
ing thoracic and abdominopelvic tomography,
which were negative for distant metastasis.

Based on these findings and the rare occur-
rence of clear cell chondrosarcoma, the following
month the case was brought to a multidisciplinary
board (orthopedic oncology, musculoskeletal
radiology, oncology, surgical oncology, radio-
therapy, and pathology services), in which, by
consensus, complete surgical resection of the
lesion was decided upon.

The surgery was performed on January
7, 2020, using an anteromedial approach to
the proximal tibia. During this procedure, the
biopsy trajectory and the described lesion were
removed, with tumor-margins of approximately
2cm. The medial tibial plateau was resected,
and the ligamentous and meniscal structures of
the knee were preserved (Figure 3). The bone
defect was also managed by applying a struc-
tural corticocancellous allograft (Figure 4) that
was stabilized with a proximal tibia plate, thus
achieving recovery of the joint surface and the
anatomy of the proximal tibia (Figure 5). There
were no complications during the procedure.

Figure 3. Picture taken
during the procedure showing
oncologic resection of the
chondral lesion at the level of
the medial tibial plateau.
Source: Document obtained during
the study.

Figure 4. Allograft of
corficocancellous bone at the
level of the proximal fibia.
Source: Document obtained during
the study.

Figure 5. Postoperative x-ray showing recovery of the joint
surface and proximal tibia anatomy.
Source: Document obtained during the study.

Histopathological analysis revealed a le-
sion composed of nests of clear cell (Figure
6) surrounded by mixed inflammatory infil-
trate without clear chondroid differentiation,
findings that raised suspicion of metastatic
carcinoma, melanoma, and clear cell chondro-
sarcoma. Clinically, there were no lesions at
other sites where metastasis was suspected.
An immunohistochemistry study was performed,
finding reactivity for S100 (Figures 7 and 8)
with negativity for cytokeratins (AE1AE3),
anti-endomysial antibodies (EMA), and me-
lanocytic markers HMB45, Melan A, and
SOX10. These findings were consistent with
clear cell chondrosarcoma with negative tumor
margins.
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Figure 6. Histopathological analysis showing nests of clear cells.
Source: Document obtained during the study.

Figure 7. Histopathological analysis showing positivity for
$100 in tumor nests and negativity for melanocytic markers.
Source: Document obtained during the study.

Figure 8: Histopathological analysis showing negative
cytokeratin cocktail in tumor cells.
Source: Document obtained during the study.
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After the procedure, the patient began a
rehabilitation process with initial non-weight
bearing. Five months after the procedure, she
no longer felt pain and was able to achieve full
mobility of the knee and walk without limping
and using only one crutch. Likewise, her clinical

Assessment by
orthopedic oncology service

November 2019

Symptom onset
January 2019

Conservative treatment Open biopsy of
(physical therapy) the lesion

January-November 2019 November 2019

Figure 9. Case timeline.
Source: Own elaboration.

condition continued to be followed up using
diagnostic imaging. At the time of writing this
report, she had not presented any tumor recur-
rence and had an adequate integration of the
allograft observed during radiographic follow-up.
Figure 9O presents the case timeline.

Mulsidisciplinary Complete knee mobility,
Board no pain, no recurrences
December 2019 July 2020

Limb salvage
surgery
January 7, 2020

DISCUSSION

Chondrosarcomais the third most common type
of bone tumor after myeloma and osteosarcoma,
with conventional central chondrosarcoma being
the most frequent (85% of all cases) (5). Clear
cell chondrosarcoma, which was first described
by Unni etal.in 1976 (6), is a rare variant of low-
grade chondrosarcoma (2-4% of all cases) (2,7)
mostly observed in men aged 20 to 40 years.
Together with mesenchymal chondrosarcoma
and dedifferentiated chondrosarcoma, it is one
of the rare subtypes due to its histological and
clinical characteristics (1).

Conventional chondrosarcomas originate
mainly in the pelvis, shoulders, and ribs, while
clear cell chondrosarcomas usually occur in the
epiphyses of long bones, being more common
in the femur and proximal humerus (2-4). Even
though there are reports of dedifferentiated
clear cell tumors, they are usually low grade, so
cases of metastasis are rare and, if they occur,
mainly affect the lung and brain (4).

Since itis a slow-growing, low-grade lesion,
clear cell chondrosarcoma can be mistaken for

bone cysts on diagnostic imaging and therefore
diagnosed late. In conventional x-rays, they are
seen as expansive radiolucent lesions of cystic
or lobulated appearance with reactive cortical
thickening, without destruction of the cortical layer
nor periosteal or soft tissue involvement. (3,4)
In computed tomography, they can be identified
as calcifications of the chondroid matrix with
sclerotic contour and cortical involvement (3).

Given these findings, differential imaging
diagnoses are usually simple or aneurysmal bone
cysts, giant cell tumor, chondroblastoma, enchon-
droma, and chondromyxoid fibroma. No imaging
findings are specific to this type of tumor, so biopsy
with histopathological and immunohistochemistry
analysis is decisive to confirming the diagnosis (4).

On histopathological analysis, clear cell chon-
drosarcomas appear macroscopically as gray or
whitish masses with areas of mineralization, and
not as hyaline areas typical of chondrosarcomas
(8). On the other hand, on microscopic analysis,
characteristic clear cells are observed in lobules or
sheets infiltrating the trabecular bone and have
centralized, round or oval nuclei with clear cyto-
plasm and well-defined borders. In addition, some
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areas of the tumor usually show characteristics of
aconventional chondrosarcoma with hyaline areas
(4,89). It is worth noting that although these are
low-grade tumors, an increase in metalloproteinases
2 (MMP-2) may be associated with the behavior
of a tumor with a high risk of metastasis (10,11).
Both clear cell chondrosarcoma and chond-
roblastoma show epithelioid and chondrogenic
cell characteristics. Immunohistochemistry is a
useful tool for confirming the diagnosis of the
former since this procedure is positive for type
Il collagen, vimentin and S100, and negative for
EMA and cytokeratin (9,12,13). In this regard,
it should be noted that the most important
differential diagnoses in epiphyseal lesions
are chondroblastomas, which are usually more
frequentin adolescents and present individual
calcifications and pink cartilage nests on di-
agnostic imaging and are positive for DOG-1
in immunohistochemistry. Other differential
diagnoses are giant cell tumor, carcinoma, and
melanoma. In immunohistochemistry, carcinoma
is positive for epithelial markers such as cyto-
keratins and epithelial membrane antigen, while
melanoma is reactive for melanocytic markers
such as Melan A, HMB-45, and SOX10 (14-16).
The mainstay of treatment for clear cell
chondrosarcoma is surgery, in which a wide
excision with free of tumor at the margins of at
least 5bmm (2,4,8) should be performed. Long-
term follow-up is essential in the management of
these tumors because, as Kang et al. (9) stated in
their case report, simple excision or intralesional
curettage can cause recurrence and metastasis
in more than 80% of cases. However, Klein et
al. (12) state that these values are lower (30%
and 15%, respectively) in follow-ups at less
than 10 years. The latter authors also found a
correlation between shorter survival and previ-
ously identified risk factors for chondrosarcoma:
positive margins and metastases. (12)
Chemotherapy and radiation therapy are
ineffective to treat clear cell chondrosarcomas:

however, they may be indicated as adjuvant or
palliative treatments when metastases occur
and in inoperable cases (4).

There is no clear evidence in the literature
regarding the prognosis of clear cell chondro-
sarcomas due to the low incidence of these
tumors. However, 1tala et al. (17) reported
that, in their study, the overall 10-year survival
of patients with these tumors was 89% and
disease-free survival was 68%.

The case presented here is noteworthy
because clear cell chondrosarcoma was
found in an unusual location (tibial plateau)
that is little described in the literature, and
because the diagnosis was delayed due to
subtle changes in radiographic images, with
immunohistochemistry being the primary tool
for confirmation. Surgical therapy was chosen
for this patient, including free-margin resection
and allograft reconstruction of the proximal
tibia. Even though the results obtained with this
management were satisfactory, and there was
no evidence of tumor recurrence at the time
of writing this report (medium term), prognosis
may change in the long term and the patient
may present with arthroscopic changes of the
knee and require new interventions.

CONCLUSIONS

This is the case of a patient with a very rare
subtype of chondrosarcoma found in an unusu-
al location, who presented chronic knee pain
and subtle changes on imaging studies. Given
the nonspecific nature of the symptoms, the
diagnosis of clear cell chondrosarcoma was
made 8 months after their onset, and immu-
nohistochemistry was the key tool to rule out
more frequent differential diagnoses. Resection
with free margins of neoplastic infiltration and
reconstruction with proximal tibial allograft were
performed, with which the functionality of the
knee was restored, and the pain disappeared.
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RESUMEN

Introduccioén. Las vasculitis son enfermedades
graves que suelen tener un debut muy inespecifico
y un diagndstico tardio, lo que implica una alta
tasa de fracaso terapéutico. Se presenta un caso
de vasculitis que puede contribuir a considerar
esta enfermedad como parte del diagndstico dif-
erencial desde las primeras etapas del proceso de
atencion para garantizar un abordaje integral y un
inicio temprano del tratamiento, lo que reduciria
la morbimortalidad asociada a estas entidades y
mejoraria la tasa de éxito de los tratamientos.

Presentacion del caso. Mujer caucésica de 77
anos que como Unico antecedente presentaba hip-
ertension arterial de dos anos de evolucién y quien
consulté al servicio de urgencias de una institucion
de segundo nivel por cuadro clinico de un mes de
evolucion consistente en astenia, febricula, hiporexia
y pérdida de peso. La paciente fue hospitalizada para
completar la historia clinicay dados los hallazgos se
sospecho de una posible translocacion bacteriana
secundaria a una neoplasiaintestinal y se inici6 co-
bertura antibiéticaempirica, pero su condicién seguia
empeorando. Se realizaron pruebas complementa-
rias que no arrojaron resultados concluyentes; ante
la persistencia de la fiebre, lainsuficienciarenal y la
anemia, se realizé una biopsia de rinén que mostré
vaso arterial con necrosis fibrinoide e infiltrados de
polimorfonucleares asociados, claros signos de una
vasculitis activa del tipo poliangeitis microscépica.
Se instaurd el tratamiento indicado pero la paciente
tuvo una evolucion desfavorable y fallecié.

Conclusiones. La exposicion de este caso inu-
sual contribuye a que los profesionales de la salud
consideren el diagndstico de vasculitis desde el
inicio de la atencién, aun cuando la sintomatologia
sugiere otras patologias o incluso cuando se pre-
sentan sintomas tan inespecificos como anemiay
pérdida de peso, ya que esto ayudara a establecer
un diagndstico temprano.

ABSTRACT

Introduction: Vasculitis comprises a group of
often serious diseases that have an unspecific
onsetand alate diagnosis. The following report
describes a case of vasculitis that may lead to
considering this disorder as a differential diag-
nosis from the beginning of the care process
to ensure a comprehensive approach and early
treatment initiation that reduce associated mor-
bidity and mortality and improve the success
rate of treatments.

Case presentation: A 77-year-old female,
with a 2-year history of arterial hypertension was
admitted to the emergency department of a sec-
ondary care center for having experienced symp-
toms of asthenia, fever, hyporexia and weight loss
for a month. The patient was hospitalized for
further testing and, given the findings, a possi-
ble bacterial translocation secondary to intestinal
neoplasm was suspected. Empirical antibiotic
treatment was started, but her condition continued
to worsen. Complementary tests were performed,
although they were not conclusive. Due to the
persistence of fever, kidney failure and anemia,
a kidney biopsy was performed, revealing arteri-
al vessel with fibrinoid necrosis and associated
polymorphonuclear infiltrates, clear signs of an
active vasculitis of the microscopic polyangiitis
type. Several lines of treatment were used, but
the patient evolved unfavorably and died.

Conclusions: The presentation of this unusual
case intends to contribute to the early diagnosis
of this disorder by making medical staff aware
of the possibility of considering it when symp-
toms suggest other diseases, or even when
nonspecific symptoms such as anemia and
weight loss occur.
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INTRODUCTION

Primary systemic vasculitis is a heterogeneous
group of highly complex and severe clinical pro-
cesses characterized by inflammation and ne-
crosis of blood vessels. The location and size of
those vessels, as well as the severity of the dam-
age and the histological pattern of involvement,
are the features that differentiate each type of
vasculitis and allow for their individualization (1).

A proper clinical assessment includes
the preparation of a detailed medical history,
doing a comprehensive physical examination,
and requesting certain complementary tests.
However, vasculitis is not usually considered
as part of the differential diagnosis since the
first moments of care because it has nonspe-
cific symptoms, thus delaying diagnosis and
implementation of appropriate treatment (2).

The following is the case of a patient with
a rare type of vasculitis, which may prompt
health staff to consider this diagnosis from
the beginning.

CASE PRESENTATION

A 77-year-old middle-class woman of Spanish
origin, retired, and with a good quality of life, at-
tended the emergency department of a second-
ary care centerin the city of Jerez de la Frontera,
Spain,on July 1,2019. She reported symptoms
consisting of asthenia, fever, hyporexia and
weight loss of 7kg for a month (Figure 1). The
patient claimed that she had no relevant family
history but a personal history of arterial hyper-
tension for two years treated with angiotensin |l
receptor blockers; she also stated that she was
neither a smoker nor a habitual alcohol user.

01/07/2019 12/07/2019 15/07/2019 18/07/2019
The patient was A kidney biopsy was performed, A computed fomography scan A new computed tomography
admitted fo the revealing vasculifis that was was performed showing acute scan was performed showing

freated with corficosteroid

emergency room
therapy and cyclophosphamide

pancolitis so rifuximab bolus is
administered

alveolar hemorrhage so
plasmapheresis is initiated.

Figure 1. Timeline showing the dates of the most important procedures and interventions performed on the patient.

Source: Own elaboration.

Laboratory tests performed on the day of
hospital admission showed hemoglobin of 7.4
g/dL with mean corpuscular volume (MCV) of
75fL and creatinine of 1.6 g/dL. Since previous
values (one year earlier) were normal, she was
admitted to the hospital in the internal medicine
unitat 17:54 on the same day to complete the
clinical assessment.

During the interview, the patient reported
experiencing melena without alteration of the

intestinal transit, as well as weight loss (7kg)
and asthenia. On physical examination, her
blood pressure was normal. She was awake
and alert, with adequate skin and mucous
membrane hydration, and no adenopathies,
neurological alterations or dermal lesions, or
organomegaly. Her temperature was 37.5°C
and her body mass index was 23 kg/m?. Car-
diac auscultation revealed that the heart was
rhythmic, with normal pulse rate and no murmurs,
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while respiratory auscultation showed normal
breath sounds. The abdomen was normal and
bilateral kidney percussion was negative. No
edema was evident, and all four limbs main-
tained their usual strength.

At 24 hours after admission, the patient had
fever over 38°C and a possible bacterial trans-
location secondary to intestinal neoplasm was

Table 1. Timeline of the patient’s blood tests.

suspected. Therefore, serial blood cultures were
taken, and empirical antibiotic treatment was
initiated with ceftriaxone 1g IV every 24 hours
for 7 days. Despite the treatment provided, the
fever did not go down and the overall condition
of the woman did notimprove; in fact, blood tests
taken 10 days after admission (July 10,2019)
showed a deterioration in her condition (Table 1).

First day of hospitalization Tenth day of hospitalization values
GG | w | e | oo ]
Urea(mgrat) | 8 [ 216 | 2143 |
[Total bilirubin(mgzdt) | o6 [~ 31 | 03012 |
ey | er | 8 | 938 |
Calcium(mg/t) | 08 | 7 | 88102 |
ESR@@ms) | ¢ | 100 | 00301 |
__

Sediment in urine

Proteins (mg/dL) o s | 0o |
Red blood cells (UD) s | 30 | _ 0 |

GF: glomerular filtration rate; AST: aspartate aminotransferase; ALT: alanine aminotransferase; GGT: gamma glutamy! transferase; ALP: alkaline
phosphatase; LDH: lactate dehydrogenase; CK: creatine kinase; TROP: troponin I; NT-ProBNP: N-ferminal pro-b-type natriuretic peptide; ESR: erythrocyte

sedimentation rafe.
Source: Own elaboration.

71




72

CASE REPORTS VOL. 7 No. 2: 68-76

As the patient's condition continued to
worsen, within 10 days of admission, anti-
biotic coverage was extended for 7 days to
piperacillin 4g and tazobactam 500mg every
8 hours in extended perfusion adjusted for
kidney function and linezolid 600mg every 12
hours for adequate coverage of gram-positive
bacteria. Similarly, an echocardiographic study
was requested to assess the existence of a
possible hematogenous infectious endocarditis
originated in an abdominal focus that could
explain the persistence of the fever.

Both serial blood cultures and echocardiog-
raphy were negative, and microbiological tests
showed serology without acute infection. Tests
for human immunodeficiency virus, hepatitis C
virus, Coxiella burnetii, urine smear, mantoux
and quantiFERON were also negative, while
immunoglobulin G was positive for both cyto-
megalovirus and parvovirus B19. An additional
finding was previous hepatitis B virus infection.

On the other hand, due to the constitutional
symptoms and the anemia presented by the
patient, a digestive neoplasm was suspected.
A study of anemia was requested, showing
saturation index of 8%; ferritin and iron levels
of 421 ng/mL and 3 3mcg/dL, respectively;
normal vitamin B12, folic acid and haptoglobin
levels; and reticulocytes at 2%. Similarly, a fecall
occult blood test (FOBT) was performed, which
was positive in all 3 samples, and endoscopic
studies (gastroscopy without findings and
colonoscopy with uncomplicated diverticula
without other findings) were performed for
Helicobacter pylori, which was negative.

Given the lack of conclusive findings, chest
and abdominal CT scans were performed,
showing hiatal hernia, bilateral pleural effu-
sion, fluid in the pelvis and a subcentimeter
space-occupying liver lesion. The patient was
also screened for chronic diseases that could

explain the anemia and the onset of acute kidney
failure by proteinogram, immunoglobulin chain
quantification and immunofixation, tests that
ruled out a monoclonal gammopathy.

Immunoglobulins A, G, and M were nor-
mal; hematuria (150 erythrocytes/field) and
proteinuria (750mg proteins in 24 hours) were
found in urine, although proteinuria in the 24-
hour urine for Bence Jones was negative. The
albumin-to-creatinine ratio was 160 mg/g, and
the protein-to-creatinine ratio was 760 mg/dL,
and renal echo-Doppler showed anincrease in
resistance rates of intraparenchymal arteries
(Figures 2 and 3).

Figure 2. Renal Doppler ultrasound of the right kidney.
Source: Document obtained during the course of the study.

Figure 3. Renal Doppler ultrasound of the left kidney.
Source: Document obtained during the course of the study.




CONSTITUTIONAL SYMPTOMS AND ANEMIA AS THE INITIAL MANIFESTATION OF VASCULITIS IN AN OLDER ADULT

Although renal dysfunction was initially
attributed to a prerenal kidney failure due to
hyporexia, poor water intake and decreased
blood flow due to anemia, it was necessary to
look for other causes considering the progres-
sive deterioration of the patient despite having
implemented management with serum therapy
and red blood cell concentrates.

Finally, due to the inconclusive results of
the complementary tests and the persistence
of fever, kidney failure and progressive anemia
without externalization of bleeding despite
the treatments given, the hypothesis that the
patient suffered from an autoimmune disease
of the vasculitis type was reinforced.

After expanding the spectrum of diagnostic
tests to confirm the clinical suspicion, an auto-
immunity study was performed. It was positive
for perinuclear myeloperoxidase antineutrophil
cytoplasmic antibodies (MPO-ANCA), with a 1/80
dilution. A Doppler ultrasound of temporal arteries
was also performed and was normal (Figure 4).
However, in view of the existing involvement, and
since the confirmatory diagnosis of vasculitis is
anatomopathological, a kidney biopsy was per-
formed in which the presence of an arterial vessel
with fibrinoid necrosis and associated infiltration
of polymorphonuclear cells was observed. These
are clear signs of active microscopic polyangiitis
(MPA) vasculitis (Figure b).

Figure 4. Doppler ultrasound of temporal arteries without
alterations in temporal arfery flow.
Source: Document obtained during the course of the study.

Figure 5. Kidney biopsy showing an arterial vessel with
fibrinoid necrosis and associated polymorphonudlear
infiltrates suggestive of microscopic polyangiitis.
Source: Document obtained during the course of the study.

After establishing the diagnosis of MAP,
treatment was started with methylprednisolone
500mg per day for five days; however, the patient's
condition did notimprove and she had complications
in different target organs, requiring combination
therapy as follows: acute renal failure with the need
for replacement therapy prompted the initiation of
management with cyclophosphamide 156 mg/kg
IV every two weeks; the development of ischemic
pancolitis required the administration of a single
dose of rituximab 1g IV; and acute respiratory
failure caused by alveolar hemorrhage (Figure
6) made it necessary to perform 5 sessions of
plasmapheresis. Despite all efforts, the patient
had an unfavorable course and died.

Figure 6. Computed tomography of the chest showing
alveolar hemorrhage.
Source: Document obtained during the course of the study.
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DISCUSSION

According to the World Health Organization,
anemia in older adults is defined as hemoglobin
concentration <13g/dL in men and <12g/dL
in women (3). This condition has a global prev-
alence ranging from 10% to 24% (4-5) and its
origin is usually multifactorial: one third of cases
are caused by nutritional deficiencies (iron, vita-
min B12 or folic acid); another third is caused
by chronic diseases (neoplastic, inflammatory
and/or infectious processes), with or without
associated kidney disease; and the causes of
the other third are not clear (6).

When anemia occurs due to iron, folic acid,
or vitamin B12 deficiency, it may be explained by
bleeding lesions (benign or malignant), gastritis,
polytherapy, H. pylori infection, malnutrition,
intestinal malabsorption or inflammatory pro-
cesses such as chronic kidney disease, cancer,
autoimmune diseases or chronic infections (5).

In cases of microcytic or normocytic anemia,
which are part of ferropenic anemias, a pattern
with a transferrin saturation (TS) index <20%
and ferritin level <30ug/L is usually observed;in
these cases, FOBT tests and endoscopic studies
are recommended. However, if TS<20% and
ferritin levels >100ug/L are present, chronic
inflammatory anemia caused by neoplasmes,
infections, or even autoimmune diseases
should be considered (7). On the other hand,
IS>20% suggests a renal or medullary origin,
or deficiencies of vitamin B12 and folic acid (4).

The present case suggested a mixed pattern:
microcytic anemia and occult blood in feces
with elevated ferritin. Therefore, screening
was performed for establishing gastrointesti-
nal disorders, while other chronic conditions
such as solid tumor, monoclonal gammopathy,
infections (tuberculosis, infectious endocarditis,
etc.) and viral and/or autoimmune diseases
were subsequently ruled out.

The main causes of progressive kidney failure
in the elderly include vascular nephropathy and
diabetic nephropathy. However, ANCA vascu-
litis and vasculitis associated with monoclonal
gammopathies are commonly developed by
the elderly and may cause kidney damage (8).

In the present case, the patient had mild
kidney damage with creatinine levels of 1.6 mg/
dL, so it was considered that low food intake
secondary to hyporexia and renal hypoperfu-
sion had led to prerenal failure. Nevertheless,
both the lack of response to serum therapy
and red blood cell transfusion, as well as the
progressive kidney failure led to search for other
etiologies, including renal stenosis, monoclonal
gammopathy, or vasculitis.

After ruling outa solid tumor, infectious causes,
monoclonal gammopathy, and gastrointestinal
bleeding, it was established that symptoms could
be explained by the presence of an autoimmune
disease, which led to request a kidney biopsy.

Vasculitis, defined as the presence of
inflammatory leukocytes in the walls of blood
vessels, comprises a group of conditions that
cause both hemorrhagic and ischemic pro-
cesses that can be primary or secondary to
another underlying disease (infectious diseases,
paraneoplastic syndromes, etc.) (9), and are
classified according to the size of the vessel
they affect and their location.

It is worth noting that the classification
of vasculitis has generated great controversy
for decades. Therefore, the 2012 Chapel Hill
Consensus Conference on the Nomenclature
of Systemic Vasculitides established a classifi-
cation based mainly on the size of the affected
vessel (9), bearing in mind that certain forms
do not involve a single size. This classification
indicated that vasculitis affecting small vessels
include those that express ANCA and those that
do not (10). However, ANCAs are not a criterion
despite their potential value for clinical guidance.
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Similarly, the 2012 Chapel Hill Consen-
sus Conference included MPA, eosinophilic
granulomatosis with polyangiitis (EGPA), and
granulomatosis with polyangiitis (GPA) within
vasculitis with positive ANCA. These are usu-
ally associated with specific markers such as
myeloperoxidase (MPO-ANCA) or proteinase
3 (PR3-ANCA) (9). Moreover, PR3-ANCA
vasculitis is the most frequent subgroup in the
West and appears to be associated with greater
multiorgan involvement (1).

Microscopic polyangiitis, on the other hand,
is a necrotizing vasculitis that mainly affects the
capillaries, venules or arterioles and it manifests
more frequently as necrotizing glomerulone-
phritis and/or pulmonary capillaritis, with rare
involvement at the digestive level. Medium and
small arteries may also be involved in polyangii-
tis and early diagnosis is important to initiate
adequate therapy and prevent organ failure,
so a kidney biopsy should be performed for
confirmation, although it should not delay the
start of treatment (11).

Some limitations of the present case were
the delay in diagnosis and the start of treatment;
however, its main strength was diagnostic
confirmation by anatomopathological study.

CONCLUSIONS

This case demonstrates the importance of a
broad differential diagnosis in patients with
constitutional symptoms of unknown etiology,
in whom the most common causes should be
ruled out, without forgetting other conditions
that could explain their origin.

The information presented above, combined
with the proper use of complementary tests,
helps to confirm the diagnosis of disorders
that can cause a variety of symptoms, such
as the vasculitis described here, and to deter-
mine the most accurate therapeutic approach,

which required a kidney biopsy in this case.
Furthermore, early diagnosis allows for earlier
initiation of treatment, which aids in obtaining
a better response and avoiding consequences
associated with a more severe disease.
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RESUMEN

Introduccion. Latormenta tiroidea es una afec-
tacién organica severa que se produce por la
liberacién de triyodotironina (T3) y tiroxina (T4).
Suincidencia es de 0.20 casos por cada 100 000
habitantes y puede conllevar a una mortalidad
de hasta el 30%. Esta es una entidad refractaria
parala cual existen pocas opciones terapéuticas,
siendo la terapia de intercambio plasmaético una
estrategia potencialmente Util para su manejo.

Presentacion del caso. Paciente femenina de
1'7 afos quien ingreso al servicio de urgencias de
una institucién de tercer nivel de atencién por un
cuadro clinico de aproximadamente 25 dias de evo-
lucién consistente en palpitaciones, disnea en re-
poso, ortopnea, dolor toracico y abdominal, astenia,
adinamia, mareo, cefalea y deposiciones liquidas;
como antecedentes presentaba hipertiroidismo
en manejo ambulatorio. Dada la sintomatologia y
gracias a que se obtuvo un puntaje de 65 enlaes-
cala de Burch-Wartofsky, se diagnosticé tormenta
tiroidea, se dio orden de hospitalizacion y se inicié
manejo farmacoldgico, con el cual no se logré una
mejoria. Al tercer dia de hospitalizacién la joven
presentd deterioro clinico continuo y un episodio
convulsivo, por lo que se consideré tormenta tiroi-
dearefractaria que fue tratada satisfactoriamente
con terapia de intercambio plasmatico como terapia
puente previo a tiroidectomia total de urgencia.

Conclusion. La terapia de intercambio plasmatico
permite unarapida remocion de las hormonas tiroi-
deas y, aunque su implementacion no es amplia-
mente difundida por las guias de practica clinica,
existe evidencia que demuestra una disminucion
en el riesgo de complicaciones perioperatorias y
una evolucién exitosa tras su uso como terapia
puente previo a tiroidectomia en pacientes con
tormenta tiroidea refractaria.

ABSTRACT

Introduction: Thyroid storm is a life-threat-
ening condition caused by an elevated release
of T3 and T4. Its incidence is 0.20/100 000
inhabitants, with reported mortality rates of up to
30%. Due to its refractory nature, few therapeu-
tic options are available, but plasma exchange
is considered a potentially useful strategy for
its treatment.

Case presentation: A 17-year-old female
patient was admitted to the emergency depart-
ment of a tertiary care institution due to the on-
set of symptoms approximately 25 days before
consultation, consisting of palpitations, dyspnea
atrest, orthopnea, chest and abdominal pain, as-
thenia, adynamia, dizziness, headache, and liquid
stools. In addition, the patient had a history of
hyperthyroidism treated on an outpatient basis.
Thyroid storm was diagnosed considering the
symptoms and a score of 65 on the Burch-War-
tofsky scale. As a result, the patient was ad-
mitted to the hospital, and pharmacological
management was initiated, although no im-
provement was achieved. On the third day
of hospitalization, her condition deteriorated
and she had a seizure, which led to consider
a refractory thyroid storm. This condition was
satisfactorily treated with plasma exchange
as a bridge therapy prior to emergency thy-
roidectomy.

Conclusion: Plasma exchange therapy allows
a rapid removal of thyroid hormones. Although
its implementation is not widely disseminated in
clinical practice guidelines, there is evidence of
adecrease in the risk of perioperative complica-
tions and a successful evolution afterits use as a
bridge therapy before performing thyroidectomy
in patients with refractory thyroid storm.
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INTRODUCTION

Thyroid storm is a rare clinical condition charac-
terized by the excessive release of the thyroid
hormones triiodothyronine (T3) and thyroxine
(T4), which affects the functioning of different
body systems, generating severe clinical mani-
festations such as seizures, cardiac arrhythmias,
etc.(1,2) Itsincidence is 0.2 cases per 100 000
inhabitants and is considered the most severe
manifestation of hyperthyroidism based on its
associated mortality rates, which can reach up
to 30% if it is not recognized and treated im-
mediately (3).

Therapeutic plasma exchange (TPE), also
known as plasmapheresis, was firstimplemented
nearly five decades ago to treat hyperthyroidism.
At present, however, not all clinical practice
guidelines for this disease include it as an
alternative for patients in whom thyrotoxicosis
has not been treated with other therapeutic
measures because there are no high-quality
studies evaluating its effectiveness (1,2). Still,
there are reports (1-4) that show that using
TPE as a rescue measure can produce good
results and that it can be considered as a strat-
egy in patients with severe clinical conditions
refractory to conventional management.

The following is the case of a patient suc-
cessfully treated with TPE as a bridge therapy
prior to definitive surgical management with
emergency thyroidectomy in the context of a
thyroid storm refractory to conventional phar-
macological treatment.

CASE PRESENTATION

A 17-year-old female student of low socio-
economic status from Magdalena, Colombia,
was admitted to the emergency department
of a tertiary care institution due to symptoms
consisting of palpitations, dyspnea at rest,

orthopnea, chest and abdominal pain, asthe-
nia, adynamia, dizziness, headache, and liquid
stools for 156 days. The patient did not have a
significant family history but reported hyperthy-
roidism that was being treated on an outpatient
basis with 80mg propranolol every 12 hours
and 30mg methimazole, 5mg prednisolone and
1mg folic acid daily.

On admission, physical examination revealed
tachycardia (heart rate: 142 bpm), third heart
sound (S3), exophthalmos (Figure 1), class Il
enlarged thyroid gland with a painful goiter
and grade 3 edema in lower limbs; no fever
was reported, and blood pressure was 110/60
mmHg. An electrocardiogram showed sinus
tachycardia.

Figure 1. Exophthalmos, a common characteristic of Graves’
disease.
Source: Document obtained during the study.

Based on the symptoms and a score of 65
obtained on the Burch-Wartofsky scale, her
clinical condition was considered compatible
with thyroid storm. Treatment was started
with 7 drops of Lugol’s iodine every 8 hours
during the first 24 hours and then 7 drops
daily plus 20mg methimazole every 8 hours,
80mg of propranolol every 8 hours, 100mg
cholestyramine IV every 8 hours and 100mg
hydrocortisone IV every 8 hours. No clinical
improvement was observed for 48 hours. On
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the third day of admission, the patient had de-
creased consciousness and severely elevated
blood pressure. Propranolol was discontinued
and Tmg/min intravenous labetalol was ad-
ministered for 24 hours. Also, on the third day
of hospital stay, the patient’s condition deteri-
orated and had a convulsive episode that was
controlled with intravenous benzodiazepine; no
additional electrolyte or metabolic alterations
were reported at that time.

Considering that the patient had a thyroid
storm refractory to medical treatment, on the
fourth day of hospitalization it was decided to
initiate TPE as a bridge therapy prior to total

emergency thyroidectomy. Following the first
and only plasmapheresis session, a significant
decrease in thyroid hormone levels was achieved
and no associated complications were observed
(Table 1). The results achieved allowed for the
discontinuation of labetalol, the reduction of
blood pressure, and the improvement of her
neurological status. Consequently, the patient
underwent total thyroidectomy the next day with
no complications. The young woman progressed
satisfactorily and was discharged on day 16 of
hospitalization with an indication of outpatient
treatment with 100mcg levothyroxine daily
and 600mg calcium carbonate every 6 hours.

Table 1. Free thyroxine levels during hospitalization and therapeutic plasma exchange and thyroidectomy.

sl o KN EX A A R RN Y
stay

Free thyroxine

(reference value: 320 [100 [100 |85 85 |79.67 37.4 19.94 12.6 9.56
0.9-2.3 ng/dL)

* First day of therapeutic plasma exchange.
1 Day of emergency thyroidectomy.
Source: Own elaboration.

Pathology results showed multinodular goiter
associated with thyroiditis without malignancy.
The patient was monitored by telephone one
month after discharge and she reported a re-
duction in symptoms and adequate adherence
to the proposed pharmacological therapy.

DISCUSSION

Thyroid storm can be triggered by stressful
conditions including surgical procedures, in-
fections, trauma, Graves' disease, Hashimoto’s
thyroiditis, molar pregnancy, use of drugs such
as amiodarone, or discontinuation of antithyroid
treatment in patients with hyperthyroidism (4,5);
none of these conditions was identified as a
trigger in the case described.

When blood concentrations of thyroid hor-
mones increase, they are more bound to specific
receptors (T3 and T4) and interact with segments
of nucleic acid that stimulate genetic expression
on various tissues and the appearance of mul-
tiple clinical manifestations, particularly fever,
cardiovascular dysfunction due to tachycardia,
atrial fibrillation, and supraventricular arrhythmia.
This condition may also cause neurological
manifestations such as insomnia, psychosis,
confusion, delirium, or seizures; gastrointestinal
disorders such as vomiting, diarrhea, or abdom-
inal pain; and other systemic disorders such as
liver failure, kidney failure, and disseminated
intravascular coagulation (4,5). Although the
patient described here presented with many
of these manifestations, it is noteworthy that
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her neurological symptoms were severe and
persisted after implementing and exhausting
the available therapeutic options.

As described by Baena et al. (6), in 1993
Burch and Wartofsky developed a scale to
estimate the probability of developing a thyroid
storm according to some clinical features. This
tool was successfully implemented in the re-
ported case. Once diagnosed, the management
of thyroid storm refractory to pharmacological
treatment consists of the administration of
propylthiouracil, methimazole, propranolol, ra-
dioactive iodine, or emergency thyroidectomy
(7). It is important to keep in mind that even
though surgical management s an option, the
patient should be in the best possible condition
before undergoing thyroidectomy, which means
considering non-pharmacological interventions
to control persistent symptoms and reduce
circulating levels of thyroid hormones to the
lowest possible concentrations to also reduce
the risk of perioperative complications.

In response, TPE was proposed as an ad-
juvant treatment for refractory thyroid storm
in 1970. This strategy helps to control thyro-
toxicosis and significantly reduces the risk of
perioperative complications, favoring its use as
a bridge therapy for emergency thyroidectomy
(2). The mechanism of action of TPE acts by
removing T3 and T4 hormones that are bound
to albumin, plasma proteins and transthyretin,
thus balancing the amounts of the hormone in
the extravascular and intravascular space. This
technique also reduces the number of antibod-
ies that stimulate thyroid hormone release in
cases of Graves'disease and the concentration
of catecholamines and cytokine 3.

Several studies have shown that TPE can
decrease plasma thyroid hormone concentra-
tions by up to 85% in 24 hours, demonstrating
that this is an excellent alternative for patients
who have been refractory to other convention-
al therapies, including those with subacute

thyroiditis in whom antithyroid drugs are not
useful and require corticosteroids (3,7-9).

Although refractory thyroid storm has
not been described in the literature, TPE is
a viable option to consider when all first-line
treatment options fail and progressive clinical
deterioration, characterized by heart failure,
uncontrolled arrhythmia and/or neurological
involvement, occurs, as was the case of the
reported patient (8,9). According to authors
such as Padmanabhan et al. (9), Yamamoto et
al. (10) and Simsir et al. (11), since TPE was
introduced as an adjuvant treatment for thyroid
storm, more than 300 cases in which TPE was
implemented have been reported worldwide.
Moreover, in 41.3% of those patients, the use
of this therapy was supported by the lack of
response to pharmacological management,
while in 87% of them, the therapy served as a
bridge for total thyroidectomy (11-12).

This information has been the basis of the
American Society for Apheresis (ASFA) for
considering the use of TPE in the treatment
of thyroid storm refractory to pharmacologi-
cal management, establishing it as a grade 3
recommendation (7-9). Padmanabhan et al.
(9) recommended 3 to 6 sessions based on
the response observed. However, it is worth
highlighting that in the case described here,
a single session was required to stabilize the
patient sufficiently to be taken to emergency
thyroidectomy, obtaining a good postoperative
course. This is relevant because additional
sessions at a cost of approximately 204 USD
each were avoided (2016). Potential associated
risks such as hypocalcemia, air embolism or
allergy to the implemented components were
also avoided.

Consequently, the present case highlights
the importance of considering TPE as part of
the treatments available for patients with thyroid
storm associated with severe symptoms that
are refractory to pharmacological management
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according to current clinical practice guidelines
(12). It also describes a successful experience
in which a single plasmapheresis session man-
aged to clinically stabilize the patients, so that
she could undergo emergency thyroidectomy
and have an adequate postoperative course.
Thus, itis evident that this is a field of research
that requires further studies to consolidate
with better evidence the benefits of TPE as a
rescue measure in patients with thyroid storm.

CONCLUSION

This is the case of a patient with severe thyroid
storm who was successfully treated with TPE
as bridge therapy prior to total thyroidectomy.
Given the results, it is concluded that this therapy
could be considered in patients refractory to
pharmacological managementin order to rapidly
decrease circulating levels of thyroid hormones
prior to surgery.
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