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ABSTRACT: Introduction: Actually, there are more than 200 different causes of unknown fever, it is necessary for the 
doctor to identify the most prevalent causes of unknown fever in our Clinical boar. Presentation: A 52-year-old male patient 
with no history of chronic diseases, which was received in the Emergency Service of the Hospital San Pablo, Coquimbo, 
on 02/03/20 began a clinical picture characterized by fever up to 39 ºC associated with diaphoresis, evaluated several 
times in primary health care without response to symptomatic treatment. He denies dyspnea, cough, sputum production, 
headache, muscle weakness, myalgia, fainting, decreased visual acuity, nausea, vomiting, chest pain, abdominal pain, 
diarrhea, constipation, altered bowel movements, weight loss, dysuria, bladder tenesmus, pain lumbar, skin lesions. As 
relevant information, the patient reports having taken amoxicillin/clavulanate for 2 days on his own account. Discussion: 
Physicians should be aware of the rare extent of an unusual presentation of knowledge origin fever, probably associated with 
Still disease, as well as medical options for treatment. The literature does not conclude on a gold standard for the method of 
approach. Conclusion: In our case, the etiological agent that could cause Fever of unknown origin (FUO) was Sars cov-2 
given the presence of elevated inflammatory factors and acute phase proteins and the presence of neutrophilic infiltration.
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INTRODUCTION

“Since the origins of medicine, fever has been 
one of the basic alterations of bodily normality that has 
led the affected person to seek help. (Hippocrates, 4th 
century B.C.). Within the signology and accompanying 
symptoms of fever, we find pain, functional impotence 
and bodily deformity”, also known as the Celsus tetrad 
(Quinto Aulio Celsus, IV century A.C.). Normal body 
temperature is maintained within a narrow intra-indi-
vidual and somewhat wider inter-individual range, in-
dependent of environmental variations and body cov-
erage (Barnard, 19th century A.C.).

We understand Fever of Unknown Origin 
(FUO) as the presence of a body temperature above 
38.3 ºC, for a period of not less than three weeks, a 
definition proposed by Petersdorf and Beeson (1961) 

as: 1) a temperature greater than 38.3 ºC measured 
on several occasions, 2) with a duration of more than 
three weeks and 3) in which a diagnosis is not reached 
despite a one-week study with the hospitalized patient. 
Although this classification has persisted for more than 
30 years, with no history of hospital stay, neutropenia 
or human immunodeficiency virus (HIV) infection per-
sists undiagnosed despite adequate studies and after 
at least three outpatient visits or three days of hospital 
stay. Durack and Street have proposed a revised sys-
tem for FUO classification that takes more into account 
non-endemic and emerging diseases, better diagnostic 
technologies, and adverse reactions to new therapeutic 
interventions (Fuentes et al., 2018).

This pathology constitutes one of the great-
est diagnostic challenges for the clinician and the in-
ternist given that there is a high rate of inaccuracies 
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in the diagnosis, which leads to classifying it from the 
etiological point of view as idiopathic, corresponding 
to 30% of the cases, not finding apparent cause.

In order to avoid losing information, we must 
investigate and be a kind of private investigator or de-
tective where we must carry out a through anamne-
sis, asking directly about travel, contacts, animal and 
insect exposure, medications, immunizations, family 
history, heart valve disease, previous treatments or 
surgeries, especially, if they are cancer patients and 
because of the type of medication they are using, 
their sexual and hygienic habits; All this focused on 
the history and the patient’s account, performing a 
complete physical examination and complementing 
it with imaging tests and laboratory tests.

In this narrative review and case report we 
have proposed to investigate the different clinical 

presentations and differential diagnoses that ex-
plain FUO, which has multiple focus and etiologies, 
constituting a real challenge to elucidate the origin 
or focus that explains the fever; which will be evi-
dent when examining the patient of this report (Ro-
dríguez et al., 2018).

Infectious causes correspond to the most 
frequent etiology of fever of unknown origin, with-
in this tuberculosis is the most frequent cause (12-
18%) in South America, whose systemic manifesta-
tions range from pulmonary to extrapulmonary, being 
the most frequent extrapulmonary.

Acronymus: HIV: Human immunodeficiency 
virus; HAS: healthcare-associated infections; CMV: 
cytomegalovirus; IRIS: Immune reconstitution in-
flammatory syndrome; CMT: Chemotherapy; IBD: 
inflammatory bowel disease. Own elaboration.

Table 1. Classification of Fever of Unknown Origin (FUO) according to clinical presentation, Durak and Street (1991).

Indicators
Classic FUO > 38ºC, >3 

days, not present or  
incubating on admission

Nosocomial (FUO) Immunosuppressive FUO FUO in AIDS

Definition
>38 ºC >3 weeks >2 visits 
or 3 hospital days.

>38 ºC, >3 days, not 
present or incubating on 
admission.

>38 ºC, >3 days, cultures 
negative after 48 hrs>38 ºC 
>3 weeks >2 visits or 3 days 
in hospital.

>38 ºC, >3 weeks outpatient, 
>3 days in hospital. HIV 
Serology (+).

Patient location Community, clinic, hospital. Inpatient Hospital or clinic. Hospital or Clinic. Community, clinic, Hospital.

Cause
Neoplasms, infections, 
inflammatory states, hyper-
thermia, idiopathic.

HAS infections, post-op-
erative complications, 
medication´s fever.

Mostly due to infections, 
documented cause in only 
40-60%.

HIV primary infection, typical 
and atypical mycobacteria, 
CMV, lymphomas, toxoplas-
mosis, cryptococcosis, IRIS.

Emphasis on 
history

Travel, contacts, animal 
and insect exposure, med-
ications, immunizations, 
family history, heart valve 
disease.

Operations and proce-
dures, devices, anatom-
ical considerations, drug 
treatment.

CMT, administered medica-
tions, background immuno-
suppressive disorders such 
as bone marrow transplants 
and therapies with high 
myelotoxicity.

Drugs, risk factor exposure, 
travel, contacts, HIV stage.

Emphasis on 
Physical Exam-
ination

Oropharynx, temporal 
artery, abdomen, lymph 
nodes, spleen, joints, skin, 
nails, genitalia, rectum, or 
prostate, IBD.

Wounds, drains, devices, 
sinuses, urine.

Skin, IV sites, lungs, peri-
anal area

Mouth, paranasal sinuses, 
skin, lymph nodes, eyes, 
lungs, perianal area.

Paraclinical or 
complementary 
tests

Hemogram, lymphocyte 
count, serology, chest 
X-ray, lung or bone marrow 
biopsies, culture and cytol-
ogy for liver.

Images, cultures. 
X-rays and CT imaging and 
cultures.

Hemogram, lymphocyte 
count, serology, chest 
X-ray, lung or bone marrow 
biopsies, liver for culture and 
cytology.
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METHODOLOGY

Our protocol was drafted using the Preferred 
Reporting Items for Systematic Reviews and Me-
ta-analysis Protocols (PRISMAP-Narrative Review), 
which was revised by the research team and mem-
bers. The final protocol was registered prospectively 
with the Open Science Framework on 6 September 
2016 (https://osf.io/kv9hu/).”

With the “Fever of unknown origin” AND 
“adult” strategy in the Epistemonikos platform and 
counting the results of the last five years, six system-
atic reviews were identified, 19 primary studies.

With the “Fever of unknown origin” AND 
“adult” strategy in the PUBMED platform, 35 results, 
of which 6 are systematic reviews, six correspond to 
clinical trials, two randomized clinical trials, 22 are 
literary reviews and three meta-analyses, and four 
were found duplicates.

With the search strategy “Fever of unknown 
origin” AND “adult” it was searched on the LILACS 
platform 33 results in total, 22 case reports, two 
control trials, two incidence´s studies, two screen-
ing studies, one diagnostic study, one clinical guide, 
one prevalence study, one prognosis study, one risk 
study. If the filter of the last five years is applied, they 
are reduced to eight, which comprise eight case re-
ports, one diagnostic study, one screening study, of 
which two were repeated.

With the search strategy “Fever of unknown 
origin” AND “adult” it was searched in the EBSCO 

platform, Google Scholar, we found 739 results re-
view articles, last 5 years. AND adult AND etiologies 
AND therapies AND diagnosis “Fever of unknown 
origin” Articles in English - Spanish, the years 2017-
2022.

Subsequently, they were reviewed by two re-
viewers who read and analyzed each of the writings in 
parallel, eliminating and discarding those with incom-
plete data, gray literature and repeated articles using 
the epistemonikos platform at the time of performing 
the review matrix, selecting 24 primary studies.

PRESENTATION OF THE CLINICAL CASE

A 52-year-old male patient with no history of 
chronic diseases, on 02/03/20 began a clinical pic-
ture characterized by fever up to 39°C associated 
with diaphoresis, evaluated several times in primary 
health care without response to symptomatic treat-
ment. He denies dyspnea, cough, expectoration, 
headache, muscle weakness, myalgia, fainting, de-
creased visual acuity, nausea, vomiting, chest pain, 
abdominal pain, diarrhea, constipation, altered bowel 
movements, weight loss, dysuria, bladder tenesmus, 
pain lumbar, skin lesions. As relevant information, 
the patient reports having taken amoxicillin/clavula-
nate for 2 days on his own account.

He refers not to use barrier contraceptive 
methods with a single sexual partner. Due to the 
foregoing, plus the persistence of the fever, he was 
referred on 02/06 to the emergency room of the San 
Pablo de Coquimbo Hospital, alert, attentive, in good 

Figure 1. Etiologies of fever of unknown origin and its frequency (in percentage). 
Own elaboration. (Oncohema, 2018).
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general condition, normal cardiopulmonary examina-
tion, abdomen without lesions, without adenopathy; 
admission to the medical service is decided, during 
the night of 02/06 he begins to present pustular ex-
anthema in the first instance only in lower legs and 
the next day it appears in the chest, superior limbs, 
some of them with pus, not pruritic, this picture is It 
was accompanied by synovitis of both ankles, and 
also of some metacarpophalangeal joints of both 
hands. Rest of physical examination without alter-
ations. In the emergency room, a chest X-ray was 
taken, which showed a slight bilateral perihilar thick-
ening without evident pathological opacities or cloud-
ing of diaphragmatic recesses.

Laboratory tests: C-reactive protein (CRP) 
171 UI/dL, lactate dehydrogenase (LDH) 351UI/Dl 
and leukocytosis. It is decided to enter the medical 
service with a diagnosis of febrile syndrome with un-
known focus for study and management.

Patients admitted in regular general con-
ditions for study of febrile syndrome. Laboratory 

tests are requested, where there is evidence of an 
increase in the inflammatory parameters CRP 172 
UI/Dl on 02/07/20. Therefore, blood cultures were 
taken, which were negative, and antibiotic treatment 
was started with ceftriaxone 1 g every 12 hours. The 
patient persists with fever, with an increase in CRP 
reaching 430UI/Dl on 02/12/20, so in addition to cef-
triaxone, cloxacillin 2 grams every 4 hours is started, 
which lowers the inflammatory parameters, reaching 
a CRP of 141 UI/Dl. laboratory tests: HIV, Hepati-
tis B virus (HBV), hepatitis C virus (HCV), Venereal 
Disease Research Laboratory (VDRL), Kinetics iron 
(high ferritin, low iron and transferrin), echocardio-
gram, Human leukocyte antigen B27 (HLA B27), and 
radiography of the hands, feet and ankles, to discov-
er an infectious focus, without pathological findings.

A consultation with Dermatology was made, 
who performed a skin biopsy that reported neutro-
philic folliculitis. In addition, culture of the pustular 
lesions was done, reporting positive for Staphylocco-
cus epidermidis and hominis, concluding contamina-
tion of the sample. CRP for gonococcus and standard 

Figure 2. Erythematous skin lesions in the patient.
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panel is also performed, all being negative. Regard-
ing the rheumatology area, antineutrophil cytoplas-
mic antibodies (ANCA), extractable nuclear antigens 
(ENA), antinuclear antibody (ANA), ANTI-DNA were 
requested, resulting in negative and elevated com-
plements (C3, and C4 45).

Echocardiogram performed on 02/12/20 
does not show pathological findings, revealing the 
absence of images suggestive of vegetations. Final-
ly, testicular echotomography was requested, since 
the patient reported long-standing pain in the right 
testicle, reporting cysts in the epididymis. A computes 
tomography (CT) scan of the abdomen and pelvis 
with contrast is also performed, which reports a focal 
segmental hepatic lesion suggestive of hemangioma 
and reveals retroperitoneal adenopathies. However, 
the radiologist suggests that a nuclear magnetic res-
onance (MRI) is necessary to better define the le-
sion, for which the request is made on day 06/03/20, 
pending completion date. Latest tests: Protein elec-
trophoresis reporting hypoalbuminemia and mild 
hypergammaglobulinemia. On 02/26/20, an endos-
copy order was performed, which was performed on 
03/05/20 with no pathological findings.

Patient persists feverish throughout her 
hospital stay, on 03/04/20 last day of antibiotic treat-
ment, patient remained afebrile for 24 hours, howev-
er, at 19 hours she presents another febrile episode 
of 37.6 ºC. Currently in good general condition, but 
without persistence of fever, for which it is decided to 
discharge him from hospital, remaining in an outpa-
tient study, with an MRI time pending.

REVIEW BY SYSTEMS

1. Infectious: Admission in the context of 
sepsis without focus. Which study was per-
formed: smear microscopy (02/07), complete 
urine (02/06), urine culture (02/06) and blood 
cultures (02/07), VDRL and treponemal tests 
which were negative. HIV Elisa test 07/02 
(negative) was made. Antibiotic treatment 
was started with ceftriaxone at a dose of 1 
gram every 12 hours IV. Procalcitonin with 
a value of 2.06 was requested. During hos-
pitalization, the patient persists with fever, 
and elevation of inflammatory parameters, 
increased CRP (171→ 430) and white blood 
cell count (14,200→ 17,300 with predomi-

nance of segmented ones). Due to pustular 
lesions, antibiotic treatment with Cloxacillin 
2 was started on 02/12 grams every 4 hours, 
with regular clinical response. A new blood 
culture was requested on 02/12 (negative). 
Procalcitonin from 02/13 at 1.43. On 02/15, 
patient with increased pustular lesions, for 
which contact isolation was performed. Cur-
rently lesions in remission, with completion 
of antibiotic therapy, completed 26 days with 
Ceftriaxone and 21 days with Cloxacillin; the 
fever persists yet. On 02/25/20, a CT scan of 
the abdomen and pelvis reported segmental 
focal liver injury, suggestive of hemangioma, 
in addition to retroperitoneal adenopathies, 
so on 03/06/20 an MRI of the abdomen and 
pelvis with triphasic contrast was requested.

2. Dermatological: On 02/10 he was evalu-
ated by Dermatology. Dermatologist took 
biopsy and culture of pustules reporting 
neutrophilic folliculitis; positive culture for 
Staphylococcus epidermidis and hominis, 
concluding as contamination of the sam-
ple. Antibiotic treatment was continued due 
to suspicious of disseminated gonococcal 
infection versus reactive arthritis. Pustules 
persist, despite antibiotic treatment. CRP 
for gonococcus was performed, which was 
negative. Currently pustules are in remission 
with persistent fever.

 Culture of the pustular lesions, were report-
ing positive for Staphylococcus epidermidis 
and hominis, concluding contamination of 
the sample. CRP for gonococcus and stan-
dard panel was also performed, all being 
negative. Regarding the rheumatology area, 
ANCA, ENA, ANA, ANTI-DNA were request-
ed, resulting in negative AND elevated com-
plements (C3 and C4 C5).

3. Cardiology: Under diagnosis of febrile syn-
drome under study, on 02/12 a transthoracic 
echocardiogram was performed, which con-
cluded normal cardiac cavities, absence of 
images suggestive of vegetations.

4. Rheumatology: Given symptoms of arthral-
gia with generalized pustules suspected of 
reactive arthritis, rheumatology evaluation 
was requested. Rheumatologist evaluated a 
patient who, under suspicion of reactive ar-
thritis, starts with Celecoxib at 200 mg daily 
and requests HLA-B27 with a result (-) and 
hands and ankles´s X-rays, which showed no 
pathological findings. In addition, ANA, ENA, 
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ANTI-DNA, ANCA were requested, which 
were negative, and elevated Complements 
(C3 219 and C4 45). Protein electrophoresis 
was performed, highlighting hypoalbumin-
emia with mild hypergammaglobulinemia.

5. Digestive: due to a CT scan performed on 
02/25/20 that reports abdominopelvic lymph-
adenopathies, upper and lower digestive en-
doscopy were requested (the colonoscopy 
was pending). Upper gastrointestinal endos-
copy without pathological findings. In addi-
tion, carcinoembryonic antigen was request-
ed, which was less than 0.5 µg/L.

6. Endocrine: Abdominal and pelvic CT scan with 
contrast on 02/25/20 reported a right thyroid 
nodule, so a thyroid echotomography was per-
formed, which reported a diffuse goiter.

7. Urological: Patient referred right testicular pain 
during hospitalization, for which a testicular ec-
otomography was requested, which revealed 
cysts in the epididymis. In addition, prostate an-
tigen was requested, which resulted in 0.52 ng/
ml, and alpha fetoprotein of 1.6 ug/dL.

8. Hematology: Interconsultation with La Ser-
ena Hematology for suspicious of Lymph-
oproliferative Syndrome, in which no major 
findings were found.

DISCUSSION

Currently, cases of fever of unknown origin 
constitute a major challenge for both the general 
practitioner and the internist in their initial confron-
tation, one of its main causes being infectious ori-
gin, such as tuberculosis, intra-abdominal infections, 
subacute bacterial endocarditis (EBSA), Viral, Os-
teomyelitis, inflammatory or neoplastic origin, such 
as Non-Hodgkin Lymphomas (NHL), Leukemia, Re-
nal Cell Carcinoma (RCC), Hepatocarcinome (HCC), 
liver metastases and colon cancer.

On the other hand, we find inflammatory auto-
immune causes such as Still’s disease, rheumatoid ar-
thritis, polymyalgia rheumatica, systemic lupus erythe-
matosus, dermatomyositis, scleroderma, complement 
diseases, temporal artery arteritis, and vasculitis.

1. Infectious Sphere

In the present case, according to the an-
tecedents previously exposed; In relation to age and 

sex and by probability, an attempt was made to rule 
out in the first instance the causes of infectious ori-
gin, taking as a diagnostic hypothesis a disseminat-
ed gonococcal infection vs. Reactive Arthritis.

a) Gonorrhea: Gonorrhea is an STI caused by 
Neisseria gonorrhoeae. It is a common cause 
of urethritis in men and cervicitis in women. 
Although genital and extragenital gonorrhea 
can be asymptomatic, proctitis can occur, 
making the infection indistinguishable from 
other STIs. Disseminated gonococcal infec-
tion is reported in 1% to 3% of patients with 
gonorrhea. Case series highlight two differ-
ent forms of disseminated gonococcal infec-
tion: purulent monoarthritis or oligoarthritis 
and a syndrome of dermatitis, tenosynovitis 
and migratory polyarthralgias, but the clinical 
spectrum is heterogeneous. Cutaneous find-
ings are reported in 50% to 75% of patients 
with bacteremia. The skin lesions may re-
semble maculopapular and pustular lesions, 
like those seen in this patient. However, our 
patient, despite not using barrier methods as 
he had only one sexual partner, did not pres-
ent positive tests for the presence of gonor-
rhea in serology, and no concomitant STDs 
at the time of taking the tests.

b) Syphilis: Syphilis is an infection caused by the 
spirochete Treponema pallidum and has been 
called the great simulator due to its multiple 
clinical presentations and its ability to manifest 
from sexually transmitted and dermatological 
diseases to even autoimmune and rheuma-
tological diseases. The average incubation 
period is 2 to 3 weeks, although symptoms 
have been reported as early as 3 days after 
exposure. The primary lesion, or chancre, is 
usually an ulcer measuring 1 to 2 cm in diam-
eter with an indurated margin. Penile injuries 
are common; perianal lesions may also be 
seen. Chancres are usually painless but can 
be associated with pain in some cases. The 
presence of multiple chancres is rare. The sec-
ondary stage of syphilis, known as secondary 
syphilis, is associated with systemic symptoms 
and lymphadenopathy (which is usually more 
generalized than the lymphadenopathy seen 
in this patient), as well as rash and a positive 
rapid plasma reagin (RPR) test. The patient 
in our case presented localized adenopathies 
accompanied by arthralgia and a maculopus-
tular exanthema that spread throughout the 
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body and did not converge, but without pos-
itive treponemal and non-treponemal tests. 
(Laguado et al., 2021).

c) Sars Cov-2 Dermatology Manifestation: 
Sars- Cov-2 is a positive single-stranded 
RNA virus, classified as a respiratory pneu-
monia, characterized by a cytokine storm 
and causes vascular damage such as the 
blood vessels of the body’s banking organs, 
but also presents multiple skin manifesta-
tions which were described in various clinical 
series (Casas, et al, 2020). The group stud-
ied skin lesions in 375 COVID-19 patients 
included in a massive prospective survey, 

grouping these heterogeneous skin mani-
festations into 5 major clinical patterns. In a 
Spanish cohort of 666 cases hospitalized for 
COVID-19, found that 45% (304/682) of pa-
tients with mild to moderate COVID-19 had 
mucocutaneous findings (Nuno-González 
et al., 2021). The mean age of the patients 
was 55.7 years, and most of them were 
women (58%) (Cozzi et al., 2016). In a re-
cent multicenter study, clinical data from 
200 patients with skin manifestations as-
sociated with COVID-19 collected from 21 
Dermatology Units in Italy were analyzed 
(Nuno-González et al., 2021). Of the 200 

Figure 3. Outline of the management of fever of unknown origin of infectious etiology. 
Acronymus: ESR: erythrocyte sedimentation rate; CRP: C-reactive protein; HIV: Human 
immunodeficiency virus; CMV: cytomegalovirus; EBV: Epstein Barr virus; HCV: Hepatitis 
C Virus; HBV: Hepatitis B Virus; VDRL: Venereal Disease Research Laboratory; PPD: 
Purified protein derivative test; RF: Rheumatoid factor; ANA: antinuclear antibody; ENA: 
extractable nuclear antigens; ANCA: antineutrophil cytoplasmic antibodies; CT: compu-
ted tomography; Anti-Sm: Anti-Smith antibodies; CK: Creatinine kinase; AST: Aspartate 
aminotransferase; ALT: Alanine aminotransferase. Own elaboration.



Jatniel Delgado, J.; Barbieri, G.; Araneda O.; Taureaux, N.; Pandolfi, M.; Soto-Suazo, M. Update on the diagnosis, management and treatment 
of fever of unknown origin: review article and case report. J. health med. sci., 8(3):173-184, 2022.

180

patients with skin manifestations related to 
COVID-19, 54% were men, and their mean 
age was 57 years at the time of disease di-
agnosis (Marzano et al., 2021).

From these series it was possible to classify 
skin phenotypes into 5 which are: Acral or acro-isch-
emic lesions Vesicular or varicelliform lesions Urti-
carial rash Maculopapular exanthema Livedoid or 
necrotic lesions. In the present case, pustular, urti-
carial, and maculopapular lesions with neutrophilic 
infiltration were found, which is consistent with what 
was shown in a Spanish series, given the patient’s 
age of 52 years, which compromise the trunk, abdo-
men, flanks, groin and in a case the palms, and char-
acterized histopathologically as vacuolar interface 
dermatitis, necrotic keratinocytes as well as mixed 
small-vessel vasculitis or with predominance of neu-
trophils. Some cases with lymphocytic exocytosis 
and foci of parakeratosis. (Rodríguez-Jiménez et al., 
2020 & de Perosanz-Lobo et al., 2020)

2. Autoimmune Sphere

a) Still’s disease: Directed questioning re-
vealed pustular exanthema in the first in-
stance only in lower legs and the next day 
it appeared in the chest, superior limbs, 
some of them with pus, not pruritic, this 
condition was accompanied by synovitis 
of both ankles, and also of some metacar-
pophalangeal joints of both hands, which 
is consistent with clinical signs compatible 
with Still’s syndrome, given the dual pattern 
of fever, the presence of a rash on the trunk 
and extremities, arthralgia, conjunctival 
effusion, with diagnostic images showing 
retroperitoneal lymphadenopathies without 
splenomegaly and the presence of a he-
patic hemangioma. He also presented lab-
oratory markers with elevated ferritin and 
decreased transferrin, leukocytosis without 
initial elevation of alkaline phosphatase and 
with elevation to 171 mg/dl of CRP A 470 
mg/dl during the course of treatment with 
ceftriaxone antibiotics. The type of exanthe-
ma that the patient presented was different 
from the present maculopapular and eva-
nescent exanthema, with a positive Koeb-
ner, which was maculopapular that did not 
converge, so this differential diagnosis was 
ruled out (Yamamoto, 2012; Kikuchi et al., 
2014; Cozzi et al., 2016).

b) Lupus: Systemic lupus erythematosus (lat-
in, lupus = wolf) is an autoimmune-type 
disease that affects connective tissue and 
has wide range of clinical manifestations, 
among which at the beginning polyarthritis, 
ulcers mucocutaneous and malar erythema; 
systemic lupus erythematosus is one of the 
causes Non-infectious inflammatory diseas-
es of fever of unknowledge origin. One of the 
diagnostic hypotheses that was tried to rule 
out was lupus, given the non-specific clinical 
presentation, which although it did not meet 
the age of classic presentation, an important 
cause of fever of unknown origin is this dis-
ease, which is very prevalent in this country, 
although it affects more young women than 
men. The patient presented a non-confluent 
maculopapular rash, without lupus butterfly 
and malar erythema. He presented arthral-
gias without elevation of ANA, ENA, RO, LA, 
SCL 70, anti double-stranded DNA antibod-
ies. He also did not manifest adynamia and 
asthenia previously and within the personal 
history a history of rheumatoid arthritis, sys-
temic lupus erythematosus, scleroderma or 
dermatomyositis was ruled out. An evalu-
ation of the autoimmune markers was per-
formed on a temporary basis, which was 
negative one year after the condition (Ribero 
et al., 2017; Lenormand & Lipsker, 2021).

c) Rheumatoid arthritis (RA): RA is a disease 
with systemic compromise that usually pres-
ents: 1. Joint compromise, characterized by 
synovitis and joint destruction; and 2. Ex-
tra-articular involvement, with damage from 
different systems.

 The annual incidence of RA worldwide is ap-
proximately 30 per 100,000 people and the 
prevalence is estimated at 1% of the general 
population. In Chile, a study shows a preva-
lence of about 0.5%. The disease can devel-
op at any age, but has its apex between 30-
55 years. Both incidence and prevalence are 
3 to 4 times higher in women than in men.

 The most common general laboratory abnor-
malities in RA are elevated erythrocyte sedi-
mentation rate (ESR) and C-reactive protein 
concentration, in addition, mild to moderate 
anemia with characteristics of normocytic, 
normochromic, or sometimes iron-deprived 
anemia, less frequently an increase in the 
count can be seen platelets (thrombocy-
tosis). All these manifestations are nothing 
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more than an expression of the systemic in-
flammatory nature of RA (Okroj et al., 2007).

 However, in the present case, despite pre-
senting non-confluent skin manifestations, 
these were not associated with joint inflam-
mation, without the characteristic metacar-
pophalangeal location, and without elevation 
of ANA, ENA antibodies, Anti-cyclic citrulli-
nated peptide (anti-CCP) antibody test and 
citrulline. The high levels of CRP and ESR, 
added with hypercomplementemia, to ap-
prove and compatible with the autoimmune 
picture of rheumatoid arthritis (Okroj et al., 
2007).

d) Acronymus: ESR: erythrocyte sedimen-
tation rate; CRP: C-reactive protein; HIV: 
Human immunodeficiency virus; CMV: cyto-
megalovirus; EBV: Epstein Barr virus; HCV: 
Hepatitis C Virus; HAV: Hepatitis A Virus; 
HBV: Hepatitis B Virus; VDRL: Venereal Dis-
ease Research Laboratory; PPD: Purified 

protein derivative test; LDH: lactate dehy-
drogenase; CT: computed tomography; AFB: 
Acid-fast bacilli; AIDS: acquired immunodefi-
ciency syndrome. Own elaboration.

3. Oncological Sphere

a) Multiple Myeloma: Multiple myeloma is a 
hematologic malignancy characterized by 
presence of abnormal clonal plasma cells 
in the bone marrow, with potential for un-
controlled growth causing destructive bone 
lesions, kidney injury, anemia, and hyper-
calcemia. No lytic bone lesions, elevation of 
calcemia was not taken in an evolutionary 
way only on admission, albumin and lac-
tate dehydrogenase were elevated, plus gel 
electrophoresis showed a slight elevation of 
gamma proteins and hypoalbuminemia. Lat-
est tests: Protein electrophoresis reporting 
hypoalbuminemia and mild hypergamma-

Figure 4. Outline of the management of fever of unknown origin of autoimmune etiology.
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globulinemia. On 02/26/20, an endoscopy 
order was performed, which was performed 
on 03/05/20 with no pathological findings. A 
biopsy of the lymph nodes was also not per-
formed to determine the degree of infiltration 
(Cowan et al., 2022; Brigle & Rogers, 2017; 
Firth, 2019).

b) Solid tumors; Testicular Cancer: Patient 
manifested testicular pain and discomfort of 
three months of evolution due to pain and in-
flammation. The patient did not present loss 
of weight, blood in the semen, lumbar pain, 
or consumptive syndrome. The right testicle 
measures 4.2 x 2 x 2.7 cm and the left testicle 
4.1 x 1.9 x 2.8 cm in its longitudinal, ap and 
transverse axes respectively. Epididymites 
of normal shape, size and echostructure. In 
the head of the right epididymis, 2 nodular, 

anechogenic, thin-walled images of 5 and 
3 mm are visualized, and in the head of the 
left epididymis, one of similar characteristics 
of 2 mm. I do not see hydrocele or varicocele.

 When testicular cancer is in situ, it is pain-
less, there is enlargement of the testicle, 
and there is an elevation of tumor markers 
and LDH, which can be measured with al-
pha-fetoprotein or Beta-Human Chorionic 
Gonadotropins (Beta-HCG), which was not 
observed in the present case (Baird et al., 
2018; Cheng et al., 2018; Smith et al., 2018).

Acronymus: ESR: erythrocyte sedimenta-
tion rate; CRP: C-reactive protein; HIV: Human im-
munodeficiency virus; CMV: cytomegalovirus; EBV: 
Epstein Barr virus; HCV: Hepatitis C Virus; HAV: 
Hepatitis A Virus; HBV: Hepatitis B Virus; VDRL: Ve-

Figure 5. Outline of the management of fever of unknown origin of oncologic etiology.
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nereal Disease Research Laboratory; PPD: Purified 
protein derivative test; LDH: lactate dehydrogenase; 
CT: computed tomography; AFB: Acid-fast bacilli; 
AIDS: acquired immunodeficiency syndrome; ALL: 
Acute lymphoblastic leukemia; AML: Acute myeloid 
leukemia. Own elaboration.

CONCLUSION

Case of Fever of Unknown Origin serves us 
as a type case to demonstrate the multiple diagnostic 
variables and possible etiologies that we can find, 
which makes it clear that we must from the begin-
ning carry out an adequate anamnesis, an exhaus-
tive physical examination in order to pose and thus 
avoid unnecessary expenses in unnecessary diag-
nostic tests, in order to find the most possible eti-
ology, whether of malignant, autoimmune, miscella-
neous, infectious etiology; what in our case the most 
possible etiology is a dermatological manifestation 
of the SarsCov-2 virus, which only we can hypoth-
esize given the non-existence at the time of diagno-
sis of performing an antigen or CRP test, added to 
a possible autoimmune disease such as Wegener’s 
syndrome, which as a result of autoimmune phe-
nomena mediated by the cytokine storm, had not 
manifested presenting in this period as pustular and 
macular lesions that are not confluent with elevation 
complement , arthralgia , which at the time of diag-
nosis was not possible to confirm, given that specific 
markers such as C-ANCA antibodies can be raised 
not during the period of crisis but in the period of no 
clinical manifestation, which will require evolutivity of 
the picture and follow-up activity of this patient with 
internal medicine and a rheumatologist to achieve an 
adequate management of these cases.

ABSTRACT: Actually, there are more than 200 different 
causes of unknown fever, it is necessary for the doctor 
to identify the most prevalent causes of unknown fever 
in our environment. Case Presentation: A 52-year-old 
male patient with no history of chronic diseases, which 
was received in the Emergency Service of the Hospital 
San Pablo, Coquimbo, on 02/03/20 began a clinical 
picture characterized by fever up to 39 ºC associated with 
diaphoresis, evaluated several times in primary health 
care without response to symptomatic treatment. He 
denies dyspnea, cough, sputum production, headache, 
muscle weakness, myalgia, fainting, decreased visual 
acuity, nausea, vomiting, chest pain, abdominal pain, 
diarrhea, constipation, altered bowel movements, weight 
loss, dysuria, bladder tenesmus, pain lumbar, skin lesions. 

As relevant information, the patient reports having taken 
amoxicillin/clavulanate for 2 days on his own account. 
Discussion: Physicians should be aware of the rare extent 
of an unusual presentation of knowledge origin fever, 
probably associated with Still disease, as well as medical 
options for treatment. The literature does not conclude on 
a gold standard for the method of approach. Conclusion: 
In our case, the etiological agent that could cause Fever of 
unknown origin (FUO) was Sars cov-2 given the presence 
of elevated inflammatory factors and acute phase proteins 
and the presence of neutrophilic infiltration.

KEYWORDS: FUO, infection disease, autoimmune 
disease, sarscov-2& Still disease.

BIBLIOGRAPHY

Baird, D.C.; Meyers, G.J.; Hu, J.S. Testicular cancer: 
Diagnosis and treatment. American family physician, 
97(4): 261-268, 2018.

Brigle, K.; Rogers, B. Pathobiology and diagnosis of multiple 
myeloma. Seminars in oncology nursing, 33(3): 225-
236, 2017. doi: 10.1016/j.soncn.2017.05.012.

Carrascosa, J.M.; Morillas, V.; Bielsa, I.; Munera-Campos, 
M. Manifestaciones cutáneas en el contexto de la 
infección por SARS-CoV-2 (COVID-19). Actas dermo-
sifiliograficas, 111(9): 734-742, 2020. doi: 10.1016/j.
ad.2020.08.002.

Casas, G.; Català, A.; Carretero-Hernández, G.; Rodríguez-
Jiménez, P.; Fernández-Nieto, D.; Rodríguez-Villa, L.A.; 
et al. Classification of the cutaneous manifestations of 
COVID-19: A rapid prospective nationwide consensus 
study in Spain with 375 cases. Br J Dermatol., 183: 71-
77, 2020. doi: 10.1111/bjd.19163.

Cheng, L.; Albers, P.; Berney, DM.; Feldman, D.R.; 
Daugaard, G.; Gilligan, T.; Looijenga, L.H.J. Testicular 
cancer. Nature reviews. Disease primers, 4(1): 29, 2018. 
doi: 10.1038/s41572-018-0029-0.

Cowan, A.J.; Green D.J.; Kwok, M.; Lee, S.; Coffey, D.G.; 
Holmberg, L.A.; Tuazon, S.; Gopal, A.K.; Libby, E.N. 
Diagnosis and management of multiple myeloma: A review. 
JAMA: the journal of the American Medical Association, 
327(5): 464-477, 2022. doi: 10.1001/jama. 2022.0003.

Cozzi, A.; Papagrigoraki, A.; Biasi, D.; Colato, C.; Girolomoni, 
G. Cutaneous manifestations of adult-onset Still’s 
disease: a case report and review of literature. Clinical 
rheumatology, 35(5): 1377-1382, 2016. doi: 10.1007/
s10067-014-2614-2.

Durack, D.T.; Street, A.C. Fever of unknown origin--reexamined 
and redefined. Current clinical topics in infectious diseases, 
11: 35-51, 1991. Available at: https://pubmed.ncbi.nlm.nih.
gov/1651090/ (Accessed: July 25, 2022).

Forero-Laguado, N.; Peña García, M.J. Manifestaciones 
dermatológicas de la sífilis. Med. UIS, 24(2): 217-229, 
2011. Available at: https://pesquisa.bvsalud.org/portal/
resource/pt/lil-668948.

Fuentes-Márquez, L.; Izquierdo-Pérez, M.; Maestre-Serrano, 
R.; Barrera-Guarin, C. Fiebre de origen oscuro como 



Jatniel Delgado, J.; Barbieri, G.; Araneda O.; Taureaux, N.; Pandolfi, M.; Soto-Suazo, M. Update on the diagnosis, management and treatment 
of fever of unknown origin: review article and case report. J. health med. sci., 8(3):173-184, 2022.

184

manifestación de lupus eritematoso sistémico. Medicina 
Interna de México, 34(5): 792-796, 2018. Available at: 
https://www.medigraphic.com/cgi-bin/new/resumen.
cgi?IDARTICULO=83825.

Glatz, M.; Achermann, Y.; Kerl, K.; Bosshard, P.P.; Cozio, 
A. Nodular secondary syphilis in a woman. BMJ case 
reports, 8:bcr2013009130-bcr2013009130, 2013. doi: 
10.1136/bcr-2013-009130.

Kikuchi, N.; Satoh, M.; Ohtsuka, M.; Yamamoto, T. Persistent 
pruritic papules and plaques associated with adult-
onset Still’s disease: Report of six cases. The journal of 
dermatology, 41(5): 407-410, 2014. doi: 10.1111/1346-
8138.12426.

Linares, L. Actitud diagnóstica y terapéutica ante el paciente 
con fiebre de reciente comienzo. Medicine,10(49): 3325-
3329, 2010. doi:10.1016/s0304-5412(10)70036-6.

Marzano, A.V.; Genovese, G.; Moltrasio, C.; Gaspari, V.; 
Vezzoli, P.; Maione, V. The clinical spectrum of COVID-
19-associated cutaneous manifestations: An Italian 
multicenter study of 200 adult patients. Journal of the 
American Academy of Dermatology, 84(5): 1356-1363, 
2021. doi: 10.1016/j.jaad.2021.01.023.

Medical Masterclass contributors and Firth, J. Haematology: 
multiple myeloma. Clinical medicine, 19(1): 58-60, 2019. 
doi: 10.7861/clinmedicine.19-1-58.

Nuno-Gonzalez, A.; Martin-Carrillo, P.; Magaletsky, K.; 
Martin-Rios, M.D.; Herranz-Mañas C.; Artigas-Almazan, 
J. Prevalence of mucocutaneous manifestations in 666 
patients with COVID-19 in a field hospital in Spain: oral and 
palmoplantar findings. The British journal of dermatology, 
184(1): 184-185, 2021. doi: 10.1111/bjd.19564.

Obermoser, G.; Sontheimer, R.D.; Zelger, B. Overview of 
common, rare and atypical manifestations of cutaneous 
lupus erythematosus and histopathological correlates. 
Lupus, 19(9): 1050-1070, 2010. doi: 10.1177/096120 
3310370048.

Okroj, M.; Heinegård D., Holmdahl R.; Blom. A.M. Rheumatoid 
arthritis and the complement system. Annals of medicine, 
39(7): 517-530, 2007. doi: 10.1080/07853890701477546.

De Perosanz-Lobo, D.; Fernandez-Nieto, D.; Burgos-
Blasco, P.; Selda-Enriquez, G.; Carretero, I.; Moreno, C.; 
Fernández-Guarino, M. Urticarial vasculitis in COVID 19 
infection: a vasculopathy related symptom? Journal of the 
European Academy of Dermatology and Venereology: 
JEADV, 34(10): e566-e568, 2020. doi: 10.1111/jdv.16713.

Petersdorf, R.G.; Beeson, P.B. Fever of unexplained origin: 
report on 100 cases. Medicine, 40(1): 1-30, 1961. doi: 
10.1097/00005792-196102000-00001.

Ribero, S.; Sciascia, S.; Borradori, L.; Lipsker, D. The 
cutaneous spectrum of lupus erythematosus. Clinical 

reviews in allergy & immunology, 53(3): 291-305, 2017. 
doi: 10.1007/s12016-017-8627-2.

Rodríguez Silva, H.M.; Roca-Campaña, V.; Valdés, K.; 
Pérez-Caballero, M.D. Experiencia de 25 años con 
la fiebre de origen desconocido en el Hospital Clínico 
Quirúrgico ‘Hermanos Ameijeiras. Revista cubana 
de medicina, 57(1): 5-11, 2018. Available at: http://
scielo.sld.cu/scielo.php?script=sci_arttext&pid=S0034-
75232018000100002&lng=es.

Rodríguez-Jiménez, P.; Chicharro. P.; De Argila, D.; Muñoz-
Hernández, P.; Llamas-Velasco, M. Urticaria-like lesions 
in COVID-19 patients are not really urticaria - a case with 
clinicopathological correlation. Journal of the European 
Academy of Dermatology and Venereology, JEADV, 
34(9): e459-e460, 2020a. doi: 10.1111/jdv.16618.

Smith, Z.L.; Werntz, R.P.; Eggener, S.E. Testicular cancer. 
The Medical clinics of North America, 102(2): 251-264, 
2018. doi: 10.1016/j.mcna.2017.10.003.

Sodeifian, F.; Mushtaq, S.; Rezaei, N. Manifestaciones 
cutáneas de la COVID-19: ¿Qué hemos aprendido tras 
un año de pandemia? Actas dermo-sifiliograficas, 113(2): 
T157-T165, 2022. doi: 10.1016/j.ad.2021.08.005.

Themes, U.F.O. (2017) Fever of unknown origin, Oncohema 
Key. Available at: https://oncohemakey.com/fever-of-
unknown-origin-2/ (Accessed: July 25, 2022).

Vázquez, F.J. Fiebre: aspectos históricos desde la 
percepción subjetiva e interpretación de sus causas hasta 
el desarrollo del termómetro, Org.ar. Available at: https://
www1.hospitalitaliano.org.ar/multimedia/archivos/
noticias_attachs/47/documentos/10376_2006.4.152-. 
Resena.pdf (Accessed: July 22, 2022).

Yamamoto, T. Cutaneous manifestations associated with 
adult-onset Still’s disease: important diagnostic values. 
Rheumatology international, 32(8): 2233-2237, 2012. 
doi: 10.1007/s00296-011-2330-z.

*Autor de Correspondencia 
Dr. Mauricio Soto-Suazo 

Director de Investigación y Postgrado,  
Vicerrectoría Académica,  
Universidad Finis Terrae

(56) 991950808
www.finisterrae.cl

E-mail: msoto@uft.cl

Recibido: 24 de Julio, 2022.  
Aceptado: 29 de agosto, 2022.


