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Caso 1

• Varón de 19 años, presenta fiebre de 38,5 ª C, de 2 días de duración, sin focalidad y 
sin repercusión del estado general



Caso 2

• Varón de 19 años, presenta fiebre de 39,5 ª C, de 8  días de duración, sin focalidad y 
sin afectación del estado general. RxT normal. 



Caso 3

• Mujer  de 23 años, presenta fiebre de 39,5 ª C, de 5 días de duración, sin focalidad, 
con afectación del estado general, FR 28 rpm, FC 120 lpm, leucocitosis 17.000. 



Causas de Fiebre

Enfermedades*Infecciosas:*

• Virus*

• Bacterias*

• Micobacterias*

• Hongos*

• Parásitos*

Enfermedades*inflamatorias/autoinmunes:*

• Granulomatosas*

• Colagenosis*

• Vasculitis*

• Alérgicas*

• Lesiones*tisulares:*traumatismos,*hematomas*extensos,*infartos…*

Enfermedades*hematológicas*

• Síndromes*mielo*y*linfoproliferativos*agudos*y*crónicos*

• Síndromes*mielodisplásicos*

• Hemólisis*

Neoplasias*sólidas:*

• Benignas*

• Malignas*
Enfermedades*endocrinológicas*y*metabólicas:*

• Hipertiroidismo*

• Gota*

• Porfiria*
Fiebre*facticia*y*ficticia*

• Facticia:*provocada*o*simulada*

• Ficticia:*la*referida*por*el*paciente*pero*no*objetivable*(problemas*psiquiátricos)*

*



Definiciones

• Fiebre focalizada: Foco de la fiebre evidente (faríngeo, 
pulmonar, cutáneo, neurológico, genitourinario, ótico…)

• Fiebre no focalizada: Foco de la fiebre no evidente



Definiciones

• Fiebre no focalizada: Foco de la fiebre no evidente
– Síndrome febril agudo o de corta duración
– Síndrome febril de duración Intermedia
– Síndrome febril de Origen desconocido



Fiebre de Corta Duración
DEFINICIÓN

1. Fiebre mayor o igual a 38ºC,
2. Duración menor a 7 días
3. Sin focalidad tras evaluación clínica inicial.



Fiebre de Corta Duracion: Anamnesis y exploración
para orientar la causa de la fiebre

Historia Clínica

• Antecedentes médicos
• Antecedentes familiares
• Vivienda
• Trabajo
• Aficiones
• Viajes
• Hábitos tóxicos
• Contactos animales
• Contactos sexuales
• Contactos con enfermos
• Comidas y bebidas
• Vacunas
• Otros familiares enfermos

Enfermedad actual

-Duración fiebre
-Síntomas acompañantes
-Evento desencadenante
-Episodios similares previos

Exploración física

-Piel, palmas y plantas
-Cuero cabelludo, 
-Adenopatías 
-Orofaringe
-Auscultación cardiopulmonar
-Abdomen
-Genitales
-Extremidades
-Explorar fondo de ojo
-Palpación senos maxilares
-Exploración neurológica



Manejo del SFCD: ¿Criterios de Gravedad?

– Alteración nivel de Conciencia o desorientación ó convulsiones
– Deterioro importante del estado general
– Fiebre > 39º ó Hipotermia < 35º ó resistente a antipiréticos
– Taquicardia (>100 lpm) 
– Taquipnea (>25-30 rpm) ó sospecha de insuficiencia respiratoria
– Hipotensión < 90 mmHg o reducción > 40 mmHg respecto a la basal.
– Oligoanuria
– Sospecha de coagulopatía
– Sospecha infección bacteriana



• SI: Existencia de algún criterio Clínico de Gravedad: 
– Tratamiento para cubrir la posibilidad de sepsis sin foco conocido o fiebre de la 

comunidad: Ceftriaxona + Doxiciclina
– Exploraciones complementarias para identificar la causa

• No:  
– Tratamiento sintomático
– Revisión evolutiva

Manejo del SFCD: ¿Criterios de Gravedad?



FIEBRE DE DURACIÓN INTERMEDIA
DEFINICIÓN

1. Fiebre mayor o igual a 38ºC
2. Duración entre 7 - 21 días
3. Sin focalidad
4. Tras estudio inicial permanece sin diagnóstico (Historia clínica,

exploración, estudio elemental de sangre y orina, bioquímica
básica y Rx de tórax



Historia Clínica

• Antecedentes médicos
• Antecedentes familiares
• Vivienda
• Trabajo
• Aficiones
• Viajes
• Hábitos tóxicos
• Contactos animales
• Contactos sexuales
• Contactos con enfermos
• Comidas y bebidas
• Vacunas
• Otros familiares enfermos

FIEBRE DE DURACIÓN INTERMEDIA
Manejo: Hª Clínica y exploración

Enfermedad actual

-Duración fiebre
-Síntomas acompañantes
-Evento desencadenante
-Episodios similares previos

Exploración física

-Piel, palmas y plantas
-Cuero cabelludo, 
-Adenopatías 
-Orofaringe
-Auscultación cardiopulmonar
-Abdomen
-Genitales
-Extremidades
-Explorar fondo de ojo
-Palpación senos maxilares
-Exploración neurológica



systemic infections, with 328 cases in the first period (65% and
80%) and 74 cases in the second (41.3% and 67.8%) (Table 2),
followed by focal infections, with 39 cases in the first period (7.7%
and 9.5%) and 18 cases in the second (10% and 16.5%) (Table 3).
The origin of FID was a noninfectious cause in 21 cases (4.1% and
5.1%) in the first period and 17 cases (9.4% and 15.5%) in the
second (Table 4).

Among the 95 and the 70 patients from each period without an
etiologic diagnosis, 63 (67.7%) and 53 (76%), respectively, received

empiric antibiotic treatment. Doxycycline was the empiric
treatment in 100% and 86%. The remaining empiric treatments
(14% in the second period) consisted of amoxicillin/clavulanate,
fluorquinolones, or ceftriaxone.

In the first period, 25 patients (4.9% of the total) and in the
second, 3 patients (1.6%) progressed to FUO during follow-up. The
etiologies of FUO in the first period were systemic infections in 9
(1.7% of the total and 36% in this group), focal infections in 3 (0.5%
and 12%, respectively), connective tissue diseases in 3 (0.5% and
12%), others in 2 (0.4% and 8%), and no final diagnosis was reached
in 8 patients (1.5% and 32%). The final diagnoses in the 3 patients
who progressed to FUO in the second period were Still disease,
rheumatic polymyalgia, and temporal arteritis, respectively.

During the first period, 301 patients (59.6%) were admitted to
the hospital and 67% of these were patients who came from areas
far from the hospital. During the second period, 19 patients (11%)
were admitted to the hospital, in 2 cases because of severe clinical
criteria, including Staphylococcus hominis bacteremia with severe
sepsis, and gastrointestinal hemorrhage, respectively.

No patient died in the first period during the month after the
initial visit. One patient (1.2%) died in the second period because
of a gastric carcinoma with hepatic metastasis that manifested
initially as FID.

Discussion

Fever of intermediate duration is a common occurrence that
results in a large number of medical consultations. As was seen in
both study periods, a high percentage of cases are due to acute
systemic infectious diseases, which are treatable and have a good
prognosis in terms of survival rates, and in which, appropriate
systematic medical attention for the diagnosis and treatment
enables outpatient care in many cases.

The comparison of etiologies found in the 2 periods revealed
considerable changes in the etiological spectrum of FID. Though
the main causes are still systemic infections, mainly Q fever, the
decrease of brucellosis is significant: 19% of the causes of FID
between 1983 and 1989, in comparison with 3% between 2004
and 2005, probably due to Brucella eradication campaigns in
Andalusian livestock, with the consequent decrease in the
incidence of this disease in our country.8 Moreover, we observed
an increase in the number of FID cases caused by viral infections
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Fig. 1. Monthly distribution of fever of intermediate duration in the two periods of
the study (percentages).

Table 1
Etiologies of fever of intermediate duration (FID) in the two periods of the study

1983–1989
(n=505)

2004–2005
(n=179)

Infectious disease 389 (77%) 92 (51.3%)
Systemic 350 (69.5%) 74 (41.4%)
Focal 39 (7.6%) 18 (10.1%)

Connective tissue disease 8 (1.6%) 16 (9%)
Miscellaneous 12 (2.4%) !

Carcinoma 1 (0.2%) 1 (0.5%)
Undiagnosed FID 95 (18.8%) 70 (39.1%)

! Category not reported in this period.

Table 2
Systemic infections as cause of fever of intermediate duration in the two periods of
the study

1983–1989 2004–2005

Q fever 91 (21.4%) 21 (11.7%)
Brucellosis 94 (19.2%) 6 (3.3%)
Murine typhus 29 (7.3%) 6 (3.3%)
Boutonneuse fever 36 (11.2%) 5 (2.7%)
Typhoid fever 10 (2%) 0
CMVa 10 (2.5%) 12 (6.7%)
EBVb 23 (5.9%) 10 (5.5%)
HIVc ! 8 (4.4%)
Toxoplasmosis 1 (0.4%) 2 (1.1%)
Leptospirosis 4 (1.2%) 0
Others 16 (3.16%) 4 (5.4%)
Total 314 (71.8%) 74 (41%)

a Cytomegalovirus.
b Epstein-Barr virus.
c Human immunodeficency virus.
! Etiology not reported in this period

Table 3
Focal infections as cause of fever of intermediate duration in the two periods of the
study

2004–2005

Urinary tract infections 10 (5.5%)
Intra-abdominal abscesses 4 (2.2%)
Infective endocarditis 0
Acute sinusitis 4 (2.2%)
Total 18 (10%)

Table 4
Diseases other than infectious disease as a cause of fever of intermediate duration
in the two periods of the study

1983–1989 2004–2005

Carcinoma 1 (0.2%) 1 (0.5%)
Connective tissue disease 8 (1.5%) 7 (4%)
Subacute thyroiditis 1 (0.2%) 6 (3.3%)
Others 11 (2.1%) 3 (1.6%)
Total 21 (4.1%) 17 (9.4%)
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FIEBRE DE DURACIÓN INTERMEDIA
ETIOLOGÍA CAMBIANTE

Introduction

Community-acquired fever without a focal condition is
frequent in clinical practice. Medical management of this
syndrome is based mainly on fever duration. Along this line,
there are 3 chronologically distinct types of fever: first, fever of
short duration, lasting up to 7 days, is usually due to self-limiting
systemic viral infections; the diagnostic and therapeutic approach
to this entity is well defined;1 second, classic fever of unknown
origin (FUO), for which the concept, epidemiology, most frequent
etiologies, and diagnostic and therapeutic approaches have been
extensively evaluated by many authors in several geographic,
historic, and population contexts;2–4 and third, fever higher than
38 1C lasting 7 to 28 days that remains undiagnosed or has
associated findings that prompt a diagnostic procedure after
performing the patient’s history, physical examination, hemo-
gram, serum creatinine determination, urine analysis, and chest
radiograph, defined as fever of intermediate duration (FID). This
condition has recently been considered a separate syndrome, and
constitutes an entity with well-defined etiological features.5 After
various prospective clinical and epidemiological analyses were
carried out in southern Spain, an overall diagnostic strategy and
empirical treatment for FID was proposed.6,7

Nonetheless, over the past few years, certain changes in the
incidence of community-acquired infections that were frequent
causes of FID have occurred in Spain. One significant example is
that the incidence of brucellosis has decreased from 22 cases/
100,000 inhabitants in 1984 to 1.7 cases/100,000 inhabitants in
2006.8,9 Furthermore, new pathogens/diseases may have emerged
in the past years and established efficient life cycles in human
populations. Lastly, we know that ecological, socioeconomic and
health conditions change over time, and these variations can result
in potential changes in the emergence-reemergence of endemic
infections, and therefore, in the etiological spectrum of FID. Despite
these facts, current studies that focus specifically on possible
changes in the etiological patterns of FID over time are lacking.

The aim of the present study was to evaluate the etiologies of FID
in southern Spain in a prospective study carried out between 2004
and 2005 and compare them with those found in a methodologically
similar study performed between 1983 and 1989 in the same
geographic area. The study was designed to assess possible changes
that would prompt us to redefine the best diagnostic approach and
empirical treatment of this common condition.

Methods

Setting: Two prospective studies were carried out in 1983–
1989 and 2004–2005 to determine the etiology of FID in patients
attended in the Infectious Diseases Department of Virgen del
Rocı́o University Hospital in Seville, southern Spain. Virgen del
Rocı́o is a tertiary hospital that attended a population of 881,454
and 973,200 inhabitants, respectively, in each period, mostly from
urban areas (60% and 65%, respectively).

Inclusion Criteria: All patients older than 14 years with the
following FID criteria were included: 1) fever higher than 38 1C,
with no apparent cause and lasting between 1 and 4 weeks; 2) no
previous hospital admission or health care-related attention10 and
no underlying immunodeficiency or chronic disease that could
cause fever; and 3) no diagnosis following an initial approach,
including clinical evaluation, hemogram, urinary sedimentation
study, serum creatinine determination and chest radiography. All
patients with known HIV infection, intravenous drug users (IDUs),
immigrants that had resided for less than one continuous year in
Spain, and persons who had traveled internationally in the
previous 6 months were excluded.

Study protocol and variables: A basic evaluation was performed
on all patients. The following data were recorded: demographic
and epidemiological data, date on the onset of fever, patient from
rural or urban areas, medical history, and results of a thorough
physical examination. In addition to the analyses included in the
definition, the erythrocyte sedimentation rate (ESR), and alanine
aminotransferase (ALT), aspartate aminotransferase (AST), alka-
line phosphatase (AP), and bilirubin levels were determined.

Urine cultures were performed and blood cultures (2 samples
separated by 30 min, aerobic and anaerobic vials, BACTEC) if the
patient had fever higher than 38 1C initially. The following
serologic studies were performed (acute and convalescent
phases): 1) Brucella melitensis: Rose of Bengal (bioMérieux, Lyon,
France) and immunofluorescence assay (IFA) (Vitaltech, Sant
Cugat, Barcelona, Spain) for quantified IgG and IgM (Bio-Rad,
Paris, France), previous inactivation of IgG and rheumatoid factor
with Gull-sorb (Meridian, Cincinnati, Ohio, USA); 2) Coxiella
burnetii, IFA (Virion, Richland, USA in 1983–1989 and Vitaltech
in 2004–2005); 3) Rickettsia typhi and Rickettsia Conorii, IgG IFA
(Pasteur Laboratories, Marnes, la Coquette, France until 1986 and
bioMérieux from 1987); 4) cytomegalovirus (CMV), complement
fixation (Virion in 1983–1989) and enzyme-linked immunosor-
bent assay (ELISA IgG and IgM, Dade Behring, Barcelona, Spain in
2004–2005), the positive IgM being confirmed by IFA (Meridian);
and 5) Epstein-Barr virus, IFA (Meridian in 1983–1989) and
chemiluminescence (IgG and IgM, DiaSorin, Vercelli, Italy in
2004–2005) confirmed by IFA (Meridian, IgG e IgM). In the first
period of the study (1983–1989) serology for Leptospira spp. by
IFA (Difco Laboratories, Sparks, USA) was carried out in all cases.

Other laboratory studies were also performed, depending on
the clinical features of the patient: 1) auramine-rhodamine
staining of sputum and urine cultures for mycobacteria;
2) thyroid-stimulating hormone and free thyroxine; 3) serology
for parvovirus B19 in the second period (IFA IgM, Biotrin, Lyon,
France); 4) Toxoplasma gondii IFA (BioMeri!eux) and IgG and IgM
by ELISA (Dade Behring) in the 2 periods, respectively; 5) HIV by
ELISA (Dade Behring) and Western blot (New lav Blot 1, Bio-Rad);
and 6) syphilis by quantitative RPR (Biosystems, Foster City, USA)
and FTA ABs-IgG and IgM (Bio M!erieux).

All patients were followed-up for at least 1 month after the
first visit and until cure, progression to FUO, or death. At the end
of follow-up, the definitive diagnosis and hospital admission
information were collected.

Statistical analysis: A descriptive analysis was carried out using
the Epi-Info and SPSS 13.0 statistical packages.

Results

A total of 505 patients were included in the first period
(1983–1989) and 179 in the second (2004–05), with a median age
of 32.6717.4 and 39.7715.8 years, respectively. In both periods,
there was a predominance of males: 404 (80%) in the first and 117
(65.4%) in the second.

The monthly distribution showed a higher incidence of cases
between March and November (479 [94.8%] in the first period and
138 [77.1%] in the second) (Fig. 1). In the first period, 42.9% of
patients lived in urban areas, and in the second, 57%.

An etiologic diagnosis was attained in 410 patients (81.1%) in
the first study and 109 patients (60.9%) in the second study,
whereas in 95 (18.8%) and 70 (39.1%) cases, respectively, fever
resolved without determining the cause, despite completion of
the diagnostic workup (Table 1). The cause of fever was an
infectious disease in 389 patients from the first period (77% of the
total and 94.8% of those with a final diagnosis) and 92 patients
from the second (51.3% and 84.4%, respectively). Most were
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FIEBRE DE DURACIÓN INTERMEDIA
Manejo: Exploraciones Complementarias

- Hematimetría, VSG

- Bioquímica: Creatinina, iones, E. hepáticas, 
TSH,  PCR.

- Hemocultivos (x2)

- Rx Tórax (PA y LAT)

- Sedimento orina / urocultivo (si +)

-Serologías 

-PCR VIH
-PCR CMV

Brucella
Coxiella
Rickettsia conori
Rickettsia typhi
CMV, EBV



FIEBRE DE DURACIÓN INTERMEDIA: Manejo
¿Criterios de Gravedad?

– Alteración nivel de Conciencia o desorientación ó convulsiones
– Deterioro importante del estado general
– Fiebre > 39º ó Hipotermia < 35º ó resistente a antipiréticos
– Taquicardia (>100 lpm) 
– Taquipnea (>25-30 rpm) ó sospecha de insuficiencia respiratoria
– Hipotensión < 90 mmHg o reducción > 40 mmHg respecto a la basal.
– Oligoanuria
– Sospecha de coagulopatía
– Sospecha infección bacteriana
– Leucocitosis > 15.000 ó alteraciones analíticas graves



Fiebre de duración Intermedia: Tratamiento
SIN criterios de Gravedad:

• Tratamiento empírico:
– Antitérmicos, si la temperatura es superior a 38°C.
– Doxiciclina: 100 mg/12 horas por vía oral durante una semana.



Fiebre de duración Intermedia: Tratamiento
CON criterios de Gravedad:

• Tratamiento empírico:
– Cubrir la posibilidad de sepsis sin foco conocido y fiebre de la comunidad
– Cefalosporinas 3ª g. (ceftriaxona 2 gr. i.v. cada 24 h.) + doxiciclina i.v. 
– Ingreso Hospitalario



Fiebre de duración Intermedia: Revisión

• Evaluación Clínica
• SI Respuesta al tratamiento: finalizar tratamiento
• NO respuesta al tratamiento: 
– Planificar nuevas exploraciones 
– Remitir a Unidad de Referencia (si el paciente ha sido atendido en un 

centro de salud)



Síndrome febril de Origen desconocido
Definición Antigua

• Fiebre > 38,3 ºC objetivada en varias ocasiones
• Duración: > 3 semanas y 1 semana de evaluación hospitalaria.



Síndrome febril de Origen desconocido
Definiciones

• Disponibilidad de procedimientos diagnósticos más precisos y aumento de 
inmunodeprimidos: reconsiderar la definición:
– FOD clásica
– FOD asociada a asistencia sanitaria 
– FOD en neutropenia 
– FOD relacionada con el VIH
– FOD en viajeros.



FOD Clasica
Definición

– Fiebre > 38,3 ºC objetivada en varias ocasiones
– Duración: > 3 semanas 
– Ausencia de diagnóstico etiológico tras 3 días de  hospitalización o 3 

consultas externas, a pesar de las exploraciones adecuadas



• Las causas más frecuentes de la FOD clásica son 
– Infecciones
– Neoplasias
– Enfermedades del tejido conjuntivo
– Otras causas diversas 
– Enfermedades sin diagnosticar

• Causas
– Infecciones y neoplasias como causas de la FOD clásica han disminuido de manera 

progresiva
– Enfermedades sin diagnosticar ha aumentado

FOD Clasica
Causas



FOD Clasica
Causas en Viajeros



FOD en VIH
Causas

En España la causa mas frecuente de FOD en VIH: TB     



FOD en Neutropénicos
Definición

– Neutrófilos < 500/ml ó riesgo de ello en 1 ó 2 dias (QT previa) 
– Fiebre > 38,3 ºC objetivada en varias ocasiones
– Ausencia de diagnóstico etiológico tras tres días de hospitalización, a 

pesar de las exploraciones adecuadas (incluyendo al menos 2 días de 
incubación de cultivos)

– Causa más frecuente: Infecciones micóticas



Causas de FOD en Neutropénicos
que no responden a antibioticos



Caso 1

• Varón de 19 años, presenta fiebre de 38,5 ª C, de 2 días de duración, sin focalidad y 
sin repercusión del estado general



Caso 2

• Varón de 19 años, presenta fiebre de 39,5 ª C, de 8  días de duración, sin focalidad y 
sin afectación del estado general. RxT normal. 



Caso 3

• Mujer  de 23 años, presenta fiebre de 39,5 ª C, de 5 días de duración, sin focalidad, 
con afectación del estado general, FR 28 rpm, FC 120 lpm, leucocitosis 17.000. 


