and Ebola and Marburg virus infections are also transmitted from
person to person. The vectors for most viral fevers are found in rural
areas; dengue and yellow fever are important exceptions. After a prodrome of fever, myalgias, and malaise, patients develop evidence of
vascular damage, petechiae, and local hemorrhage. Shock, multifocal
hemorrhaging, and neurologic signs (e.g., seizures or coma) predict a
poor prognosis. Dengue (Chap. 233) is the most common arboviral
disease worldwide. More than half a million cases of dengue hemorrhagic fever occur each year, with at least 12,000 deaths. Patients have
a triad of symptoms: hemorrhagic manifestations, evidence of plasma
leakage, and platelet counts of <100,000/μL. Mortality rates are
10–20%. If dengue shock syndrome develops, mortality rates can reach
40%. Supportive care to maintain blood pressure and intravascular
volume with careful volume-replacement therapy is key to survival.
Ribavirin also may be useful against Arenaviridae and Bunyaviridae.
SEPSIS WITH A SOFT TISSUE/MUSCLE PRIMARY FOCUS
See also Chap. 156.

Clostridial Myonecrosis (See also Chap. 179) Myonecrosis is often
associated with trauma or surgery but can develop spontaneously. The
incubation period is usually 12–24 h long, and massive necrotizing
gangrene develops within hours of onset. Systemic toxicity, shock, and
death can occur within 12 h. The patient’s pain and toxic appearance
are out of proportion to physical findings. On examination, the patient
is febrile, apathetic, tachycardic, and tachypneic and may express a
feeling of impending doom. Hypotension and renal failure develop
later, and hyperalertness is evident preterminally. The skin over the
affected area is bronze-brown, mottled, and edematous. Bullous
lesions with serosanguineous drainage and a mousy or sweet odor can
develop. Crepitus can occur secondary to gas production in muscle
tissue. The mortality rate is >65% for spontaneous myonecrosis,
which is often associated with Clostridium septicum or C. tertium and
underlying malignancy. The mortality rates associated with trunk and
limb infection are 63% and 12%, respectively, and any delay in surgical
treatment increases the risk of death.
NEUROLOGIC INFECTIONS WITH OR WITHOUT SEPTIC SHOCK
Bacterial Meningitis (See also Chap. 164) Bacterial meningitis is one
of the most common infectious disease emergencies involving the
central nervous system. Although hosts with cell-mediated immune
deficiency (including transplant recipients, diabetic patients, elderly
patients, and cancer patients receiving certain chemotherapeutic
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Suppurative Intracranial Infections (See also Chap. 164) In suppurative intracranial infections, rare intracranial lesions present along with
sepsis and hemodynamic instability. Rapid recognition of the toxic
patient with central neurologic signs is crucial to improvement of the
dismal prognosis of these entities. Subdural empyema arises from the
paranasal sinus in 60–70% of cases. Microaerophilic streptococci and
staphylococci are the predominant etiologic organisms. The patient
is toxic, with fever, headache, and nuchal rigidity. Of all patients,
75% have focal signs and 6–20% die. Despite improved survival rates,
15–44% of patients are left with permanent neurologic deficits. Septic
cavernous sinus thrombosis follows a facial or sphenoid sinus infection; 70% of cases are due to staphylococci (including MRSA), and
the remainder are due primarily to aerobic or anaerobic streptococci.
A unilateral or retroorbital headache progresses to a toxic appearance and fever within days. Three-quarters of patients have unilateral
periorbital edema that becomes bilateral and then progresses to ptosis,
proptosis, ophthalmoplegia, and papilledema. The mortality rate is as
high as 30%. Septic thrombosis of the superior sagittal sinus spreads
from the ethmoid or maxillary sinuses and is caused by S. pneumoniae,
other streptococci, and staphylococci. The fulminant course is characterized by headache, nausea, vomiting, rapid progression to confusion
and coma, nuchal rigidity, and brainstem signs. If the sinus is totally
thrombosed, the mortality rate exceeds 80%.
Brain Abscess (See also Chap. 164) Brain abscess often occurs without
systemic signs. Almost half of patients are afebrile, and presentations
are more consistent with a space-occupying lesion in the brain; 70% of
patients have headache and/or altered mental status, 50% have focal
neurologic signs, and 25% have papilledema. Abscesses can present as
single or multiple lesions resulting from contiguous foci or hematogenous infection, such as endocarditis. The infection progresses over
several days from cerebritis to an abscess with a mature capsule. More
than half of infections are polymicrobial, with an etiology consisting
of aerobic bacteria (primarily streptococcal species) and anaerobes.
Abscesses arising hematogenously are especially apt to rupture into
the ventricular space, causing a sudden and severe deterioration in
clinical status and a high mortality rate. Otherwise, mortality is low
but morbidity is high (30–55%). Patients presenting with stroke and
a parameningeal infectious focus, such as sinusitis or otitis, may have
a brain abscess, and physicians must maintain a high level of suspicion. Prognosis worsens in patients with a fulminant course, delayed
diagnosis, abscess rupture into the ventricles, multiple abscesses, or
abnormal neurologic status at presentation.

CHAPTER 147 Approach to the Acutely Ill Infected Febrile Patient

Necrotizing Fasciitis This infection is characterized by extensive necrosis of the subcutaneous tissue and fascia. It may arise at a site of minimal trauma or postoperative incision and may also be associated with
recent varicella, childbirth, or muscle strain. The most common causes
of necrotizing fasciitis are group A streptococci alone (Chap. 173), the
incidence of which has been increasing for the past two decades, and a
mixed facultative and anaerobic flora (Chap. 156). Diabetes mellitus,
IV drug use, chronic liver or renal disease, and malignancy are associated risk factors. Physical findings are initially minimal compared with
the severity of pain and the degree of fever. The examination is often
unremarkable except for soft tissue edema and erythema. The infected
area is red, hot, shiny, swollen, and exquisitely tender. In untreated
infection, the overlying skin develops blue-gray patches after 36 h, and
cutaneous bullae and necrosis develop after 3–5 days. Necrotizing fasciitis due to a mixed flora, but not that due to group A streptococci, can
be associated with gas production. Without treatment, pain decreases
because of thrombosis of the small blood vessels and destruction of
the peripheral nerves—an ominous sign. The mortality rate is 15–34%
overall, >70% in association with TSS, and nearly 100% without surgical intervention. Necrotizing fasciitis may also be due to Clostridium
perfringens (Chap. 179); in this condition, the patient is extremely
toxic and the mortality rate is high. Within 48 h, rapid tissue invasion
and systemic toxicity associated with hemolysis and death ensue. The
distinction between this entity and clostridial myonecrosis is made by
muscle biopsy. Necrotizing fasciitis caused by community-acquired
MRSA also has been reported.

agents) are at particular risk for Listeria monocytogenes meningitis, 783
most cases in adults are due to S. pneumoniae (30–60%) and N. meningitidis (10–35%). The classic presentation of fever, meningismus, and
altered mental status is seen in only one-half to two-thirds of patients.
The elderly can present without fever or meningeal signs. Cerebral
dysfunction is evidenced by confusion, delirium, and lethargy that can
progress to coma. In some cases, the presentation is fulminant, with
sepsis and brain edema; papilledema at presentation is unusual and
suggests another diagnosis (e.g., an intracranial lesion). Focal signs,
including cranial nerve palsies (IV, VI, VII), can be seen in 10–20% of
cases; 50–70% of patients have bacteremia. A poor outcome is associated with coma, hypotension, a pneumococcal etiology, respiratory
distress, a CSF glucose level of <0.6 mmol/L (<<0 mg/dL), a CSF protein level of >2.5 g/L, a peripheral white blood cell count of <5000/μL,
and a serum sodium level of <135 mmol/L. Rapid initiation of treatment is essential; the odds of an unfavorable outcome may increase by
30% for each hour that treatment is delayed. Mortality also increases
linearly with age of the patient.

Cerebral Malaria (See also Chap. 248) This entity should be urgently
considered if patients who have recently traveled to areas endemic
for malaria present with a febrile illness and lethargy or other neurologic signs. Fulminant malaria is caused by Plasmodium falciparum
and is associated with temperatures of >40°C (>104°F), hypotension, jaundice, adult respiratory distress syndrome, and bleeding.
By definition, any patient with a change in mental status or repeated
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