ANTHRAX

INHALATION, INTESTINAL and CUTANEOUS ANTHRAX

CPMP/4048/01, rev. 3 117
©EMEA 2002



ANTHRAX

General points on treatment

Anthrax is an acute infectious disease caused by Bacillus anthracis, that may be infecting man via cutaneous (the most common naturally- occurring form), pulmonary
or gastrointestinal routes. In the case of a deliberate release of anthrax spores, inhalational anthrax would be the most likely mode of infection. However, person to
person transmission of inhalational disease does not occur. The incubation period for inhalation anthrax ranges from 1 to 60 days and patients have frequently
complained over fever, chills, drenching sweats, profound fatigue, minimally productive cough, nausea or vomiting, and chest discomfort.

Cutaneous anthrax would not be expected to be a major problem in case of deliberate release of anthrax spores, although it is not impossible that this might occur.

There are no studies in humans but data from guiniea pigs and monkeys have indicated that doxycycline and ciprofloxacin are both efficacious in prophylaxis and in
curative treatment (1). However, early treatment is essential.

Ciprofloxacin is the recommended first line treatment. Other quinolones such as Ofloxacin and Levofloxacin offer alternative treatment options but dose
recommendations can presently only be given in adults. Doxycycline and penicillins are alternative therapies when susceptibility has been confirmed although
penicillin is not bactericidal against Bacillus anthracis. Oral amoxicillin is also an option for late-stage therapy if the patient is improving and susceptibility has been
confirmed. In this regard, preliminary data indicate that B. anthracis may produce penicillin-hydrolysing enzymes (2).

For post-exposure prophylaxis the same antibacterial agents are recommended. However, should susceptibility to penicillin be confirmed, amoxicillin would be the
drug of choice in pregnant women and children.

Because of the mortality associated with inhalational anthrax, two or more antimicrobial agents predicted to be effective are recommended; however, controlled
studies to support a multiple drug approach are not available (2). Other agents with in vitro activity suggested for use in conjunction with ciprofloxacin or doxycycline
include protein synthesis inhibitors (rifampin, chloramphenicol, clindamycin, clarithromycin, erythromycin, gentamicin and streptomycin) and vancomycin, but there
are no or insufficient data to confirm the utility of these agents in the treatment of inhalational B. anthracis infection (2). In addition, penicillin should not be used
alone and combination treatment with ciprofloxacin could therefore be considered.

Natural resistance of B anthracis strains exists against sulfamethoxazole, trimethoprim, cefuroxime, cefotaxime sodium, aztreonam, and ceftazidime. Therefore, these
antibiotics should not be used in the treatment or prophylaxis of anthrax infection (1).

This guidance covers treatment regimens of suspected or confirmed clinical cases of inhalation, intestinal and cutaneous anthrax infections whatever the clinical
presentation, and post exposure prophylaxis regimens in case of suspected or confirmed exposure to B. anthracis.
Recommendations are compiled from references 1 - 15.
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RECOMMENDATIONS

ANTHRAX

In a mass casualty setting parenteral treatment may not be an option and recommendations for oral treatment should be followed.
Otherwise oral therapy should be substituted when the patient’s condition improves. In addition, some products show high bioavailability

(e.g. ciprofloxacin and doxycycline) making initial oral treatment an option.

Name of active substance. Section Treatment of suspected or confirmed clinical Post exposure prophylaxis in case of
cases of inhalation/intestinal anthrax suspected or confirmed exposure to
Role in therapy and prophylaxis the pathogen
Duration of treatment: 60 days Duration of prophylaxis: 60 days
Ciprofloxacin Posology Adults Adults

» First line treatment and as
alternative for oral follow-up

» First line prophylaxis until
susceptibility to other agents
has been confirmed

400 mg iv twice daily followed by 500 mg orally
twice daily

500 mg orally twice daily

Children

10 — 15 mg/kg iv twice daily followed by 10-15
mg/kg orally twice daily. The daily dose in children
should not exceed that in adults.

Children

10 — 15 mg/kg orally twice daily

Contra indications

Should be considered in view of the prescribing information given in the different Member

States.

Pregnancy and lactation

Given the seriousness of the condition the same product as in non-pregnant adults should be
considered. It is recommended, when possible, to cease breastfeeding.

Ofloxacin

> Alternative to ciprofloxacin

Posology

Adults

400 mg iv twice daily followed by 400 mg orally
twice daily

Adults

400 mg orally twice daily

Contra indications

Should be considered in view of the prescribing information given in the different Member

States.

Pregnancy and lactation

Given the seriousness of the condition the same product as in non-pregnant adults should be
considered. It is recommended, when possible, to cease breastfeeding.
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Levofloxacin

» Alternative to ciprofloxacin

Posology

Adults

500 mg iv once daily, followed by 500mg orally
once daily

Adults

500 mg orally once daily

Contra indications

Should be considered in view of the prescribing information given in the different Member

States.

Pregnancy and lactation

Given the seriousness of the condition the same product as in non-pregnant adults should be
considered. It is recommended, when possible, to cease breastfeeding.

Doxycycline

» Alternative first line treatment
and follow up when
susceptibility is confirmed

» Alternative first line
prophylaxis when
susceptibility is confirmed

Posology

Adults

100 mg iv twice daily followed by 100mg orally
twice daily

Adults

100 mg orally twice daily

Children

> 8years and >45 kg: adult dose

> 8years and <45 kg: 2.2 mg/kg iv twice daily
< 8years 2.2. mg/kg iv twice daily

(maximum 200 mg per day) followed by
followed by

the same doses orally

Children

> 8years and >45 kg: adult dose

> 8years and <45 kg: 2.2 mg/kg orally
twice daily

< 8years 2.2. mg/kg orally twice daily
(maximum 200 mg per day)

Contra indications

Should be considered in view of the prescribing information given in the different Member

States.

Pregnancy and lactation

Given the seriousness of the condition the same product as in non-pregnant adults should be
considered. It is recommended, when possible, to cease breastfeeding.
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Penicillin G

> Alternative first line treatment
if susceptibility is confirmed

Posology

Adults

2.4 -3 giv, six times daily

Children

> 12 years: 2.4 — 3g iv, six times daily
< 12 years: 30 mg/kg, four times daily

NA

Contra indications

Should be considered in view of the prescribing information given in the different Member

States.

Pregnancy and lactation

Given the seriousness of the condition the same product as in non-pregnant adults should be
considered. It is recommended, when possible, to cease breastfeeding.

Amoxicillin

> Alternative first line treatment
if confirmed susceptibility and
as oral follow up.

> Alternative first line
prophylaxis if susceptibility is
confirmed

Posology

Adults

1g iv, three times daily followed by 500 mg orally three
times daily

Adults

500 mg orally three times
daily

Children

80 mg/kg/day iv in three divided doses followed by 80
mg/kg/day orally in three divided doses (maximum dose
500 mg/dose

Children

80 mg/kg/day orally in three
divided doses (maximum dose
500 mg/dose)

Contra indications

Should be considered in view of the prescribing information given in the different Member

States.

Pregnancy and lactation

Given the seriousness of the condition the same product as in non-pregnant adults should be
considered. It is recommended, when possible, to cease breastfeeding.
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Cutaneous anthrax

In non-severe cases where high spontaneous recovery rates have been reported, a 7-10 days oral treatment regimen with the same products and doses as detailed in the
tables is recommended. If a risk of inhalation anthrax cannot be ruled out, prophylaxis should continue for 60 days.

In more severe cases of cutaneous anthrax with signs of systemic involvement, pronounced local oedema or wounds in the head and neck region, combination treatment
should be considered.
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