
Itraconazole and Terbinafine 
May be Linked to Liver 

and Heart Failure
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The FDA has issued warnings about the potential for the
development of liver failure and heart failure in patients receiving

either itraconazole or terbinafine.

Source: Thompson CA. Itraconazole, terbinafine possibly linked 
to liver failure. Am J Health Syst Pharm. 2001;58:1076.

Due to reports of serious adverse events during ther-
apy with itraconazole (Sporonox, Janssen) and terbinafine

(Lamisil, Novartis), the Food and Drug Administration (FDA) has
advised clinicians to prescribe these agents for onychomycosis
only after a positive nail culture or smear has been obtained. The
FDA took this action after reviewing 24 cases of liver failure that
were possibly associated with itraconazole therapy and 16 cases of
liver failure that were possibly associated with terbinafine therapy
as well as a number of cases of congestive heart failure (CHF).1

Some of the patients (number not specified) did not have any
underlying liver disease prior to antifungal therapy and a combined
total of 11 deaths were reported. In addition to liver failure, there
were 58 patients that reportedly developed CHF as a result of itra-
conazole therapy with 13 deaths in that group. Onychomycosis
was specifically targeted because more than half of the cases of
liver failure associated with itraconazole therapy were patients
being treated for nail or other dermatological infections. 

As a result of this information, the black-box warning in the
labeling for itraconazole products now includes instructions to
avoid the use of itraconazole therapy in treatment of onychomyco-
sis in patients with signs or symptoms of CHF, or other conditions
involving ventricular dysfunction, and to stop therapy in those
patients that develop any signs of CHF. Two other items were also
added to the black-box for itraconazole. One is the contraindica-
tion to the concurrent use of the antiarrhythmic agent dofetilide
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and itraconazole because of the possibility of serious
cardiovascular events and the other is a warning
regarding the ability of erythromycin to increase plas-
ma levels of itraconazole. 

The new labeling for both products now advises clini-
cians to closely monitor patients for signs and symptoms
of liver failure or CHF and to take appropriate actions
should signs and symptoms occur. 

■ COMMENT BY THOMAS G. SCHLEIS, MS, RPh
Anyone who has been involved in medicine for any

period of time has witnessed the rise and fall of a num-
ber of pharmaceuticals. It is often not until large num-
bers of patients have been treated with newer medica-
tions that rare, but serious side effects are identified. In
the case of itraconazole, it also appears that the length of
therapy was important as the longer the therapy, the
higher the likelihood of adverse events. This could have

been identified only after the drug had been on the mar-
ket for a considerable period of time. 

Another aspect touched on in this article was the
potential of drug interactions of itraconazole with
dofetilide and erythromycin. With the large number of
drug interactions between medications, it is almost a
necessity for physicians to have access to drug interac-
tion information, either through their pharmacy or by
using one of the many products available for hand-held
devices. I would encourage all physicians to verify that
their pharmacies are carefully screening all medication
profiles for potential medication interactions.   ❖

Reference
1. FDA Talk Papers. http://www.fda.gov/opacom/

hpwhats.html#press. Accessed September 27, 2001.

Pharmacists: Beware of
Greek Actresses with 
Sick Sisters
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In many countries, antibiotics are common-
ly dispensed through pharmacies without a physician’s
prescription, regardless of the local laws and 
regulations. 

Source: Contopoulos-Ioannidis DG, et al. Pathways for inap-
propriate dispensing of antibiotics for rhinosinusitis: A ran-
domized trial. Clin Infect Dis. 2001;33:76-82.

It is against the law in greece to dispense anti-
biotics without a doctor’s prescription. Investigators in

the city of Ioannina decided to investigate whether this
was, nevertheless, occurring. 

They worked with the University theatrical group to
train 2 medical student actress-researchers to present
themselves to 98 different pharmacists to ask for
antibiotics. The scenario was the case of a sister of the
actress-researchers who was ill with the classic symp-
toms of a viral upper respiratory infection with the
exception of the fever, which was said to be 40°C for
half the cases and 38.5°C for the others. The presenta-
tions were carefully rehearsed and developed to
respond consistently to questions the pharmacist might
have. If a prescription for an antibiotic was offered, the
pharmacist was encouraged to provide a stronger one.
Cases and actresses were randomized. 

Of the 98 pharmacists approached, 86% offered an

178 September 1, 2001

Subscriber Information
Customer Service: 1-800-688-2421

Customer Service E-Mail Address: 
customerservice@ahcpub.com

E-Mail Address: neill.larmore@ahcpub.com

World-Wide Web: http://www.ahcpub.com

Subscription Prices
United States

$279 per year (Student/Resident rate: $110).

Multiple Copies
1-9 additional copies: $206; 10 or more copies: $183.

Canada
Add 7% GST and $30 shipping.

Elsewhere
Add $30 shipping.

Accreditation
American Health Consultants (AHC) designates this continuing
medical education (CME) activity for up to 40 hours in Category 1
credit toward the AMA Physician’s Recognition Award. Each 
physician should claim only those hours of credit that he/she 
actually spent in the educational activity.
AHC is accredited by the Accreditation Council for Continuing 
Medical Education (ACCME) to provide CME for physicians.
This CME activity was planned and produced in accordance with
the ACCME Essentials.

Questions & 
Comments

Please call Robin Mason, Managing Editor, at

(404) 262-5517, or e-mail to

robin.mason@ahcpub.com, or Neill Larmore,

Associate Managing Editor, at (404) 262-5480,

or e-mail to neill.larmore@ahcpub.com between

8:30 a.m. and 4:30 p.m. ET, Monday-Friday.

Infectious Disease Alert, ISSN 0739-7348, is published

twice monthly by American Health Consultants, 3525 Pied-

mont Rd., NE, Bldg. 6, Suite 400, Atlanta, GA 30305. 

VICE PRESIDENT/GROUP PUBLISHER: 

Donald R. Johnston. 

EDITORIAL GROUP HEAD: Glen Harris.

MARKETING PRODUCT MANAGER: 

Schandale Kornegay.

MANAGING EDITOR: Robin Mason.

ASSOCIATE MANAGING EDITOR: Neill Larmore.

SENIOR COPY EDITOR: Robert Kimball. 

GST Registration Number: R128870672. 
Periodical postage paid at Atlanta, GA. 
POSTMASTER: Send address changes to Infectious Dis-
ease Alert, P.O. Box 740059, Atlanta, GA 30374. 
Copyright © 2001 by American Health Consultants. All
rights reserved. No part of this newsletter may be repro-
duced in any form or incorporated into any information-
retrieval system without the written permission of the
copyright owner. 

Back issues: $19. 
Missing issues will be fulfilled by customer service free of
charge when contacted within one month of the missing
issue’s date.

This is an educational publication designed to present sci-
entific information and opinion to health professionals, to
stimulate thought, and further investigation. It does not pro-
vide advice regarding medical diagnosis or treatment for
any individual case. It is not intended for use by the layman.

Statement of 
Financial Disclosure

In order to reveal any potential bias in this publication,
we disclose that Dr. Deresinski is involved in research
with Merck, Sharp & Dohme, Novartis (Systemix),
DuPont-Merck, Gilead, Agouron, and Abbott. He also
serves as a consultant to Bristol-Myers Squibb,
Immunex, and Protein Design Labs and serves on the
speaker’s bureau of Merck, Sharp & Dohme, Bristol-
Myers Squibb, GlaxoSmithKline, Ortho, Bayer, and
Lederle. Dr. John is a consultant for Aventis, Roche,
and Abbott, is on the speaker’s bureau of Merck,
AstraZeneca, Aventis, GlaxoSmithKline, and Abbott,
and does research for Pfizer, Merck, and Liposome.
Dr. Kemper serves on the speaker’s bureau of Virolog-
ic, GlaxoSmithKline, Pfizer, and Agouron and is
involved in research with Chiron, Merck, Agouron, and
Virologic. Dr. Schleis is on the speaker’s bureau for
Roche, Aventis, and Bayer and is a consultant for FFF
Enterprises, Aventis, and Bayer. Dr. Muder does
research for Ortho-McNeil, Aventis, and Pharmacia &
Upjohn. Dr. Tice is a consultant for Roche, Merck,
Pharmacia & Upjohn, 3M, Agouron, and Ortho and is
on the speaker’s bureau of Roche, Ortho, Agouron,
Schering, and Pharmacia & Upjohn, and does
research for Roche, Merck, and Pharmacia & Upjohn.
Dr. Jenson is on the speaker’s bureau of Merck and
Pfizer and does research for Merck and GlaxoSmith-
Kline. Dr. Donnelly, Dr. John, and Dr. Smilack report
no speaker’s bureau, research, stockholder, or consult-
ing relationships having ties to this field of study.



Infectious Disease Alert 179

antibiotic for the scenario of the 38.5°C temperature
and 69% did so for the 40°C one. Of those who
offered an antibiotic, 71% offered a broad spectrum
one for the lower temperature and 65% offered one for
the high fever. Only half of the pharmacists asked any
questions about the patient before offering to sell the
antibiotic. Two percent refused to dispense because of
prescribing regulations. Only one said an antibiotic
was not needed. Only 35% of pharmacists in the low
fever and 57% of the high fever groups recommended
that the sister see a physician. Less then one quarter
asked about allergies. 

■ COMMENT BY ALAN D. TICE, MD, FACP
The situation in Greece is a common one. The profli-

gate use of antibiotics is an international problem and
often beyond the control of physicians. It is particularly
disturbing that half of the pharmacists did not even ask
about the patient before offering to sell an antibiotic.
The concept of a physical assessment of the patient was
also ignored as the actresses were asking for medication
for a sister who was not present. 

The problem of overuse of antibiotics is clearly a
global one. While changing physician prescribing has
been the major focus for preventing antibiotic resistance
in developed countries, there is information to suggest
the system is being bypassed. Even in the Bronx, 26% of
people surveyed reported using antibiotics from friends,
mail order, or pharmacists without a doctor’s prescrip-
tion.1 In developing countries, it is even hard to enforce
regulations without the administrative and legal machin-
ery that is in place in countries such as the United States. 

The consumption of antibiotics has generally
increased around the world with marked variations
among counties. A recent Lancet report demonstrates 2-
fold variations among countries in the European Union
with no apparent differences in infections or outcomes.2,3

The situation in Greece is analogous to that in Chile
where there have been laws on the books that require a
physician’s prescription for an antibiotic but they were
not enforced. When it was noted that there was a marked
increase in antibiotic use, it was decided to enforce the
regulations. The result was a decrease in the use of some
antibiotics by as much as half, with a savings of $6.5
million or 15% of their total annual cost.4

There is no description of how persuasive or attractive
the medical student actress-researchers were or what their
bias may have been in the study, but they were at least
comparably effective in obtaining antibiotics. The theatri-
cal abilities of the Greeks should never be overlooked.

Perhaps there should be an international antibiotic
police force to monitor appropriate use and enforce reg-

ulations. Physician-actresses and actors may be a useful
component.   ❖

References 
1. McKee MD, Millis L. Mainous AG III. Antibiotic use

for the treatment of upper respiratory infections in a
diverse community. J Fam Pract. 1999;48:993-996.

2. Cars O, et al. Variation in antibiotic use in the Euro-
pean Union. Lancet. 2001;357:1851-1853.

3. Donnelly JP. Antibiotic use in the European Union.
Infectious Disease Alert 2001;20:154-156.

4. Bavestrello L. Cabello QFA. Chile enforces regulations
on the sale and dispensing of antibiotics. APUA
Newsletter. 2001;19:5. 

The ESR or CRP—
An Old Debate Flares Up
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The erythrocyte sedimentation rate (ESR) is
affected by so many extrinsic factors that its clinical
usefulness is severely compromised. 

Source: Jurado RL. Why shouldn’t we determine the 
erythrocyte sedimentation rate? Clin Infect Dis. 2001;33:
548-549.

The erythrocyte sedimentation rate (esr) is a
nonspecific screening test for various inflammatory

diseases and has a long and venerable history. The test
requires blood to be drawn and collected in citrate or
EDTA as anticoagulant, is quick and inexpensive, and
usually offered as part of the basic service. Although
simple to perform, the ESR is the result of a complex
biological process dependent upon the amount of fib-
rinogen (also an acute-phase reactant) and the degree to
which red blood cells aggregate, which in turn depends
upon the physical properties of the surface including
free energy, charge, and dielectric constant. 

Besides elevated concentrations of fibrinogen, the
ESR is also increased by a variety of factors and reduced
by others (see Table).

By contrast, the acute-phase reactant C-reactive protein
(CRP) is not affected by any of these factors and is regard-
ed as a better alternative for gauging the intensity of the
inflammatory response and for providing a better means
of monitoring. However, ESR is still preferred by some
because, although CRP might be a better test, it requires
specialized technology making it less widely available,



takes longer to do, and is more expensive. Jurado dismiss-
es these arguments claiming that those who still insist on
using the ESR only do so because of their adherence to
tradition and not because of science or logic. 

■ COMMENT BY J. PETER DONNELLY, PhD
It may seem strange that this article should appear at

this time in an infectious diseases journal, especially as
the ESR has long given way to CRP in this area. Howev-
er, while microbiologists and infectious disease physi-
cians might be convinced that this debate (which has
raged since the mid-1960s) has long been settled, other
clinical specialists clearly think otherwise. Indeed, only
recently a study was done among patients with solid
tumors and lymphomas to investigate the possibility of
using the ESR and CRP for differentiating neoplastic
fever from infectious fever and concluded that neither
was useful.1

Ironically, although CRP is a more specific acute-
phase reactant than ESR, it still has to find its proper
place in the clinic. After all, like the ESR, an elevated
CRP level only reflects active inflammation but sheds no
light upon the etiology. Its clinical use also depends
upon the context and its ability to increase or lower diag-
nostic probabilities. Taken in isolation and without a
clear purpose, neither the ESR nor CRP for that matter
will be anything but a waste of time and money.   ❖

Reference
1. Kallio R, et al. C-reactive protein and erythrocyte sedi-

mentation rate in differential diagnosis between infec-
tions and neoplastic fever in patients with solid 
tumors and lymphomas. Support Care Cancer. 2001;
9:124-128.

Pedicures Gone Bad
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: An outbreak of cutaneous nontuberculous
mycobacterial leg infections was encountered among
pedicure salon patrons.

Source: Altman LK. Microbe in salon footbath is suspected
in boil outbreak. New York Times. April 27, 2001.

The New York Times recently reported news of
an outbreak of Mycobacterium fortuitum cutaneous

infections among women receiving pedicures. The
account cited the results of a Centers for Disease Con-
trol and Prevention (CDC) Epidemic Intelligence Ser-
vice (EIS) investigation that was presented at the 50th
annual EIS conference earlier this year in Atlanta, Ga.

At least 110 patrons of a California salon developed
furuncles on their legs 10 days to 4 months after
receiving pedicures. CDC investigators hypothesized
that prepedicure soaking in a footbath exposed the skin
of the patrons’ legs to M fortuitum, and found that the
footbaths were “teeming” with the microorganism.
Infection risk was increased nearly 6-fold in those
patrons who shaved their legs shortly before the pedi-
cure; an oil massage during the pedicure increased the
risk of infection 3-fold.

The problem may be far more common than the 1
outbreak might suggest. CDC investigators noted that M
fortuitum could be isolated from the majority of foot-
baths in other California nail salons. Indeed, a small out-
break of pedicure-associated M fortuitum skin infections
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Table

Factors Other Than the Concentration of Fibrinogen That Affect the ESR

Cause elevation of ESR Cause reduction in ESR
Anemia Morphological abnormalities of the red blood cells
Increased concentrations of other proteins 
including M-protein, macroglobulins, 
and RBC agglutinins Polycythemia 

Renal failure High white blood cell count 

Heparin Hypofibrinogenemia 
High blood cholesterol High serum concentrations of bile salts that 

affect red blood cell membranes

Extreme obesity Congestive heart failure

Female gender Valproic acid

Advanced age Low molecular weight dextrans

Tilting the tube Cachexia

High temperature Low temperature

Delay > 2 h before testing

Clotting

Vibration



has recently been reported in Arizona.1

Public health officials in California and Arizona are
issuing guidelines and regulations to ensure that pedi-
cure footbaths undergo proper disinfection.

■ COMMENT BY JERRY D. SMILACK, MD
Clinicians should be aware of this entity. As always,

a careful history is the key in making the diagnosis.
Mycobacterial cultures of drainage from a lesion or a
punch biopsy are mandatory. Specific recommenda-
tions regarding antimicrobial therapy are not possible
because of limited outcome data, but most isolates of
M fortuitum are susceptible to ciprofloxacin and sul-
fonamides, and to a lesser extent clarithromycin. Par-
enteral agents with excellent in vitro activity include
amikacin and imipenem. However, antimicrobial sus-
ceptibility testing of a patient’s isolate should guide
therapy in each case.   ❖

Reference
1. Arizona Department of Health Services. Mycobacteri-

um fortuitum furunculosis associated with salon foot
baths. Prevention Bulletin. 2001;15(4):3.

IVIG—How Much and When?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Higher than usual doses of intravenous
immune globulin (IVIG) were more effective in prevent-
ing infections and reducing the duration of illness, but
the added cost is hard to justify for most stable patients. 

Source: Eijkhout HW, et al. The effect of two different
dosages of intravenous immunoglobulin on the incidence of
recurrent infections in patients with primary hypoglobuline-
mia. Ann Intern Med. 2001;135:165-174. 

About half the patients with x-linked
hypoglobulinemia or combined variable immunod-

eficiency syndrome in The Netherlands were studied to
see whether 300 mg/kg or 600 mg/kg (400 mg/kg and
800 mg/kg in children) every 4 weeks was better in pre-
venting infections and reducing illness.

In a crossover design, they randomized 41 patients
from 15 centers to initially receive either the high-
dose or low-dose regimen for 9 months, then gave
them 3 months on their previous (baseline) regimen,
then another 9 months of the opposite regimen they
received initially.

They observed 135 infections in the standard-dose
therapy patients (90.2% had 1 or more infections) and
103 (83.7% had 1 or more infections) in the high-dose
program. The time until an infection occurred was short-
er (81.5 days) in the standard regimen than in the high-
dose one (123 days). They also found the duration of
symptoms to be less at 3.5 ± 2.6 and 2.5 ± 2.4 days,
respectively. Half of the infections were respiratory. 

They also studied hospitalizations, abscences from
work or school, and compared children with adults. No
significant findings were noted, but it was obvious some
patients were more likely to get infected than others.
There was, however, a greater improvement in peak
expiratory flow rates at the end of the higher dosage (37
L/min) than the lower dosage (11 L/min) and a reduc-
tion in antibiotic use although neither difference was sta-
tistically significant. The immune globulin levels
achieved were clearly higher for the high-dose program
than for the low-dose one (trough levels of 9.4 vs 6.5
g/L). There was no significant difference in carriage of
respiratory pathogens. 

Side effects of the IVIG were also studied for the
1057 infusions and little difference was found other than
a higher incidence of headache and nausea with the 600
mg/kg dose.

■ COMMENT BY ALAN D. TICE, MD, FACP
Immune globulin is a life-saving product for

hypoglobulinemic individuals. Questions remain, how-
ever, about the appropriate doses needed for optimal
benefit, especially in light of its cost and, lately, scarcity
of the product. 

The finding of a reduced number of infections with
higher doses is no surprise, although prior studies
have not demonstrated such clear statistical signifi-
cance. It is also a bit troublesome given the cost and
scarcity of IVIG in the United States. Eijkhout and
colleagues suggest the higher dose would cost $5000
for each adult for each 6 months. In the United States,
where IVIG costs about $90/g, the costs for a 100 kg
male would be an added $2700 per dose or $16,200
for each 6 months.

It is quite possible that even higher doses of IVIG
would be of added benefit but it is hard to know what the
limits are of cost-effectiveness. Eijkhout et al’s sugges-
tion of giving the higher dose to people who have at
least 2 serious infections per year is a reasonable one,
although they do not indicate whether the cases in their
series were simply sicker, older, or more debilitated than
the others. 

Although it was not noted, another approach might be
to continue most people on a regular dose until they
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develop an infection, at which time a double dose, or
possibly even more, should immediately be given. This
might reduce the severity and shorten the duration of the
illness and be cost effective in regard to hospitalization
and return to work.

Eijkhout et al point out the value of keeping the
trough level of immune globulin above 5 g/L as has been
demonstrated before. Their correlation of better out-
comes with the higher levels may be valuable, but if the
trough is the measure to follow, it would seem dosing
every 2 weeks would be better than every 4—which was
not noted to be of value by the limited observations they
made. More studies are needed.

The immune globulin preparation was a Netherlands
product. How it compares with those available in the
United States is not known. The side effects of the IVIG
preparation used in the study were relatively minor, but
may have been less than some of the other products
commonly available. Extraction methods vary among
manufacturers, and so do side effects.

The need for IVIG is clear for hypoglobulinemia
but it has value in other diseases such as Kawasaki and
pediatric AIDS as well. It would probably be possible
to prove its value in a number of other disease states as
well if the supplies were plentiful enough and the cost
were not too great. Unfortunately, the shortage of
IVIG remains a problem with the extreme need for
purity and safety because it is a biological extract. The
chances of reducing the cost are small given the poten-
tial legal consequences of a bad batch such as the case
with hepatitis C which Baxter Healthcare is still trying
to pay off.   ❖

Streptococcus pneumoniae
as a Cause of Necrotizing
Fasciitis
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The pneumococcus may cause necrotizing
fasciitis. 

Source: Ballon-Landa GR, et al. Necrotizing fasciitis due to
penicillin-resistant Streptococcus pneumoniae: Case report
and review of the literature. J Infect. 2001;42:272-290.

Physicians dread the confrontation with
necrotizing fasciitis (NF). It can be tricky to diag-

nose, present in various forms, and have a catastrophic

clinical outcome. Group A streptocococci are by far the
most common cause of NF, but other bacteria including
the clostridia can produce the syndrome. Another strep-
tococcus is a featured cause of NF in this report, the
pneumococcus, Streptocococcus pneumoniae (SP). 

The report is that of a 32-year-old Hispanic man from
San Diego, Calif, who presented with trauma-induced
left flank pain and overlying erythema. The pain initially
waned but he represented 2 days after the trauma com-
plaining he could not sleep. He was afebrile but tachy-
cardic, at 110 beats/minute. The only other physical
finding was erythema of the flank region. There was
marked leukocytosis of 41,000 WBC/mm3. A chest CT
did show a broken left 10th rib and some underlying
atelectasis without infiltrate. 

The next hospital day, his clinical condition wors-
ened, and the white blood cell count increased to
51,000/mm3. The ecchymosis extended from the flank
across the abdomen, surgical exploration revealed
extensive necrosis of the subcutaneous tissue of the
flank and abdominal wall. Following persistent
hypotension and acidosis, the patient was taken back to
surgery the following day for further debridement, this
time including the left chest wall. Surgical specimens
grew pure cultures of a serotype 9V SP, and tissue
Brown and Brehm stains showed lancet-shaped diplo-
cocci. Blood cultures remained negative. The MIC of
the isolate was 2.0 µg/mL for penicillin and 0.5 µg/mL
for ceftriaxone. The initial therapeutic regimen of
meropenam, levofloxacin, and metronidazole was
changed to vancomycin and clindamycin. 

Interestingly, Ballon-Landa and colleagues next com-
pared their isolate to a clone called France 9V-3, a peni-
cillin-resistant SP that has spread worldwide. Indeed, the
comparison to France 9V-3 to the patient’s isolate of
penicillin-binding protein genes pbp1a, pbp2b, and
pbp2x polymorphisms revealed apparent identity, as did
the pulse field gel electrophoresis patterns.

In their review of the literature yielding 11 cases,
several aspects stood out. Six patients were younger
than 45 years of age, 9 had SP bacteremia, 4 were on
immunosuppressive drugs, 5 underwent surgery, and
only 2 died. 

■ COMMENT BY JOSEPH F. JOHN, MD
One of the major findings of this report is the abili-

ty of penicillin-resistant SP to cause severe NF and
septic shock. We have seen cases like these in New
Jersey indistinguishable from NF caused by group A
streptococcus. Of course, all group A streptococci
remain susceptible to low concentrations of penicillin,
but other bacteria like Staphylococcus aureus, Entero-
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coccus faecalis, and now some SP, such as this peni-
cillin-resistant strain, will not respond to a pure peni-
cillin G regimen, although high-dose parenteral peni-
cillin might have been effective. NF should probably
be treated with broad antibiotic regimens initially
pending identification of the causative pathogen. Bal-
lon-Landa et al favor a regimen including clin-
damycin, shown in some animal studies to have
improved efficacy over penicillin. 

Ballon-Landa et al emphasize the importance of the
increasing rate of penicillin resistance in invasive strains
of SP in the United States—up to 25% of strains by
1998. It will be interesting to see if this rate increases as
we approach 2002. 

One striking aspect of the review of the 11 SP-
associated NF cases is that not one had a respiratory
syndrome. The lack of an obvious sino-pulmonary
entry point for the SP that cause NF suggests a possi-
ble changing ecology for SP or specific virulence fac-
tors in the NF strains that allow them to metastasize
silently from asymptomatic foci in the respiratory
tract. More studies will be needed to test such
hypotheses. Ballon-Landa et al emphasize that the
pneumolysis of SP induced nitric oxide, a mediator of
septic shock. Cell wall components are able to stimu-
late cytokine production including IL-1, IL-6, and IL-
8, all of which can adversely affect host tissue and
contribute to tissue damage. 

The 55 references in this case report and literature
review highlight the wealth of information now avail-
able about the pneomococcus. Clinicians, including
infectious diseases consultants, should remain alert to
the ability of SP to produce skin (cellulites), invasive
soft tissue, and myofacial infections in both compro-
mised and normal hosts.   ❖

CME Questions
18. Most other countries are better than the United States about

enforcing laws about antibiotic prescribing and dispensing. 
a. True 
b. False

19. Patients often have access to antibiotics without seeing a 
physician. 
a. True 
b. False

20. All of the following factors lead to a spurious ESR except:
a. anemia. 
b. high white blood cell count. 
c. low molecular weight dextrans.
d. citrate anticoagulant.
e. tilting the tube.

21. Which mycobacterial species has been associated with a recent
outbreak of pedicure-associated furunculosis?
a. M marinum
b. M fortuitum
c. M avium intracellulare
d. M kansasii

22. Higher doses of intravenous immune globulin therapy (300
mg/kg vs 600 mg/kg every 4 weeks) appear to be beneficial but
have been statistically proven only to:
a. have more side effects.
b. reduce hospital stays.
c. reduce durations of infections.
d. reduce antibiotic use.

23. Streptococcus pneumoniae is able to produce necrotizing fasci-
itis because: 
a. it is usually penicillin resistant.
b. it elaborates several factors that can promote soft tissue 

destruction.
c. it creates a pulmonary focus of disease first.
d. it is a common cause of precipitating cellulitis.

Attention Readers . . .
American Health Consultants is happy to announce

that we are opening up our Primary Care Reports author
process to our readers. A biweekly newsletter with
approximately 5000 readers, each issue is a fully refer-
enced, peer-reviewed monograph. 

Monographs range from 25-35 Microsoft Word
document, double-spaced pages. Each article is thor-
oughly peer reviewed by colleagues and physicians
specializing in the topic being covered. Once the idea
for an article has been approved, deadlines and other
details will be arranged. Authors will be compensated
upon publication. 

As always, we are eager to hear from our readers
about topics they would like to see covered in future
issues. Readers who have ideas or proposals for future
single-topic monographs can contact Managing Editor
Robin Mason at (404) 262-5517 or (800) 688-2421 or
by e-mail at robin.mason@ahcpub.com.

We look forward to hearing from you.   ❖
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Shortage of 
Meningococcal 
Vaccine 

Source: August 9, 2001, TravelMED
@Yorku.CA. 

Just as the school year gets
underway, some physicians are

reporting that Pasteur (Aventis) has
restricted orders of meningococcal vac-
cine (Mennimune) to 3 single doses per
month—and has increased the price.
Ten-dose vials are available, but some
physicians complain that they are unable
to use this product quickly enough once
it has been reconstituted. Facing increas-
ing demands from parents, college-
bound students, and some colleges
requiring vaccination, physicians are
frustrated at yet another shortage of a
key vaccine product. 

Just in the past year, physicians
throughout the United States and Cana-
da have been faced with escalating
costs and/or shortages of flu vaccine
(for both 2000-2001 and 2001-2002),
diptheria-tetanus, rabies, typhoid fever,
and yellow fever vaccines. The mega-
mergers of several large pharmaceutical
companies have created a situation
leading to near monopolization of cer-
tain vaccine markets by a handful of
manufacturers. “Holes” in productivity
are more likely when manufacturing
problems occur.   ■

Influenza Vaccine—
Delayed Again 

Source: ProMED-mail post July 13,
2001; promed@promedmail.org. 

Health care providers should be
aware of the anticipated delay in

influenza vaccine for 2001/2002. The 3
remaining manufacturers of vaccine are
projecting that ~50 million doses will be
available sometime in October, which is

about twice that available at the same
time last year. They hope to have an ade-
quate supply distributed by December.
The delay this year is because one of the
manufacturers has dropped out of pro-
duction due to compliance issues with
manufacturing last year. 

As a result, the Advisory Committee
on Immunization Practices is recom-
mending that the vaccine arriving in
October be reserved for health care
workers and persons at highest risk
(see Table), and that vaccination of
persons at lesser risk be “phased in”
over succeeding months. While this
approach is laudable, officials should
understand that a staggered approach to
vaccine administration is impractical
and only complicates the job of physi-
cians and clinics trying to respond to
the Centers for Disease Control’s stat-
ed goal of 100% vaccine compliance. It
is difficult to aggressively promote
vaccine usage but then deny it to some,
even temporarily.   ■

Recommendations for
Smallpox Vaccination

Source: MMWR Morb Mortal Wkly
Rep. June 22 2001;50:RR-10:1-25. 

The events of september 11
heightened concerns of a potential

bioterrorist attack. Of the several agents
of concern is smallpox (variola) virus,
although experts believe that the proba-
bility of a deliberate attack using this
agent is low. Physicians should be aware
that, in the United States, the routine use
of smallpox vaccine (vaccinia) in the
general public stopped in 1971; vaccina-
tion of health care workers stopped in
1976; availability of vaccine to the pub-
lic and to international travelers ceased
in 1982; and the administration of vac-
cine to military personnel ended in 1990.
Therefore, most people in the United
States, with the exception of some mili-
tary personnel, received vaccine more
than 25-30 years ago, with the possible
loss of protective immunity. 

A new smallpox vaccine is currently
being developed using cell-culture tech-
niques (Infectious Disease Alert. 2000;
20:24). At present, pre-exposure vacci-
nation is not being recommended except
for key military and laboratory person-
nel involved in this area of viral
research. In the event of an outbreak,
postexposure vaccine will be made
available to persons who are directly
exposed to a clinical case or who are
likely to be exposed to contaminated
medical waste and laundry. If at all pos-
sible, persons who received childhood
vaccine (or who received vaccine > 3
years ago) should be revaccinated and
assigned to direct patient care duties. 

In the event of a suspected case,
physicians in the United States should
immediately contact their local and state
health authorities, who will contact the
CDC. (Physicians in countries outside
the United States are to contact the
World Health Organization).   ■
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Table

Persons Who Should Receive
Flu Vaccine First 

• Persons > 65 years of age; 

• Residents of long-term care 

facilities; 

• Adults and children with underlying

pulmonary or cardiovascular 

disease; 

• Children and teens receiving long-

term aspirin therapy; 

• Persons who require regular medical

care or who were hospitalized during

the previous year, such as those with

renal disease, diabetes, HIV, or other

immune suppressive illness; 

• Women who will be in their 2nd or

3rd trimester during flu season; 

• Health care workers


