Letters to the Editor

ACUTE INTERMITTENT PORPHYRIA

To the Editor:

My colleagures and I congratulate Drs. Shah, Re-
moroza, and Aziz on their excellent and brief review of
acute intermittent porphyria (AIP),' an always chal-
lenging topic faced by physicians (including neurolo-
gists), which appeared in the February 2002 issue of
Hospital Physician.

We agree that the list of drugs that may provoke an
AIP attack continues to grow longer with every new
textbook edition. However, as neurologists, we are care-
ful about the use of phenytoin, carbamazepine, and
valproic acid in porphyrias in general; we consider
gabapentin a safe alternative.?

We wish to emphasize that screening for porphyrias
is indicated in all cases of acute progressive (poly)neu-
ropathy, especially because AIP was reported as a ne-
glected, and rare, differential diagnosis of Guillain-
Barré syndrome.> However, we believe that a prior
history of generalized symptoms (eg, abdominal pain,
constipation) should trigger the suspicion of AIP as a
cause of newly progressive polyneuropathy.

Interpreting results of porphobilinogen measure-
ment must be performed carefully, because a few
sources of errors have been reported: an increased
activity during or just after an acute attack (when ery-
throcyte levels are higher than normal), results in in-
fants who are younger than 6 months, and results in
patients with lymphoproliferative disease.*

Hematin usage carries a few restrictions and risks; it
should not be used in conjunction with anticoagula-
tion therapy, and the site for venous infusion must be
changed on a daily basis.* Both heme arginate and heme
albumin are chemically stable and less likely to pro-
duce phlebitis or anticoagulant effect than is hematin.’

Zeyad Morcos, MD
University Hospital of Cleveland
Cleveland, OH
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In reply:

We greatly appreciate the interest of Dr. Morcos in
our article. He underscores the importance of using
safe anticonvulsant agents, especially gabapentin. Be-
sides gabapentin, bromides and, most likely, vigabatrin
can also be given safely."? Until recently, interventions
in the acute porphyric states were only partially satisfac-
tory and often limited to preventive measures and
symptomatic treatment.” Today most patients can be
treated successfully, and life-threatening complications
can be avoided with prompt diagnosis and early treat-
ment. Recommendations for symptomatic treatment
of patients who have acute porphyria attacks are based
on personal experience as well as articles in different
medical journals over the past few years and include:
diazepam and clonazepam for convulsions; acetyl sali-
cylic acid, morphine, and pethidine for abdominal
pain; chlorpromazine and promethazine for vomiting;
propranolol for hypertension and tachycardia; and
electrolyte balance and saline infusions for hypona-
tremia.*

The list of medications to be avoided in patients
with porphyrias is ever increasing. Extensive informa-
tion about these drugs can be obtained from the fol-
lowing Web sites: http://www.uct.ac.za/depts/liver,
http://www.uq.edu.au/porphyria, and http://www.
porphyries.com. fr.

Since the early 1970s, acute attacks have been treat
ed with hematin preparations.” A lyophilized hematin
(hydroxyheme) preparation is available. It is reconsti-
tuted with sterile water. The product is, however, unsta-
ble, and degradation products adhere to endothelial
cells, platelets, and coagulation factors, causing a tran-
sient anticoagulant effect and phlebitis at the site of in-
fusion. Reconstitution with human albumin enhances
the stability of hematin and can prevent these adverse
effects,! although a high percentage of patients may
have thrombophlebitis.® Intravenous administration of
heme arginate (Normosang) rather than hematin does
not cause any significant changes in coagulation and
fibrinolysis, but the overall rate of adverse effects is
decreased.”

We agree that interpretation of tests to detect por-
phyrias must be performed carefully because of situa-
tions that can give false-positive or false-negative results.
Ideally, we should be able to identify every patient, but
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because of confounding variables (eg, uremia, hepatitis,
lymphoproliferative disorders, hemolytic conditions),
there can be discrepancies. As a differential diagnosis of
newly progressive polyneuropathy, decompensated pre-
existing diseases of the nerves, muscles, and motor neu-
rons should be considered. Conditions such as acute
Guillain-Barré syndrome, exacerbated myasthenia
gravis, porphyric attacks, decompensated motor neu-
ron or muscle disease (metabolic or inflammatory),
botulism, and organic phosphate poisoning also have
to be considered.?
Mubashir A. Shah, MD
Roderick Remoroza, MD
Khalid Aziz, MBBS, MRCP (UK), MRCP (Ire), FACG
University of Connecticut
Farmington, CT

References

1. Anderson KE. The porphyrias. In: Goldman L, Bennett
JC, editors. Cecil textbook of medicine. 21st ed. Phila-

delphia: WB Saunders; 2000:1123-30.

Perucca E. The new generation of antiepileptic drugs:
advantages and disadvantages. Br ] Clin Pharmacol 1996;
42:531-43.

Gutierrez PP, Kunitz O, Wolff C, Frank J. Diagnosis and
treatment of the acute porphyrias: an interdisciplinary
challenge. Skin Pharmacol Appl Skin Physiol 2001;
14:393-400.

Bickers DR, Pathak MA, Lim HW. The porphyrias. In:
Fitzpatrick TB, Eisen AZ, Wolff K, et al, editors. Derma-
tology in general medicine. 4th ed. New York: McGraw-
Hill; 1993:1854-93.

Dhar GJ, Bossenmaier I, Petryka ZJ, et al. Effects of
hematin in hepatic porphyria. Further studies. Ann
Intern Med 1975;83:20-30.

Tenhunen R, Mustajoki P. Acute porphyria: treatment
with heme. Semin Liver Dis 1998;18:53-5.

Mustajoki P, Nordmann Y. Early administration of heme
arginate for acute porphyric attacks. Arch Intern Med
1993;153:2004-8.

Hund E. Critical illness polyneuropathy. Curr Opin
Neur 2001;14:649-53.

Copyright 2002 by Turner White Communications Inc., Wayne, PA. All rights reserved.

22 Hospital Physician May 2002

www.turner-white.com



