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Our data suggest that oxygen-derived free radicals are involved in
the inflammatory processes of chronic asthma, with a further in-
crease in free-radical activity during acute severe asthma. It is possi-
ble, but not demonstrated in this study, that the PL-9,11-LA
that we measured in peripheral blood spilled over from oxygen-
derived—free-radical activity in inflamed lung tissue. New therapeu-
tic strategies might be aimed at strengthening antioxidant defense
systems.
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SUBCUTANEOUS GRANULOCYTE COLONY-
STIMULATING FACTOR AND
ACUTE ANAPHYLAXIS

To the Editor: Anaphylactic reactions have occurred after the ad-
ministration of many different immunogens, including antiserums,
hormones, enzymes, venoms, diagnostic agents, and drugs. We de-
scribe a patient who had an acute anaphylactic reaction during
therapy with granulocyte colony-stimulating factor (G-CSF).

A 48-year-old woman who had Philadelphia chromosome-posi-
tive chronic myelogenous leukemia and a history of allergic reaction
to imipenem—cilastatin (Primaxin) entered a hematologic but not a
cytogenetic remission after treatment with hydroxyurea (Hydrea)
and interferon in 1989. She was referred to our hospital for treat-
ment with a high dose of thiotepa (10 mg per kilogram of body
weight for one day), cyclophosphamide (60 mg per kilogram for two
days), and total-body irradiation (11 Gy), followed by a CD8 cell-
depleted, allogeneic bone marrow transplant from an unrelated
donor. Her physical examination at the time of admission was nor-
mal. She received G-CSF (filgrastim; Neupogen, Amgen, Thousand
Oaks, Calif.) subcutaneously in a dose of 10 ug per kilogram
per day, starting 18 days after transplantation, because of persistent
neutropenia (white-cell count, 0.3X10° per liter, with 26 percent
polymorphonuclear cells, 66 percent lymphocytes, and 6 percent eo-
sinophils). Concurrent medications included methylprednisolone,
cyclosporine, phenytoin, acyclovir, vitamin K, fat emulsion, vanco-
mycin, fluconazole, aztreonam, amikacin, amphotericin B, fluraze-
pam, and pentoxifylline.

Approximately 10 minutes after the administration of the third
dose of G-CSF, the patient reported itching of her extremities and
trunk, hoarseness, a feeling of tightness in her chest, and a lump in
her throat. Examination revealed well-circumscribed cutaneous
wheals with erythematous borders and blanched centers on the
trunk and extremities, with lingual edema, tachypnea, tachycardia,
and wheezing. A chest x-ray film revealed bilateral interstitial infil-
trates. The patient was given bolus doses of intravenous epineph-
rine, diphenhydramine, and aminophylline, followed by a continu-
ous infusion of aminophylline, and hydrocortisone succinate. With-
in 10 minutes, the urticaria on the trunk and then that on the
extremities disappeared, as did the other symptoms. A chest x-ray
film obtained one day later was normal.

Because the patient was taking other medications, the reaction
described above could have been due to a delayed response to one of
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them. However, its acute onset within minutes after administration
of G-CSF suggests that this drug had a causal role.

IsumAEL Jarvesivi, D.O.
SERrGIO S. GiraLT, M.D.
James Woob, Puarm.D.

University of Texas

Houston, TX 77030 M.D. Anderson Cancer Center

The above letter was referred to Amgen, which offers the follow-
ing reply:

To the Editor: We have reviewed the letter by Jaiyesimi et al. and
examined similar adverse events reported to Amgen during clinical
trials and postmarketing surveillance.

The patient the correspondents described was previously report-
ed to Amgen as having a history of adverse events possibly associat-
ed with three biologic products. In 1989, while she was receiving
bacterially derived interferon-alfa, Guillain—Barré syndrome devel-
oped and then resolved when the interferon was stopped. The reac-
tion described in the letter of Jaiyesimi et al. appears to be tempo-
rally related to the administration of filgrastim (recombinant
methionyl G-CSF). However, the patient was receiving 13 other
pharmaceutical agents, and an association between the reaction and
any single drug or a combination of these drugs cannot be excluded.
Subsequently, when this patient was treated with yeast-derived
granulocyte—macrophage colony-stimulating factor, a fever devel-
oped that necessitated discontinuation of the drug. Whether the
fever was the result of sensitivity to this agent or a side effect was not
clear. It should be noted that the package insert for filgrastim states
that it is contraindicated in patients with known hypersensitivity
reactions to products derived from Escherichia coli. At present,
filgrastim is not approved for use in patients with myeloid neo-
plasms.

One other possible anaphylactic reaction to filgrastim has been
reported to Amgen. It occurred in a 72-year-old woman with a
history of rheumatoid arthritis and Felty’s syndrome who was hos-
pitalized for infection and neutropenia. Five hours after the patient
was given 200 pg of subcutaneous filgrastim, her temperature rose
to 99.5°F, periorbital and perioral edema developed, and she report-
ed that her chest felt tight. She had no wheezing, and her pulse and
blood pressure remained normal. The symptoms resolved after
treatment with antihistamines and steroids. The patient was also
receiving two other medications and epoetin alfa.

These are the only two reports describing anaphylactoid reac-
tions possibly associated with filgrastim that have been received by
Amgen, after the use of filgrastim in 20,000 patients. The associ-
ation between filgrastim and the reactions described in these two
patients is uncertain in view of their use of concurrent medications
and their complex illnesses, although the timing (10 minutes and
5 hours after administration, respectively) suggests the possibility of
a relation. It is also not clear whether the prior exposure to other
biologic agents played a part in these reactions.

SHErRI L. BRown, M.D.
Evizasern HiLr, R.N., M.S.

Thousand Oaks, CA 91320 Amgen

POLYMYOSITIS MEDIATED BY LYMPHOCYTES
EXPRESSING THE y/6 RECEPTOR

To the Editor: The case presented by Hohlfeld et al. (March 28
issue)' of a patient with polymyositis is very interesting and unique
with regard to the immunopathological findings in the biopsy speci-
mens. The authors were convinced that the /8 T cells found in the
infiltrate were the cells that mediated the disease. Since this conclu-
sion is based only on histologic evidence of the ¥/8 T cells found at
the site of the lesion, however, we think that other possibilities
should be considered.

In most human autoimmune diseases thought to be mediated by
T cells, the self antigens recognized by the effector T cells are not
known. To examine the effector-cell frequency in the lesion, one has
to resort to experimental models of autoimmunity. Studies in ex-
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perimental autoimmune encephalomyelitis,® adjuvant arthritis,*

and experimental autoimmune uveoretinitis® indicate that the au-
toantigen-specific T cells are outnumbered by nonspecific cells at
the site of the autoimmune reaction; thus, the crucial T cells are not
dominant in terms of frequency. Since the infiltrate described by
Hohifeld et al. also contained a/B T cells and since the authors did
not present direct evidence that the y/8 T cells can damage muscle
or proliferate in response to muscle antigens in vitro, it is premature
to ascribe a definite pathogenetic role to the y/8 T cells. The y/8
T cells could have reached the lesion after the autoimmune inflam-
mation was initiated by other cells, leading to the expression of the
65-kd heat-shock protein that is potentially recognized by these
cells. Alternatively, the ¥/8 T cells could represent a regulatory
T-cell population or be attracted to the lesion by a specific lympho-
kine. The mere presence of the /8 cells in the lesion is too circum-
stantial to establish causality.

FeELix Mor, M.D.

Rehovot, 76100 Israel Weizmann Institute of Science
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The above letter was referred to the authors of the article in
question, who offer the following reply:

To the Editor: We direct Dr. Mor’s attention to Figures 2 and 3 of
our paper. These figures show nonnecrotic muscle fibers invaded by
the /8 T cells and a gradient in the distribution of the y/8 T cells,
so that they are heavily concentrated in the vicinity of the invaded
muscle fibers. These observations support the assumption that y/8
T cells are autoaggressive and that they mediate muscle-fiber injury
in the specimen. As we discussed in the paper, the antigen specific-
ity of the /8 T cells can only be established by functional studies.
Heat-shock proteins are good candidates, because they were ex-
pressed by the muscle fibers in our case and because many y/8 T
cells can recognize heat-shock proteins.!"?
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CONFUSION ABOUT DRUG NAMES

To the Editor: A 77-year-old woman with chronic renal failure,
glaucoma, and a history of mild dementia was hospitalized for eval-
uation and treatment of volume excess, metabolic acidosis, electro-
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lyte abnormalities, and changes in mental status. Her usual medica-
tions included acetazolamide (250 mg daily) for treatment of glau-
coma. After admission, the patient experienced increased lethargy,
and on the morning of the third hospital day she was unrespon-
sive. A blood glucose measurement at that time revealed a value
of less than 20 mg per deciliter. One hundred milliliters of 50
percent dextrose was administered, and the patient was given a
constant infusion of 10 percent dextrose, which resulted in the
resolution of her hypoglycemia. The patient remained comatose
throughout the remainder of her hospital stay, however, and died
on the 14th hospital day. Investigation into the cause of the hypo-
glycemia revealed that she had received 250 mg of acetohexamide
daily for two days, instead of the acetazolamide that had been
prescribed.

An 80-year-old man presented with confusion, agitation, and
aphasia. Screening blood tests revealed a blood glucose level of 30
mg per deciliter. The patient had a recent cataract extraction, and
on his discharge from the hospital acetazolamide, pilocarpine, and
prednisolone were prescribed. When his medications were exam-
ined and a retail pharmacy contacted, it was found that the pre-
scription for acetazolamide had been mistakenly filled with aceto-
hexamide.

The inadvertent substitution of hypoglycemic agents for acetazol-
amide has been reported previously in the medical literature,'® and
it is likely that this mistake has occurred more often than has been
reported. As these two cases indicate, the problem is ongoing. This
mistake is the result of remarkable similarities between the two
drugs. First, not only their generic names but also their trade names
are similar: acetohexamide is known as Dymelor (Eli Lilly), and
acetazolamide as Diamox (Lederle Laboratories). Because of this
similarity, they are commonly stored next to one another on phar-
macy shelves, and they may have similar computer codes. Second,
the two drugs have similar appearances and doses; both are white,
250-mg tablets. The proprietary form of acetazolamide has “Dia-
mox” imprinted on the tablet, but the generic forms have no such
distinguishing features. It is important for anyone involved in pre-
scribing, dispensing, or administering these medications to be
aware of the potential for confusing them. Pharmacies should take
extra care to store these drugs in different parts of the pharmacy
and to give them dissimilar computer codes. In addition, the drug
companies involved should take responsibility for changing the la-
beling, size, name, or color of these medications so that they can be
identified more easily.

Jon S. Husesy, M.D.
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The above letter was referred to the Pharmaceutical Manufactur-
ers Association, which offers the following reply:

To the Editor: Recent anecdotal reports'*® in the jJournal, including
that of Huseby and Anderson, have described misdispensing that
resulted in patients’ receiving the wrong medication. All health
professionals should be aware of these potential problems and
should exercise appropriate care when writing prescriptions, inter-
preting prescriptions, or dispensing medications to patients. Simple
steps, such as printing drug names to ensure legibility, including
therapeutic indications, transcribing prescriptions carefully, and
double-checking the medication dispensed, would prevent many of
these unfortunate incidents.

Health professionals often wonder how names for drugs are devel-
oped. Basically, every medication has three names: a chemical
name, a generic name, and a trademark or brand name. Each is
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