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rophages, platelets, and B cells are also involved in
this process. Transient, increased production of IgE
could activate these cells; IgE may be part of the
mechanism of the acute-phase response. This
would corroborate recent results pointing to higher
serum IgE levels during exacerbation of rheuma-
toid arthritis (12) and chronic obstructive pulmo-
nary disease (13).

The discovery of IgE gave an insight into the
fundamental mechanism of allergy. Atopy, one of
the most common genetically determined traits,
characterized by overproduction of IgE, became
well defined. The observations here briefly dis-
cussed point to still another role of IgE, a role in
the acute-phase response, which should be care-
fully examined.
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Anaphylactic reaction to

methotrexate

METHOTREXATE is an antimetabolite of folic
acid which acts as an antineoplastic agent and
also has immunosuppressant properties; both
effects are due to its inhibition of the dihydrofolate
reductase enzyme. We report a case of anaphylactic
reaction due to methotrexate in which clinical data
and positive skin tests suggested an IgE-mediated
hypersensitivity mechanism.

A 49-year-old woman with breast cancer was
admitted to our hospital to receive her first chemo-
therapy cycle. Cyclophosphamide, 5-fluorouracil,
adriamycine, vincristine, and prednisone were
administered for 4 days with no adverse reaction.
On day 5, while cyclophosphamide was being
infused, the first dose of methotrexate was admin-
istered. After a few minutes, the patient developed
urticarial rash, breathlessness, hypotension, and
loss of consciousness; she was then treated with
fluidotherapy and corticosteroids, with remission.

There was no family or personal atopy back-
ground. Total IgE was within normal values, and
specific IgE to common inhalants and food aller-
gens were negative.

As the reaction might have been caused by either
of the two drugs — methotrexate or cyclophospha-
mide — both were studied. Skin prick tests with
methotrexate and cyclophosphamide were per-
formed at concen-
trations of 25 and 20
mg/ml, respectively.
Intradermal tests
were carried out at a
dilution of 1/100 of
the concentrations
previously described.
The positive and
negative skin test
controls were histamine and saline solution, respec-
tively. The same tests were carried out in 10 healthy
patients in order to rule out irritant responses. To
investigate the possible IgE-mediated mechanism,
we attempted to detect specific IgE in vitro by

A patient with a
positive skin prick test

to methotrexate.
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ELISA; a histamine-release test was performed as
well.

Immediate positive responses, a 6 by 5 mm wheal
and a 12 by 10 mm wheal, respectively, were
obtained for the prick and intradermal skin tests
with methotrexate. The cyclophosphamide skin
tests were negative. The same tests in control
subjects were negative for both drugs. In vitro
specific IgE by ELISA was not detected, and the
histamine-release test was negative as well. A
cyclophosphamide challenge test was negative, and
the patient received a new chemotherapy cycle
with no adverse reaction.

Although methotrexate has been commonly
used for many years, only a few cases of anaphy-
lactic reactions to this drug have been reported,
almost all after high doses. In vitro immunologic
studies were unable to detect specific IgE in patient
sera; this failure may be explained by technical
difficulties, as in vitro specific IgE has never been
demonstrated against methotrexate.

Positive skin tests to methotrexate have been
reported only in two previous papers — Cohn et al.
(5) and Vega et al. (7) — with description of positive
intradermal and prick tests, respectively. Our
patient had an anaphylactic reaction due to metho-
trexate in which both the clinical data and the
positive skin tests suggested an IgE-mediated
hypersensitivity mechanism.

Key words: anaphylaxis; antineoplastic agents; cutaneous tests;
methotrexate.
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Occupational allergy to rye flour

in carpenters

UST from many types of wood provokes rhin-
Ditis and asthma after occupational exposure
(1). In patients with specific IgE and positive
bronchial challenge
tests to a particular
wood dust, type I
allergic mechanisms
are likely to cause
the asthmatic reac-
tions. However, we
found atopic carpen-
ters who had nega-
tive results in skin
tests, challenge, and
in vitro tests using
several wood dust
extracts.

Rye flour is frequently used in the wood indus-
try to increase the viscosity of the glue employed
to manufacture boards. Occupational exposure to
cereal flour may cause baker’s asthma, a common
disease among bakers, pastry factory workers, and
farmers. However, no case of cereal allergy has
been reported as the cause of occupational asthma
among carpenters, cabinetmakers, sawmill work-
ers, or other subjects exposed to wood dust until
NOw.

We report here nine atopic patients exposed to
wood dust and suffering occupational allergy
(Table 1) that seemed to be caused by the rye flour
used in the manufacture of agglomerate boards.

Skin prick tests were performed by standard
methods with the following samples:

Rye flour, which is
often added to the
glues used to
manufacture certain
boards, may be an
important allergen in

wood dust.

1) 16 commercial wood dust extracts (Bayer
Laboratories): western red cedar (Thuja plicata),
California redwood (Sequoia sempervirens),
cedar of Lebanon (Cedrus libani), iroko (Chloro-
phora excelsa), oak (Quercus robur), mahogany
(Shoreal sp.), African maple (7riplochiton scle-
roxylon), birch (Betula spp.), makore (Mimusops
beckelii), Eichenspaene (Quercus spp.), teak
(Tectona grandis), beech (Fagus sylvatica),
obeche (Trip. Sclerosylon), hemlock (7suga
heterophylla), Parana pine (Araucaria brasili-
cina), and ramin (Gonystylus spp.)
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