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increasingly in various notitnedieal etivirontnents,
including those leading to contact with irritant
chetnieals, foods, and plants (7, 8). Tliis report
suggests that the possibility of occupational asthtna
due to NRL should be suspected and properly
investigated in all workers with work-related
asthtna, even when they are exposed to other
agents known to cause asthma. NRL-indueed
asthtna may retnain undiagnosed for a long titne
beeause exposure to airborne NRL allergens can
be indirect, resulting from coworkers using gloves.
Further epidetniologic investigations are tieeded to
assess the prevalence of occupational asthma
caused by NRL gloves in industrial envirotitnents.
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Possible role of IgE in acute-
phase response

VARIOUS injuries, sueh as infection or trautiia,
itiduce the systemic aeute-phase response,

expressed by release of several honnones; activa-
tion of clotting, cotnpletnent, and kinin-fortiiitig
pathways; and drastic iticrease in certain plastna
proteins (1).

We have recently described a characteristic
response of IgE to tissue itijury. It was observed iti
patients undergoitig eoronaty artery bypass surgery
who did or did not develop perioperative tnyo-
eardial infarction, in patients undergoing various
thoracic surgical operations, and in those who
underwent abdominal surgery, sueh as clioleeystee-
tomy or repair of inguinal hernia (2). In all the
groups of patients studied, as opposed to controls,
serutn IgE began to rise shortly after surgical
operations, continued to increase over the follow-
ing days, reached a peak by day 5, and then
gradually declined. Tliis was aeeotnpanied by a rise
in serutn levels of IgG4 atid interleukin (IL)-6.

Wlien we fitst observed the surprising behavior of
serutn IgE after tnyocardial infarction (3), we were
inclined to think that it reptesetits a specific immu-
nologic response to antigens released frotn the
neerotie heart tnus-
ele. However, the
data obtained by us • ^ ^ ^ ^ ^ ^ — - ^ ^ — ^ — — ~
recently in the large The behavior of
prospective study (2)
mdteate that thts tnay
be a more general seems to bear much
reaetioti, preeipi- , , ^ ^i ^ ^
, , , . ' . ^. . ̂  resemblance to that oftated by tissue injury, •'
lead-ing to inflatn- acute-phase proteins;
niation. Our results ^ „ . , j ; ,

^E mtght modtdatemay elar-ify several
reports whieh indi- the participation of
cated the unex- .
plained phenomenon "^^"3^ ^^^'^ ' " ^̂ ^̂
of a tratisient IgE rise inflammatory reaction.
in various pathologic '
situations; i.e., after
severe burns (4),
splenectomy after trauma (5), sepsis after traumatic
injury (6), pultnonary throtnboenibolism (7), and
coronary artery bypass grafting (8).

Corticosteroids tnay be atnong the factors
responsible for the immune response discussed.
Tlieir plastna concentration rises after stress and
trauma. Unhke those of other serum immunoglob-
ulitis, IgE levels iticrease after initiation of cortico-
therapy (9). Glucoeorticoids in low concentrations
tnarkedly etihance biosynthesis of IgE by IL-4. IL-
6, which increases dratnatically in patients under-
going tnajor surgery (10), is critical to induce IgE
sytithesis. In 1993, Jabara et al. (11) described
sequential switching frotn mu to epsilon via gatntna
4 in human B cells stimulated with IL-4 and
hydrocortisone. Newly synthesized IgE is not spe-
eific to allergens; isotype switching in human B cells
leads to increased polyclonal IgE production.

Mast cells are considered to play a pivotal role
in the inflammatory reaction, and eosinophils, mac-
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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 chrotiic obstructive pulmo-
nary disease (13).

The discovery of IgE gave an insight into the
fundamental mechanism of allergy. Atopy, one of
the most commoti 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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Anaphylaetie reaetion to
methotrexate

METHOTREXATE is an antimetabolite of folic
acid which acts as an antineoplastic agent and

also has imtiiunosuppressant properties; both
effects are due to its inhibition of the dihydrofolate
reductase enzyme. We report a case of anaphylaetie
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 chetno-
therapy cycle. Cyclophosphatnide, 5-fluorouracil,
adriarnycine, vincristine, and predtiisone were
administered for 4 days with no adverse reaction.
On day 5, while cyclophosphatiiide was being
infused, the first dose of methotrexate was admin-
istered. After a few tninutes, the patient developed
urticarial rash, breathlessness, hypotension, and
loss of cotisciousness; she was then treated with
fluidotherapy and eorticosteroids, with retnission.

Tliere 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-
tnide - both were studied. Skiti prick tests with
methotrexate and cyclophosphatnide were per-

formed at conceti-
trations of 25 and 20
mg/ml, respectively.
Intradermal tests
were carried out at a
dilution of 1/100 of
the concentrations
previously described.
Tlie positive and
negative skin test

controls were histamine atid saline solution, respec-
tively. The satne tests were carried out in 10 healthy
patients in order to rule out irritant responses. To
investigate the possible IgE-mediated tnechanism,
we attetnpted to detect specific IgE in vitro by

A patient with a

positive skin prick test

to methotrexate.
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