
ALLERGY

ELISA; a histatnine-release test was perfortiied as
well.

Immediate positive responses, a 6 by 5 mm wheal
and a 12 by 10 mm wheal, respectively, were
obtained for the priek and intradermal skin tests
with tnethotrexate. Tlie cyclophosphatnide skin
tests were negative. Tlie same tests in eontrol
subjeets were negative for both drugs, hi vitro
specific IgE by ELISA was not detected, and the
histamine-release test was negative as well. A
eyelophosphatnide ehallenge test was negative, and
the patient received a tiew chetnotherapy cycle
with no adverse t eaetion.

Although tnethotrexate has been commonly
used for many years, only a few eases of anaphy-
lactic reactions to this drug have been reported,
almost all after high doses. //7 vitro imtnunologie
studies were unable to detect specific IgE in patietit
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 priek tests, respectively. Our
patient had an anaphylactic reaetion due to metho-
trexate in which both the elinieal data and the
positive skin tests suggested an IgE-mediated
hypersensitivity mechanistn.

Key words: anaphylaxis; antineoplastic agents; cutaneous tests;
methotrexate.

M. LLUCH-BERNAL, J . CUESTA-HERRANZ, M . DE LAS HERAS,

E. FiGUEREDO, A. UMPIERREZ, M . FERNANDEZ, A. NOVALBOS,
C. CASIMIRO, J . SASTRE*
*Fundaci6n Jimenez Diaz
Servicio de Alergia
Avda. Reyes Catolicos, 2
(Ciudad Universitaria)
28040 Madrid
Spain
Tel. +34 1 5493615
Fax: +34 1 5494764

Accepted for publication 1 July 1997
Copyright © Munksgaard 1997
ALLERGY 1997:52:1150-1151

REFERENCES
1. Gluck-Kuit I, Irwin LE. Anaphylactic reaction to high-dose

methotrexate. Cancer Treat Rep 1979;63:797-8.
2. Goldberg NH, Romolo JL, Austin EH, Drake J, Rosenberg SA.

Anaphylactoid type reactions in two patients receiving high
dose intravenous methotrexate. Cancer 1978;41:52-5.

3. Jaffe N, Frei E, Watts H, et al. High dose methotrexate in
osteogenic sarcoma: 5-year experience. Cancer Treat Rep
1978;62:259-64.

4. Klimo P, Ibrahim E. Anaphylactic reaction to methotrexate
used in high doses as an adjuvant treatment of osteogenic
sarcoma. Cancer Treat Rep 1981;65:725.

5. Cohn JR, Cohn JB, Fellin F; Cantor R. Systemic anaphylaxis
from low dose methotrexate. Ann Allergy 1993;70:384-5.

6. Da Costa M, Isacoff W, Rothenberg SR Iqbal R Protein

methotrexate-IgG complexes in the serum of patients
receiving high-dose antifolate therapy. Cancer 1980;46:471-4.

7 Vega A, Cabanas R, Contreras J, et al. J Allergy Clin Immunol
1994;94:268-70.

Occupational allergy to rye flour
in carpenters

DUST frotn many types of wood provokes rhin-
itis and asthma after occupational exposure

(1). In patients with specific IgE and positive
bronchial ehallenge
tests to a particular •^^^^^^——^^——^—^
wood dust, type I Rye flotir, which is
allergic niechanistiis
are likely to cause oft^n added to the
the asthmatic reac- glues tised to
tions. However, we
found atopie earpen- mamifacture certain
ters who had nega- boards, may be an
tive results in skin
tests, ehallenge, and important allergen in
in vitro tests usitig ^ood dust.
several wood dust ^ ^ ^ ^ ^ _ _ _ ^ _ _ _ _ ^ _ _ _
extraets.

Rye flour is frequently used in the wood indus-
try to increase the viscosity of the glue employed
to manufacture boards. Oeeupatiotial exposure to
cereal flour may cause baker's asthtna, a common
disease among bakers, pastry factory workers, and
farmers. However, no ease of cereal allergy has
been reported as the eause of oeeupational asthma
among carpenters, cabinettnakers, sawmill work-
ers, or other subjects exposed to wood dust until
now.

We report here nine atopic patients exposed to
wood dust and suffering oeeupational 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:

1) 16 commercial wood dust extracts (B^yer
Laboratories): western red eedar (Thujaplicata),
California redwood (Sequoia sempervirens),
cedar of Lebation (Cedrus libani), iroko (Chloro-
phora excelsa), oak (Querctis robur), tiiahogaiiy
(Shoreal sp.), African tnaple (Triplochiton scle-
roxylon), birch (Betula spp.), tnakore (Mimusops
beckelii), Eichenspaene (Quercus spp.), teak
(Tectona grandis), beech (Fagtts sylvatica),
obeche (Trip. Sclerosylon), hemlock (Tsuga
heterophylla), Parana pine (Araucaria brasili-
cina), and ratnfn (Gonystylus spp.)
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Table 1.

Patients

Clinical data

Age

(years)

and results

Job'

at in VIVO tests

Years of

exposure Disorder Wood Rye

Skin prick

Sec 0 1

tests

RDAI-1 RAI-3

RAST to

rye (class) CT= MT" BT'

BCS
AAS
EPM
JGL
AMG
JRP
SGM
JMT
LMA

29
53
46
3B
25
31
42
38
51

C
C
C
C
CB
S
C
CB
C

5
15
20
10
6
8

16
12
30

RC
RC-A

RC-A

RC
RC
RC
A
RC
RC-A

+•* +

' C: carpentry; CB: cabinetmaking; S: sawmill.

^ RC: rhinoconjunctivitis; A: asthma.

' Western red cedar and ramin.

" Western red cedar and iroko.

^ CT: conjunctival test (rye flour extract).

^ MT: methacholine test.

' BT: bronchial test (rye flour extract).

2) a commercial rye (Secale cereale) flour extract
(Abello ALK Laboratories)

3) three purified major allergens of rye flour,
designated Sec c 1, RDAl-1, and RAI-3 (2).

Histamine (0.1%) and saline buffer 0.9% were
used as positive and negative controls, respectively.
Five nonatopic carpenters were subjected to the same
tests with the rye extracts, showing negative results.

Airway responsiveness to methacholine was
measured according to Chatman et al. (3). Tlie
bronchial challenge test with a commercial rye flour
extract (initial dose equivalent to that producing a
3-mt'n-diameter wheal in skin prick tests) was per-
formed as previously reported (4). Conjunctival tests
were also carried out with the same commercial
extract by standard methods. Specific IgE was deter-
mined by FAST (Ingelheirn Diagnostics).

The results obtained are summarized in Table 1.
No reaction was found in rnost patients (7/9) in skin
prick tests when different wood dust extracts were
assayed. By contrast, all subjects showed positive
reactions with the corntnercial rye flour extract,
both in the skin prick and in the conjunctival test,
and five of them also in bronchial challenge tests.

Three purified rye allergens, which belotig to the
cereal a-amylase inhibitor family, were also reac-
tive, particularly Sec c 1 (5) (8/9 patients). Tliese
inhibitors, as well as their wheat and barley
homologs, have been identified as prominent aller-
gens associated with baker's asthma (5).

Baker's asthma is a common disease among
workers with occupational exposure to cereal flour.
Around 15-30% of exposed workers are affected,
and the disorder is a significant problem among
bakers, pastry factory workers, and farmers, but, as
far as we know, no case of cereal allergy has been

reported to cause occupational asthma atnong car-
penters. On the other hand, a 3.4% prevalence of
cases of sensitization to wood dust has been
reported among carpenters (1).

We concluded that in cases of occupational
allergy induced by inhalation of wood dusts, cereal
flour antigens may play an important role, and,
consequently, should be investigated.
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