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ABSTRACT

To evaluate whether atopy is a risk factor for systemic
reactions to hymenoptera stings, we compared the atopic status
of two groups of subjects. The first group included 93 patients
(59 males), mean (£ SD) age: 42.3 + 17.2 yrs with a history
of anaphylactic reactions to hymenoptera stings. The second
was a control group of 712 subjects (379 males), mean (+ SD)
age: 42.0 + 9.6 years recruited at a public health care center.
The protocol included a standardized questionnaire about
symptoms suggestive of atopy, i.e. medical diagnosis of
asthma, perennial rhinitis or hay fever, and skin tests to
common aeroallergens, i.e. house dust mites, cat danders, and
grass pollens. The percentage of subjects with atopic symptoms
was comparable in the two groups (32.2% for the patient group
and 28.5% for the control group). Similarly, 22.6% of patients
and 36.8% of controls exhibited at least one positive skin prick
test. Lastly, 15.1% of patients and 18.5% of controls (a non-
significant difference) had at least one symptom of atopy and
at least one positive skin test. These findings show that atopy
is not a risk factor for systemic reactions to hymenoptera
stings. (Allergy Proc 15:49-52, 1994)

ystemic reactions (SR) to hymenoptera stings (HS)
are commonly present in up to 6.6 %o of the general
population according to a recent report by our group!
using medical history and skin tests to venoms as
criteria. Since these SR are IgE-mediated, atopy is
widely considered as a possible risk factor. In previous
attempts to establish a connection between atopy and
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SR to HS, atopy has mostly been defined on clinical
grounds, i.e. history of symptoms of asthma, hay fever,
perennial rhinitis, or childhood dermatitis. Although
suggestive of atopy, the presence of these symptoms is
not necessarily linked to specific IgE against common
aero-allergens.? In this study, we compared the distri-
bution of symptoms of atopy and skin tests to common
aeroallergens in a group of 93 subjects with a history of
SR to HS and a large control group.

SUBJECTS

Patient Group
he criterion for inclusion was a positive skin test to
hymenoptera venom in patients referred to our
department for SR to HS. Over a l-year period, 93
patients were included (59 males, 34 females ranging
in age from 26 to 60, mean (£ SD) age 42.3 + 17.2
years).

Control Group

he control group consisted of 712 adults, 20 to 60

years old, recruited during routine medical exami-
nations at the public health care center of the Bouches-
du-Rhone district in Marseille. In France, all subjects
affiliated with the Social Security System (i.e. 95% of
the total population) have the opportunity to undergo
a check-up every 5 years. We studied subjects visiting
the center from January to July 1987. The group in-
cluded 379 men and 333 women with a mean (+ SD)
age of 42.0 £ 9.6 years.

METHODS

Questionnaire

For each patient and control, a short questionnaire
was completed by an allergologist. The questions
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were designed to assess clinical atopy on the basis of
clinical symptoms, i.e. hay fever, asthma, childhood
dermatitis, and family history of atopic diseases.

Skin Tests to Hymenoptera Venom
kin testing to hymenoptera venoms was performed
using Honey bee, Yellow jacket, and Wasp venoms
(Dome Hollister Stier Laboratories, Paris, France). In-
tracutaneous skin tests and point titration with serial
10-fold dilutions were started at 0.001 pg/ml. The dose
was increased at 15-minute intervals until a positive
reaction defined as a wheal and flare larger than 9 and
20 mm in diameter, respectively, was obtained. The
maximum venom concentration was 1 ug/ml since
non-specific sting reactions can occur at concentrations
of 10 ug/ml or more. The solvent (saline) and codeine
phosphate were used as negative and positive controls,
respectively.

Skin Test to Common Allergens

kin testing to common allergens was performed on

the volar surface of the forearm by the prick test
technique using the following allergens (Stallergenes
Laboratories, Paris, France): Dermatophagoides fari-
nae, Dermatophagoides pteronyssinus, cat danders,
grass pollen. Such a limited number of allergens has
been shown to efficiently demonstrate atopic back-
ground.’ Reactions were evaluated after 20 minutes
and were considered positive if the diameter of the
wheal was at least equal to half of the diameter induced
by codeine phosphate.

Statistical Analysis

e compared the prevalence of atopic symptoms
Wand percentage of positive skin tests in patients
and control groups using a chi square test. The degree
of statistical significance was chosen at 0.05.

RESULTS

Both the patient and control groups were made up
mainly of middle-aged males. As shown in Table

1, the two groups did not differ significantly with respect

to cumulative prevalence of each atopic symptom. The

TABLE 1
Patients  Controls
n=93 n=712
Asthma (%) 53 5.7
Perennial Rhinitis (%) 18.3 26.4
Hay Fever (%) 19.3 16.4
At least one symptom (%) 32.2 28.5

Prevalence of symptoms suggestive of atopy in the two
groups.

TABLE II

Patients

Controls

Dermatophagoides pter- 15.0% 29.8%
onyssinus and farinae

Cat danders 2.1% 6.3%

Grass pollens 11.8% 19.2%

At least one positive 22.6% 36.8%
skin test

Percentage of positive skin tests in the two groups.

percentage of subjects complaining of asthma, peren-
nial rhinitis, or hay fever was 32.2% in the patient
group and 28.5% in the control group. As shown in
Table 2, the two groups were also comparable with
regard to distribution of positive skin tests. There was
a nonstatistically significant trend for fewer positive
skin tests in the patients’ group. Seventy-seven % of
patients and 63% of controls had negative skin tests.
The percentage of patients with more than one positive
skin test was also comparable.

Table 3 shows that the prevalence of atopy defined
on clinical grounds, i.e. asthma, hay fever, perennial
rhinitis, childhood dermatitis, and positive skin tests
was similar in the two groups. In 15.5% of patients and
18.5% of controls, at least one symptom suggestive of
atopy as well as one positive skin test to common aero-
allergens was recorded (a non-significant difference).

DISCUSSION

his study demonstrates that atopy is not more com-

mon in patients with a history of SR to hymenop-
tera stings than in a control group. This holds true
whether atopy is defined on a questionnaire or on skin
test reactions to common aeroallergens. In our study
groups, as in Golden’s study,? there was some sex-ratio
imbalance, with more males in the patients’ group.
However, because skin test reactivity to common aero-
allergens is known to be more common in males, >3
this imbalance could only result in an overestimation
of skin test reactivity in the patients’ group. Thus, it

TABLE III
Patients  Controls
At least one symptom n=14 n=132
suggestive of atopy +
At least one positive skin (15.1%)  (18.5%)

test

Prevalence of atopy defined on the basis of symptoms
and skin tests.
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does not represent a bias in a study which did not show
a higher percentage of skin test reactivity in the patients’
group.

Several authors have attempted to determine whether
HS allergy is related to atopic status. Most of them have
defined atopy according to symptoms. Lockey et al.,°
in a population of 2181 sting-allergic subjects, reported
29.5% of atopic subjects. These authors defined atopy
on the basis of clinical symptoms: asthma, allergic
rhinitis, and atopic eczema. This percentage is in agree-
ment with our data. Settipane’ reported that the prev-
alence of atopy among patients with insect sting allergy
was 13%, while Schwartz® reported 63%. This large
discrepancy seems to be primarily due to differences in
methodology. Settipane based his findings on responses
of parents of 2964 boy scouts, 11 to 16 years old, to a
questionnaire administered prior to a summer camp
concerning bee or insect sting allergy and history of
asthma and hay fever. Subjects did not undergo skin
testing with any allergens, including insect extracts. The
frequency of bee sting allergy in the 318 scouts with
asthma and/or hay fever was 0.9% as compared with
0.8% in the 2639 scouts without asthma or hay fever,
a difference which was not statistically significant. The
prevalence of atopy was equal to 11% in the total
population and 13% in the hymenoptera allergic pop-
ulation. In his study,® Schwartz divided on the basis of
clinical history 52 patients with hymenoptera sensitivity
into two groups, 41 with systemic reactions and 11 with
local hypersensitivity. The incidence of atopy was de-
termined by carefully assessing the patient’s history.
Individuals who had a past history or a family history
of asthma, hay fever, or atopic eczema were considered
as atopic as were those who had no history but had
positive skin tests to inhaled allergens (grass, tree, rag-
weed, fungal, animal danders, and house dust) or food
(wheat, milk, egg, peanut, and salmon). Hypersensitiv-
ity to drugs was not considered to be evidence of atopy.
Of the 41 patients with systemic hypersensitivity to
hymenoptera, 14 were judged non-atopic. The preva-
lence of atopy in this HS allergic population (41 pa-
tients) was 63%. Przybilla et al.’ studied a large group
of 525 patients with HS allergy in regard to atopic
criteria. They demonstrated a history of atopic disease
in 25%, a total serum IgE = 100 KU/l in 48%, and at
least one positive skin test to common aero-allergens
in 53%. Unfortunately, there was no control group in
this study. Besides, the authors suggested that, in the.
presence of at least one positive reaction to common
acroallergens, the threshold for skin tests to venom was
lower.

Apart from our study, only one other investigation
has used both symptoms and skin tests to common
allergens to define atopy.® This study has included a
sample of 269 subjects from Westinghouse Electric
Corporation. Subjects were asked about their histories
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of previous stings and possible allergic reactions, as well
as personal allergic history. Skin tests using a panel of
common inhalant allergens were performed. The per-
centage of positive skin tests was 56% in subjects with
a history of systemic reaction to HS, whereas it was
25% in subjects without such a history. Although this
difference was statistically significant, it should be
stressed that it is based on a small study group (nine
subjects had a history of systemic reaction to HS).
Discrepancies between our findings and reports from
the literature may be partly explained by criteria used
to define atopy. In a previous epidemiological study
performed in an health care center,”> we have shown
that the predictive value of questions related to asthma,

-perennial rhinitis, and even hay fever is low (less than

40% for the latter); the mean age of the study popula-
tion is high. Thus, one would have to use skin tests to
common inhalant allergens in order to properly identify
atopy (alternatively RAST, which is a more expensive
and less sensitive tool).

In contrast, atopy seems to be a predisposing factor
for anaphylaxis in bee keepers. Bousquet'® evaluated
atopy in a population of 250 bee keepers by means of
a questionnaire and found that the percentage of bee
keepers with a personal history of atopy was signifi-
cantly higher among those who had anaphylactic symp-
toms than in those who had no anaphylaxis (41% vs
16%, p < 0.02). This is in agreement with other findings.
Miyachi!! reported an atopic background in 47% of
allergic bee keepers (16/24 subjects) as compared with
13% of controls (6/47 subjects). Mueller'? observed
that the mean age at which HS allergy first becomes
manifest was significantly lower among atopics (35.6%
between | and 10 years old) than non-atopics (22%
between 20 and 30 years old). The severity of the first
anaphylactic reaction, especially in respiratory symp-
toms, was significantly greater in atopics than non-
atopics. These observations suggest that atopy can in-
fluence the severity of clinical manifestations.

CONCLUSION

In conclusion, this study shows that the percentage of
atopic subjects, defined by clinical symptoms and
positive skin tests to common aero-allergens, was not
higher in patients with a history of anaphylactic reac-
tion to HS than in controls with no such history. This
suggests that atopy is not a risk factor for the occurrence
of anaphylactic reaction to HS, at least among non-bee
keepers.

REFERENCES

1. Charpin D, Birnbaum J, Lanteaume A, Vervloet D. Prevalence
of allergy to hymenoptera stings in different samples of the
general population. J Allergy Clin Immunol 90:331-334, 1992,

2. Vervloet D, Haddi E, Tafforeau M, Lanteaume A, Kulling G,
Charpin D. Reliability of respiratory symptoms to diagnose
atopy. Clin Exp Allergy 41:733-737, 1991.

51



52

Eriksson NE. Allergy screening in asthma and allergic rhinitis.
Allergy 42:189-195, 1987.

Golden DBK, Marsh DG, Kagey-Sobotka A, Freidhoff L, Szklo
M, Valentine MD, Lichtenstein LM. Epidemiology of insect
venom sensitivity. JAMA 262:240-244, 1989.

Freidhoff LR, Meyers DA, Marsh DG. A genetic-epidemiologic
study of human immune responsiveness to allergens in an
industrial population. 1. The associations among skin sensitiv-
ity, total serum IgE, age, sex, and the reporting of allergens in a
stratified random sample. J Allergy Clin Immunol 73:490-499,
1984.

Lockey RF, Turkeltaub PC, Baird-Warren IA, Olive CA, Olive
ES, Peppe BC. The hymenoptera venom study I, 1979-1982:
demographics and history-sting data, J Allergy Clin Immunol
82:370-381, 1988.

Settipane GA, Newstead GJ, Boyd GK. Frequency of hymenop-

11.

tera allergy in an atopic and normal population. J Allergy Clin
Immunol 50:146-150, 1972.

Schwartz HJ, Khan B. Hymenoptera sensitivity Il: the role of
atopy in the development of clinical hypersensitivity. J Allergy
45:87-91, 1970.

Przybilla B, Ring J, Grieshammer B, Association of features of
atopy and diagnostic parameters in hymenoptera venom allergy.
Allergy 46:570-576, 1991,

Bousquet J, Coulomb Y, Robinet-Levy M, Michel FB. Clinical
and immunological survey in bee keepers. Clin Allergy 12:331-
342, 1982.

Miyachi S, Lessof MH, Kemeny DM, Green LA. Comparison
of the atopic background between allergic and non allergic bee
keepers. Int Arch Allergy Appl Immunol 58:160-166, 1979.
Mueller UR. Insect sting allergy. Ed Gustav Fischer Verlag
1990. O

March-April 1994, Vol. 15, No. 2



" FOR A RIGHT ANGLE ON ASTHMA CONTROL

L 4

| Prescribe.cy

" il <
macor "I"”?“i"'

ffiamcinolone: acetonide

The benefits are built-in

o
A Right Angle on...
DELIVERY EFFICACY SAFETY
Built-in spacer enhances Significantly improves pulmonary Proven safety profile
drug delivery to the function and chronic symptoms by with a decade of
airways reducing underlying inflammation”* chnical use

* Armacort is indicated only for patients who require chronic treatment with corticosteroids for the control of the symptoms of bronchial asthma

CAUTION: Adrenal insufficiency may occur when transferring patients from systemic steroids
(see WARNINGS, Prescribing Information).

Please see adjacent page for brief summary of prescribing information




The #1 prescribed inhaled steroid

——

Azmacort.

(triamcinolone acetonide)

For Oral inhalation Only

Shake Well Before Using

BRIEF SUMMARY

CONTRAINDICATIONS: Azrnacon Oral Inhaler is conlraindicated in the primary reatment of status asthmaticus of
cehier aculs episodes of asthma where intensive measures are required.

Hypersensithity to any of the ingredients of this preparation contraindicales its use.

WARNINGS: Particular case i needed in patients who are ransferred lrom systemically active codicosteroids to
Azmacont Oral inhaler because dealhs due io adrenal insufficiency have occurred in asthmatic patients during
and after Iransler lrom syslemic corticosteroids 1o aerosolized steroids in recommended doses. Alfer withcrawal
Irom syslemic corticastesoxds, a number of monihs is usually reguired for recovery of hypothalamc-pitulary-
aﬂmal{HPn)mam%mpﬁmwmmm&mmgemdwmhmgmm
lime before therapy with Azmacon Oral inhaler is initiated, recovery may be delayed .

During this period of HPA suppression, patients may exhibit signs and symptoms of adrenal nsufficiency when
mposedmuamarrgayu’hl‘ecm particulariy gastroemerilis of oiher condiions with acute electiolyle

R&M&m %mmdmmmmm N [ec-

pfmmamaasedsystm staroid which is necessary for coping with these emergencies.

During periads of stress or a savere asthmatic atiack. patients who have been recently wilhdrawn from systemic
coricosteroids should be instructed 1o resume systemic steroids (in large dosas) immediatety and lo contact
their physician for further instruction. These palients shouid also be instnicted to camy a waming card indicating

that they may need supplementary systemic steroids during periods of stress or a severe asthma altack.

d uﬂremzmlynmmmwm These areas shoukd
percentage of posiive mouth and theoat culhres for
mm&;@wwsddﬂrg i ” .nqmda'mdu::mapparmnaear
[ Thesa infeclions may disappear spontanecusly or may require reatment with appropnate antifung
mmaw Inhaler.
Chitgren who are on i | Crugs &re more . Chickenpax
and measles, lor example, can have a more Serious or even fal msenmldmmmmrpprmldmd
covlicostercids. In such children, or in adults who have nol had these diseases, particular care
avoid e ninmmmammwnwﬁlumbdmmrmmm
d:él appmprﬂerrwl:endmed.lf pox develops, with anthviral agenls may be consic
ered.

Azmacon Oral Inhalér s not 10 be reg; asa dilator and is not i o rapid refief of b p
Patiens shouid be instructed to contac! their physician immedialely when EﬁdﬁdmmeMrm
e 10 bronchoditators occur duning the course of Ireatment with Azmacorn ler. During such episodes,
patients may require therapy with syslemic corticosteroids.
W&smendmmmddmmmmammanmmamnufmmn&anmdem
amounts than the recommended doses, which appear to be the therzpeutic equivalent of approximaiely 10
mg/day of oral prednisone.
The use of Azmacon Oral Inhaler with ahemale-day systemic coukd increase the (kelihood of HPA sup-
pression compared (o a therapeutic dose of either one alone, rafu&Amwwmswdbeusadm
caution in patients already receiving ekemale-tay prednisons Ireatmenl for any disease.
Transler of patients Irom systemic steroid therapy ko Azmacort Oral Inhaler may unmask allergic conditions previous-
hrmgprﬁsedb\rmwmslwldwaw e.g.. thinitis, confunclivilis, and eczema.
PRECAUTIONS: wilhdrawal from oral sleroids, mpmms xperience symploms of sysiemicaly
aclive steroid withdra .eg., mtarntrmmﬂpﬂm %mn i1 MANEENaANce Of even
of mwmmumu detais) steroid withdrawal
aﬁdsmummmmm memdwaWmdmwmﬁmmm
G had yol p uequvaim
mmpaMaﬁMm‘bmﬁmuﬂsmlut&npwﬂar&ddem leSs suppression
dmﬁhmmmwmmwm prednisona. Sinca tiamcinolons acelonide is 2bsorbed
nio e circulalion and can be ly active, (he beneficial etiecis of Azmacort Oral Inhaler in minimizing of pre-
venting HPA dysfunction may be expecied only when recommended dosages are nol exceeded.
&mdePAhummsmnmﬂnmmrmmm ity of Inamcinolone ace-
In addition, of HPA hunction has b anmmmfmm
sdﬂsesfunslmlaasﬁlnl?wels Smcetheraspunsa HPA function to inhaled coricosleroids is highly indiid-
ualized, the physician should consider this information when biealing patients.
mdumdmmmmwmm patients treated with these drugs should
be iy for ary gv | systemic corticostesoid effects inl mwdgmﬁnmum
Pmmlarcaemﬂdbelam..ww f ly or during peniods of sress for evidence of a
decrease in adrenal function,

The long-term efiects of iramc complels
lshavermmam&almbrmammmbrpeﬂwso‘m umgawr!ieﬂHe

L beennomwmmumenmmMﬁmldea@mmmw o immunciog-

ic processes in tha mouth, phanyrw, rachea and lung are als0 unknawn.

ik i b et
in ae

FOR A RIGHT ANGLE ON ASTHMA CONTROL

Prescribe...

(triameinolone acetonide)

The benefits are built-in

Meets asthma experts' key recommendations
on inhaled steroids and spacers*®

ﬁemom|nmmmmu%mwﬂm&pggzsmm%wmmm
l'Es(!ﬁﬂ on 5 unir !Lngal o MII: viral nlections or ocular herpes sim-
EE "L of 10ral of ofher tissues are unknawn.
y nﬁllram-..u. din pa&mts:eosmg inhaled coricoslercids.
Whmusedmammmm Syslemic

mmmmm:asmwm adrenal suppression may
appear. Irwmd'lsngesm Azmacor Oraf Inhaler should be discontinued Slowly, consistent with accepled pro-

cedures for discontinuing oral sterid

Informetion for Patients: mmmmwmummmmw
avoid exposure lo chickenpox or measles and, if 10 oblain medical advice.

Carcinogenesis, Mutagenesis: Animal studies of triameinolone acetonide lo lest s carcinogeic polential ars
underway.

Male and lemale rals which wese acministered

Impalrment of Fertiity:

high as 15 meghgiday (10 mywmhmmanmmd
lestity. The maximum dose, alewfemale
ramhm:ecemedmalanalwmmdaorﬁmgﬂngf fday or 110 Hayrwpaunew

a5 calulaied on a surface area basasiemm
mdmmnfmfrm?m
Vlems'en'awmmcdases 25 Sﬂrncgﬁtgﬁayormttu asmmamd

kgaceho mmuﬁ?ﬁ?&m&ﬁ%ﬁsﬁaﬁu WW?T’WM

mm:dy' Pregnancy Category C. Like other mcuﬁs‘ triamcinclone acetonide has

in rals and rabuits. Teratogenic gfiects, which occurred mmspeaesamm ummnmn@w

mately 135, 270 and 540 fday in the rat and 320, 620 and the rabbil, as ona
surlace area basis), incl bnmdmddehu&lamm Wa:ﬂ}sdela]ddeds

0 hatiay POy & Wm?rmylmmmwmwmmm TS 30 tabBiS
vl and fetoloxic eRects which were comparable 1o those produced by administration by other
m:srmeafemauequalem»ummuedsmuasnm wormen, Triamcinolone acelonide shoukd be
useddmmpregnmwmwmmdmmmﬁsmmmmmms

Experienca with oral corticoids since theif introduction in prmmudom asuppusad o physiologic doses suggesls
mmdmssremmmeramgemm &ddion, because here 5 8 8

namajmreaselnfwmmpmm sgmwmmmmreqmsmermgum
dose and many wil rmneedmmdkamdu#gpregmq

Effects: mmmnmmndmmmmmm
nancy. infants should be carefully obsenved
Nummnsmmmmmsmwnwm Bacausa other cotico-
steroids are excreted in human milk, caution should be exercised when Azmacort Oral inhaler is administered to
NUrSing women.

Pedlatric Use: Salety and effectiveness have not waswanmmmbemm%.wm

wwmmwgmwnmmgmmn&smu dos?;ﬂmﬂ:vm

penods. If & child o growth suppression, the possiHity ae

paricularty sensitive to this dmmdss‘w be considered.

Ammmam«mduamwsmwwmmwmmsl Inaddmm
mmaa:mmwmwm “ﬂ
uheemmdmngnmmbeenmpmedmmhf as has lacial edema,

generglly been

Caution: Federal (US A ) law prohibis dispensing wilhoul prescription.

Please see produci circuar for full prescrbing infommalion.

REFERENCES: 1. Grieco MH, Larsen K, Petraco Al: In vivo comparison of triamcinolone and beclomethasone
inhalation defivery systems. Aan Allergy 1980;45(41:231-234. 2. Faliiers CJ, Petraco AJ: Control of asthma
with triamcinolone acetonide aerosol mhalations at 12-hour intervals. J Asthma 1982;19{4):241.247.

3. Bemnstein IL, Chenvinsky P, Falliers CJ: Efficacy and safety of triamcinolone acetonide aerosol in chronic
asthma: Resuts of a mutticenter shortterm controlled and long-term open study. Chest 1982:8(1):20-26.
4, Nationzl Heart, Lung, and Blood Institute: National Asthma Education Program: Guidelines for the Diagnosis
and Management of Asthma. Bethesda, Md: National Institutes of Health, August 1991, 5. Brown DCP,
Savacool AM, Letizia BA: A retrospectve review of the effects of ane year of tnamcinolone acetonide aerosol
treatment on the growth pattems of asthmatic children. Am Allergy 1989;63:47.51. 6. Amenican Academy
of Mlergy and mmunology, Executive Committee. Position statement: lnhaled Bradrenergic agonists in
asthma. J Allergy Clin Immunol 1993;91(61:1234-1237.

Warketsd by
™ RHONE-POULENC RORER

500 ARCOUA ROAD
COLLEGEVILLE, PA 420

Innovators in Respiratory Care Poema T US A,

AZ06X194(2400)A 1/94 FC#94-E06
©£1994 RhénePoulenc Rorer Pharmaceuticals Inc. Printed in U.S.A.



Reproduced with permission of the copyright owner. Further reproduction prohibited without permission.



