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· .. Early-dn:iwth_ Response Protein_(Egr-1) is a sequence specific DNA-binding protein 

· implicat�d iri ihe, tiariscripti9nal_regulation of 5-Lipoxygenase (5-LO) and other genes 
(Silveryiian·_ei al., AJRCMB,. 1_998). Egr-1 binds to the G+C-rich region of the 5-LO 

_ coiji_.pr'Qi;noter.�rif up-regulates promoter activity· in vitro (In et al., JCI, 1997). To 
establish -a causal _ _relationship between E gr-1 trans-activation, 5-LO gene expression 
anc!.''.;,·4,/he 'models of asthma, ·we examined Egr-1 knock-o�I (KO) mice in an 

. ova_lb'umiri
0

_(0','.P.), induced model of airway i_riflammation and bronc),oreactivity, In 
n;'spiinse' io in _eihacliolirie cl)allerige, OV_A se_nsilized and challenged Egr-1 KO mice
wery: .��jfre,sBci!1sive.:Eol5\I= 2.0_1 _ ± 0.10; compated with identically treated wild
type �on1fQI, m_,�, .. ED,,07_2.44 ± 0.06, (P< 0.01). These data suggest that Egr-1 is 
iteces�a}f'.J<?i ·, t/1( fiilf expression 'of

. 
enha�ced airway reactivity after allergen 

stili'(ulaiio�. _in ,njce:_ - We speculate that the :observed differences in_ airway reactivity 
' ai'e,dui:'io differii�ces 'in the transcription of 5-LO and_ the subsequent production of
.Jeii��irreii�s. -Th� Egr:1'�scriptional pathway may be activated in asthma. 
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ASSESSMENT OF OCCUPATIONAL EXPOSURE RISKS USING JOB 
/ INDUSTRY TITLES IN ASTHMA EPIDEMIOLOGY - METHOD 
DEVELOPMENT AND APPLICATION IN THE EGEA STUDY. SM 
Kennedy N Le Moual D Chourlal E Kauffmann, INSERM U472, Villejuif, France. 

To determine if job and industry titles, coded lo international codes, could provide 
sufficient information 10 characterise occupational asthma (OA) risk in population based 

studies, we developed and tested a method for assigning subjects to OA asthma risk 
groups. First, we created a matrix to link job and industy codes to one or more of 19 risk 
groups (14 'high risk' and 5 'low or moderate risk') classified by known OA hazanls 
(method I), Second, we modified individual risk group assignments where necessary 
after examini�g brief job and industry descriptions (text, not codes) from the 
questionnaires, with the aid of computer sorting (method 2). We applied these methods 
to data from the EGEA study of risk factors for asthma (a case-control and family st udy). 
Among the 1121 adults who had ever held a job (175 asthma cases from chest clinics, 
286 controls, and 660 family members of cases), 280 changes of risk group assignment 
occurred, after applying method 2; with 21 persons changing from a 'high risk' 
classification to 'low or moderate risk', and 7 from 'low/moderate' to 'high risk'. 
Comparing cases and controls, .using risk groups from method 1, neither the combined 
high risk group, nor any of the 14 specific risk groups showed a significantly increased 
asthma risk. With method 2, high risk exposure was significantly related lo asthma 
(OR: 1.9, 95%CI: 1.2, 3.2) and OR's >3 were seen for metal working fluid, metal 
fumes, agricultural exposures, and cleaning agents. We conclude that job and industry 
codes used in combination with inspection of brief job and industry dc.scriptions, by 
researchers with some experience in occupational asthma exposure risks, can be 
sufficient to characterize some OA risks, but that codes alone may nol be specific 
enough for this task. 
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EXACERBATED· BY WORKPLACE EXPOSURES
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.Few studies have addressed the exacerbation ofasUuna by workplace exposures. As 
part of a popnlation-based study of asthma in five hospital service areas in Maine, 
subjects completed a telephone questionnaire. There were 490 adult participants 
(aged 18 to 65 years) who were employed within the past year. A total of80 (16.3%) 
were identified as asUuna cases, including 45 (9.2%) with physician-diagnosed asthma 
and anotl1er 35 (7.1%) with undiagnosed asthma who were identified by responding 
affirmatively to at least 4 of 9 questions that asked about cough, wl1ceze, chest 
tightness, and difficulty breathing. Of the 80 asthmatic subjects, 17 (21.3%) rep orted 
that their coughing or wheezing was worse at work, including 7 of the diagnosed cases 
(15.6%) and JO of the undiagnosed cases (28.6%). Asthmatics with workplace 
·exacerbation were similar to other asthmatics wiUt respect to gender, smoking, marital 
status, and education level. However, the work-exacerbated asthmatics were 
somewhat older and had worked longer in industries designated a priori to be al high
risk for asthma. When a report of coughing or wheezing worse at work was modeled 
·ror asthmatics using logistic regression, and controlling for age, gender, and smoking, 
an elevated odds ratio Wlls observed for subjects who had worked over H years in a 
higlt-risk'industiy (OR=S.7, 95% Cl t ." l -30.4, p=0.04). Other analyses limited to the
physician-diagnosed cases suggested that work-exacerbated asthmatics required more 
medical care and were more limited in daily activities, but the small number of 
subjects precluded firm conclusions. These findings suggest that the exacerbation of 
asthma by workplace exposures is common and might have serious conscqu
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The stud)' population was composed or 4H subjects ,;ith iSO<.·yanate-induccd 
asthma. Al diagnosis·a11d at follow4up cx·amination. rcspirillory symploms. 
persistence or·c.xposurc to isocyanatcs. smoking. therapy. and luug function 
have been investigated. The subjects were examined m differcnl intervals (l-14 
limes) up to- 1111 months: To analyze changes in dependent variables (i.e. 
FEV, and PD,, FEV, - mcthacholinc). we used a longitmli11al linc.,r model 
(unbalanced repeated measures modci) which lakes into account the effect of 
both risk indicators· and confounding factors. We found that airway 
responsiveness to mclhad1oli11c was a sensitive indicator of cessation or 
pcrsistcnCc of exposure to isoC:y:malcs. T11c· dccr�1sc in airway rcsponsivcucss 
l9 mclhacholinc ,�as slow :111d gradual mid conlinucd aficr 9<, months from lhc 
cess<11ion· · of exposure. The worst outcome in ainvay responsiveness lo 
inethacholiiic wasassocintcd with atopy. FEY, was a less sensitive indicator. 
being ·its cha,iges ri:latcd to cigarette _ smoking rnthcr than to exposure. Our 
findings indicate that PD�u FEV1 mcthncholinc is a scnsilirc parnmctcr to 
evaluille the effects or the exposure to isocyannles. Moreover. these results 
suggcs·1 that lhc pcr_sistcnce of exposnic and presence of the ntopy arc 
tinfitvourablc prognostic factors for iSOC\·anatc•induccd asthma. 
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