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:CULAR ANALYSIS OF ISONIAZID RESISTANT M. TUUBERCULOSIS
it 1ES USING A DIRECTED OLIGONUCLEOTIDE ARRAY
wlkA or, T Brown. O Maxwell, Z Fang, MD Yates, FA Drobniewski
R %ycobacterium Reference Unit, Kings College Hospital, London, UK
i ale and Methods In England and Wales the incidence of isoniazid resistant TB
-"""nn from 2.9% to 5.0% in the last decade. MDR TB, although uncommon. remains
Ed “s.:m. Rapid diagrosis of drug resistant isolates ensures appropriate antituberculous
“Lﬂ:ahtﬁl’-‘" from the outset. This study uses per /macroarray analysis to ideatify
containing the most commonly reported mutations associated with isoniazid
S ce in a cohort of isoniazid resistant M. mberculosis isolates identified in England
f;watcs during 1998, plus 185 randomly selected fully sensitive isolates. 1561 [0
¢ ryping was performed on all isolates. DNA sequencing was carried out on
gLt mutations identified but not characterised by the array.
=4 1ts OF the 180 isoniazid resistant isolates. 88.9% had mutations in ka(¢ (codon
., the kA promoter region or the oxyR-ahpC intergenic region. However, mutations
i "; Jatter were present in both sensitive and isoniazid resistant isolates (sec table).
:: A sequencing confirmed a polymorphism at -46 from the ahpC transcription start site

ifatation present Tsontazid Resistant {(n=180) | Fully Sensitive (n=[85)
i—;;g;’Ts 103 (57.2%) 0 (0.0%)
A promoter 50 217 1 (0.5%])
; —R-ahpC . 51 (28.3%) 26 (14.0%)
| iG o inhA 150 (83.3%) 1 (0.5%)

pacinsions Analysis of only 3 polymorphic sites (katG 315, inhA —15, inhA -8) using
srected aligonucleotide array identified 83% of unique isoniazid resistant isolates in

! P,,p“lation. Mutations in axyR-akpC inlergenic need 1o be interpreted with caution.
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ACUTE EFFECTS OF NITROGEN TRICHLORIDE ON LUNG EPITHELIUM OF SWIMMERS

S. Carbonnelle!, I. Doyle?, A Bernard!. *Université Catholique de Louvain, Brussels, Belgium;
Flinders University of Scuth Australia, Adelaide, Australia

Nirrogen trichloride (NUs) is the main chlorination by-product present in the air of indoor
chiorinated pools. 1t is a powerful oxidant that causes aaute iung injury at figh doses.

We studied the aaute effects of chlorination products on the lung epithefium of dhildren (n=16) and
adults (n=13) attending for two hours an indoor chlorinated pool. Mz concentration was
measwed in the air of the pool. The integrity of lung epithelium was assessed by measuring the
serum levels of three lung specific proteins: surfactant-assodiated proteins A and B (SP-A and SP-
B) and Qara cell protein (CC16). Serum IgE levels were also measured. Blood was sampied in all
subjects before entering the pool, after twa hours in water for children, after one hour attendance
without swimming and ane hour later after swimming for adults.

The mean N0, concentration during the exgperiment was 9.49 mg/m?. SP-A and 5P-B levels and the
SP-BJCC16 ratio were significantly increased in both children (p range: 0.034-0.063) and aduls {p
range: 0.005-0.009). In the latter, the increase was akready statistically significant after one hour
expasure without swimming (p range: 0.023-0.041). In children, (C16 levels did not show a
consistent exposureesponse refationship, but in adults, the respanse of (C16 was dearty biphasic,
with a significant dearease after one hour (p=0.028) and a reversal towards normal one hour later.
igE levels were unaffected by poal attendance but they were negatively comelated with CC16 levels
(=0.44, p=0.018) and pasitively with lung epithelium penmeability as assessed by SP-8 levels
{=0.36, p=0.062) or the $P-B/CC16 ratio {r=0.53, p=0.0035) {correiations calculated with pre-
oposure values).

Shor-tarm exposure to NO, in indoor pools increases lung epithefium permeability, an observation
which I consistent with experimental data an the toxicity of NCa. Lung hyperpermeability was also
found to be comelated with serum IgE. Further research 5 needed to determine the dinical
significance of these findings. Ministry of Emvironment of the Brussels (apital Region and
This abstract is funded by: Autogen Research Pry Ltd

Upper Airway Dysfunction Associated with Bronchoscopic Proven Lower Airway
Iphalation_Injury without Bronchial Hyperresponsiveness R. Balkissoon, National
Jewish Medical and Research Center, Denver, CO [rritant associated upper airway
dysfunction (UAD) is characterized by laryngoscopic evidence of paradc
adduction of the vocal cords during inspiration and/or early expiration foilo
inadvertent repeated high level imitant exposures. Ten non-smoking patients
laryngoscopic evidence of UAD who did mot meet criteria for Reactive Air
Dysfunction Syndrome (RADS) (negative methacholine challenge) bave been stxuea
with bronchoscopy with endobronchial biopsies. Four patients were exposed to an
alkali soap, | patient was exposed to a sterilizing agent contaming high levels of
phospboric acid and sodium meuasilicate, 2 patients were exposed to chlorine gas and
2 patients to armmouia and 2 patients with smoke inhalation. Lavage fluid showed no
characteristic inflammatory pattern with variable elevations of lymphocytes and
neutrophils. Endobronchial biopsies revealed bronchial wall thickening, edema and
chrogic lymphocytic inflammation in all 10 patents. One padent with smoke
inhalation revealed evidence of non<caseating granulomas. Oue patient who had
follow up bronchoscopy 6 months after initial biopsies revealed persistent though
decreased chronic inflammation. Seven of nine patients had negatve pH probes. Six
of ten patients had symptoms consistent with posmasal drip. High-level irritant
exposurcs may lead to chromic atrway inflammation without bronchial hyper-
respoasiveness. Vocal cord dysfunction may be an associared cormplication of airway
inhalation injuries.

This ebiract is funded by:
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This special supplement of the American Journal of Respiratorv and Critical Care Medicine
contains abstracts of the scientific papers to be presented at the 2002 International Conference.
The abstracts appear in order of presentation, from Sunday, May 19 through Wednesday, May 22
and are identified by session code numbers. To assist in planning a personal schedule ~* -
Conference, the time and place of each presentation is also provided.



Respiratory Health in Potroom Work-—An Inception Cohort

Tnol I Krnufurems MDD MPH
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