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El evat ed parat hyroi d hornone 44-68 and
osteoarticular changes in patients with
geneti ¢ henochronat osi s.

Arthritis & Rheunmati sm
1999 Apr.

OBJECTI VE: To determ ne whet her the
osteoarticul ar changes associated with
geneti ¢ henochromatosi s coul d be expl ai ned
by netabolic parathyroid hornone (PTH)

di sorders.

METHODS: The study invol ved 210 patients
with liver iron overload syndrones.
Csteoarticul ar changes were nunerically
scored as the nunber of damaged joints. PTH
1-84 and 44-68 were assayed.

RESULTS. An increase in serum PTH 44- 68

| evel s was found in one-third of untreated
pati ents who had no cal ciumor PTH 1-84
abnormalities. Serum PTH 44-68 | evel s
correlated positively with serumferritin
| evel s. I n MILTI VAR ATE anal yses, the
nunber of affected joints correl ated
positively with age, serum PTH 44-68

| evel s, and serumferritin | evels.

42(4) : 799- 8086,

CONCLUSI ON: Liver iron overl oad syndrones,
especi al |l y genetic henochronmatosis, are
associated with elevated circulating | evels
of PTH fragnents containing the 44-68

regi on, which appears to play a role in
osteoarticul ar changes. This increase seens
to be a consequence of iron overl oad.

Pneumocystis carinii pneumonia in patients with
connective tissue diseases: the role of hospital
experience in diagnosis and mortality.Arthritis &
Rheumat i sm 42(4):780-9, 1999 Apr.

OBJECTI VE: Pneunoni a due to Pneunocystis carinii has been
increasingly reported in patients with connective tissue di seases,

but the frequency of this conplication is not known. W sought to
determ ne the frequency of P carinii pneurmonia (PCP) in patients with
connective tissue diseases, and to determne the role that a

hospital 's acquired i munodefi ci ency syndrone (Al DS)-rel ated
experience may have in the diagnosis of PCP in these patients.
METHCDS: W used a state hospitalization registry to identify all
patients with PCP and either rheunatoid arthritis, systemc | upus
eryt hemat osus, \egener's granul omat osi s, pol ynyositis,
dernmatonyositis, polyarteritis nodosa, or scleroderna who had an
energent or urgent hospitalization in California from1983 to 1994.
W conpared patient and hospital characteristics between these
patients and patients with connective tissue diseases hospitalized
with other types of pneunonia.

RESULTS: Two hundred twenty-three patients with connective tissue

di seases were diagnosed with PCP in the 12-year study period. The
frequency of PCP ranged from 89 cases/ 10,000 hospitalizations/year in
patients with Wgener's granul omatosis to 2 cases/ 10, 000
hospitalizations/year in patients with rheunatoid arthritis. Conpared
with 5,457 patients wth connective tissue di seases and pneunoni a due
to other organisns, patients with PCP were nore |likely to be younger,
to be male, to have private nedical insurance, and to have systemc

| upus eryt hemat osus, Vegener's granul onatosi s, inflamatory nyopat hy,
or polyarteritis nodosa rather than rheunatoid arthritis, and were
less likely to be African Anerican. Hospital size, teaching status,
urban/rural location, proportion of adm ssions due to AlDS or PCP,
and proportion of patients wth pneuroni a undergoi ng bronchoscopy
were each associated with the likelihood of diagnosis of PCP in

uni vari ate anal yses, but only the nunber of patients w th PCP being
treated at a hospital (odds ratio [CR] 1.03 for each additional 10
cases/year, 95% confidence interval [95% ] 1.01-1.05) was
associated with the |ikelihood of diagnosis of PCP in MULTI VARI ATE
anal yses. Patients were al so somewhat nmore |likely to be di agnosed
with PCP if there had previously been a case of PCP in a patient with
a connective tissue disease at the same hospital (OR 135, 95%C
0.98-1.85). In-hospital nortality was 45.7% and was unrelated to
hospital characteristics.

CONCLUSI ON: PCP is an uncommon, but often fatal, occurrence in
patients with connective tissue disease. A hospital's prior
experience with patients with PCP is associated with the |ikelihood
that this condition is diagnosed in patients with connective tissue
di seases who present wi th pneunonia, suggesting that diagnostic
suspicion is an inportant factor in the correct identification of
affected patients.
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Emoti onal and behavi oural problems and
competenci es among i mm grant and non-i mm grant
adol escents. Australian & New Zeal and Journal of Psychiatry.
32(5):658-65, 1998 Cct.

OBJECTIVE: The aimof this study was to conpare
| evel s of enotional and behavi oural problens and
conpet enci es anong i nm grant and non-i mm gr ant
adol escents, and to determne factors that nmay
contribute to any differences reported.

METHOD: Subj ects were sel ected randomy from students
aged 12-16 years attending a high school with a high
proportion of inmgrants in Perth, Wstern Australia.
Parents conpl eted the Child Behavi our Checklist (CBCL),
and students conpleted the Youth Sel f-Report (YSR) and a
Personal History Questionnaire.

RESULTS. On univari ate anal yses, non-

I mrm gr ant adol escents had significantly
hi gher CBCL and YSR scores than inmm grant
adol escents. MJLTI VAR ATE anal yses
suggested that CBCL scores were predicted
by a nunber of variabl es other than
immagration, including famly intactness,
soci oeconom ¢ status (SES) and gender.

H gher YSR scores were predicted by non-
Intact famlies, school setting and non-

I mfm grant status, and hi gher conpetencies
scores were predicted by higher SES and
parents not being i mm grants.

CONCLUSI ONS: I n assessing the effects of inmigration on
adol escent nental health, it is inmportant to control for
factors associated wi th adol escent behavi oural and
enotional problens and to use nultiple informants.
Overall, inmmgrant adol escents report fewer total and
externalizing problens and fewer conpetencies than
native-born adol escents. This finding may reflect strict
i mmigration policies or cultural differences in
definitions of psychopathol ogy and the soci al
expectations for adol escents' behavi our

Physi cal Synptoms Distress Index: a sensitive tool to
eval uate the inpact of pharmacol ogical agents on quality
of life. Archives of Internal Medicine. 159(7):693-700, 1999 Apri12.

CBJECTI VES: To exani ne whether the degree of stress associated with
adverse physical side effects correlates with overall quality of life
(QL) and conpliance rates. To determine if instrunents used to
assess QOL can detect differences between treatments that have no
known central nervous system effects.

PATI ENTS AND METHODS: Thi s randoni zed, doubl e-blind, parallel group
study evaluated 180 to 480 ng of controlled onset, extended rel ease
(CCER) -verapani| (n = 259) or 30 to 120 ng/d of nifedipine
gastrointestinal therapeutic system(ATS) (n = 269) in nen and wonen
between 21 and 80 years of age with stages 1 to 3 hypertension. A
battery of questions eval uating psychol ogi cal well-being and a

physi cal synptomdistress i ndex was adninistered after a 4-week

pl acebo washout (baseline) and after 10 weeks of treatnent or at

dr opout .

RESULTS: Both treatnments effectively | owered

bl ood pressure, and there were no significant

bet ween-group differences in psychosocial QL. A
difference in the | evel of physical synptom

di stress was detected between treatnents (P =
.002; MULTI VARI ATE anal ysis of variance), with 7
significant univariate treatnment effects, al
favori ng COER-verapam |, being noted-pedal edena,
pol yuria, rapid heart beat or pal pitations,

hi ves, nuscl e cranps, abdom nal cranps, and
headaches. Constipation-rel ated distress

i ncreased significantly (P = .001) but to a
simlar extent with both treatnents. The
difference in synptomdi stress tended to predict
conpliance as there were nore withdrawals in the
ni fedi pine TS group (n = 85) vs CCER-verapam |
group (n =64) (P =.08).

OONCLUSI ONS: Pati ent - assessed physical synptomdistress is a
sensitive, sinple technique to evaluate the effect of

anti hypertensi ve nedi cations on QL and tolerability, as shown by its
ability to detect the inprovenent associated with OCER-verapanil.
Dependi ng on the agents invol ved, the Physical Synptom D stress |ndex
nmay nore closely predict dropout rates than the traditional

psychosoci al instruments, as suggested by the |ower dropout rate in
the CCER-verapani| group. Thus, in studying treatment effects on QOL,
both the distress of physical synptoms and the inpact of psychosoci al
factors shoul d be eval uat ed.
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Subj ective versus statistical nodel
assessnent of nortality risk in open heart

surgi cal procedures.
Annal s of Thoracic Surgery.

BACKGROUND: The aimof this study was to conpare
the predictive accuracy for open heart surgical
nortality between a statistical nodel based on
coll ection of clinical data and surgeons'

subj ective risk assessnent.

67(3): 635-40, 1999 Mar.

METHODS: Predi ctive discrimnation of both risk
assessnents (surgeons' and nodel) was conpared

t hrough the area under the receiver operating
characteristic curve. Logistic regression

anal ysis was used to assess the rel ation between
surgeons' and nodel predictions to actua
outconmes. Calibration of the subjective estimates
was evaluated with a chi2 test.

RESULTS: Overall, the area under the receiver
operating characteristic curve was 0.76 for the
statistical nodel and 0.70 for the subjective
assessnent. Logistic regression anal ysis showed
that the statistical nodel remained significant
after accounting for the subjective assessnent.
Calibration of subjective nortality predictions
was poor.

CONCLUSI ONS:  Surgeons' ri sk assessment
tends to cluster in the mddl e ranges of

ri sk. Subjective assessnent seens accurate
in identifying the two extrenes of risk but
I's inaccurate for internediate risk |evels.
A MULTI VARI ATE statistical nodel inproves

t he accuracy of subjective predictions.

Underuse and overuse of diagnostic testing
for coronary artery disease in patients
presenting with newonset chest pain [see
conmment S] . Anerican Journal of Medicine. 106(4):391-8, 1999
Apr .

PURPOSE: To determ ne the extent of overuse and underuse
of diagnostic testing for coronary artery di sease and
whet her the soci oeconom ¢ status, health insurance,
gender, and race/ethnicity of a patient influences the
use of diagnostic tests.

SUBJECTS AND METHCDS: W identified patients who
presented wi th new onset chest pain not due to myocardi al
infarction at one of five Los Angel es-area hospita
energency departnents between Cctober 1994 and Apri

1996. Explicit criteria for diagnostic testing were

devel oped using the RAND/ University of California, Los
Angel es, expert panel method. They were applied to data
coll ected by nmedical record review and pati ent

guesti onnaire.

RESULTS: O the 356 patients, 181 nmet necessity
criteria for diagnostic cardiac testing. O
these, 40 (22% failed to receive necessary
tests. Only 7 (3% of the 215 patients who
received sone formof cardiac testing had tests
that were judged to be inappropriate. Underuse
was significantly nmore common in patients with
only a high school education (30%vs 15% for
those with sone college, P = 0.02) and those
wi t hout heal th insurance (34%vs 15% of insured
patients, P = 0.01). In a MILTI VAR ATE | ogi stic
regression nodel, only the |ack of a post-high
school education was a significant predictor of
underuse (odds ratio 2.2, 95% confidence interval
1.0 to 4.4).

CONCLUSI O\ Anong patients with new onset chest pain, underuse of

di agnostic testing for coronary artery di sease was nuch nore conmmon
than overuse. Underuse was prinarily associated with |ower |evels of
pati ent educati on.
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| nferences on the kinetics of asbestos deposition
and cl earance anong chrysotile mners and
mllers. Amwrican J Industrial Medicine. 35(4):401-12, 1999 Apr.

BACKGROUND: The health effects of asbestos are intimtely
related to the fate of inhaled fibers in the lungs. The
ki netics of asbestos fibers have been studied primarily
in rodents. The objective of this study was to explore
the application of these kinetic nodels to hunan aut opsy
dat a.

METHODS: We anal yzed t he
asbestos fiber content of the
| ungs of 72 Quebec chrysotile
mners and mllers and 49
control subjects using

anal ytical transm ssion

el ectron m croscopy.
Statistical nmethods included
standard MJULTI VARI ATE | i near
regression and |ocally wei ghted
regressi on net hods.

RESULTS: The | ung burdens of asbestos bodies and
chrysotile and tremolite fibers were correlated, as were
the concentrations of short, nedium and long fibers of
each asbestos variety. There were significant
associ ati ons between the duration of occupationa

exposure and the burdens of chrysotile and trenolite. The
concentration of chrysotile decreased with the tinme since
| ast exposure but the concentration of trenolite did not.
The clearance rate varied inversely with the |ength of
chrysotile fibers. For fibers greater than 10 nu in

I ength the clearance half-tine was estinated to be 8
years.

CONCLUSI ONS: The patterns in our data are conmpatible with
both of the hypotheses suggested fromrodent experinments;
t he existence of a |ong-term sequestration conpartnent

and overl oad of clearance nmechanisns in this conpartnent.

Cotton dust and endot oxi n exposure and | ong-term
decline in lung function: results of a

| ongi tudi nal study. Anmerican Journal of Industrial Medicine.
35(4):321-31, 1999 Apr.

BACKGROUND: To eval uate the rel ati onshi p between | ong-term exposure
to cotton dust and G amnegative bacterial endotoxin on | ung
function, we conducted an 11-year foll owup study of cotton textile
wor kers in Shanghai, China.

METHCDS: Wirkers at a nearby silk-thread manufacturing nmll were used
as a referent popul ation. N nety percent of the original cohort of
445 cotton and 467 silk textile workers--both active and retired--
were identified for testing in the 11th year. Questionnaires and
spironetric testing were performed, as well as cotton dust and

endot oxi n sanpling at three points over the 11-year follow up period:
at baseline, at Year 5, and at Year 11. After excluding deaths and
subj ects on sick-1eave, 84%of the original cohort had conplete

heal th and environmental data.

RESULTS: The data were reanal yzed using generalized
estimating equations feedback nodel which allow for

subj ect transfer over tine between work areas, various
exposure |levels to dust and endotoxin, and FEV1. Cotton
workers had a larger loss of FEV1 during the first 5
years of study (-40 ms/yr) as conpared with the second 6
years of followup (-18 ms/yr). During the same peri ods,
t he average decline anong silk workers was slightly
higher in the first period, but was nore consistent (-30
ms/yr vs. -27 ms/yr), and these differences could not
be expl ai ned by worker selection or dropout. Wen

cunmul ative exposure to dust and endotoxin were estinated
and used in a MULTI VARI ATE nodel (GEE) for FEV1 | oss,
cunul ative dust, but not endotoxin, was associated with
11-year loss in FEV1 after adjustnents for confounders.
There was evi dence of feedback between dust-exposure

I evel s and FEV1, indicating the existence of a healthy-
wor ker survivor effect. After accounting for a healthy-
wor ker survivor effect, we found a significant

rel ati onshi p between dust exposure and FEV1 decli ne.

CONCLUSI ONS: Qur results suggest that cotton dust is nmore strongly
associated with chronic airflowlimtation than associ ated

endotoxi ns. Further work is needed to clarify potential reversibility
after cessation of exposure, and the relative contributions of dust,
endot oxi n, and tobacco to chronic respiratory inpairment in cotton
and ot her veget abl e- exposed wor kers.
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Resting heart rate is a risk factor for

cardi ovascul ar and noncardi ovascul ar nmortality:
the Chicago Heart Association Detection Project
in Industry. American Journal of Epidemology. 149(9):853-62,
1999 May 1.

In a prospective cohort study, associations of resting heart rate
with risk of coronary, cardiovascul ar di sease, cancer, and all-cause
nortality in age-specific cohorts of black and white men and woren
were exam ned over 22 years of follow up.

Partici pants were enpl oyees from 84 conpani es and organi zations in
the Chicago, Illinois, area who volunteered for a screening

exam nation. Participants included 9,706 nmen aged 18-39 years, 7,760
nen aged 40-59 years, 1,321 nen aged 60-74 years, 6,928 wonen aged
18- 39 years, 6,915 wonen aged 40-59 years, and 1,151 worren aged 60-74
years at the baseline examnation in 1967-1973. Vital status was
ascertained through 1992.

For fatal coronary disease, MILTI VAR ATE
-adjusted relative risks associated with a 12
beats per m nute higher heart rate (one standard
devi ation) were as follows: for men aged 18-39
years, relative risk (RR) = 1.27 (95% confi dence
interval (C) 1.08-1.48); for nen aged 40-59
years, RR = 1.13 (95% C 1.05-1.21); for nen aged
60-74 years, RR=1.00 (95% Cl 0.89-1.12); for
wonen aged 40-59 years, RR = 1.21 (95% C 1.07-
1.36); and for wonen aged 60-74 years, RR = 1.16
(95% A 0.99-1.37). Corresponding risks for all
fatal cardiovascul ar diseases were simlar to
those for coronary death al one. Deaths from
cancer were significantly associated with heart
rate in nen and wonen aged 40-59 years. All-cause
nortality was associated with higher heart rate
in men aged 18-39 years (RR = 1.11, 95% C 1.01-
1.20), nen aged 40-59 years (RR = 1.16, 95% Cl
1.11-1.21), and wonen aged 40-59 years (RR =
1.20, 95% C 1.13-1.27). Heart rate was not
associated with nortality in wonen aged 18- 39
years.

In sumary, heart rate was a risk factor for

nortality fromcoronary disease, all cardiovascul ar di seases, and all
causes in younger nen and in mddl e-aged nen and wonen, and for
cancer nortality in niddl e-aged nen and wonen.

E- cadherin expression as a marker of tumor aggressiveness
in routinely processed radical prostatectony speci nens.

U ol ogy. 53(4):707-13, 1999 Apr.

OBJECTI VES: Approximately 30%of clinically |localized prostate
adenocar ci nonas treated by radical prostatectony (RP) will recur
within 10 years. To prevent recurrence, new adjuvant therapies are in
devel opnent that seek to treat high-risk patients after surgery. To
identify patients as candidates for these treatnents, inproved

bi onarkers for predicting prognosis are needed. Reduced expression of
E-cadherin has been proposed as a new narker for predicting prognosis
in prostate adenocarci noma. Since few studi es have exanined the
relation between risk factors for disease progression and E-cadherin
expression using routinely processed RP speci nens, we used RP
specimens to correl ate downregul ati on of E-cadherin and pat hol ogi ¢
stage at RP.

METHODS: Prinary adenocarci nomas (n = 76) fromfornalin-fixed and
par af fi n- enbedded RP speci mens were eval uated by i nmunohi st ochem stry
agai nst E-cadherin (HECD 1) using heat-induced epitope retrieval and
aut omated staining (BioTek Solutions). Nornmal appearing prostate
epitheliumwas used as an internal control for each speci men.

Stai ning was scored as an estimate of the percentage of tunor cells
in each speci men that showed strong pl asma nenbrane stai ni ng.

RESULTS: Speci mens were divided into three categories with respect to
d eason score: internmediate (score 5to 6, n =31), internediate to
high (score 7, n = 25), and high (score 8 to 9, n = 20). For

pat hol ogi ¢ stage, specinens were divided into three categories: |ow
stage/ organ confined (pT2, n = 30), internediate stage/limted
extraprostatic extension (pT3a, n = 25), and hi gh stage/sem nal

vesi cl e-pel vic | ynph node netastases (pT3b-any pTNL, n = 21). In

uni variate anal ysis, reduced | evels of E-cadherin correlated with
advanced d eason score (P = 0.003) and advanced pat hol ogi ¢ stage (P =
0.008). In MULTI VARI ATE anal ysis, E-cadherin, preoperative
prostate-specific antigen, and A eason score all contributed

i ndependently to the prediction of high-stage di sease (P<0.0001). Ten
pel vic | ynph node netastases fromthis same patient cohort were
stained for E-cadherin. Al were positive and 9 of 10 were noderatel y
to strongly positive.

CONCLUSI ONS: Since essentially all patients in the high-stage
category have a very high likelihood of disease recurrence, we

concl ude that the study of E-cadherin in a prospective nanner as a
potential biomarker of disease progression in patients with
clinically organ-confined prostate cancer who undergo RP is
warranted. Additionally, our finding that nost netastatic tumor cells
in pelvic | ynph nodes express E-cadherin supports the notion that the
establi shment of the distant colonization and growth of netastatic
tunor cells may be facilitated by expression or re-expression of

previ ously downregul ated E-cadherin. This woul d strongly suggest that
irreversible genetic inactivation through mutation or allelic loss at
16g2.3 is probably not the nechani smof E-cadherin downregulation in
nost abnormal |y expressing primary prostate carci nomas.
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Lack of a regular source of care anong
children using a public hospital energency
depart NeNnt. pPediatric Energency Care. 15(1):13-6, 1999 Feb.

OBJECTI VES: This study examined risk factors for not
havi ng a regul ar source of care anong children presenting
to an urban public hospital for nonappoi ntnent care. Lack
of a regular source of care is associated with decreased
use of appropriate health care services and preventive
care anong chil dren.

METHODS: A cross-sectional survey was conducted for al
children less than 16 years of age attending an energency
departnment at an urban public hospital over a consecutive
7-day period. Univariate and nultivariate |ogistic
regressi on anal yses were conduct ed.

RESULTS: In 791 interviews available for
anal ysi s, 52% of preschool children and 66%
of school -aged children did not have a
regul ar source of care. Children without a
regul ar source of care were nore likely to
present for nonurgent conditions (P <
0.0005). In MULLTI VAR ATE anal ysi s, ol der
age of the child (OR= 1.6, 95%C
1.132.25), lack of insurance (OR = 1.47,
95% A 1.03-2.11), and | ack of personal
vehicle (R = 1.44, 95% C 1.05-1.97) were
associ ated with not having a regul ar source
of care.

CONCLUSI ONS: The majority of children using an urban
energency department were w thout a regul ar source of
care. In this population, no single factor identified
children without a regular source of care, but increased
age and lack of insurance were associated with it.
Addressing this situation will require a multifaceted
approach that includes, but is not limted to, decreasing
financial barriers.

Hypertension in the haemodi al ysis popul ati on: any
relationship to 2-years survival? [see comments].
Nephrol ogy, Dialysis, Transplantation. 14(1):125-8, 1999 Jan.

BACKGROUND: Few studi es have quantified the effect of hypertension on
survival in the haenodial ysis (HD) popul ati on. W have previously
reported | ack of adverse effect of hypertension on 1-year nortality
in a cohort of 649 haenodial ysis patients (AmJ Kidney D's 1996; 28:
737-744). V¢ report here the effect of hypertension on 2-year
survival in the sane cohort of patients.

METHCDS: W revi ewed the conpl ete conputerized files on 649 HD
patients enrolled in 10 haenodi al ysis centres in the state of

M ssi ssippi, USA. (ne-nonth dialysis records for each patient from
m d- Cct ober 1994 to m d- Novenber 1994 were revi ewed. Predial ysis nean
arterial pressure was cal cul ated as i medi ate predialysis diastolic
pressure plus one-third the difference between systolic and diastolic
pressure. Patients were classified as hypertensive if their average
pre- VAP was nore than 114 mmHy or they were receiving

anti hypertensi ve drugs during the study period. Nornotensives had a
pre-MAP < 114 and were not receiving any antihypertensives. W&

foll owed these patients for 2 years to determne their survival and
the effect of their BP status, as deternmined in Cctober 1994, on 2-
year nortality.

RESULTS: In univariate analysis, hypertension was
associated with inproved 2-years survival
(relative risk 0.64, P=0.08 conpared to
nor not ensi ves). Furthernore, anong the
hypert ensi ves, good bl ood pressure control
t han 140/ 90) was associated with increased
relative risk of death at 2 years (RR 1. 86,
P=0.004). In MILTI VAR ATE anal ysi s, taking age,
race, serumal bum n, and diabetic status into
consi deration, there was a 27% reduction in
nortal ity anong hypertensives conpared to
norntensives (RR 0.73, P=0.06). Qher factors of
significance in multivariate anal ysis were age
(RR 1.03/year, P=0.02), serumal bumn (RR 0.36/g,
P<0.0001), diabetes nellitus (RR 1.35, P=0.07),
and race (RR 0.64, P=0.05).

(less

CONCLUSI ONS: Qur study suggests that hypertensi on has no adverse
effect on survival at 2 years in the haenodi al ysis popul ati on.
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[Psychosoci al risk factors i n Ri sk factors for human T cell |ynphotropic
- : virus type | anong injecting drug users in

vul vovagl nal nycosis. A northeast Brazil: possibly greater

mul tivariate |ong-term study]. efficiency of nale to fenal e transm ssion.

[Ger rTB-n] Menorias do Instituto Gswaldo Cruz. 94(1):13-8,

1999 Jan- Feb.

It was observed in the city of Salvador, State of

C Bahi a, the hi ghest seropreval ence of human T cell
The results of a MLTI VAR ATE | ogit | ynphotropic virus type 1 (HTLV-1) infection in

analysis of n = 9098 (fenale) patients of a Brazi| as denonstrated by national wide bl ood

M/coses. 41 Suppl 2:49-53, 1998.

gynecol ogi ¢ practice (from 1991 to 1994) bank surveys. In this paper, we report results of
confirmthe rel evance of psycho-soci al an investigation of drug use and sexual behavi or
factors |i ke enpl oynent, being married, associ ated with HTLV-1 infection anong nal e and
snoki ng etc. on the incidence of the feml e [ nject! ng ?rgg users ('dDUtS)d' n Sf"hvador- A
: : Dot cross sectional study was conducted in the
vul Vlovagl Ral WS.OSGS]; By the st a{)' sti CEI H storical D strict of Salvador from 1994-1996
results the studied Tactors can be rank- (Projeto Brasil-Sal vador) and 216 asynptomatic
ordered from "snoking" as the nost rel evant | DUs were sel ected using the snowbal I contact
to "virginity" as the nost irrel evant t echni que. Bl ood sanpl es were coll ected for
factor. Surprisingly sexual contact and serol ogi cal assays. Sera were screened for human
using oral contraception had no rel evance. | mmunodef i ci ency virus (HV-1/2) and HTLV-1/11

anti bodi es by ELI SA and confirnmed by Wstern

A check-l1ist using factor-conbinations blot. The overall preval ence of HTLV-1/11 was

enabl es to discrimnate 48 types of fenale 35.2% (76/216). The seropreval ence of HTLV-1I,

with different risk of incidence. The HTLV-11 and H V-1 was for males 22% 11.3% and

results of the study are in accordance with 44. 1% and for females 46.2% 10.3% and 74.4%

t he foll owi ng hypot hesis: |In nost cases respectively. HILV-1 was identified in 72.4% of

stress, |nduced by the psycho- soci al i gni Fi cant |y associ ated vi th HILV- 1 nfection

situation of th_e femal e and V\eaken! ng the anong nal es included needl e sharing practi ces,

| mmune system is the only responsible duration of injecting drug use, H V-I

factor for the incidence of vulvovaginal seropositivity and syphilis. Among wonen,

MyCcoslI S. duration of injecting drug use and syphilis were
strongly associated with HTLV-1 infection.

MULTI VARI ATE anal ysis did not change the
direction of these associations. Sexual
intercourse mght play a nore inportant role in
HTLV-1 infection anong wonen than in men.
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I nfluence of delay on survival in patients with
breast cancer: a systematic review [see
comments]. [Review] [103 refs]

Lancet. 353(9159):1119-26, 1999 Apr 3.

BACKGROUND: Mbst patients with breast cancer are detected after

synpt ons occur rather than through screening. The i npact on survival
of del ays between the onset of synptons and the start of treatnent is
controversial and cannot be studied in random sed controlled trials.
V¢ did a systematic revi ew of observational studies (worldw de) of
duration of synptons and survival .

METHCDS: W identified 87 studies (101, 954
patients) with direct data |inking del ay

(i ncluding delay by patients) and survival. W
classified studies for analysis by type of data
in the original reports: category | studi es had
actual 5-year survival data (38 studies, 53,912

patients); category |l used actuarial or
MULTI VARI ATE anal yses (21 studies, 25,102
patients); and category IlIl was all other types

of data (28 studies, 22,940 patients). W tested
the main hypot hesis that |onger delays woul d be
associated with [ower survival, and a secondary
hypot hesi s that | onger del ays were associ at ed

wi th nore advanced stage, which would account for
| ower survival

FINDINGS: In category | studies, patients with delays of 3 nonths or
nore had 12%]1 ower 5-year survival than those wth shorter del ays
(odds ratio for death 1.47 [95% C 1.42-1.53]) and those with del ays
of 3-6 nonths had 7%l ower survival than those with shorter del ays
(1.24 [1.17-1.30]). In category |1, 13 of 14 studies with
unrestricted sanpl es showed a significant adverse rel ati on between

| onger del ays and survival, whereas four of five studies of only
patients with operabl e di sease showed no significant relation. In
category Ill, all three studies with unrestricted sanpl es supported
the primary hypothesis. The 13 infornative studi es showed that |onger
del ays were associ ated with nore advanced stage. In studies that
controlled for stage, |onger delay was not associated with shorter
survival when the effect of stage on survival was taken into account.

| NTERPRETATI O\t Del ays of 3-6 nonths are associated with | ower
survival . These effects cannot be accounted for by |ead-tinme bias.
Efforts shoul d be nade to keep del ays by patients and providers to a
m ni nrum [ References: 103]

Prognostic inpact of cyclin-dependent
ki nase inhibitor p27ki pl i n node-positive
breast cancer.

Journal of Surgical Oncol ogy.

BACKGROUND AND CBJECTI VES: p27ki pl (p27) plays an
inportant role as a negative regul ator of cel

cycl e-dependent ki nase activity during
progression of the cell cycle. The nost inportant
prognosticator of breast cancer is nodal status,
and the aimof this study was to determ ne the
prognostic inplication of p27 in breast cancer
patients with | ynph node netastases.

70(4): 230-4, 1999 Apr

METHODS: | mmunohi st ochem cal staining for p27 was
performed on tissues from 102 patients w th node-
positive breast cancer.

RESULTS. A nucl ear staining over 50% was
defined as hi gh expression. H gh expression
of p27 was shown in 59 patients (57.8%. A
significant correlation was found between
hi gh p27 and positive estrogen receptor
status, but there was no correlation

bet ween p27 staining and age, nenopausal
status, nodal status, or tunor size. Low
expressi on of p27 was significantly

associ ated with shorter survival. A
MULTI VAR ATE anal ysi s al so showed that the
only i ndependent variable was p27.

CONCLUSI ONS: The results indicated that |ow
expressi on of p27 was an i ndependent factor
associ ated with poor prognosis. Therefore, p27
can be an inportant tool in making therapeutic
deci si ons.
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Tobacco snoking as a risk factor in anal

carci noma: an anti estrogeni c nmechani sn?.
Journal of the National Cancer Institute. 91(8):708-15, 1999 Apr 21.

BACKGROUND: Human papil | omavi rus-associ at ed anogenita
car ci nogenesi s depends on poorly defined cofactors.
Snoki ng was recently suggested to increase the risk of
anal cancer nore in prenenopausal wonen than in

post menopausal wonen. Thus, we used our popul ation-based
anal cancer case-control study in Denmark and Sweden to
test this hypothesis. METHODS: CQur study included 417
patients (324 wonmen and 93 nen) who were diagnosed with
anal cancer (84% i nvasive cancer) from 1991 through 1994;
it also included five patients diagnosed in 1995. Two
control groups were used: 1) 554 popul ation control

subj ects (349 wonen and 205 nmen) and 2) 534 patients with
rectal adenocarci noma (343 wonen and 191 nen). Odds
ratios (ORs), calculated fromlogistic regression

anal yses, were used as neasures of relative risk. Al P
val ues are two-sided.

RESULTS: Conpared with the risk for |ifelong
nonsnokers, the risk of anal cancer was high
anong prenenopausal wonmen who currently snoked

t obacco (MULTI VARI ATE OR = 5.6; 95% confi dence
interval [C] = 2.4-12.7) and increased linearly
by . 7% per pack-year snoked (one pack-year is
equi val ent to one pack of cigarettes snoked per
day for 1 year) (P for trend <.001). Snoking was
not statistically significantly associated with
anal cancer risk in postnenopausal wonen or mnen.
Wnen whose nenstrual periods started |late were
at high risk (MILTIVARI ATE OR = 3.6; 95% C =
1.8-7.3, for >= 17 years of age versus < or = 12
years of age; P for trend <. 001), and body nass
index (weight in kg/[height in nj2) was inversely
associ ated with risk anong wonen (P<.001).
CONCLUSI ONS: Because the risk of anal cancer associated
wi th snmoking was restricted to prenenopausal wonen and
because higher risk was associated with | ate nmenarche and
| ean body conposition, femal e sex hornones may be a
factor in anal cancer devel opnent in wonen. Since the
anal mucosa is an estrogen-sensitive area, we hypothesize
an antiestrogeni c nechani smof action for snoking in ana
car ci nogenesi s.

Sol ubl e adhesi on nol ecules in CSF are
increased in children with severe head
I njury.

Journal of Neurotrauma. 15(10):777-87, 1998 Cct.

Leukocyt e- endot hel i al adhesi on nol ecul es,
critical to the devel opment of acute

i nflammation, are expressed in brain as
part of the acute inflammatory response to
traumatic brain injury (TBl). W neasured
the concentrations of the adhesion

nol ecul es P-selectin, ICAM1, E-selectin,
L-selectin, and VCAM 1 in ventricul ar
cerebrospinal fluid (CSF) fromchildren
with severe TBI (d asgow coma score < 8)
and conpared these findings with those from
children with bacterial neningitis. P-

sel ectin, an adhesi on nol ecul e associ at ed
with ischem a/reperfusion, was increased in
children with TBI versus neningitis and
control. Univariate and MIULTI VAR ATE
regressi on anal yses denonstrated
associ ati ons between CSF P-sel ectin and
child abuse and age of < 4 years, and a
significant, independent association

bet ween CSF intercellular adhesion

nol ecule-1 (1 CAM 1) and child abuse. These
results are consistent with a specific
acute inflammatory conponent to TBI in
children. Future studies of secondary

I njury mechani sns and therapy after TBI
shoul d assess on the roles of P-selectin
and ICAM1 in injury and repair processes
in brain after TBI.



(p 10) Medline - textword = multivariate.tw. 9925 keep 1-20

Leg symptoms, the ankle-brachial index, and
wal king ability in patients with periphera
arterial disease.

Journal of Ceneral Internal Medicine. 14(3):173-81, 1999 Mar.

OBJECTI VE: To deternine how functional status and

wal king ability are related to both severity of |ower
extremty peripheral arterial disease (PAD) and PAD

rel ated | eg synptons.

DESI GN: Cross-sectional study. SETTI NG: Acadenic

nmedi cal center.

PARTI CI PANTS: Patients aged 55 years and ol der

di agnosed with PAD in a blood flow | aboratory or general
nmedi ci ne practice (n = 147). Randonmly sel ected control
patients without PAD were identified in a genera
medi ci ne practice (n = 67).

MEASUREMENTS: Severity of PAD was neasured with the
ankl e-brachial index (ABl). Al patients were categorized
according to whether they had (1) no exertional |eg
synmptons; (2) classic intermttent claudication; (3)
exertional |leg synptons that al so begin at rest (pain at
rest), or (4) exertional |eg synptons other than
intermttent claudication or pain at rest (atypica
exertional |leg synptons). Participants conpleted the 36-
Item Short-Form Heal th Survey (SF-36) and the Wl ki ng

| mpai rment Questionnaire (WQ . The WQ quantifies
patient-reported wal ki ng speed, wal ki ng di stance, and
stair-clinbing ability, respectively, on a scale of 0 to
100 (100 = best).

MAI N RESULTS: In MIULTI VARI ATE anal yses patients
with atypical exertional |eg synptons,
intermttent claudication, and pain at rest,
respectively, had progressively poorer scores for
wal ki ng di stance, wal ki ng speed, and stair
clinbing. The ABI was neasurably and

i ndependent |y associated with wal ki ng di stance
(regression coefficient = 2.87/0.1 ABl unit, p
=.002) and wal ki ng speed (regression coefficient
2.09/0.1 ABI unit, p =.015) scores. Among PAD
patients only, pain at rest was associ ated

i ndependently with all WQ scores and six SF-36
domai ns, while ABI was an i ndependent predictor
of WQ distance score. CONCLUSI ONS: Bot h PAD
related | eg synptons and ABI predict patient-
percei ved wal king ability in PAD

| npact of new gui del i nes on physi ci ans'
ordering of preoperative tests.

Journal of General Internal Medicine. 14(3):166-72, 1999 Mar

OBJECTI VE: To conpare the nunber of preoperative tests
ordered for elective anbulatory surgery patients during
the 2 years before and the 2 years after the

est abl i shnent of new hospital testing guidelines.

MEASUREMENTS: The patterns of preoperative testing by
surgeons and a mnedi cal consultant during the 2 years
before and the 2 years after the establishnment of new
gui del i nes at one orthopedic hospital were reviewed. Al
tests ordered preoperatively were determ ned by revi ew of
nedi cal records. Preoperative nmedical histories, physica
exam nations, and conorbiditi es were obtained according
to a protocol by the nedical consultant (author).

Peri operative conplications were determ ned by review of
i ntraoperative and postoperative events, which also were
recorded according to a protocol

MAI N RESULTS: A total of 640 patients were enrolled, 361
before and 279 after the new guidelines. The mean nunber
of tests decreased from8.0 before to 5.6 after the new
guidelines ( p =.0001) and the percentage decrease for

i ndi vidual tests varied from23%to 44% Except for
patients with nmore conorbidity and patients receiving
general anesthesia, there were decreases across al

patient groups. In MULTI VARI ATE anal yses only time of
surgery (before or after new guidelines), age, and type
of surgery renmined statistically significant ( p =. 0001
for all conparisons). Despite decreases in surgeons
ordering of tests, the nedical consultant did not order
nore tests after the new guidelines ( p =.60) The
majority of patients had no untoward events

i ntraoperatively and postoperatively throughout the study
period, with only 6% overall requiring adm ssion to the
hospital after surgery, mainly for reasons not related to
abnormal tests. Savings from charges total ed $34, 000 for
the patients in the study.

OGONCLUSI ONS: - Al t hough there was vari abl e conpl i ance anong physi ci ans
new hospital guidelines were effective in reducing preoperative
testing and did not result in increases in untoward perioperative
events or in test ordering by the nedical consultant.



