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ABSTRACT PRESENTATIONS

AN IMBALANCE IN AMNIOTIC FLUID MMP2/TIMP2 RATIO DURING PREMATURE
RUPTURE OF THE MEMBRANES SUGGESTS INCREASED MMP2 ACTIVITY

Stephen J. Fortunato, MD, Ramkumar Menon, MS, Salvatore J. Lombardi, MD.
The Perinatal Research Center of The Women’s Health Research and Education Foundation. The

Women’s Hospital @ Centennial Medical Center, Nashville, TN 37203
OBJECTIVE" A balanced collagenolytic activity between matrix metalloproteinases and their natural
inhibitors (TIMPs) plays a significant role in maintaining the integrity of fetal membranes during
pregnancy. In pathological conditions an imbalance between the enzyme and the inhibitor may lead to
the increased bioactivity of the enzyme which may lead to fetal membrane extracellular matrix
degradation and membrane rupture. In vitro studies conducted in our laboratory using fetal membrane
organ explants document an imbalance between MMP2 and its inhibitor (TIMP2) during infection. This
study was conducted to examine the existence of any imbalance between the immunoreactive forms of
MMP2 and TIMP2 in the amniotic fluid ofwomen during premature rupture of membrane compared to
normal labor.
METHODOLOGY: Amniotic fluids were collected from women according to the following groups.
Group l" Premature rupture of membrane (n=7); Group2: Premature rupture of membrane and preterm
labor (n 10); Group3" Preterm labor (PTL)(n= 15); Group4: Term not in labor (NIL) (n 11); Group5
Term labor (n=6). The levels of MMP2 and TIMP2 were measured using sensitive and specific
immunoassays. Mann-Whitney U test was utilized for statistical comparison. A p value <0.05 was
considered significant.
RESULTS" The mean values (n;/m.l) and std. deviations obtained are given in th.e table below:

MMP2 (ng/mi)

TIMP2 (ng/mi)

MMP2/TIMP2
ratio

Term Labor

1180(294.96)

211(83.04)

5.59

Tern1 NIL

1385(429.84)

8.0O5

PTL

1775(692.3)

231(130.1)

7.68

PTL+PROM

1843(585.5)

107(61.39)

17.22

PROM

2500(583.10)

120(60.3a)

20.83

CONCLUSION" The ratio between MMP2 and TIMP2 in the amniotic fluid at [erm la0r, term non
labor and preterm labor were shown to be between 5-8. A three to four fold increase in the ratio was seen
in pregnancies complicated with premature rupture ofthe membranes. In PROM a statistically significant
increase in MMP2 and a decrease in TIMP2 levels were seen. The ratio is shifted in favor of MMP
activity suggesting their possible role in the degradation of tho basement membrane collagen and in the
pathogenesis of PROM.

INOCULATION OFKILLED E. COLI INTO A SURGICALLY ISOLATED
UTERINE HORN CAUSES PRETERM DELIVERY FROM THE
CONTRALATERAL HORN IN PREGNANT MICE: EVIDENCE FOR SYSTEMIC
SIGNALING DURING INTRAUTERINE INFECTION
Emmet Hirsch.MD, Tiffany Otto BA, George M. Mussalli MD.
Objective: To assess whether preterm delivery occurs as a result of local or systemic signals in a
murine model of infection-induced preterm birth.
Study Design: Pregnant female CD-1 mice underwent anesthesia and laparotomy 14.5 days after
conception (75% of gestation). The fight uterine horn was ligated proximally and distally to the fetus
located closest to the cervix. The uterine and fetal tissues between the ligatures were excised, resulting in
an isolated fight horn. The isolated uterine horn was injected with 100 ul of either sterile media or E.
coli bacteria which had been killed by boiling. The left uterine horn and its contents remained intact. For
comparison, a separate group of animals was injected with 100 ul of sterile media or killed bacteria
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either into the right horn without prior surgical isolation or directly into the peritoneal cavity. Preterm
delivery was defined as birth of at least one fetus within the first 48 hours after surgery.
Results: All three interventions induced preterm delivery in a dose dependem fashion.

_Inoculu.m (CFU,,,killed E. coli in 1,00 ul): Q 1 x lO 1 x lOs X 109

Uterine inoculation into ligated horn (n=5) (n=12) (n=9) (n=14)
_rLr_e_te_rm_a_ev._eC_rate_(

_
)

__
ocLo_ 0 3_3_ _67_

_
Uterine inoculation without Ilgatton (n=3) (n=2) (n=ll) (n=10)

__e_te_rm_@v_et_ra_te.J:_._ooJ62 o _o _o_ _7_o__.
Peritoneal inoculation (n=O0 (n=7) (n=6)
Preterm delivery rate (%) (p<O.0001) N/A 0 57 67

The two groups undergoing uterine injection were well or only mildly ill until delivery, while those
undergoing direct peritoneal injection with large inocula were ill, and 50% of mothers receiving the
highest inoculum died.
Conclusions: Inoculation of killed E. coli into a surgically isolated uterine horn causes delivery from
the contralateral horn in the mouse. Comparison with direct peritoneal inoculation suggests that it is
unlikely that this finding results from leakage of the inoculum from the uterus into the peritoneal
cavity. It is intriguing that preterm delivery occurred following inoculation of an isolated uterine horn
with no less potency than following inoculation of the intact uterus. These findings suggest that
preterm labor during intrauterine infection may result from systemic signaling, even when infection is
confined to the uterine cavity.

INVERSE RELATIONSHIP OF AMNIOTIC FLUID CYTOKINE
CONCENTRATIONS WITH GESTATIONAL AGE
DA Eschenbach, MD, SS Thwin, MS, SL Hillier, PhD, J Hitti, MD, DL Patton, PhD
University ofWashington, Seattle, WA
Objective: Examine the relationship between the concentration of cytokines in amniotic
fluid (AF) and gestational age among AF culture negative pregnancies in preterm labor.
Study Design: Abdominal amniocentesis was performed on a cohort of270 pregnancies
in preterm labor with intact membranes at <_34 weeks gestation. Gestational age was
based on last menstrual period and ultrasound. AF levels of interleukin-6 (IL-6) and
tumor necrosis factor-cx (TNF-ct) were determined using commercial kits.
Results: In AF culture negative pregnancies, elevated IL-6 (>2000 pg/ml) and/or TNF-ct
(>20 pg/ml AF concentrations were inversely related to gestational age at enrollment
(Table 1, x for trend, p=.003) and at delivery (data not shown, x2 for trend, p<.001).
Table 1. Gestational Age at Enrollment
Amniotic Fluid <26 wk 27-30 wk 31-34 wk x2 for trend
culture -, cytokine + 11 (28%) 8 (13%) 12 (9%) 0.003
culture-, cytokine- 29 53 128

The mean 5: S.E. of the AF IL-6 concentration is displayed in Table 2 for AF
culture negative pregnancies. Virtually all pregnancies with elevated levels ofAF IL-6
delivered within 4 weeks. The mean concentration oflL-6 was inversely related to the
gestational age at enrollment for pregnancies that delivered within 4 weeks of enrollment
(ANOVA test, p=0.0003).
Table 2. Gestational Age at Enrollment
Delivery from Enrollment <26 wk 27-30 wk 31-34 wk P (ANOVA)
<4 weeks 10,922+_3971 3,507+1565 1,308+435 0.0003
> 4 weeks 814+559 342+78 198+44 0.08
The same inverse relationship occurred between the prevalence ofAF cytokines and
gestational age and between AF IL-6 and/or TNF-ct and gestational age at enrollment for
AF culture positive pregnancies.
Conclusion- AF infection and inflammation is common in the low gestational age group
in preterm labor. The high cytokine levels at a low estational age may explain reports on
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the adverse effect of inflammation on neonatal outcome and it also suggests a resistance
ofthe pregnancy to delivery.
Supported by R01 AI31871 from the National Institutes ofHealth.

NUCLEAR FACTOR KAPPA B (NFKAPPAB), A TRANSCRIFrIONAL INDUCER OF PRO-
INFLAMMATORY CYTOKINES, IS EXPRESSED AND ACTIVATED IN THE RABBIT
PLACENTA DURING INFECTION LEADING TO PRETERM PREGNANCY LOSS
KK Leslie, MD, J Eskens, MS, I Feldman, BS, J Davies, MD, R McDuffie, MD and RS Gibbs, MD
The Department of Obstetrics and Gynecology, the University of Colorado Health Sciences Center, Denver,
CO

Objective" Nuclear Factor kappa B (NFkappaB), composed of at least two peptide subunits, p50 and p65,
is thought to be the primary transcription factor involved in the induction of the pro-inflammatory cascade,
and controls the expression of TNF-alpha, IL-1, and IL-6. A positive feedback loop also exists whereby
induction of NFkappaB occurs in the presence of high levels of TNF-alpha and IL-1. In the normal,
uninfected state, NFkappaB is bound in the cytoplasm in an inactive form by the inhibitor, IkappaB.
However, with infection, IkappaB is released, and activated NFkappaB enters the nucleus. Previous studies
have shown that activated NFkappaB is present only in cells involved in ongoing infection or inflammation.
Therefore, we surmised that it would be a marker for infection and the activation of the pro-inflammatory
cytokine pathway in our rabbit model of preterm pregnancy loss. Methods_: Does were hysteroscopically
inoculated with 106 CFU of E.coli on day 2.1 of pregnancy. They were sacrificed at the following time
points after inoculation: 0 h (n=5), 4 h (n=5), 8 h (n=5), 16 h (n=8), 24 h (n=8) and 30 h (n=3).
Placentas were snap frozen and whole cell and nuclear protein extracts were obtained. These were run on
electromobility gel shift assays using a radiolabeled, double-stranded NFkappaB DNA response DNA
element as the probe. The presence of p50 homodimers and p50-p65 heterodimers were confirmed by
competition with 10-fold excess cold specific and non-specific oligonucleotides and by antibody
supershifting. Results" We have previously shown that TNF-alpha and IL-1 increase over time after
inoculation concentratiom in the amniotic fluid of infected pregnant rabbits. Our data now indicate that (1)
activated NFkappaB is not present in uninfected animals, (2) NFkappaB is present in infected rabbit
placentas as a p50 homodimer and a p50-p65 heterodimer, (3) the most powerful transcriptional NFkappaB
form, the p50-p65 heterodimer, appears beginning at 8 hours post inoculation and (4) NFkappaB activation
correlates with doe temperature and the presence of positive cultures. Conelions: NFkappaB and
pathways leading to its activation are present in the placenta. NFkappaB is a marker for, and a participant
in, the pro-inflammatory cascade associated with infection-mediated preterm pregnancy loss.

MONOCYTE IL-6 PRODUCTION IN RESPONSE TO INFECTION" A
PREDICTOR OF PRETERM LABOUR? HM McDonald PhD, JA O’Loughlin
FRACOG, MF Annells MHSM, B Rowan-Kelly BSc(Hons), R Vigneswaran FRACP, A
Fcrrantc PhD. Women’s & Children’s Hospital. North Adelaide, South Australia.
While the association between certain infections in pregnancy, such as bacterial vaginosis, and
risk of prcterm labour (PTL) is now established, wlcther the individual host response to gemtal
tract infL-’ctions differs is not known.
Objectives" To study inmunological susceptibility factors in women at risk of PTL, by
lneasuring c3okine production by pcripheral blood monocytes in response to bacterial
lipopolysaccharide (LPS).
Study design" Pregnant women with and without a history, of PTL, and non-pregnant controls.
were enrolled in a prospective study. Three peripheral blood samples were taken at intervals of
one month apart and monocytes prepared. The cells were stimulated with 200 ng/mL of
Escherlchia colt LPS. The supematants were harvested after 3 and 24 hours incubation, and
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TNF-c. IL-II3 and IL-6 levels quantttatcd by ELISA. Cultures were nn in triplicate. Statistical
methods for non-parametric data such as the Kruskal-Wallis analysis of variance test were used
Ibr comparisons between groups.
Results: 95 women were enrolled in the study" Group O,e non-pregnant, history of PTL,
Group Two- pregnant, histo’ of PTL Group Three pregnant controls" Group Four- non-
pregnant female controls Production of IL-6 (p/mL) after 24 hour cultures was as follows:

I_L;6 Group.l. Group 2 Gr.0.Up .3 Group 4 PS0.01
Wo=nen 18 44 .33 55
Sa=nples 38 84 51 76

Mean 5868 .,,,,8842 6255 6682 Gp2 .vsGp l;vs Gp3’vs Gp4
Median 5757 7014 5340 ".;25

The results shoved that monocyte IL-6 production was significantly greater for pregnant
compared with non-pregnant women with a history of PTL. and greater than both the pregnmat
and non-pregnant controls. There was no significant dittrcnce tbr TNF-ot or IL-113.
Conclusions: Pregnancy promotes LPS-induced IL-6 productaon in monocytes from women
Ircdisposcd to PTL, and this may be a simple test for predicting susceptibility to infection-
associated PTL

Best Abstract Award

INTERLEUKIN-10 (IL-10) INHIBITS INTERLEUKIN-I (IL-11) INDUCED PRETERM LABOR
IN RHESUS MONKEYS. MG Gravett, MD, DW Sadowsky, PhD, SS Witkin, PhD, GJ Haluska,
PhD, MJ Novy, MD. Dept. OB/GYN, Oregon Health Sciences University, Portland, OR and
Division Reproductive Sciences, Oregon Regional Primate Research Center, Beaverton, OR.

Objective. Pro inflammatory cytokines including IL-113 play a central role in the pathophysiology
of infection-induced preterm labor. IL-10, an anti inflammatory cytokine, leads to deactivation of
macrophages and inhibits the production of pm inflammatory cytokines. We utilized pregnant
rhesus monkeys with timed gestations to investigate the hypothesis that IL-10 may inhibit preterm
utedne contractions induced by IL-113.
Study Design. Four chronically instrumented pregnant rhesus macaques at 135 days of gestation
(term is 167 days) were given intravenous (25 ug/kg 3 times daily) and intraamniotic (100 ug 3
times daily) infusions of recombinant IL-10 for three days. After the first dose, animals received
intraamniotic infusions of 10 ug of IL-113 (which we have previously established to reliably
stimulate utedne contractility). For comparison, 7 days and 14 days after combined IL-10 + ILll3
infusion, each animal received repeat intraamniotic infusions of IL-113 without IL-10. Uterine
contractility (HCA; hourly contraction area), and amniotic fluid (AF) concentrations of IL-1 I, IL-10,
TNF, prostaglandins E2 (PGE2) and F2= (PGF2) were serially determined before, during, and after
each infusion.
Results. Treatment with IL-10 significantly reduced IL-11 induced utedne contractility when
administered concurrently with IL-113 (by 85%, *p<0.05), when compared to IL-113 infusion alone
14 days later, when AF IL-10 was no longer detected. Between 0 and 14 days, an inverse
relationship was noted between AF IL-10 concentrations and uterine contractility. IL-10 was
detected within AF for a minimum of 7 days following IL-10 infusion. The terminal-phase half-life
of AF IL-10 was 14 hours. No adverse reactions were noted during IL-10 infusion.

Median Peak AF Concentration (n.cl/ml) Peak Utedne Contractility
Event I.L-13 IL-10 TNF .PGE2 PG.F2= (HCA;m.mHgsec/,hr)..
Baseline 0 0 0 0.26 0.15 260
IL-113 + IL-10 35.3 106.8 460 6.4 0.78 1,800*
IL-113 alone + 14d 38.6 0 850 7.7 1.5 11,650
Conclusions. We conclude that IL-10 effectively inhibits IL-113 induced preterm uterine
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contractility, and may represent a useful adjunct in the treatment of infection-induced preterm
labor.
Supported by AI42490, HD06159, and RR00163.

MAPPING AND ANALYSES OF LOW BIRTH WEIGHT (LBW) AND PRETERM
BIRTH (PTB) IN COLORADO

eCnegor JA, Cull L, Meng C-L*, Egbert MD*; Dept. of Obstetrics and
neclogy, University of Colorado, Denver Health & Hospitals, and Colorado
I)epamnent ofPublic Health and Environment, Denver, Colorado

Objectives: To analyze geographic and birth certcam information for possible infection-
linked factors associated with LBW and/or PTB.

Study Design: Examination of conuterized birth certificate data on singleton births
recorded in Colorado from 1989 through 1996. Each LBW/PTB was mapped on a census
block group level. Logistic regression models were used to identify independent variables
associated with LBW/PTB.

Results: Mapping analysis showed that LBW/PTB occurred throughout the state, rates
varying by maternal characteristics and locion. Regression models for both LBW and PTB
were similar, consisting of (1) smoking; (2) age <20 yrs.; (3) non-married; (4) non-white
race; (5) increased residence elevation; (6) age >34 yrs.; and (7) <12 yrs. education. Five
geographically distinct patterns or clusmrs ofLBW were noted: (1) age < 20 yrs., non-white,
unmarried (Denver metropolitan area); (2) white, smoker (Colorado Springs); (4) age > 34
yrs., well-educatmt (Colorado Springs); and (5) unexplained by factors in model (distinctive
census tracts in Trinidad and Grand Junction).

Conclusions: Birth certificate items/factors associated with LBW/PTB included smokin
low (<20 yrs.) or increased (>34 yrs.) maternal age, non-white race, <12 yrs. eduon,
unmarried, and residmt at high akRude. Five distinct geographic clusters were noted: (1)
yom unmarried, nonwhite (potentially hff-vcfion-linked); (2) smoking, white; (3) high-
altitude; (4) >34 yrs., white; (5) unexplained. These findings suggest that: (1) factors other
than infection play roles in LBW/PTB; (2) "door-to-afoot" intervention designed to reduce
occurrence of LBW/PTB can be focused by census tract; and (3) intensiw efforts can be
made to identify non-traditional risk factors in women residing in distinct locations.

BACTERIAL VAGINOSIS AND ANAEROBIC BACTERIA AMONG WOMEN WITH ONSET
OF LABOR BEFORE 30 WEEKS GESTATIONAL AGE
Marijane A. Krohn, Ph.D., Jane Hitti, M.D., Sharon L. Hillier,
Ph.D., David A. Eschenbach, M.D.
OBJECTIVES- To determine whether women whose onset of preterm
labor at an early gestational age (< 30 weeks) were more likely to
have bacterial vaginosis (BY) or associated anaerobes compared
with those whose onset of preterm labor was later (31-34 weeks).
STUDY DESIGN: Women (n=415) were enrolled from 1987-1995 at the
University of Washington Medical Center and the Swedish Hospital
Medical Center. Women hospitalized at <34 weeks gestational age
for contractions with intact membranes were classified as having
early onset of preterm labor(<30 weeks) (n=192) or late onset of
preterm labor (31-34 weeks) (n=223) Vaginal specimens were
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obtained when women were admitted to the labor and delivery unit.
The vaginal smear was diagnosed for bacterial vaginosis by the
Nugent criteria and quantitative assessment of facultative and
anaerobic bacteria were performed.
RESULTS- Women with early compared to late onset of preterm labor
were similar for age, race, prior preterm delivery, and tobacco
use during pregnancy. The frequency of facultative vaginal
bacteria were also similar. Women with early onset preterm labor
were more likely to have bacterial vaginosis (OR=2.2; 95% CI 1.3-
3.9) compared to women with late onset preterm labor. Women with
early onset of preterm labor were more likely to have anaerobes
from the Prevotella bivia/disiens group (OR=2.1; 95% CI 1.2-3.4)
and from the Bacteroides ureolyticus group (OR=I.7; 95% CI I.I-
2.8). Women with early or late onset of preterm labor had similar
frequencies of Bacteroides fragilis the black Prevotella group,
and Peptostreptococcus.
CONCLUSIONS- These findings suggest that women in labor at < 30
weeks gestation are more likely to have BV and be colonized with
BV associated anaerobes compared with those in preterm labor from
31 to 34 weeks.
ACKNOWLED4ENT- The work was supported by grants from the
National Institute of Allergy and Infectious Diseases 31871.

VAGINAL FLUID LACTOFERRIN LEVELS ARE ELEVATED INWOMEN
wrrH LOWERREPRODUCTIVE TRACT INFECTIONS.
RP Heine HC. VCiesenfeld, MA Krohn, SL Hillier, DS Crowe, DV Landers.
University of Pittsburgh, Dept. Of Obstetrics, Gynecology, and Reproductive
Sciences, Magee-Womens Research Institute, Pittsburgh, PA.
Lower genital tract symptoms are common presenting complaints in reproductive age
women. Expensive diagnostic tests with delayed results are required to establish a
definitive diagnosis. We have initiated studies to develop rapid, point of contact
tests which will classify patients into various etiologic groups.
Objective: Discriminate between the causative agents of lower genital symptoms
using vaginal fluid lactoferrin levels.
Study Design We enrolled 202 women with lower genital tract symptoms from
1/21/97 to 3/12/98. Specimens were tested for N. gonorrhoeae, C. trachomatis, T.
vaginalis, bacterial vaginosis and yeast. Vaginal fluid samples were tested for
lactofer6.’.n by ELISA. Results were compared by nonparametric teclmiques.
Results" Median. lactoferrin values are presented in the table. All infected groups
had s_ignificant elevations when compared to non-infected patients (p<.004)

Group Infection N Lactoferrin (nmL)
I Any STD 40 1714
II BV and no STD 65 531
III Yeast only 38 585
IV None 59 29

Conclusions: vinal fluid lactoferrin is elevated in symptomatic women with lower

25%,75%
619, 4105
12.1238
40,3025
0,409
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genital tract infections, particularly among patierrts with STDs. In coxnbination with
other markers, laetoferrin may identify women with symptomatic infection requiring
specific treatment.

NON RANDOM ASSOCIATION OF NEISSERIAE GONORRHOEAE AND
CHLAMI’IA TICHOMATIS IN GENITAL INFECTION. Stella Nowicki, D.D,.S,’
Audrey Hart, B.A. 1, Garland D. Anderson, M.D., and Bogdan Nowicki, M.D., Ph.D. 1,

Dept. of Ob/Gyn & Microbiology and Immunology, The University of Texas Medical
Branch, Galveston, Texas.

It is not clear if mixed gonococcal-Chlamydia trachomatis (GC-CT) infection is a random
event or is associated with any specific N. gonorrhoeae strains. Recently, we identified new
virulence factor (sac-4) specific for gonococcal PID strains that could be detected by PCR
developed in our laboratory.
Objectives: We evaluated the prevalence of virulence factor (sac-4) in N. gonorrhoeae
strains isolated from patients with mixed GC-CT infection.
Study Design: DNA was isolated by standard method from 24 strains of N. gonorrhoeae (10
with mixed GC-CT infection and 14 with recurrent GC infection). PCR method for detection
of sac-4 in N. gonorrhoeae genome (S. Nowicki et al. Infection and Immunity 1997) was
used.
Results: In 7 of 10 (70%) GC strains isolated from patients with mixed GC-CT and in one of
14 (7%) GC strains isolated from patients with recurrent gonococcal infection sacr4 was
detected by PCR. Correlation between presence of sacr4 with patients’ sex and recurrent
chlamydia coinfection were also analyzed.
Conclusions: High frequency of sac-4 positive N. gonorrhoeae in patients with mixed GC-
CT infection appear to be a first report suggesting a non random association between N.
gonorrhoeae type and CT. These may suggest that virulence factor of N. gonorrhoeae
coding by sac-4 that contribute to N. gonorrhoeae invasiveness and persistence in human
genital tract may facilitate environment for chlamydial coinfection. We consider a
hypothesis that gonococcal infection with sac-4 positive GC not only significantly increases
risk for development of gonococcal PID (recently published) but also increases the risk for
development ofmixed infection with Chlamydia trachomatis.

MATERNAL INFECTIONS FOLLOWING INTRAPARTUM GBS
PROPHYLAXIS.
JK Davies, J Barrenachea, T Mackenzie and RS Gibbs. Depts. of Ob/Gyn and Preventive
Medicine/Biometrics, Univ. of Colorado Health Sciences Center, Denver CO.
Objective: To evaluate the risk ofmaternal infections--chorioamnionitis (CHO) and
postpartum endometritis (PPE)--following GBS prophylaxis and to identify risk factors in
the group developing infection.
Study Design: We performed a post-hoe analysis to evaluate the incidence ofmaternal
infections-- CHO and PPE--in 350 women who had been prospectively randomized to
receive intrapartum ampicillin or penicillin G for GBS prophylaxis (Belady ct al, IDSOG
1996). In addition, demographic and clinical variables were examined as possible risk factors
for CHO and PPE, using cross-tabulation tests and logistic regression.
Results: 45 cases ofmaternal infection were identified: 28 cases ofCHO, 8 cases ofPPE
and 9 cases coded as both, corresponding to a 12.9% incidence ofmaternal infection. When

80 INFECTIOUSDISEASES INOBSTETRICSAND GYNECOLOGY



ABSTRACTS

stratified by risk factors for GBS prophylaxis, the only risk factor significantly associated
with subsequent development ofmaternal infection was duration ofruptured membranes
(DROM) greater than 18 hours in the preterm (< 37 weeks) population, with a relative risk
of 3.62 (95% CI 1.84, 7.61).

EGA < 37 weeks n % CHO/PPE p value
ROM < 18 hours 203 6.9 0.001
ROM > 18 hours 64 25.0

EGA > 37 weeks
ROM < 18 hours 9 11.1 >0.10
ROM > 18 hours 74 18.9

There were no significant differences in rates ofmaternal infections by age, race, parity,
estimated gestational age, birthweight, type of antibiotic received, mode of delivery, or use of
other antibiotics during the antepartum period.
Conclusions: Maternal infections occurred in 12.9% o’fwomen following intrapartum GBS
prophylaxis with either penicillin or ampicillin. Of risk factors evaluated, only DROM > 18
hours in the preterm population was accompanied by increased risk. Other strategies may be
needed to decrease maternal infections in this laooulation.

DETECTION OF SEXUALLY TRANSMITTED DISEASES IN REMOTE COMMUNITIES
USING SELF ADMINISTERED TAMPON SPECIMENS.
Suzanne M. Garland, S. Tabrizi, Chultemsuren Byambaa*, Khalzan Davaajav*
Department of Microbiology, Royal Women’s Hospital, 132 Grattan Street, Carlton Victoria 3053.
*AIDS/STD Reference Center, Ulaanbaatar-49, Mongolia.

Objectives
The transmission of human immunodeficiency virus (HIV) has been reduced by community
interventions that lower the prevalence of sexually transmitted diseases (STDs). Achieving this
reduction is difficult in many rural and remote areas. The availability of suitably trained staff is
limited, access to services may be poor and patients are often reluctant to attend existing health
services for fear of undergoing painful and invasive investigations. Furthermore, identification of
asymptomatic STDs (a pre-requisite for successful STD control) is impaired because conventional
diagnostic tests have lower sensitivity in the field than under ideal conditions, due to difficulties in
transporting of samples and delays in specimen processing.

Study design
We studied the utility of self-administered tampon specimens (as a unique sample collection method)
from women in remote areas. Prevalence of various STDs was analysed using PCR for detection of
pathogens incorporating an ELISA-based biotin-streptavarian system.. Consecutive women attending
a STD clinic in Ulaanbaatar, Mongolia were screened for N. gonorrhoeae, C. trachomatis, HPV and
T. vaginalis.

Results
Of 110 women screened, 53% had _>1 pathogen identified; C trachomatis in 13.6%, N. gonorrhoeae
in 10.9%; T. vaginalis 8.2% and HPV 35.5% (oncogenic genotypes 44%).

Conclusion
We have shown this method of specimen collection to be highly acceptable and significantly more
sensitive than conventional collection and detection methods for determining prevalence of STDs.
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PARTNER SEXUALLY TRANSMITTED DISEASE NOTIFICATION IN AN
OBSTETRICAL AND GYNECOLOGICAL SETTING. D. Seube.rt, I. Thompson, S.
Bemstein, B. Gonik. Department of Obstetrics and Gynecology, Wayne State University
School of Medicine, Detroit, MI
Lack ofpartner notification may play a role in our inability to adequately deal with sexually
transmitted diseases (STDs). This is particularly pronounced for the
obstetrician/gynecologist (OB/GYN), who has a gender specific practice. OBJECTIVE"
To further explore this area, we surveyed local Ob/Gyn Physicians to ascertain their current
approach to partner notification, and compared this data to state mandated requirements.
STUDY DESIGN: An anonymous questionnaire was sent to community, hospital
employed, and university based ob/gyn physicians seeking information regarding
knowledge base, practice patterns, and attitudes regarding partner STD notification.
Statistical analysis for frequencies and chi-square analysis were performed, with
significance determined a p<0.05. RESULTS: The survey response rate was 49% (n 108).
Respondents included 36% private practitioners, 38% hospital employed, and 23% full time
academic faculty. Overall, few differences were noted based on physician gender, race, type
of practice, subspeciality, or years in practice. A broad range of responses were identified
regarding physician perceived importance of partner notification for various STDs. The
highest affirmative responses were for HIV (91%), syphilis (90%), gonorrhea (86%), and
hepatitis B (86%). Only 41% thought partner notification was important for chlamydia, and
66% for genital HSV. Most clinicians were aware that syphilis (95%) and gonorrhea (85%)
were required reportable conditions according to state regulations. Conversely, only 75%
correctly identified HIV as reportable, 41% for hepatitis B, and 57% for chlamydia.
Physicians preferred to rely on their patients for parmer notification most ofthe time (46%),
followed by the health department (40%). Few physicians directly contacted the parmer or
queried the patient for a partner list. The physicians also relied heavily on follow up
information regarding partner treatment via their patients (86%). CONCLUSIONS:
Regardless of practice type or clinical experience, ob/gyn physicians tended to lack
adequate knowledge regarding reportable STDs. Communication with parmers was almost
exclusively handled indirectly through the patient or via the health department, with
minimal attempts at obtaining objective documentation of partner follow up.. Future
educational efforts should be directed at improving ob/gyn physician knowledge regarding
state regulations, and developing more objective tools for parmer notification and treatment
follow up.

NEISSERIA GONORRHOEAE AND ASSOCIATED INFLAMMATORY
NEUTROPHILS UPREGULATE HIV-1 EXPRESSION IN VITRO
G Duarte, LA Cosentino, DJ Creighton, P Gupta, TA Mietzner, DV Landers

University of Pittsburgh and Magee Womens Hospital
Objectives: Epidemiologic studies have shown that Neisseria gonorrhoeae (NG)
infection is a risk factor for sexual acquisition of HIV-1. These NG infections are
associated with the presence of inflammatory neutrophils in the lower female genital tract.
We studied the effects of NG, polymorphonuclear leukocytes (PMN) and peripheral
blood mononuclear cells (PBMC) on HIV-1 replication in Vitro.
Study Design: Chronically HIV-1 infected monocytic cells (U 1 cells) were
coincubated with NG alone and in combination with PMN or PBMC. HIV-1 replication
was determined by p24 antigen measurements at 24, 48, 72 and 96 h by ELISA.
Results: Figure 1 shows the results at 48 h when peak effects were observed.
Coincubation of U 1 cells with NG alone resulted in a 15-33 fold increase in p24 release,
depending on the concentration of NG used. Coincubation of U 1 cells with PMN or
PBMC resulted in 39 fold and 32 fold increases in p24 antigen release respectively
compared to controls. When NG and the inflammatory leukocytes were simultaneously
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coincubated with U1 cells, the p24 increased 95 fold for NG with PBMC and 128 fold
for NG with PMN.

282
I 300 209
et 200 l,. 100 2 33 73 71 86

e,t

U1 NS NS PBMC PMN PBMC PMN
1X106 3Xl 06 +NG +NG
CRJ E:U 1X106 lX106

Conclusions: Neisseria gonorrhoeae markedly enhances HIV-1 replication in Vitro.
The presence of the inflammatory leukocytes (PMN and PBMC) also enhanced
replication of HIV-1. The combination of NG and PMN or PBMC enhanced HIV
replication synergistically as the effect was more than additive. Future studies will define
the specificity of this interaction using isogenic strains of NG with different molecular
properties as well as the soluble products of inflammatory leukocytes.

4% CROMOLYN CREAM FOR VULVAR VESTIBULITIS: INTERIM ANALYSIS OF
A CONTROLLED STUDY. P N_virjesy, MD; JD Sobel, MD; MV Weitz, MSN; DJ Leaman,
BSN; P Axelrod, MD; SP Gelone, PharoS. Temple University School of Medicine,
Philadelphia, PA, and Wayne State University School of Medicine, Detroit, MI.

Objective. Studies of vulvar vestibulitis have noted increased numbers ofmast cells in biopsies
ofwomen with this condition, and topical cromolyn has been suggested as a possible treatment.
The purpose of this study was to further assess the efficacy of4% cromolyn cream in women
with vulvar vestibulitis.
Study Design. A prospective double-blind placebo-controlled study ofwomen who met
standard criteria for vulvar vestibulitis was initiated at two centers. Patients were randomized in
a 1:1 fashion to receive topical cromolyn or placebo cream, applied TID to the vestibule for 3
months. Symptoms (burning, irritation) and signs (erythema, extent of erythema, tenderness)
were recorded at each visit on a 0-3 (none-severe) scale. In the sexually active patient subgroup,
the symptom ofdyspareunia was also included in a separate analysis. Differences between the
initial and final scores were compared using the Mann-Whimey U-test.
Results. 16 of20 enrolled patients were evaluable; 9 received active drug. Cromolyn and
placebo groups were similar in terms of age (median 26 years), duration of symptoms (median
2.75 years), nulliparity (81%), coexistence ofrecurrent candidiasis requiring maintenance
flueonazole (56%), prior vestibulitis treatments, and severity of illness. At entry, the median
scores were 3 out of 6 for symptoms, 5.5 out of 9 for signs, and 9 out of 15 total score.
Treatment with eromolyn changed symptoms by a median of 0 (range -4-+2), signs by -4 (range
-6-+3), and the overall score by -4 (range -8-+4); the placebo group had changes of 0 (range -4-
+4; p=0.70), -2 (range -4-0; p--0.09), and-2 (range -6-+2; p=0.70) respectively. 12 patients were
sexually active with median scores of3 for dyspareunia and 12 out of 18 for total
symptoms/signs. In this subgroup, the median total score change was -5.5 (range -10-+4) with
eromolyn vs. -1.5 (range -6-+2) with placebo (p=0.47).
Conclusions. Both placebo and treatment groups improved. The results of this interim analysis,
although not statistically significant, suggest that eromolyn may provide a clinical benefit and
that the study should be continued.
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HOW DOES TARGETED STD EDUCATION IN A RISK-REDUCTION INTERVENTION FOR WOMEN
IMPACT STD RECOGNITION AND ACQUISITION OF TREATMENT?

P.jper..JM1, Shain RN1, Newton ER2, Perdue S, Champion J, Guerra F3. U. of Texas Health Sci. Center1,
San Antonio, 2East Carolina University, Greenville, NC, and San Antonio Metropolitan Health District, San
Antonio, Texas

Objective" To further investigate the impact of a targeted culture and gender specific STD behavioral
intervention for women on recognition of STD symptoms and acquisition of health care. We have
previously described increased vigilance and lower subsequent infection rates among women who
received the risk-reduction intervention in this randomized controlled trial.
Study Design: Minority (Mexican-American and black) women with an active STD (GC, chlamydia,
syphilis or Trichomonas) were enrolled and randomized to receive either 1) a 3 session (3 hours each)
behavioral intervention which included structured information on STD symptoms in both women and men
(study group) or 2) standard clinical STD counseling (control group). All women were strongly encouraged
to return for evaluation for any suspected infection at any time dudng the study (problem visit). All women
were routinely tested for STDs at 6 and 12 month follow-up visits. We previously compared the diagnosis
of subsequent infections (GC, chlamydia, Trichomonas) at problem visits (initiated by suspicion of
infection) versus routine follow-up screening. In this analysis, we compare recognition of subsequent
infection status at routine follow-up visits and duration of symptoms in study and control group women
prior to problem visits.
Results: 549 women were analyzed (285 study, 264 control). The overall subsequent infection rate was
significantly lower in the study vs control women (16.8% vs 26.9%, P=.004). More study group women
had a problem visit (38% vs 33%) and a greater proportion of study group subsequent infections were
diagnosed at problem visits (33% vs 22%, P=,04) vs control group. In the infected problem visits there
was a trend toward shorter duration of symptoms in the study group (median 14d vs 21d). Overall, 16%
of routine visits diagnosed a STD (study-13%, control-19%) and women suspected infection in 13%
(study-13%, control-12%). Of the infected routine visits, in only 23% was infection suspected (18% study
vs 26% control, P=ns) whereas in uninfected visits infection was suspected 11% of the time (13% study
vs 9% control P=ns). Among visits with suspected, infection, infection occurred in 28% (18% study vs 39%
control, P=.02) versus in 14% of visits without suspicion (16% study vs 12% control, P=ns).
Conclusion: A culture and gender specific behavioral intervention including targeted STD education
which significantly reduced subsequent STD infection over a 12-month study period also resulted in
increased vigilance, but did not improve recognition of subsequent STD infection over standard STD
counseling. (Further investigation is needed concerning symptomatology and notification of exposure).
Overall, self-recognition of STD infection remains poor, again emphasizing the need for routine
surveillance.

FREQUENT HERPES SIMPLEX VIRUS SHEDDING AMONG HIV-INFECTED
WOMEN. Hitti J., Watts DH, Berry S, Corey L; University of Washington, Seattle,
Washington

OBJECTIVE: To define the natural history of herpes simplex virus-2 (HSV-2)
infection among HIV-infected pregnant and postpartum women.
STUDY DESIGN: 8 HIV-infected pregnant women with positive HSV-2 serology
performed daily home HSV cultures from the cervix/vagina, vulva and rectum during
the late third trimester. Genital HSV cultures were obtained at admission in labor. 5
of the 8 pregnant participants and 8 other HIV-infected women completed 2 months
of daily HSV cultures postpartum. Statistical significance was determined using the
chi-square test.
RESULTS: HSV-2 shedding for HIV-infected pregnant and nonpregnant women are
summarized:
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Any Positive HSV-2 Culture
Culture Positive Days / Total Days
Site: Cervix/vagina

Vulva
Rectum

CD4" > 500
200-500
< 200

Symptoms / Culture Positive Days
Positive HSV-2 Culture in Labor

Pregnant (N=8)
5/8 (62%)

21/229 (9%)
3/229 (1%)
9/229 (4%)
14/229 (6%)

0/17 (0%)
18/164 (11%)

3/48 (6%)
1/21 (5%)
2/7 (28%)

Nonpregnant (N=13)

*p<.0001 for HSV-2 shedding by CD4 count in nonpregnant women

11/13 (85%)
95/705 (13%)
41/705 (6%)
74/705 (10%)
41/705 (6%)
30/253 (12%)*
29/308 (9%)
36/144 (25%)
39/95 (41%)

CONCLUSIONS: Among HIV-infected women, HSV-2 shedding occurs frequently,
at multiple sites, and is often asymptomatic. There is no apparent difference in
shedding rates between nonpregnant and pregnant women. Nonpregnant women
with CD4 counts < 200 shed HSV-2 more frequently than women with higher CD4
counts. The implications of these data for genital HIV shedding require further study.

COMPARISON OF PLASMA CELL ENDOMETRITIS (PCE) IN HUMAN
IMMUNODEFICIENCY VIRUS (HIV) SEROPOSITIVE AND SERONEGATIVE
WOMEN LO Eckert, MD, SS Thwin, MS, DH Watts, MD, KJ Agnew, BS, WE
Stamm, MD, DA Eschenbach, MD University ofWashington, Seattle, WA
Objectives: To compare the prevalence and demographic, physical and microbiologic
factors among HIV seropositive versus HIV seronegative women with PCE.
Study Design: Cross sectional study of 53 HIV seropositive women enrolled from a
single clinic and 207 HIV seronegative women enrolled from a STD clinic. All had
standard history, examination and laboratory determinations, including an endometrial
biopsy (EMB). PCE was defined by _>1 plasma cell/400x. Chi square and Fisher’s
exact tests were used.
Results: PCE was present among 16 (38%) of42 evaluable HIV positive women and
37 (18%) of 207 HIV negative women (OR 2.8, 95% CI 1.3-6.1). PCE in HIV
seropositive women was related to older age, prior ectopic pregnancy, frequent douching
and no gonorrhea (GC) or chlamydia (Ct). Prior PID was common in all women with
PCE. Among seronegative women, prior PID was present in 32% ofthe PCE positive
and 27 (16%) of 170 PCE negative patients (p=0.02).

Variable
Age (YL-I:S.E.)
Hx ectopic pregnancy
Douche >3 times/mo
Prior PID
Abnormal bleeding
Uterine tenderness
Cervical tenderness
Bacterial vaginosis
GonorrheaJChlamydia
Pathogens in EMB

PCE+ HIV+ PCE+ HIV-
(n 16) (%) (n=37) (%) P-value
30.94-1.4 21.7-.3.8 <0.001
3 (19) 1 (3) 0.04
7/14 (50) 2/28 (7) 0.002
7 (44) 12 (32) 0.4
8 (50) 21 (57) 0.7
2(13) l0 (28) 0.2

(6) 6/36 (17) 0.3
6 (40) 22 (60) 0.1
0/16 14 (38) 0.004
5 (31) 13 (35) 0.8

In HIV seropositive women 0/20 had HSV and 4/20 had CMV by EMB PCR; 4/10 had HIV identified in
sire on the EMB. CMV and HIV in the endometrium was not related to PCE.
Conclusion" The prevalence ofPCE in HIV seropositive women was high despite few
physical findings and no GC/Ct. PCE in HIV seropositive women may be related to
pathogens not evaluated, to prior infection or to douching.
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APOPTOSIS IN CHORION LAEVE OF FETAL MEMBRANES WITH
HISTOLOGIC CHORIOAMNIONITIS. AP Murtha, R Amen, KA Boggess, Duke
University Medical Center, Durham, NC
Objective: We hypothesize that in normal pregnancy there is progressive loss of the
chorion cell layer through programmed cell death. Additionally, we hypothesize that
intra-amniotic infection induces fetal membrane inflammation and deciduitis resulting in
acceleration of apoptosis in the chorion laeve. The specific aim of this study is to confirm
that apoptosis occurs in chorion laeve of fetal membranes at term and to determine if there
is acceleration of apoptosis in the presence of histologic chorioamnionitis.
Study Design: Formalin fixed, paraffm embedded fetal membrane samples from 41
term pregnancies with and without histologic chorioamnionitis were examined for
evidence of apoptosis using Apoptag Plus kit (Oncor, Gaithersburg, MD). Samples were
stained using the TUNEL method and evidence of apoptosis was quantified by counting
the number of apoptotic nuclei in the chorion relative to normal nuclei in 7 random high
power fields. Samples were selected from placental pathology and paired for presence or
absence of histologic chorioamnionitis. Subjects were excluded if there were pre-
existing medical conditions or pregnancy related complications. Data were analyzed by
Mann Whimey U test with significance defined as P <. 05.
Results: There was no significant difference in maternal age, race, socioeconomic
sums, marital status or cesarean delivery rate between the two groups. Fetal membranes
with histologic chorioamnionitis had significantly more apoptotic nuclei than those
without chorioamnionitis.

.::::::.:.:%: .....:,:::::.:...:..::

’Number of,sams 21 20
Total nuclei 985 (+/- 172) 954 (+/- 174) NS
(mean +/- SD)
Total apoptotic nuclei 103 (+/- 65.5) 5".5 (+/- 33.7) P=.017
(mean +/- SD)
Percent positive 12.9% 6.3% P=.019
nuclei
Conclusions" The results of this study confin thatapoptosis occurs in the chorion
laeve at term and that apoptosis is significantly accelerated in the chorion laeve of normal
term patients with histologic chorioamnionitis. Histologic chorioamnionitis at term may
have significant impact on the integrity of fetal membranes.

EX V/VO PLACENTAL TRANSFER OF ABACAVIR, A CARBOCYCLIC
NUCLEOSIDE ANALOG WITH A HIGH C!.V.ARANCE INDEX.
Stephan Shivvers, ..M.D, and Roger E. Bawdon, Ph.D., Dept. of Obstetrics &
Gynecology, UT Southwestern Medical Center, Dallas, Texas.
Objectives: We sought to study the placental transfer, clearance index and tissue
accumulation of a new nucleoside analogue abacavir at both trough and peak
maternal concentrations.
Study Design: The purpose of this study was to determine the ex vivo placental
transfer of abacavir, a potent carbocyclic nucleoside analog produced by Glaxo
Wellcome. The compound is [(ls, cis)-4-(2-amino-6-cyclopropylamino)-9h-purin-
9-yl)-2-c3,clopentene-l-methanol sulfate]. Six placentas from uncomplicated term
deliveries were studied using the ex vivo single cotyledon perfusion system of
Schneider and colleagues. Antipyrine C4, a freely diffusible compound, was used
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as the reference compound in the determination of the clearance index of
abacavir. All perfusates and.placental tissue were assayed for the presence of
the drug by reverse phase high pressure liquid chromatography (HPLC).
Results: The HPLC assay was sensitive to <0.5 g/ml of abacavir and the
within batch and between batch reproducibility was > 80%. The clearance index
of abacavir was 0.47 + 0.19 at a maternal concentration of -1.0/g/’ml and 0.50
_+ 0.07 at a peak maternal concentration of -10.0/g/ml. Accumulation in a
closed/closed system was 0.67 _+ 0.10 and 2.47 + 0.79 at 1.0 tzg/ml and 10.0
/g/ml respectively. Tissue concentrations were 2.38 _+ 1.25/g/ml at 10.0 zg/’ml.
Conclusion: This is the first nucleoside inhibitor studied with a clearance index
of about 50% that of antipyrine. The clearance index is the highest of any of the
nucleoside analogues reported (0.14 to .29). These data suggest that the drug is
highly lipophilic and is readily transferred across the human placenta. Because
it is readily transferred, this drug could be clirtically useful in the treatment of
HIV-1 in the pregnant patient;

EXPERIMENTAL MODEL OF VAGINAL COLONIZATION RESULTING IN
ASCENDING UTERINE INFECTION IN PREGNANT RAT. R. Selvarangan1, P.
Goluszko1, J. Singhal1, P. Urvil 1, C. Yallampalli, D.V.M., Ph.D. .3, S. Nowicki, D.D.S. ’2

and B. Nowicki, M.D., Ph.D. ’-, Dept. of Ob/Gyn, Microbiology, and Anatomy &
Neurosciences, The University of Texas Medical Branch, Galveston, Texas.

Objectives: Experimental models mimicking human gestational uterine infection result from
mechanical braking of natural defense barriers of the lower genital tract and eliminate
process of vaginal colonization and ascending infection. In the present study, we have
attempted to establish ascending infection of the uterus that would result from vaginal
colonization.
Study Design: An experimental procedure used involved soaking a dacron swab with 200tl
of bacterial suspension at concentration of 5 x 109 CFU/ml and placing the swab in the
vagina. Two E. coli strains, Dr+ and its Dr- isogenic mutant were used for infection.
Animals were sacrificed at 6, 8, 24, and 48 hours post infection and quantitative cultures of
the urogenital tissues including lower and upper segment of uterus and fetuses were
performed.
Results: The results showed that within 24 hours following vaginal colonization, the
urogenital tissues including uterus, placenta, fetus, and kidney were infected. Quantitative
cultures of the infected organs yielded organisms at the rate of 104 to 105 CFU/gm of tissue.
Uterine tissues proximal to vagina were colonized heavily (105 CFU/gm) in comparison to
distal sites with low infection rates (103 CFU/gm) indicating an ascending route of infection.
Dr- mutant was significantly less invasive than Dr+ E. coli (p<0.05).
Conclusions: Vaginal colonization with Dr+ E. coli resulted in ascending invasion of the
urogenital tract. In contrast mutation of Dr operon significantly reduced invasion. These
experiments provide the first experimental model of vaginal colonization resulting in
ascending urogenital infection ofpregnant rats.

CELLULAR COMPOSITION OF VAGINAL TISSUES OF THE NORMAL
MENSTRUAL CYCLE
DL Pa,tton,,phD, SS Thwin, MS, T Hootcn, MD, A Staplcton, MD, DA Eschcnbach, MD
University ofWashington, Seattle, WA
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Introduction" Vulvovaginal candidiasis and pelvic inflammatory disease tend to occur in certain
portions ofthe menstrual cycle. Change in cellular populations could explain the cyclic onset of
these infections and further, could provide clues for human immunodeficiency virus susceptibility
Objective" To characterize cellular populations and amounts ofglycogen in vaginal tissues
during three phases of the normal menstrual cycle.
Study Design: Vaginal biopsies were obtained during three phases of the menstrual cycle
(dl-5, d7-12, d19-24 from menses) in 74 women with normal menstrual cycles. In a subset of
women, tissues were stained with specific monoclonal antibody markers for Langerhans cells
(CDIa), T and B lymphocytcs (CD4, CDS, CD21), macrophages (KPI) and neutrophils (CDI5).
Glycogen deposition in the epithelium was assessed by Periodic Acid Shift stain. A single
observer blinded to clinical data made histologic and immuno-cytochemical assessments ofthe
epithelium and subepithelium of the vaginal tissue.
Results: As shown in the table, a small but significant change was observed in the epithelial
thickness at the day 19-24 interval of the cycle (p=0.03). Small non-significant changes
occurred in the mean number per high powered field (HPF) of Langerhans, T4 and T8 cell
populations during the 3 phases of the cycle. The number of macrophages, neutrophils and
glycogen positive cell layers also did not change. B-cells were not detected in the tissues.
Adjustment for bacterial vaginosis had nO effect on the cell populat!0n i.stribu.tio.n.....

l.... Day 1-5 Day 7-12 Day19-24.. p,Tva!ue
Mean. #.. .Epithelial Ce!.!’Laers 2.7.8_+0.6... 28. l:k-0.6 25,9:t0.6 0.03

Langerhans.Cells/H.PF 4.:4_+0.7 3.6._+0:6 3..2:L-0.8 0:5
T4 CelIs/HPF 6.5+1.0 5.3_+0.9 5.4_+0.9 0.6
T8 Ceils/HPF 19.4+_3.5 L5.3+_3.4 21’."8+_3.’4 0.4

C01clusion’: g small significant’ change occurredin the epithelial thickness, but inflammatory
cellular populations remained fairly stable throughout the menstrual cycle.
Supported by R01 HD 33203, NICHD Contraceptive Development Branch.

SECRETORY LEUKOCYTE PROTEASE INHIBITOR (SLPI) IS
DECREASED IN VAGINAL FLUIDS OF PREGNANT WOMEN WITH
BACTERIAL VAGINOSIS. Deborah Draper Ph,D, Leo Mortimer ]vIA, R.Phillip
Heine MD. University of Pittsburgh, Dept. Obstetrics and Gynecology and
Reproductive Sciences, Pittsburgh, PA 15213.

Concurrent sexuNly transmitted diseases (STDs) increase HIV acquisition by 3-5
fold for non-ulcerative STDs and up to 10-fold for ulcerative infections.The mechanism
is unknown. SI.PI is a serine protease inhibitor implicated in natural oral mucosal
resistance to HIV acquisition and infec’don.* In vitro SLPI blocks HIV infection of T-
cel!s and monocytic ceils.** The effect of SLPI in the genital tract is unstudied.
Objective: To determine if SLPI levels are decreased in vaginal fluids of the genital trac
of pregnant women with bacterial vaginosis. Study Design: This was a case controlled
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study of pregnant women attending antenatal clinics and enrolled
before 21 weeks gestation (mean 14 weeks). An extra
swab cb!ained from the posterior fomix and stored 1000
at-70C for subsequent assay. Women with bacterial
vaginosis (BV)(n=74), determined by BV Gram stain
(scores >_ than 7) and vaginal pH, were compared to
t’ninfected patients (n=75) matched by race and gesta-
tioo,.al age. SLPI levels were determined by ELISA and
median !evels compared by the Mann-Wllitney U test.
Correlation of SLPI level to gestational age was
determined by regression analysis. Results: Women
with BV h::J ,,!.gnificmntly lower levels of SLPI compared
to control patient.s (P=.022). Medians were 243 and
641 ng/mA, respectively. There was no correlation of
SLPI concentration with gestational age. Conclusiorts"
Pregnant women with bacteriai vaginosis have reduced
vaginal fluid SLPI levels and thus, .may be at increased
risk for HI.V acquisition.
McNeely TB et al. J Clinical Invest. 1995" 96" 456-464.

**McNeely TB, et al. Blood 1997: 90: i14!-1!49.

750

SLPI ng/ml

1 iiii!::i::i::i::.

ti:i:i:i:i:i :i:i:i:i:i:i

llV CONTROLS

CURRENT GENITAL CHLAMYDIAL INFECTION, NOT PRIOR GENITAL INFECTION AFFECT THE
PREGNANCY RATE IN A MURINE MODEL.
T.S. Wen, J. D. Blanco, J.M. Piper, K. Bishop.

Objective: To compare the effect of primal/versus recurrent Chlamydia trachomatis (CT) lower genital
infection on the pregnancy rate in a murine model.
Stucy Design: 145 female mice were divided into control, historic infection, primary infection, and
recurrent infection groups in part and 127 female mice were divided into short- and long-infection groups
in part 2 of the study. Pre-pregnancy, the control and primary groups were inoculated with sterile calf
sera intravaginally, and the historic, recurrent, short and long groups were inoculated with Chlamydia
trachomatis (C’I’). In part 1- Tetracycline-impregnated mice chow was given to all four groups from day
4-18. On day 18 CT vaginal culture was performed and all chlamydial culture positive mice were
subsequently excluded from the study. The female mice were bred on day 21-24. Repeat vaginal
inoculation was performed on day 25: control and historic group received sterile calf sera, and the primary
and recurrent groups received inoculum of CT. In part 2- The tetracycline-impregnated chow was given
to the short group from day 7-21 and given to long group from day 30-44. We observed for pregnancy
in all 6 groups. Statistical analysis was performed using Fisher exact test and Contingency Table
Randomization test.
Results: The recurrent and short groups were combined for analysis, since they followed the same
infectious course. All pre-pregnancy inoculated groups (historic and recurrent) had positive lower genital
tract swabs cultures for Chlamydia on day 4. After a 14-day course of tetracycline therapy, 5 (11%) of the
recurrent group and 3 (7%) of the historic group had positive genital cultures for Chlamydia. The
pregnancy rates were the following: control- 10/11 (91%), historic- 32/44(77%), primary- 22/45 (49%),
recurrent short- 49/110 (45%), and long- 21/63 (33%) (P < 0.001). All of the active infection groups
during pregnancy (primary, recurrent/short, long) had significantly lower pregnancy rate as compared to
control group (p=0.012, p=0.008, p=0.002 respectively) and compared to historic group (p=0.008,
p=0.002, p=0.002 respectively). There was no difference in pregnancy rate between the control and
historic groups nor among the three groups with active infection during pregnancy (primary,
recurrent/short, long). Among the mice with pregnancy, the rate of chlamydial infection in the lower
uterine segment was: control- 0 (0%), historic -12/32 (38%), primary- 20/21 (95%), recurrent/short- 47/47

(100%), and long- 7/20 (35%) (p < 0.002). The pups was chlamydial culture positive in: control- 0 (0%),
historic- 5 (16%), primary- 10 (48%), recurrent/short- 26( 55%),and long-0 (0%) (p < 0.002).
Conclusions: in the murine model of chlamydial infection_and infertility, the pre-pregnancy infection
(historic) did not significantly altered the pregnancy rate. The active infection during the early pregnancy
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(primary, recurrent/short, long) decrease the continuation of pregnancy significantly. Despite, a lower or
lack of active infection in the lower uterine segment and in the pups, the prolonged prior chlamydial
infection (long) does not altered the continuation of pregnancy.

DIAGNOSTIC STRATEGIES IN MICROBIOLOGIC EVALUATION OF
SALPINGITIS
Udo B. Hoyme, M.D,, Ute Mahnert, M.D. Department of
Gynaecology and Obstetrics, Klinikum Erfurt, Germany

Objectives: Salpingitis has a complex aetiology dominated by Chlamydia
trachomatis (C.t.) and by Neisseria gonorrhoeae (N.g.), however, the
particular pathogen is difficult to identify, even in laparoscopically
obtained specimens, since results from the lower genital tract do not
always correlate with those from tubal swab samples. Several techniques
have been described, including one invented in 1980 using a specially
designed swab instrument directly inserted through the working channel
of the laparoscope.
Study design" The microbiological results of tubal swab specimens are
compared with those from urethral and cervical swabs of patients with
laparoscopically diagnosed salpingitis. Cot. was identified by means
of PCR and/or LCR, N.g. (and other bacteria) by standard cultures.
Results: Between 9/93 and 12/97 121 patients out of 304 with suspected
PID were lpaosc@pically diagnosed to suffer of acute salpingitis due
to the fol+/-owzng bacteria’

Hoyme ’88 Brunham ’88 Brihmer ’89

N 121 71 36 64

C. t., cervix 4 I I 4 36
urethra 4 I 0 n.d. n.d.
tubes 25 8 2 12
tubes only 21 3 1 0
all 29 17 5 36

N.g., cervix 0 5 18 15
urethra 0 0 6 2
tubes 1 0 0 0
all 1 5 18 15

Conclusions: Beside of the multitude of bacterial species involved
the difficulty in gaining access to the fallopian tubes is the major
obstacle in microbiologic evaluation of salpingitis, however, a large
proportion of C.t. positive cases would be missed not performing lapa-
roscopy.

IMPACT OF ERYTHROMYCIN ON RESPIRATORY COLONIZATION OF UREAPLASMA
UREALYTICUM AND THE DEVELOPMENT OF CHRONIC LUNG DISEASE IN EXTREMELY
LOW BIRTH WEIGHT INFANTS.

Suzanne M. Garland *, Ellen D. Bowman, Ananda Dharmalingam,Wei-Qui Fan, Fiona Brown
Department of Microbiology* andPaediatrics, Royal Women’s Hospital, 132 Grattan Street, Carlton.

Objectives
Chronic lung disease (CLD) remains a significant cause of neonatal morbidity and mortality despite
advances in neonatal care. Ureaplasma urealyticum (UU) colonization of the lower respiratory tract has
been associated with CLD, particularly in extremely low birth weight (ELBW) infants. Despite numerous
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studies demonstrating this organism’s pathogenicity, treatment remains controversial. This study examines
neonates colonized with UU in the lower respiratory tract and treated with erythromycin, as compared with
non-colonized neonates.

Study Design
A prospective, cohort study of 124 neonates weighing <1000 grams at birth, requiring endotracheal
intubation and ventilation formed the study group. Endotracheal aspirates were cultured for UU and
conventional bacteria twice weekly for the duration of endotracheal intubation. Infants UU colonized were
treated with intravenous erythromycin. Maximal ventilatory requirements, CLD at day 28 and 36 weeks
post-conception, duration of ventilation, oxygen dependency and hospital stay were documented.

Results
Twenty-two infants (18%) were identified as being UU colonized in endotracheal aspirates. Colonization
was significantly associated with younger maternal age, prolonged rupture of membranes, premature labor
and vaginal delivery. Of colonized neonates, 14% were delivered by caesarean section, with intact
membranes. As compared to non-colonized infants, there were no statistically significant differences in
chronic lung disease, duration of oxygen therapy or time of discharge.

Conclusions
Seven published cohort studies of similar high risk populations where UU colonized infants did not receive
erythromycin therapy, show a consistent associated with CLD (pooled relative risk + 5.21, 95% C.I. 2.93
9.64). This association was not demonstrated in the current study and adds further weight to the need for a
randomized controlled trial to be performed to evaluate this treatment regime.

THE PREVALENCE OF BACTERIAL VAGINOSIS IN SEXUALLY INEXPERIENCED
WOMEN, SEXUALLY INACTIVE WOMEN AND WOMEN HAVING ONE OR MORE
SEXUAL PARTNERS
Sharon L. Hillier, Ph.D., Marijane A. Krohn, Ph.D., Daniel V. Landers, M.D.
OBJECTIVES: To evaluate the association between numbers of sexual partners and
bacterial vaginosis in Caucasian and African American women.
STUDY DESIGN: Women seeking gynecologic care at a Student Health Center (n =
300) or a Sexually Transmitted Disease Clinic (n = 319) completed a questionnaire
regarding sexual activity, douching practices, smoking and demographic information. A
vaginal smear was obtained and evaluated by the Nugent criteria for bacterial vaginosis.
RESULTS: The median age of women enrolled was 22 years (range 18-43 years). The
population was 32% African American, 19% reported smoking more than 10 cigarettes
daily, 21% reported douching at least once in the past four months. The association of
sexual activity with bacterial vaginosis stratified by race is shown below:

Bacterial Vaginosis
Sex Partners Caucasian Af-American P

3/16 (19%) 2/6 (33%) .59Virgins
Sexual partners

None past 3 mo.
One past 3 mo
2+ past 3 mo

3/44 (7%) 3/10 (30%) .07
42/290 (15%) 56/142 (39%) <.001
20/70 (29%) 19/41 (46%) .06

Five of 22 virgins had bacterial vaginosis, and none of the five women reported a history
of cunnilingus, sex with another woman or douching. Increasing numbers of sexual
partners was associated with an increased prevalence of BV among Caucasian but not
African American women. The increased prevalence of BV among African American
women was observed in both the college and STD Clinic settings.
CONCLUSIONS: These data suggest that bacterial vaginosis occurs in the absence of
sexual activity. However, African American women have a higher prevalence of
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bacterial vaginosis, even after accounting for sexual exposure and recruitment site.
These data suggest that the increased prevalence of bacterial vaginosis observed
among Afdcan American women cannot be explained on the basis of sexual activity.
ACKNOWLEDGMENT: This work was supported by a contract from the National
Institute of Allergy and Infectious Diseases NO1-AI-25152.

ASSESSMENT OF INFECTION DISEASE CARE PRACTICES AND ANTIBIOTIC
CHOICES BY OFFICE-BASED OBSTETRICIANS AND GYNECOLOGISTS

McGregor, J_A, ...MD, CM; Hager, WD, MD; Gibbs, RS, MD; Schdt, L, Phi); Schulkin,
J, PhD; Denver, CO; Lexington, KY; Hamilton, Ont; Washington, DC

OBJECTIVE: Assess current infectious disease related practices and antibiotic choices of office-
based Obstetricians and Gynecologists.
STUDY DESIGN: A pretested, multiple choice questionnaire was submitted to 1,250 ACOG
fellows as an updating of a prior similar survey (Obstet Gynecol 1994;83:631=36).
RESULTS: 576 questionnaires were returned. 57% of respondams were male; most (56%)
described themselves as primary care providers. Respondents reported screening for HIV (88%),
chlamydial infection (73%), gonorrhea (71%) and Imcterial vaginosis (BV) (38%) during antenatal
care. BV was described as the "most commonly seen" cause of vaginal complaints (p=.001).
Respondants reported considering themselves as very or completely confident in their ability to
diagnose vaginitis. Despite this, fully 19% employ U. vagmalis culture to diagnose BV. Oral
metronidazole is used more commonly (50%) than metronidazole vaginal gel (36%) or clindamycin
cream (11%) to treat bacterial vaginosis.
More resndents use ampicillin (57%) than penicillin (39%) for intraparmm GB$ prophylaxis:
more use culmre (50%) then risk-based (38%) approaches for GB$ prophylaxis. Doxycycline
(53%) is preferrefl over azithromycin (43%) for treatment of chlamydial cervicitis in non-pregnant
women; azithromycin (61%) is preferred over erythromycin base (38%) during pregnancy.
Contacts of patients with chlamydia are frequently treated direly (49%) or referred to prima care
or public health providers (49%). Most respondents offerext counseling concerning HIV infection;
79% discuss safe sex practices and risk reaction.

CONCLUSIONS: Respondent’s knowlge appears generally well founde and conforming to
authoritative recommendations. Variation regarding some topics confirms the nee for continuing
professional education and promulgation of clinical guidelines and continued research into how new
infectious disease and antibiotic relate knowleflge and authoratative care pathways are introduced
into clinical practice.
This study was generously supporte by NIH grant MCJ 117016.

POSTER SESSIONS

REDUCTION OF PREMATURITY BY PH-SCREENING
Udo B. Hoyme, M.D. , A. Grosch, M.D. ,
V.M. Roemer, M.D. =, E. Saling, M.D.

Department of Gynaecology and Obstetrics, Klintkum Erfurt
= Department of Gynaecology and Obstetrics, Klinikum Detmold

Institute of Perinatal Medicine, Berlin, Germany
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Objectives" Bacterial vaginosis (BV) increases the relative risk of
prematurity. In these cases the preterm birth rate can he reduced
by intervention with antimicrobial substances, e.g. clindamycin,
under the prerequisite of early diagnosis.

Study design" Women seeking prenatal care in one of 16 outpatient
offices of the city beginning 10/96 were informed and requested to
practice self-measurement of the vaginal pH every three days in order
to screen for BV" Care Plan VpH gloves (Selfcare, Oberhachingen) were
used in indentifying patients at risk by means of a pH > 4,7. These
women were instructed to see their physician immediately to have BV
possibly confirmed and treatment with clindamycin cream (Sobelin,
Upjohn, Heppenheim) i.vag, initiated. Patients of 13 not participating
local obstetricians and women not consenting to participate in the
study served as controls.

Results" Up to now 32 out of 176 women in the intervention group were
identified with a pH > 4.4. 30 were treated with lactobacilli (Gyno-
flor, Nourypharma, Oberschleiheim), I0 additionally with clindamycin
and 2 had no therapy. In this ongoing study the prematurity rate was
8.0 % in the intervention group vs. II.0 % in controls (n=l.120);
0 % vs. 2.8 % of the neonates were born at < 32 gestational weeks
(p < .05). PROM was registered in 19.3 % vs. 29.6 % (p < .01)
respectively.

Conclusion" Self-measurement of vaginal pH at close intervals accor-
ding to Saling seems to identify women at risk for prematurity. Ear-
liest possible intervention by obstetricians appears to result in a
relevant reduction of preterm birth and in particular of newborns <_ 32
weeks.

IS GROUP B STREPTOCOCCAL (GBS) GENITAL COLONISATION A PREDICTOR OF
ADVERSE OBSTETRIC OUTCOME ?.

S.M. Garland N.J. Kelly.
Department ofMicrobiology, Royal Women’s Hospital, 132 Grattan Street, Carlton Victoria.

Objectives
Whilst early onset neonatal GBS sepsis is positively associated with premature birth and prolonged
rupture of membranes, there is debate in the literature as to whether maternal GBS colonisation is a
predictor of adverse obstetric outcome. This is a critical issue to resolve for appropriat management
(expectant vs intCrvCntional management) of the patient presenting with premature rupture of
membranes (PROM), who has no overt signs of sepsis, but who is colonised with GBS.

Study Design
It has been hospital policy to screen all public patients antenamlly for genital carriage of GBS by
collection of a low vaginal swab at 28-32 weeks from 1981 to currently. All patients colonised with
GBS antenatally are given penicillin as intrapartum chemoprophylaxis. Review of all GBS
colonised antenatal patients for a 12 month period (580 of 4495 patients) and a randomised (every
4th consecutive antenatal patient) number of non-colonised patients (958) was made. Parameters
examined were premature delivery with PROM, premature delivery without PROM, recognised
predisposing factors for premamrity (renal / cardiac disease, multiple births...etc).
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Results
In the study group, maternal GBS colonisation rate was 12.9%. There were 10 infants with GBS
sepsis for this period (1 late-onset urinary tract infection, 1 still born and 8 early-onset sepsis, [6
septicaemic and 2 pneumoniae]). There was no statistical significance found for development of
premature delivery or premature rupture ofmembranes for women who were colonised with GBS or
not.

Conclusion
It is appropriate that expectant management occur for a GBS colonised woman who ruptures her
membranes, is not in labour and has no evidence of sepsis.

HEPATITIS B INFECTION: MISSED OPPORTUNITIES FOR
PREVENTION. T. B. Jones M.D.., B. Gonik .M.D, Department of Obstetrics and
Gynecology, Wayne State University School of Medicine, Detroit, MI

Hepatitis B Virus(HBV) infection is a serious public health problem in the United
States. High risk groups have previously been idemified (MMWR 33"285, 1985).
Screening is easily accomplished, and vaccination has been shown to be highly
effective for those at risk of acquiring HBV. Approximately 10% of adults with
HBV infection become chronic carriers at risk for medical problems, including
perinatal transmission. Unfortunately, clinician awareness for HBV is suboptimal.
OBJECTIVE" Evaluate "missed opportunities" for patient identification and
possible vaccination at a regional tertiary care facility. STUDY DESIGN: Between
1995 and 1997, HBV carrier gravidas at Grace Hospital were sought on hospital chart
review and the first recognized positive HBV screen was identified. All prior adult
or adolescent encounters from this point were analyzed for site, established risk
factors, and type of service. The MMWR criteria were broadened to include sexual
assaults and pregnancy. RESULTS: Thirty women(30) were identified. The mean
age ofthe index pregnancy was 25.1 + 4.7 years. African Americans comprised 87%
and 13% were of recent Middle Eastern origin. Of the 30 women identified, 16
(53%) presented with the index pregnancy being the first hospital encounter. Ofthe
remaining 14 women, an average of 2.5 encounters occurred. The majority (71%)
ofthese were through the emergency department for acute care. Of all encounters,
49% had HBV risk factors that were identifiable; 46% of encounters were for
gynecologic complaints. CONCLUSIONS: HBV infection prevention provider
education should be directed at emergency room personnel who frequently encounter
women with risk. With heightened awareness, obstetrician/gynecologists may
impact the spread ofHBV as primary care providers who commonly care for at risk
women.

COSTS AND OUTCOMES OF ANTEPARTUM VERSUS POSTPARTUM ISONIAZIB
PROPHYLAXIS FOR PREGNANT PPD SKIN REACTORS KABoggessMD1, ERMyers
MD MPH1, and CS Dukes-Hamilton MD2. Duke University Depts of Ob/Gyn and Int Med2 Durham NC.
OBJECTIVE: To compare the costs and health outcomes of antepartum versus postpartum
isoniazid (INH) prophylaxis in women with a positive PPD skin reaction and negative chest
x-ray during pregnancy.
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METHODS: Using a health care system perspective, we used a decision analysis model to
compare the health outcomes and costs of 2 strategies for the management of pregnant
women with a positive PPD and negative chest x-ray: delaying INH prophylaxis until
postpartum, per American Thoracic Society Guidelines (PP), versus antepartum INH
prophylaxis (AP). We considered only those pregnant women who would not otherwise be
eligible for INH prophylaxis based on other risk factors (HIV infection, known conversion
within 2 years, known exposure to TB). Health outcomes included cases of TB and INH-
induced hepatitis, and life expectancy. Probabilities and costs were obtained from the
literature, and varied in sensitivity analysis. Health outcomes and costs were discounted at an
annual 3% rate. We assumed that 5% of women would not return for postpartum follow-up,
that neither maternal TB nor INH has any detrimental fetal effects, and excluded the effect
of INH on TB transmission. In the sensitivity analysis we concentrated on the effects of
overall risks of TB activation, loss to postpartum follow-up, and potential for increased INH-
induced hepatitis associated with pregnancy.
RESULTS: Our base case analysis was for a 20 year old pregnant woman. The AP strategy
was more effective in preventing lifetime TB cases and resulted in total cost savings when
compared to the PP strategic. Results were similar for a 35 year old woman:
Strategy #cases TB Total costs ’Incremental costs .pays of life gained.:
’No INH ’206 $6,85,800
PP 155 $6,317,500 ($539,300) 5.8 days
AP 147 $5,922,400 ($395,000)4 1.2 days

per 10,000 Zpe"’r person versus no INH 4versus PP In sensitivity analysis, AP remained more
effective in preventing lifetime TB cases and less expensive than the PP strategy, unless both
loss to follow-up and risk of activation during pregnancy were 0. These effects were noted
even at levels of INH-induced hepatitis risk 10-fold above reported rates.
CONCLUSIONS: Our model suggests that INH prophylaxis per Amercian Thoracic
Society Guidelines for nonpregnant women should also be applied to pregnant women.
Antepartum INH prophylaxis for pregnant PPD skin retctors would result in both improved
health care outomes and reduced costs, effects which would be even greater if reduced
transmission of TB were taken into account.

USE AND TIMING OF PROPHYLACTIC ANTIBIOTICS FOR
HYSTERECTOMY. Jeffrey F, Pfipert: MD: MPH, Errett Story, MD,
Women & Infants Hospital, Department ofObstetrics and Gynecology,
Brown University School ofMedicine, Providence, RI.
Objective: Prophylactic antibiotics have been shown to reduce post-operative
morbidity in vaginal and abdominal hysterectomy. The purpose ofthis study was to
evaluate the frequency ofuse and the timing ofprophylactic antibiotic therapy for
hysterectomy in an urban academic center.
Study Design: We performed a nested case-control study to evaluate the prevention
and management ofpost-operative febrile complications. Within a computerized
database of patients undergoing a hysterectomy in 1997, we selected 121 women
with temperature elevations post-operatively (cases) and 241 controls. The case
group consisted of all women with a temperature elevation > 101.0 or with recorded
temperatures greater than 100.4 on two separate occasions. Controls were women
who had a hysterectomy performed and did not meet these pre-established criteria.
Within the entire group, we performed an sub-study analysis to evaluate appropriate
use and timing ofprophylactic antibiotics.
Results: Ofthe 362 women, 279 (77%) received prophylactic antibiotics. Only 21%
ofpatients received prophylactic antibiotic therapy within a 60 minute time interval
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prior to the procedure. Cefazolin was the most common antibiotic prescribed and
was used in over two-thirds of cases in which prophylactic antibiotics were used.
Prophylactic antibiotics use varied by the type ofhysterectomy, and was more
common in LAVH or vaginal cases (95%) than abdominal cases (71%, P<0.001).
Conclusions: The use ofprophylactic antibiotic therapy for abdominal hysterectomy
is not uniformly accepted by physicians performing hysterectomy at this women’s
hospital. The timing ofprophylactic therapy is often outside the accepted window
for maximizing benefit. Educational efforts should encourage clinicians to utilize
prophylactic antibiotics at the appropriate time pre-operatively.

"HIGHLY-ACTIVE ANTI-TROVIRAL THERAPY" (I-IAART) IN
PREGNANCY: PRELIMINARY OBSERVATIONS Scott T. Forrest, Suzanne R.
Lavoie, Mara J. Dinsmoor. Depts ofOb/Gyrt, Medicine and Pediatrics. Medical
College ofVirginia ofVirginia Commonwealth University, Richmond VA

Objective: To determine the response to HAART (2 nucleoside reverse transcriptas
inhibitors plus a protease inhibitor) in pregnant HIV-infected women.
Study Design" HIV-infected pregnant women who met current criteria for HAART
were offered therapy. Viral load (VL) by RNA-PCR and CD4 were measured
periodically, and pregnancy and neonatal outcomes recorded.
Results: Between 6/1/97 and 3/15/98, 19 HIV+ women (4 with AIDS) were cared for
at MCV Hospital and its clinics, 12 ofwhom have delivered. All were offered and
accepted ZDV therapy. 2 conceived on HAART and continued therapy, 6 (2 with
AIDS) began therapy in the second or third trimester ofpregnancy. 11 did not receive
HAART [2 (1 with AIDS) declined, 4 were non-compliant, 2 (1 with AIDS) had
minimal PNC, and 3 were not offered due to low VL and high CD4 counts]. The only
significant side effect seen was diarrhea with dtonavir which prompted discontinuation
and/or poor compliance in 2 patients. There were no significant differences in those
with/without HAART in age, race, gestational age at delivery (GA-DEL), birth weight
(BW), CD4, and initial VL. The mean GA at initiation ofHAART was 30.3 wks. Of
the 4 delivered HAART pregnancies, 3 developed an undetectable VL prior to delivery.
Mean GA-DEL was 39.0 wks, with a mean BW of2945gms. No neonatal
complications were observed. HIV has not been detected by PCR in any neonate
exposed to I-IAA T, with a mean follow-up of 6.5 months (range 4.5-8.5).
Conclusions" HAART is reasonably well tolerated during pregnancy and is effective in
reducing maternal VL. In this small sample, no significant adverse maternal or neonatal
effects were noted.

A COST EFFECTIVENESS EVALUATION FOR THE TREATMENT OF POSTPARTUM ENDOMETRITIS

Gerwe MJ, M.D., Ransom .SB, D.O., M.B.A., Bansal V, M.D., McNeeley SG, M.D.
Department of Obstetrics and Gynecology, Wayne State University/Hutzel Hospital, Detroit, Michigan

Objective: ]’o determine the most cost effective antibiotic regimen for treating postpartum endometdtis in an urban,
university-affiliated, teaching hospital.
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Study Design: A retrospective evaluation for the treatment of postpartum endometritis was completed. Diagnosis was
based on clinical findings including postpartum fever and uterine tenderness. The patients were treated with one of two
intravenous antibiotic regimens including Ampiciilin/Gentamycin/Clindamycin (A/G/C) or Ticarcillin/ctavulinate. A total of
116 patients were included in the study (84 A/G/C, 32 Ticarcillin/clavulinate). A demographic analysis of the patient base
revealed similarity in age, percentage of caesarean section, temperature and leukocyte count. The patients were
evaluated daily by an obstetrician with treatment failures determined by clinical deterioration or no response
to the antibiotic regimen. Treatment failures had an alternative antibiotic regimen completed. A cost effectiveness
evaluation was completed for the treatment of postpartum endometritis including: length of stay, variable cost for length
of stay, total antibiotic cost (including laboratory costs), and cost for treatment failure.

Results: The clinical outcome of initial treatment with A/G/C revealed 100% success; conversely, the patients initially
treated with Ticarcillin/clavulinate revealed a 75% successful treatment rate. The average daily antibiotic cost for A/G/C
and Ticarcillin/clavulinate regimins were $294.99 and $157.32, respectively. The total cost of treatment with the two
antibiotic options were determined through an Activity Based Costing approach and are presented in following table.

TREATMEN OPTION AVERAGE AVERAGE VARIABLE TOTAL
LENGTH OF COST FOR LENGTH OF ANTIBIOTIC
STAY STAY COST

’AiGI 5.2 $2018 $1413
Ticar./dav. succe 4.1 $1591 $579

Tiar,/clav.,’failure" 6.3" $’2444, ,," ,’,,,, i, $1462,,’,,, ,"
T,icar./dav, total 4.8 $1862 $800

TOTAL VARIABLE
TREATMENT COST

$3431
$2170
$3906
$2662

Conclusions: As concerns for cost-effective inpatient clinical care escalate, the most efficacious antibiotic regimens for
the treatment of postpartum endometritis should be utilized. Clearly triple antibiotic therapy with
Ampicillin/Gentamycin/Clindamycin is more effective with a 100% success rate. However, the lower antibiotic cost and
shorter average length of stay present Ticarciilin/clavulinate as the most st effecient treatment option for postpartum
endometritis.

ANTIBODIES TO THE OMP2 PROTEIN OF CHLAMYDIA TRACHOMATIS AS
A DIAGNOSITIC TEST FOR TUBAL FACTOR INFERTILITY by __K Ault, A
Webb N Busick and P Ruther. University of Iowa Hospitals and Clinics, Iowa City IA.

Objectives: Because of the epidemiological link between Chlamydia and the
sequelae of infertility, serological testing has been suggested as a diagnostic
test for tubal factor infertility (TFI). A recent meta-analysis of 23 studies
examining the utility of Chlamydia antibodies for the diagnosis of TFI showed
wide variations in sensitivity and specificity. In this study we examine the utility
of testing for antibodies to the chlamydial antigen omp2, using a prototype
enzyme-linked immunosorbent assay (ELISA). (GenBio, San Diego, CA) it is
our objective to determine the sensitivity and specificity of the omp2 ELISA for
the diagnosis of TFI.
Study design: Women undergoing evaluation for infertility at our institution
were invited to participate in this study. After volunteers gave informed
consent, a blood sample was obtained and sera were stored at-30C. Results
of the infertility work up were obtained by a chart review. Women were
considered to have TFI if they were having regular unprotected intercourse
without conception for one year and evidence of distal obstruction, pelvic
adhesions or hydrosalpinx on hysterosalpingogram or at laparoscopy.
Sera were also tested for antibodies to elementary bodies (EB) of Chlamydia
trachomatis serovar L2 using a commercial available ELISA. (Wampole Labs,
Cranbury, NJ)
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Results: Seventeen of 101 women were diagnosed with TFI (17%). Sensitivity
of omp2 ELISA was 29% and specificity was 90%. For the EB ELISA,
sensitivity was 71% and specificity was 77%.
Conclusions: Antibodies to Chlamydia trachomatis protein omp2 are an
insensitive test for TFI.

AMNIOTIC FLUID GELATINASE (MMP-9) LEVELS IN WOMEN WITH
PRETERM LABOR AND SUSPECTED INTRAAMNIOTIC INFECTION. G.
Locksrrli MD, P Clark PhD, P Duff MD, G Schultz PhD. Dept. of Ob/Gyn, University
of Florida College of Medicine, Gainesville, FL.
Objectives: To determine if assessment of the concentration of amniotic fluid (AF)
gelatinase (matrix metalloproteinase-9, MMP-9) is of value in diagnosing intraamniotic
infection in women with preterm labor.
Study Design: We performed amniocentesis in 40 women between 22 and 35 weeks’
gestation who presented to our center with preterm labor and clinical suspicion of
intraamniotic infection (maternal fever, fetal tachycardia, poor response to tocolytics).
For each sample, we performed glucose concentration analysis, Gram stain, and culture
for aerobes, anaerobes, and mycoplasmas. Additionally, we tested AF for MMP-9 using
gelatin zymography and a commercial ELISA system. We calculated the sensitivity,
specificity, positive predictive value (PPV), and negative predictive value (NPV) of AF
MMP-9, AF glucose, and AF Gram stain for diagnosing intraamniotic infection using
culture as the reference standard.
Results: All patients who had detectable MMP-9 by ELISA demonstrated MMP-9
activity by zymography. Five cases of intraamniotic infection were confirmed by culture
(prevalence-13 %). The performance statistics of AF MMP-9 for diagnosing imraamniotic
infection were sensitivity-80%, specificity-94 %, PPV-67%, and NPV-97%. For an AF
glucose level of less than 15 mg/dl, the sensitivity was 80%, specificity-90%, PPV-57%,
and NPV-96%. For AF Gram stain, the sensitivity was 20%, specificity-97 %, PPV-
50%, and NPV-88 %. Of the 2 patients with apparent false positive MMP-9 results, one
demonstrated gram negative rods on Gram stain and an AF glucose level less than 15
mg/dl; the other had a copious, purulent vaginal discharge and an AF glucose level less
than 15 mg/dl. The one patient with a false negative MMP-9 test had light growth of
Xanthomonas maltophilia but had an uncomplicated, full term vaginal delivery 26 days
after her amniocentesis.
Conclusions: Assessment of MMP-9 in the amniotic fluid appears to be a reliable
method for the diagnosis of intraamniotic infection.

GENITAL ULCER DISEASE IN HIV INFECTED WOMEN. A. HelfottMD N. Eriksen MD,
D. Pearson. ILN,WHNT
Objectives: Painfui. non heahng ulcerations of tle genital tract, termed geniral ulcer disease (GUD) have
een described in H1V infected women. The causative agents and ideal therapeutic regimens have not been
eluciaated for GUD. Tiffs project examines the occurrence of GUD in our patient population as well as the
characteristics of HIV (+) women with GUD. The etiology of GUD and appropriate treatment for the
disease are also examined.
Study Design: The charts of HIV (+) women presenting with ulcerations of the lower genital tract xvere
reviewed. Patients had swabs of the lesions sent for HSV, and bacterial cultures. The patiems then
under,vent biops3’ procedures xvith specimens sent for cytology, and special stains. A small portion of the
biopsy specimen was holnogenized and then cultured for viral, bacterial, fungal, mycobacteria and other
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agents. Immunologic, virologic and demographic parameters were also collected. Statistical analysis was
performed using the SPSS statistical program.
Results: From 1995 to 1997.6 patients with GIID were seen. Dunng this time period an average of 200
unduplicated clients per year were seen. Therefore 1.5% 96/400) of the population seen had GUD. The
charts of 5 atients were reviewed.

PT

A

Age CD, RPR GC CT

39 41

B 31

iC 128

D

mean
*_.SD
or %

27
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yrs
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Conclusions: In this small cohort of HIV infected women wth GUD 40% had HSV(+) cultures, 50% had
positive bacterial cultures, and 50% had HSV on biopsy. Two patients had total resolution, 2 had partial
resolution and lind lXor resolution of lesions. GUD is an entity in HIV (+) women that is difficult to treat
as it is difficult to identify an etiologic agent. Further research into GUD in this population is needed.

BACTERIAL VAGINOSIS AS A RISK FACTOR FOR PREGNANCY COMPLICATIONS:
EVIDENCE FROM A LARGE MANAGED HEALTH CARE DATABASE

Objective: To assess whether there was any association between bacterial vaginosis and pregnancy
complications based on nationwide clinical practice data.
Study Design: The Hewitt Associates Integrated Health Information System Normative Database
was used to evaluate eligible women from 1993 to 1996. In this case-control study, the cases
included women with pregnancy complications while controls were women with normal deliveries.
ICD-9 codes were used to identify normal and preterm deliveries, bacterial vaginosis, and pregnancy
complications. The rates of bacterial vaginosis diagnosis during pregnancy were compared between
cases and controls. Confounding factors such as age, multiple births, previous miscarriage, previous
preterm delivery, diabetes, hypertension and urinary tract infections were controlled for in the
analysis.
Results: A total of 19,985 women in this database had delivery claims during 1993-1996. Of these,
4,893 had a pregnancy complication and 15,092 had normal deliveries. Univariate analysis revealed
that pregnant women with bacterial vaginosis were more likely to have preterm delivery (OR 1.5,
95%C.I.= 1.1-2.0), other pregnancy complications (OR 1.3, 95%C.I. 1.1-1.5), and preterm delivery
with other complications (OR 1.4, 95%C.I. 1.0-1.8). Multivariate analyses controlling for the
above confounding factors confirmed these associations and showed that the rates of pregnancy
complications due to bacterial vaginosis were similar in magnitude to other well established risk
factors for pregnancy complications and preterm delivery.
Conclusions: Information based on a large, real world practice database provides evidence that
bacterial vaginosis is a risk factor for pregnancy complications. The results of this study confirmed
findings from another nationwide managed health care database. Measures such as routine
screening for bacterial vaginosis may be beneficial in identifying pregnant women with increased
risk for pregnancy complications.
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META-ANALYSES OF NUMBER NEEDED TO TREAT (N) TO PREVENT PRETERM
BIRTH (PTB) IN WOMEN WITH REPRODUCTIVE TRACT INFECTIONS (RTIS) DURING
PREGNANCY

JA MeC--rmS._or. MD, C_M, JI Frenoh, CMN, JG MeFee; MD, Denver Health Medical Center,
University ofColorado School ofMedicine

RTIs and related conditions, including asymptomatie baeteriuria (ASB) and bacterial vaginosis (BV), are
associated with excess eases ofpreterm birth (PTB) and low birth weight (LBW) in multiple studies in
differing populations.

OBCTIVES: Modal intervtion effectiveness and calculate NNT to prevent one case ofpreterm birth
in various representative studied populations.

STUDY DESIGN: NNT analysis was done for publishod epidemiological and ontrollexi intion
studies ofRTIs, ASB/UTI and BV during pregnancy.
RESULTS:
NumbNoed to Treat to Prevent FIB

#PTB Prevented

POS Rx’d Reduced
ASB (Romero) 16.7% 9.1% 44% 16 63
CT (Martin) 20.04 10.04 50% 10 100
GC (Charles) 43.0% 2.8% 94% 3 333
BV-low risk (McDonald) 6.4% 5.1% 22% 77 13
BV-high risk (Hauth) 49.0% 31.04 4004 6 167
BV-unselected 18.8% 9.8% 50% 11 90
TV (McGregor) 16.0% 14.6% 9% 71 14

How many would you haw to sexcen to prevent a preteam birth assoeiatext with BV?
In Denver, prevalent, @ 20% 55 patientsdvs. PTB
Am J Obstet Gynoeol 1994; 173(1):157-167
CONCLUSION: NNT analysis illustrates cmparative patient care requirements and expenditut to
prevent cases ofpreterm birth vary in different populations ofpregnant women. Policy maker’s and
individual pnmtitkmer’s deehiom to and treat individual mothers to reduce FIB and sequelae cam be
informed using NNT alulations for various representative populations.

ACTIVE UTERINE TRANSPORT (AUT) OF ULTRASOUND CONTRAST
MEDIUM DURING THE OVARIAN CYCLE: A KEY TO UPPER
REPRODUCTIVE TRACT INFECTION?

Lurid KJ, , Williamsm C, MD, Parsons A, MD, McGregor JA, MD CM.
University of Colorado Health Sciences Center and Denver Health Medical Center,
Drover, CO and University of South Florida, Tmnpa, FL

Objectives: Describe directionality and quantify frequency of uterine activity at different
phases ofthe ovarian cycle in reproductive age women. This was done in order (1) to better
understand the pathobiology of upper reproductive tract infection (RTI); and (2) assist in
developing sehto better prevent and treat endometrifis and salpigitis.

Study Design: Five nulliparous reproductive age females underwent weekly transvaginal
ultrasotmd evaluations over me ovarian cycle, l0 ml of miertmized albumin, and air
(Albumex(R)) were placed in the vagina without pressure. The timing and direction of
uterine cmtraetions and movement into and through the cervix and uterine fundus were
noted over 30 min.
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Results: Four out of 5 subjects demmstrated ccasisten cyclic uterine activity with
transport of" ultrasound medium. Two 11 phase progesterone measurements (>5mg/rnl),
basal body ratures, and follicle observations confirmed ovulation. Frequency and
cephalad directionality peaked inunediately prior to ovulation and was reduced during
menses. One out of 5 subjects failed to transport medium and suffered dysmenorrhea. AUT
with transport to the uterine fundus occurred within 6-20 minutes. Ultrasound videotapes of
representative finding will be preunted.

Conclusions: Active uterine transport of ultrasoundum occurred in 4/5 reproductive
age women with continued ovulaWry cycles. These observations suggest that possibly

be associated with endometritis and salpingitis in women at risk. These preliminary
observaticms inform and justify efrts to identify and treat asymptmnafi lower RTIs in
women at risk.

ACTIVE UTERINE TRANSPORT (AUT) OF VAGINAL ULTRASOUND CONTRAST
MEDIUM TO THE LOWER UTERINE SEGMENT IN TERM GESTATION

Objectives: (1) To evaluate the mechanism by which microbes may gain access to
the cervix and lower uterine tissue in pregnant women with uterine contractions; and
(2) to use the findings to elucidate the prevention and treatment of chodoaminonitis,
deciduitis, and placentitis.

Study Design: Ten subjects (37-42 wks EGA) with >_ 4 comractions, were
evaluated by placing ultrasound contrast medium (Albunex) into midvagina without
pressure. Each patient had an endovaginal ultrasound for <_ 1 hour.

Results: The medium was easily visualized in all subjects. Medium was visualized in
the endocervical canal (10/10). Three of 10 subjects demonstrated medium in the
lower uterine segment and in contact with fetal membranes within 1 hour. Medium
was transported immediately with digital examination in one subject. Real-time
observations ofuterine activity and movement ofcontrast medium were recorded and
will be presemed.

Conclusions: (1) Transport of intravaginal medium to the cervix and lower uterus
occurs at term. (2) Cervico-vaginal substances may gain access to lower uterine
tissue. (3) Digital cervical examination facilitates transport of vaginal medium. (4)
AUT may ply a role in the pathogenesis of intrauterine infeion in term women.
These observations may inform efforts to prevent and treat intrauterine infections in
term pregnancies and in labor. Transport in preterm labor is being evaluated.

EFFECT OF IMIQUIMOD ON CYTOKINE INDUCTION IN FIRST TRIMESTER
TROPHOBLASTS
David M..,...S...vi..narich,. Ph..D., ,Jerry M. Manlove-Simmons, B.S., Mark Tomai, Ph.D. and
Bernard Gonik, M.D. Department of Obstetrics and Gynecology, Wayne State
University School of Medicine, Detroit, MI. and 3M Pharmaceuticals, St. Paul, MN.
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Objectives: Imiquimod (IQ), is used clinically for the topical treatment of external
genital warts. IQ is an immune response modifier and induces the expression of
interferon-o and other cytokines in human PBMC. Trophoblasts have been previously
shown to express inflammatory cytokines upon lipopolysaccharide (LPS) stimulation.
The objective of this study was to evaluate the ability of IQ to induce transcription of
cytokines in trophoblasts.

Study Design: A transformed human first trimester trophoblast cell line HTR-8/SVneo,
was cultured in DMEM-Ham’s media containing IQ at a concentration of O, 0.05, 0.1,
0.5, 1.0 or 5.0 tg/ml. MTT viability assays were conducted to control for any drug-
induced cell death. Total RNA was isolated from trophoblasts at O, 8 and 24 hours
of culture and Northern analysis was conducted using a panel of anti-sense
inflammatory cytokine probes (IL-I, IL-lJ, IL-6, IL-8, IL-IO, TNF-, GM-CSF and G-
CSF). I-actin hybridization was performed to control for equal RNA loading. LPS
positive controls were utilized where appropriate.

Results: Prolonged autoradiography failed to detect the induction of IL-lo, IL-11, IL-
6, IL-8, IL-IO, TNF-eq GM-CSF or G-CSF in first trimester trophoblasts cultured in the
presence of O, 0.05, 0.1, 0.5, 1.0 or 5.0 Ig/ml of IQ, for up to 24h. Hybridization
with I-actin confirmed equal RNA loading and MTT viability assays failed to

demonstrate loss of cell viability at concentrations of IQ up to 5.01g/ml.

Conclusions: At the concentrations tested, 1(3 failed to induce the expression of
inflammatory cytokines in human first trimester trophoblasts. These data suggest
that IQ would not induce the expression of inflammatory cytokines in the placenta.

ELEVATED LEVELS OF MATERNAL AND FETAL SERUM C-REACTIVE
PROTEIN INDICATE A DIFFERENTIATED INFLAMMATORY
RESPONSE AND HIGH RISK PRETERM NEWBORNS.
T Roos, MDt, L Schrod, MD2, J Martius, MD1, AM Gassel, MD3, J Dietl, MD.
Depts. Obstet & Gynecol, Pediatrics2, Pathology3, University of Wuerzburg, Germany.
Objective: To determine the relationship of elevated levels of maternal and fetal CRY’ to
marked preterm delivery, placental inflammation and neonatal outcome in intensive care
(IC) among deliveries <34 weeks gestation.
Study design: Serum and the placenta were obtained from women and singleton
newborns who delivered at <34 weeks gestation to determine serum CRP and histology
of the chorioamnion and cord.
Results: Maternal CRP and placenta results were available on all 117 patients and fetal
CRP results were available on 70 of the 117 newborns.

Total: N=70

Delivery <30 weeks (N=27)
Birthweigtht<1000g (N=13)

Histology

Chorioamnionitis (N=33)
Funisitis (N=23)

Newborn
IC unit >60 days (N=15)
Intubation >30 days (N=8)
Neonatal death (N=6)

Maternal CRP >5 mg/dL (N=I8)

Maternal CRP al.5 mg/dL
N=36 P
18 0.08
10 0.08

Fet’ CRP >0.5 mg/dL
N=I8 P
12 0.01
9 0.0003

24 0.002 12
16 0.06

12 0.03 4
6 0.3 6
3 0.7 4

0.09
0.008

0.8
0.003
0.05
0.02
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Elevated mammal CRP levels were associated with histologic chorioamnionitis and
newborn IC unit stays >60 days. Fetal CRP levels were associated xvith marked preterm
delivery <30 weeks or <1000 grams, funisitis, intubation >30 days and neonatal death.
Maternal and fetal CRP were associated with one another. Since fetal CRP, intubation >30
days and neonatal death are "all related to marked preterm delivery, we were not able to
examine the effect of elevated fetal CRP levels independent of gestational age.
Conclusion: Elevated maternal serum CRP levels identify histologic chorioamnionits.
Elevated fetal serum CRP levels indicates newborns at risk for funisitis, and prolonged
intubation. These results are consistent with the concept that fetal inflammation and/or
infection produce adverse neonatal outcomes following delivery.

MATERNAL SERUM INTERLEUKIN-6 CONCENTRATIONS AND THEIR PREDICATION OF LABOR IN
PRETERM PREMATURE RUPTURE OF MEMBRANES
.David_F, Le.wis, M.D.., Yuping Wang, M.D., Ph.D., C. David Adair, M.D., John Baler, M.D., Thomas
Kruger, )h.D.
Louisiana State University Medical Center, Department of Obstetrics & Gynecology and
Department of Pediatrics
Objective: The purpose of this study was to determine if maternal serum Interleukin-6 (IL-6)
concentrations in patients with preterm premature rupture of membranes (PPROM) can predict
rupture to birth latency.
Study Design: Patients with PPROM between 24 and 35 weeks gestation were asked to
participate in this IRB approved prospective, longitudinal study. On admission, prior to antibiotic
administration, maternal blood was aseptically obtained, refrigerated, and subsequently
centrifuged to obtain serum and then frozen at -70C. Repeat maternal blood samples were
obtained every 3 to 4 days. All patients required Ampicillin-sulbactam and steroids. Interleukin-6
concentrations were determined by ELISA technique using fifty microliters of sera and were
assayed in duplicate. The sensitivity of the ELISA was 18 pg/ml. The first serum and last serum
concentration of IL-6 immediately preceding delivery were used to determine if IL-6 could predict
latency and labor initiation. Maternal, obstetrical, and neonatal data were obtained. Statistical
testing included Chi square analysis, Student t-test, Fisher’s exact test and Mann-Whitney U test.
A p value of < 0.05 was considered significant.
Results: Twenty-six patients were evaluated. I) Six patients had detectable IL-6 on
presentation. Five of these six delivered within 72 hours. Twenty patients had undetectable
concentrations of IL-6 on presentation and 4 (20%) delivered within 72 hours (p=0.001,
SENS. =55%, SPEC=94%, PPV=83%, NPV=80%),

FIRST IL-6
Positive Negative p value
(N 6) (N 2)

EGA (weeks) 30,1 +/-3,2 29,2+3.7 .0,66

Latency (days) 2,50+/-1,6 9,75+/-8,0 0,02

Birth weight (grams) 907+/-778 1679+/-576 0,44

NICU days 28,5+/-31,2 30,7:k27,5 0,87
2) Twenty-two patients (85%) went into spontaneous labor; 13 (59%) of these had detectable
IL-6 and 9 (41%) had undetectable IL-6 immediately preceding delivery,
Conclusions: Measurable maternal serum IL-6 at presentation with PPROM predicts patients who
will deliver within 3 days, Subsequent maternal serum Interleukin-6 concentrations did not appear
to predict spontaneous labor after the time of membrane rupture,

EVALI. AIION OF VI.,VOVAGINAL SYMPTOMS BYWOMEN’S HEALTH
(:ARE, PROVIDERS. l-Ia:old C-..Wiesenfeld,..MD-CM, Ingrid Macio PA-C.
Dept. O!" Obstetr.cs, (;ynecology, and Reproductive Sdences, Univer[D" of
Pittsburgh/Magee-Womens Research Institute, Pittsburgh, PA
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Vaginal infections are among the most comnon reasons women seek acute
g3"necologic care. Simple inexpensive office-based tests should be used as first-line
,diagnostic tests. Little information i available en the evaluation of vaginal
conplaints by women’s health cm’e providers.
Objective: To detennh-e physician utilization .of microcopy, p!-i measurement, and
Whiff test on vaginal secretions ofwomen with vui.vovaginal symptoms.
Study Design, We re’-.’iewed the pre,ious medical reco,,’ds of ; women referred for
consu!tati.oo, at a vgi.,.,.itis clinic. Office visits for x.a:Ivwaginal complaints, were
idetified.
Results" 150 office visi’,s with 5{. different physicians were eva.!uated. Microscol:.y
was not doctumented i.a 56 (3 7.3%) office visits. Of the 50 physicians, only 58%
routinely performed microscopy, while pH and Whiff tests were noted by only one
and four physicians, respectively. In 42% of visits, treatment was prescribed when
there was no objective evidence of disease. Doucl-Ang wa: recommended by 12% of
physicians.
Conclusions: Microscopy, pH, and Whiff tests of vaginal secretions were not
routinely performed from women with walvovaginal symptoms, and may have lead
to inappropriate treatment. Performance ofthese simple, inexpensive, and widely
available off.cc-b,sed tests should be encouraged.

THE MENSTRUAL CYCLE BEFORE AND AFTER DEPO-PROVERA USE
DL Patton, PhD, SS Thwin, MS, J Aura, ARNP, T Hootcn, MD, A Staplcton, MD, DA
Eschenbach, MD University ofWashington, Seattle, WA

Introduction: Depo-Provera use has been associated with human immunodeficiency virus
(HIV) seropositivity and increased shedding ofHIV in humans and with the acquisition of
simian immunodeficiency virus.
Objective: Examine vaginal tissue for epithelial cell thickness, glycogen content, subepithelial
cell populations and vaginal flora before and after the initiation of Depo-Provera (150 mg) every
three months.
Study Design: Vaginal biopsies and cultures were examined prior to and at three month
intervals of Depo-Provera use in 32 subjects, including seven subjects with 15 months of use.
lmmuno-cytochemical staining with monoclonal antibody markers to identify specific cells was
performed on a subset of biopsies. Laboratory assessments were made by observers blinded to
clinical data.
Results: The mean number of vaginal epithelial cell layers was 26.5_+0.8 at enrollment which
decreased slightly to 23.9_+.9 (p=0.054) after 3 months and 22.8+/-1.1 after 6 months of Depo-
Provera (p=0.04). The decrease in the number of epithelial cell layers at 3 months after
enrollment was confined to the ten women with low serum progesterone at the 19-24 day interval
ofthe pre-Depo-Provera cycle, suggesting anovulation. An increase towards baseline in the
number of epithelial cell layers was detected at 9 months (26.7+1.8) and this trend remained
relatively constant in the 12 month (25.3+1.4) and 15 month (25.3_+0.8) biopsies.
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Histopathology in a subset of biopsies (pre and post 3 months of Depo-Provera use), showed a
significant decrease in numbers of Langerhans cells (2.6_+0.4 to 1.2_+0.4, p=0.04) and glycogen
positive cell layers (24.1-!-1.4 to 16.9+1.6, p=0.005). T4 lymphocytes, macrophages and
neutrophil cell counts also decreased slightly, but the differences were not significant. T8
lymphocytes increased slightly following Depo-Provera. Depo-Provem use did not alter vaginal
flora.

Conclusion: Vaginal epithelial thickness decreased slightly after both 3 and 6 months of Depo-
Provem use in those with low progesterone levels at enrollment. The cell layer thickness
returned to pre-enrollment numbers at 9 months and remained constant at 15 months. Depo-
Provem may act to slightly decrease the number of L;angerhans cells and cells with glycogen.
Supported by R01 HD 33203, NICHD Contraceptive Development Branch.
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