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Management of the Female HIV-Infected Patient
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ABSTRACT

Management of women with HIV infection or AIDS should follow the established guidelines for antiretroviral
therapy and prevention and treatment of opportunistic complications of HIV infection. Gynecological mani-
festations of HIV are primarily cervical dysplasia and cancer associated with human papillomavirus (HPYV) in-
fection and vaginal and mucocutaneous candidiasis. Human papillomavirus-associated cervical dysplasia/neo-
-plasia is more common in woemen with advanced rather than early HIV disease, and monitoring with Pap
smears should probably increase te every 6 months in patients with CD4+ cell counts <500 cells/ul (and cer-
tainly when this value falls below 200), with positive Pap smears confirmed by colposcopy and biopsy. For pa-
tients with CD4+ cell counts >350 cells/l, cryotherapy is probably adeguate, but therapy should be increas-
ingly aggressive at lower CD4* cell counts. Results of ongoing studies should be availabte soon to guide therapy.
Optimat treatment of candidiasis in HIV-infeeted women includes prevention of recurrence with a combina-
tion of topical and systemic antifungat agents. Women with child-bearing potential should be treated as med-
ically indicated for other HIV-infected patients, including during pregnancy. In fact, preliminary results of

ACTG 076 indicated that zidovudine therapy during pregnancy reduces vertical transmission of HIV about

threefold.

N ADDITION TO other issues in women's health,!-? pregnancy
I:md HIV infection is an important area that must be ad-
dressed in discussions of management- of HIV- disease.s
Specific clinical presentations and conditions are found in
women with HIV mfection, depending on the stage of their ip-
munosuppression.$? Gynecological manifestations of HIV are
primarily (1) human papillomavirus (HPV) and cervical dyspla-
sia and cancer® and (2} initial presentation and management of
vaginal and mucocutancous Candida infection® The impor-
tance of HIV infection in pelvic inflammatory disease is being
investigated 10

HUMAN PAPILLOMA VIRUS AND HIV

There are high rates of HPV infection and cervical dysplasia
in women infected with HIV; however, it is not clear whether
HIV infection and its assocwtcd immunosuppression precede or
follow HPV infection and its consequences.}-33 For example,
in 2 study of 200 women,) the most common viral infections
were genital warts (32 patients) followed by herpes simplex

virus infections {28 patients), Epstein-Barr virus manifested as
oral hairy leukoplakia (9 patients), and polydermatomal herpes
zoster vuus {8 patients): Genital warts in HIV-infected patients
may be ‘much more extensive and aggressive than is typical in
nonimmunocompromised patients.

There is a clear association of HIV and cervical dys-
ptasia/neoplasia, which is stronger in women with advanced
rather than early HIV disease.M Cytological findings from Pap
smiears in women with defined alteratons in lymphocyte counts
revesl increasing cervical dysplasia with decreasing CD4” cell
counts (see Table 1), In women with CD4" cell counts less than
200 or 250 cells/ul, the incidence of dysplasia and invasive can-
cer is higher than in women with normal CD4" cell counts or
CD4+ cell counts >500 cellsfpl.

There have been several case reports of rapidly progressive
cervical cancer that did not respond to appropriate therapy (in-
cluding radical surgery, radiation therapy, and chemotherapy)
in HIV-infected women.!3 This correlates with the degree of
immune suppression.

Although concems have been raised about the usefulness of -
Pap smears in HIV-infected women, leading to recommenda-
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TapLe 1. CervicaL CyroLocy anp CD4* CeLL Counrs®

CD4™ count No signs of Invasive
class® dvsplasia Dysplasia carcinoma Total
Tl 17 (70%) 7 {30%) — 24
T2 29 (62%) 18 (38%) | 47
T3 10 (48%) 11 (52%) — i |
T4 9 (47%) 1) (33%) 4 19

Total: 65 (59%) 46 (41%) 5 111

*From Schafer et al.?

Tt No detectable change; T2, >400 cellsiul; T3, between 400 and 250 cellsiil; Td, <250

celis/ul.

tions of colposcopy and biopsy instead of Pap smears in all of
these patients, studies have validated Pap smears in these pa-
tients.'s The Centers for Disease Control and Prevention (CDC,
Allanta, GA) recommend Pap smears every year for HEV-in-
fected women.!? When the CD4™ cell count is <500 cellsAul,
and especially when it is <200 cells/u), screening should be
more frequent (probably every 6 months). If cervical disease is
found. colposcopy and biopsy are appropriate. Cryotherapy or
cryosurgery is probably adequate in patients with CD4" cell
counts >350 cellsful, depending on the severity of the lesion. In
patients with Jower CD4" cell counts, especially <200 cells/ui,
therapy should be more agpressive, with laser therapy and com-
bination therapy with S-fluorouracil and careful followup.
Results of ongoing studies in this area should be available to
guide therapy in the near future.

CANDIDIASIS

Vaginal candidiasis. 2 common manifestation of HIV infec-
tion in women (see Table 2), is often a clinically significant
problem that may be recurrent and refractory to topical therapy
and is the most frequent early sign. of HIV disease among. .

women seeking HIV antibody testing. In HIV-infected-women, -

Candida vaginitis heralds 2 change in overall health and occur-
rence of other HIV-related conditions and often precedes oral
thrush as a sign of HIV disease. Severity i5 closely related to the
degree of immunosuppression as indicated by CD4* cell count
or the ratio of CD4" 10 CDS8" cells. For example, mean CD4*
cell counts were 506 cells/pl in women with vaginal candidiasis
only, and 230 cells/pl in women with oral candidiasis.?
Esophageal candidiasis typically occurs later in the course of
infection.

Abmost half of the women with previous vaginal Candida in-
fections observed an increase in the frequency and severity of
symptoms 6 months to 3 years prior 1o HIV testing.

In a study of 200 women with HIV infection,? there were
typically at least 4 discrete episodes of vaginal candidiasis per
patient per year, or the frequency of episodes will have at least
doubled. This provides guidance for primary practitioners in

(306 patients) and esophagitis (24 patients) as well as some cuta-
neous disease (7 patients). Only 15 of these patients had
Preumocystis carinif pneumaonia (PCP), and only 2 patients had
cryptococcal meningitis. The amount of Candida present is
greatly increased in HIV-infected compared to non-HIV-in-
fected women. Also. HIV Candida vaginitis typically includes
the vulva, with cutaneous manifestations. Analysis of biopsy
specimens often reveals evidence of invasive as well as superfi-
cial Candida.

The rates of Candida culure positivity and symptomatic
Candida vulvovaginitis increase with immune compromise.
Also, yeasts other than Candida albicans are isolated more fro-
quenty in HIV-infecied women.!$ In 134 HIV-positive women
without AIDS-defining conditions compared with 292 HIV-
negative women, the ability to culture Candida from vulvo-
vaginitis increased dramatically (~20 times) when the CD4+
cell count was <100 cells/pl.

Although only limited clinical results comparing antifungal
therapy for vulvovaginal candidiasis are available, it appears
that symptomatic and mycolegical cure rates are similar with
topical clotrimazole and oral itraconazole, whereas fluconazole
was somewhat less effective in this trial (see Table 3.9

..Response Lo therapy is usually good, but relapses frequently
require retreatment or maintenance therapy in a majority of pa-

TaBLE 2. InMmar CLNICAL MANIFESTATIONS oF HIV
InFECTION IN 177 WoMEN?

Number of
Condition patients (%)
Vaginitis, Candida spp., recurrent 43 (37%)
Lymphadenopathy 17 (15%)
Bacteriaf pneumonia 15 {13%)
Acute retroviral syndrome 8 (79%)
Constitutional symptoms 8 (7%)
Oropharyngitis, Candida spp. (thrush) 6 (5%)
Purpura. thrombocytopenic 6 {5%)
Oral hairy lewkoplakia 4 (3%)
Herpes zoster, mulidermatomal 2 (2%)
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TABLE 3. CLINICAL RESPONSE TG THERAPY FOR ACUTE VULVOVAGINAL CANDIDIASIS™?

Clotrimazole Fluconazole liraconarole
{topical) {one dose} {rwo doses)
Number treated 82 72 75
Clinical response
No change 6 (1.3%) 6 (8.3%) 6 (8.0%)
Improved 10 (12.2%) 21 (29.2%) 9 (12.0%)
Cured 66 (80.5%) 45 (62.5%) 60 (80.0%)
Mycological response :
Candida negative 78 (95.1%} 60 (83.3%) 72 (96.0%)
Candida positive 4 {4.9%) 12 (16.7%) 3 (4.0%)
*From Higgins er al 19

®Dosages: Clowimazole (300 mg pessary plus 1% cream): fluconazole (150 mg as a sin-
gle oral dose); and itraconazole {200 mg twice daily for | day).

tients.™ Therefore. antifungal therapy needs to be aimed nox
only at treating the zcute manifestations but also at preventing
subsequent episodes. This requires a combination of topical and
" oral antifungal agents.

Prophvlaxis with ﬂuconazole {50 mg three times a week) is
effective in preventing new instances of mucosal candidal in-
fections in HIV-infected women with CD4* cell counts <500
cells/pl.t _

My personal tendency is to treat patients who have recurrent
vaginal candidiasis with a short course of oral antifungal ther-
apy (3 to 5 days of ketoconazole, 200 mg/day) followed by top-
ical clotimazole (500 mg intravaginally} weekly or monthly. In
patients with lower CD4” cell counts, orat therapy witl probably
be necessary.

Other specific manifestations of HiV infection in women ia-
clude genital uicerative disease. cervicitis. and salpingitis.
Human papiliomavirus infections (including the genital warts
they often cause) are significantly more frequent and more dif-
ficult to treat and coatrol in HIV-infected women. Optimal clin-
ical management requires mote frequent screening in patients
with documented immunosuppression (decreased CD4" cell -
counts) and aggressive treatment of viral, bactenial. and fungal
infections.

HIV INFECTION IN PREGNANCY

‘Eighty percent of women with HIV infection in the United
States are of child-bearing age. The frequency of HIV infection
in women giving birth is approximately 1.5 per 1000, which
leads to estimates of almost 6000 HIV-infected women giving
birth annually in the United States.

Available data supgesi that pregnancy has litle effect on
HIV disease progression per se.2223 However, these are limited
studies of asymptomatic women observed for relatively short
periods. During pregnancy, the rate of decline in CD4" cell
counts was more rapid in HIV-positive women compared with
HIV-negative women: however, little or no difference has been
observed in the rates of clinical or immunological deterioration.

team approach that includes counseling and psychosocial sup-
port services, Patients should be screened for sexually rransmit-
ted diseases and other infectious agents including
Mycobacterium tuberculosis. cytomegalowms. Toxoplasma
gondii, and HPV.

Low CD4+ cell counts have been showst to predict the devel-
opment of serious infections in both pregnant and nonpregnant
women.

Some routipe invasive techniques (e.g., amniocentesis, um-
bilical cord blood sampling, and fetal scalp electrodes) should
be avoided in HIV-infected women if possible. Breast-feeding
should be discouraged.

Antiretroviral agents (e.g. zidovudine), amtimberculous
agents (e.g.. isoniazid), and antibiotics for treatment or preven-
tion of infections (e.g., penicillin and trimethoprim-sul-
famethoxazole) should be used as appropriate in both pregnant
and nonpregnant women.? One swudy has suggested that zi-
dovudine appeared to be safe and well tolerated without signif-
icant hematological abnormalities in both mothers and in-
fants.2® Most use of zidovudine has been after the first trimester

- of pregnancy. Appropriae prophylaxis should be provided 1o

the mother, because disease is also being prevented in the in-
fant.

Potential interruption of vertical transmission of HIV infec-
tion is an imponant issue?® that has been evaluated by AIDS
Clinical Trials Group (ACTG) 076, a stisdy evaluating zidovu- -
dine in pregnant women with HIV infection.? An interim re-
view revealed a transmission rate of 8.3% when both mothers
and infants received zidovudine compared with 25.5% among
those receiving placebo. Therefore, enrollment has been
stopped and all currently enrolled women are being offered zi-
doviudine-therapy. This includes therapy for the infant during
the first & weeks of life. Another protocol. ACTG 185, o eval-
uate immune globulin has been designed but not yet activated.

REFERENCES

1 Catten B AINMC i avnisend Tone Tavebm b ~F AIE 4 J 4.




938

An:vicw of current knowledge. Curr Opin Obstet Gynecol

4.

1993:5:527-33).

. Carpenter CCJ, Mayer HKH, Stein MC, Leitbman BD, Fischer A,

and Fiore TC: Human immunodeficiency virus infection in North
American women: Experience with 200 cases and 2 review of the
literature. Medicine §991;70:307-328.

. Tolizis P: Rationales for tresting the human immunodeficiency

virus-infected woman during pregnancy. Clin Perinatol 1993;
H-47-60.

NIAID: AZT reduced rate of matemnal ransmission of HIV (press
release), NIAID News, 21 February, 1994,

. Clark RA; Brandon W, Dumestre J, and Pindaro C: Clinical mani-

festations of infection with the human immunodeficiency virus in
women in Lovisisna. Clin Infect Dis 1993;17:165-172.

. Fleming PL, Ciesielsii CA, Byers RH, Castro KG, and Berkelman

RL: Gender differences in reported AIDS-indicative diagnoses, J
Infect Dis 1993;168:61-67.

- Braun L: Role of human immunodeficiency virus infection in thai

pathogenesis of human papillomavitus-associaied cervical neopla-
sia. Am I Pathol 1994;144:200-214,

. Imam N, Carpenter CCJ, Mayer KH, Fisher A, Stein M, and

Danforth $B: Hierarchical pattern of mucosal Candida infections
in HIV-seropositive women. Am J Med 1990:85: 142146,

. Kom AP, Landers DV, Green JR, and Sweet RL; Pelvic inflamma-

tory disease in human immunodeficiency viras-infected women.,
Obstet Gynecol 1993:82:765-768.

- Swratton P and Ciacco KH: Cervical neoplasia in the patiemt with

HIV infeciion. Curr Opin Obstet Gynecol 1994:6:36-91.

.- Morrison EAB: Natural history of cervical infection with human

papillomaviruses. Clin Infect Dis 1994;18:172-180.

. Williams AB, Darragh TM, Vranizan K. Ochia C, Moss AR, and

Palefsky IM: Anal and cervical human papillomavirus infection
and nisk of anal and cervical epithelial abnormalities in.human im-
munedeficiency viros-infected women. Obstet Gynecol 1994;
83:205-211.

Muiman M., Fruchter RG, Serur E, Levine PA, Amastia CD, and

. Sedlis A: Recurrent cervical intrsepithelial peaplasia in human im-

15,

16,

munodeficiency  virus-seropositive  women. Obstet Gynecol
1993;82:170-174,

Maiman M. Tarricone N, Vieira J, Suarez J, Serur E, and Boyce J:
Colposcopic . evalvation of human immunodeficiency  virus-
seropositive women., Obstet Gynecol 1991;78:84-88,

Schafer A, Friedmann W, Mielke M, Schwartlander B, and Koch
MA: The increased frequency of cervical dysplasia-heoplasia in
women infected with the buman immunodeficiency virus is related

1.

19.

20.

BAXER

to the degrec of immunosuppression. Am J Obsiet Gynecol
1991;164:593-399.

Centers for Diseass Control: 1993: Scxually ransminied diseases
treaument guidelines. MMWR 1993:42:RR- 14,

. Duer A, Sicrma M, Clarke L. Landesman S. Ehrlich 1, and Minkoff

H: Vaginal candidiasis among HIV.infecied women. Absract PO-
BO1-088D. Proceedings of the IXth faternational Conference on
AIDS, Bettin, Germany, 1993, Yol. 1. International AIDS Society,
p. 282,

Higgins D, Weolley PD, and Chandick $: Compariton of topical
clotrimasole, oral fluconazole and oral itreconazole in acute vulvo-
vaginal candidiasis. Absract PO-A36-0840. Proceedings of the
IXth International Conference on AIDS, Berlin, Germany, 1993,
Vol. 1, International AIDS Socicty, p. 274.

Holmberg K and Meyer RD: Fungal infections in paticnts with
AIDS and AIDS-related complex, Scand J Infect Dis 1986;

18:179-192, :

21.

3.

24.

5.

Fiori TC, Flanigan LTP, Carpenter CC¥, Bettencoort FA, Small D, -
Jesdale BM, Mayer KH, er al.: Fluconazole for prophylaxis of can-
didal infections in women, Absiract PO-B09-1369. Proceedings of
the IXth Imternational Conference on AIDS, Berlin, Germany,
1993, Vol. [, International AIDS Society, p. 363.

. Alger LS, Farley 17, Robinson BA, Hines SE, Berchin M, and

Johnson JP: Interactions of human immunodeficiency virus infec-
tion and pregnancy. Obstet Gyuecol 1993:82:787-796,

Duff P: Human imumunodeficiency virus infection in pregnancy.
Semin Perinato] 1993;17:379-333.

O'Sullivan MJ, Boyer PJJ, Scott GB, Parks WP, Weller S, Bhmn R,
Balsley J, Bryson YJ, and the Zidovudine Colaborasive Working
Group: The pharmacokinetics and safety of zidovuding in the third
trimester of pregrancy for women infected with human immung- .
deficiency virus and their infants: Phase 1 acquired immunodefi-
ciency syndrome clinical wrials group study (protocol 082). Am J
Obstet Gynecol 1993;168:1510-1516.

Craven DE, Steger KA, and Jarek C: Human immunodeficiency
virus infection in pregnancy-—epidemiolagy and prevention of ver-
tical transmission. Infect Cont 1994;15:36—47.

Address reprint requests to:

David A. Baker

Division of Infectious Diseases

Department of Obstetrics and Gynecology
State University of New York at Stony Brook
Stony Brook, New York 11790




