Oral Lesions in Primary/Acute and Recent/Early HIV Infection

Greenspan John S.*, Malvin K., Hilton JF, Pascasio L.,
Torosian S., Greenspan D., and Hecht F.

University of California, San Francisco

San Francisco, CA 94143-0422, USA

*e-mail: greenspanj@dentistry.ucsf.edu

BACKGROUND

*  Oral lesions are increasingly common as HIV disease progresses.

1-5, 8-11

Are they also common during the acute HIV syndrome?

« Oral lesions (especially, oral candidiasis and hairy leukoplakia) decrease in prevalence with the use of antiretroviral therapies.

Is this also true of the oral manifestations in primarylearly HIV infection?

OBJECTIVES

12-14

* To determine the type and prevalence of oral lesions during acute/primary and recent/early HIV disease.
* To examine the association between oral lesion diagnoses and use of antiretroviral therapy for the treatment of primary/early HIV infection.

METHODS

* Since August 2000, we have performed standardized oral clinical examinations on adults who enrolled in the prospective OPTIONS STUDY in
San Francisco because of suspected primary or recent HIV infection.

Oral Lesions:
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* The oral lesion criteria and definitions of Greenspan et al., 1992 and the EC-Clearinghouse, 1993 were used. !

e Calibration of examiners (nurse practitioners or physicians):
* Avideotaped training session, which included color slides and diagnostic criteria of the selected oral disease outcomes, was reviewed by
all examiners annually, with pre- and post-testing.

Subject Eligibility for the OPTIONS STUDY:

Study Visits:

INCLUSION

EXCLUSION

«Self-presented or provider network referred.

*Adult males/females, age>17

*Suspected primary or recent HIV infection OR
documented seroconversion in the past 6 months.

*Group 1: HIV negative:
negative HIV EIA and HIV RNA tests.

*Group 2: Primary/Acute HIV infection:
negative HIV EIA and positive HIV RNA tests, or
positive EIA < 30 days

*Group 3: Recent/Early HIV Infection:
positive EIA and either a documented negative
antibody test within 6 months or a negative
detuned EIA (<0.75), which represents a stage up
to 6-7 months after primary/acute infection.

*Ability to provide written consent.

* Ability for follow-up period for at least 96 weeks.

* Documentation of an AIDS-defining clinical condition
(Epstein Barr virus or CMV mononucleosis
syndrome, acute streptococcal pharyngitis)

* Any prior antiretroviral therapy beyond four weeks,
except for post-exposure prophylaxis.

* Persons of procreative potential not practicing single-
barrier contraception.

* Neoplastic disease requiring systemic cytotoxic or
radiation therapy or participants who have had
these therapies within one month of baseline and
have not completely recovered from the effects of
these therapies.

»Unstable or severe intercurrent medical conditions

e HIV(-): Baseline visit only

e HIV(+): Longitudinal Follow-up
» Baseline

4 weeks

12 weeks

24 weeks

every 24 weeks thereafter
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Treatments

* HIV + subjects have the option to undergo therapy at any time during the study. Therapy options:
» Triple drug therapy consisting of CombivirD (zidovudine [AZT], lamiduvine [3TC] and nelfinavir (ViraceptO)), which are all approved by the

FDA for treatment of HIV infection.

¢ IL-2 is a synthetic copy of a protein growth factor normally produced in the body, which in other research studies has been shown to
increase some types of cells of the immune system. It is not approved by the FDA for the purpose for which it is used in this study.

RESULTS

Characteristics of OPTIONS STUDY Subjects, n (%):
* Among all persons with suspected HIV infection, 81% were indeed infected.
¢ Most subjects were White; 3% were Black and 12% were Hispanic. The median age of study subjects was 35 years (range, 18 to 59 years).
¢  Most subjects were males who acquired HIV infection through sex with men (89%).
¢ Among HIV-infected subjects, CD4 T-cell counts and HIV RNA levels are consistent with early HIV infection.

BaselineSt atis
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23 (19) 14 (12) 82 (69) 119 (100)
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Study Visits:

*  Among HIV-infected subjects, the
median number of study visits within 18
months of baseline was 4 (range, 1 to
7). On average, 95% of the HIV-
infected subjects opted to begin
antiretroviral therapy.

Options Study Follow-up

HIV(+) Subjects; primary-acute n=14, recent-early n=82
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CONCLUSIONS

- Oral lesions, notably OC, are seen in both
primary/acute and early/recent HIV infection, but
this trend does not reach a statistically significant
level.

- Oral lesions, notably OC, are seen less
frequently once antiretroviral therapy has been
initiated.

Transmission Group
Sex w/ men IDU Other Al
(n=107) (n=2) (n=5) (N=119)
Gender
Mde 102 (95) 2 (100) 5(100) 109 (92)
Female 5(5) 0(0) 0(0) 5(4)
Missing - - - 5(4)
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Oral Lesion Prevalence by HIV Status:

*  Oral candidiasis tended to increase
with the duration of HIV infection, even
within 18 months of infection.

*  Aphthous ulcers appeared to be
unrelated to HIV infection.

»  Papillomal/warts occurred primarily in
HIV-negative subjects.

* No episodes of oral hairy leukoplakia
were diagnosed.

Prevalence’ by HIV Status at Enroliment
HIV Status at Enroliment

HIV negative Primary/  Recent/ Repeated measures
Acute Early p-value™ (one-sided)
(n=23) (n=14) (n=82)
Oral candidiasis 1.0% 1.6% 2.6% 0.25
(oc)
Aphthous ulcer 5.0% 4.9% 4.7% 0.47
(AU)
Papilloma/Wart 3.6% 1.1% 0.3% 0.09
(PW)
Hairy leukoplakia 0.0% 0.0% 0.0% --
(HL)
*p-values, correspending with trends in prevalence, are based upon repeated measures models (generalzed estimating
equation)
REFERENCES

Oral lesions in primary HIV infection:

1. Cooper DA, Imrie AA, Penny R. Antibody response to human
immunodeficiency virus after primary infection. J Infect Dis. 1987; 155:1113-8.

2. Tindall B, Hing M, Edwards P, Barnes T, Mackie A, Cooper DA. Severe clinical
manifestations of primary HIV infection. AIDS. 1989; 3:747-9.

3. Kinloch-De Loes S, Hirschel BJ, Hoen B, Cooper DA, Tindall B, Carr A, Saurat
JH, Clumeck N, Lazzarin A, Mathiesen L, et al. A controlled trial of zidovudine in
primary human immunodeficiency virus infection. N Engl J Med. 1995; 333:408-13.
4. Vanhems P, Dassa C, Lambert J, Cooper DA, Perrin L, Vizzard J, Hirschel B,
Kinloch-de Loes S, Carr A, Allard R. Comprehensive classification of symptoms and
signs reported among 218 patients with acute HIV-1 infection. J Acquir Immune Defic
Syndr. 1999; 21:99-106.

5. Apoola A, Ahmad S, Radcliffe K Primary HIV infection. Int J STD AIDS. 2002;
13:71-8.

Diagnostic criteria for oral manifestations of HIV di:

6. Greenspan JS, Barr CE, Sciubba JJ, Winkler JR. Oral manifestations of HIV
infection. Definitions, diagnostic criteria, and principles of therapy. The U.S.A. Oral
AIDS Collaborative Group. Oral Surg Oral Med Oral Pathol. 1992; 73:142-4.

7. Classification and diagnostic criteria for oral lesions in HIV infection. EC
Clearinghouse on Oral Problems Related to HIV Infection and WHO Collaborating
Centre on Oral Mar ions of the Immunodeficiency Virus. J Oral Pathol Med.
1993; 22:289-91.

Primary HIV infection:

8. Altfeld M, Rosenberg ES, Shankarappa R, Mukherjee JS, Hecht FM, Eldridge

RL, Addo MM, Poon SH, Phillips MN, Robbins GK, Sax PE, Boswell S, Kahn JO,
Brander C, Goulder PJ, Levy JA, Mullins JI, Walker BD. Cellular immune responses
and viral diversity in individuals treated during acute and early HIV-1 infection. J Exp
Med. 2001; 193:169-80.

Baseline HIV-1 RNA
(copies/mL, thousands)

IS
o

37 (13
— 13 (26) 30 (25)

30
2

-
o

0
vt
3}
2
o)
5
(/2]
X

o

<4K
bDNA

4K-20K  20K-100K 100K-500K
HIV-1 RNA (copies/mL, thousands)

>500K

Effect of Antiretroviral Treatment on Oral
Lesion Prevalences:
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were diagnosed while subjects were on
antiretroviral medications. The odds
ratios and 95% confidence intervals
were AU, 0.144 (0.008 to 2.55) and
0C, 0.195 (0.025 to 1.54).
. In the absence of a treatment effect, 4
AU lesions and 2 OC lesions were
expected
. Because few lesions have been
diagnosed to date, the decreases in
lesions prevalence with treatment were
not statistically significant.
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