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We resist anal exams & medicine

B SCHEE Deaberios Inbereiew

Despite the valiant efficrts of the research grnoup,
the inswlin suppoasitory stil had ome major drawback.



The Incidence of Anal
Sgquamous Cell
Carcinoma in Gay and
Bisexual Men Exceeds
that in Heterosexual
Men and is Higher
than Cexvical Cancer
in Women




Who Is this ??




Anal Cancer In the public.
=  Anal Cancer can
happen to anyone.

e Anal Cancer can
happen any time.

e Anal Cancer can
can be screened.

 Anal Cancer can
be found & fixed if
early enough.




Anal Squamous Cell Carcinoma

e Men 7 1n 1,000,000
e Women 91n 1,000,000
 Gay Men HIV - 350 in 1,000,000

e Gay Men HIV + /700 in 1,000,000



e Anal canceris on therise in both sexes,
particularly among American men, and
changing trends in sexual behavior -- combined
with current tobacco use and infection by a
specific strain of the human papillomavirus --
may help explain the increase.

 These findings, from two separate studies by

researchers at Fred Hutchinson Cancer
Research Center, will be reported in a pair of
papers in the July 15 issue of “Cancex”. The
ead author is Lisa G. Johnson, Ph.D.




Human Papilloma Virus {HPV}

Genital warts
Condyloma
Associated with Anal and Cervical Cancer

70% of these cancers have detectable
HPV DNA

Over 100 genotypes of HPV

 HIGH RISK progression to Cancer
e 16, 18, 31, 33, 35, 39, 45, 51,52



HPV

Lesions commonly on mucosa and poorly

keratinized skin
 Oral, Penile, Vaginal, Cervical and Anogenital

Asymptomatic
Uncommonly Ulcerated or Painful

Lesions may be:
« CONFLUENT or plaque like
* Nodual, flat topped papules
 Verrucous (cauliflower floret like)



Treatment of external anal warts

e Aldara 71%
e Liquid Nitrogen 54%
e Electrodessication 349%
e Condylox 20%
e Others 39%
- BCCA
. TCA

e Cantharin



Treatment of internal anal warts

Aldara 32%
Liquid Nitrogen 15%
Electrodessication 27%
Condylox 10%
Others 76%

- BCCA

. TCA

e Cantharin

e OR or colorectal referral for excision



Epithelial Abnormalities

Normal — no evidence of a problem
ASCUS - atypical
SIL

e LSIL - low grade precancer
 HSIL — high grade precancer

SCCIS
Invasive squamous cell carcinoma (SCC)



NORMAL small nucleus big cytoplasm

INFLAMMATORY

PRECANCER multinucleated

CANCER



e The transitional zone Is the area the
cancer appears

 Weak thin tissue
e Easily abraided



Cervical HSIL and Anal HSIL

Sguamo-columnar transitional zone
HPV Infecton testing (+) for DNA
Trauma (micro trauma abrasion)

Histological Similarities - you cannot tell
the difference under the microscope

Cervical cancer Is a reasonable model
of anal cancer development



Goal directed
therapy

Reduced cervical cancer in women by
/5% after the introduction of the pap
smear.



Natural History of
Genital HPV Lesions

Requires viral entry through the surface

Morphologically may not be expressed for
15 years (it is latent)

Low grade lesions may regress
High grade lesions may progress to CA



Natural Immune Response to HPV

Cellular response (not humoral)
o T cells

o IL-2
* IFN

HPV elusive because HPV cells have little

antigen presenting capabillity

HPV has low levels of genetic material

No inflammation, no erythema, no
swelling, no itching



HPV infections: Lesions

Resolve spontaneously

Stable?? persist or remain stable
Increase In extent

Progress from LSIL to HSIL to SCCIS
May progress to invasive SCC



High prevalence of anal sqguamous
Intrepithelial lesions and squamous cell
carcinoma in men who have sex with
men as seen In a surgical practice

131 HIV+ and 69 HIV- msm referred to surgical center
evaluated by anal PAP, high resolution anoscopy and
biopsy

54 % HSIL

* 93 % abnormal cytology

3 % invasive SCC (4 of 5 were HIV+)

e Dis Colon Rectum 2001:;: 44, 690-698



HIV (+) patients with anal squamous cell
carcinoma have poorer treatment tolerance
and outcome than HIV (-) patients seen in a

surgical practice (1995-1998).

Men Gay TrxTox |postTrx
e X
HIV(+) 92% 46% 80% 62%
HIV(-) |42% 15% 30% 85%

e Dis Colon Rectum 2001; 44: 1496-1503




Incidence of SCC

Women before PAP  32/100,000/year
Women today 8/100,000/year
HIV — gay men 32/100,000/year

HIV + gay men 72/100,000/year



Cancer prevention model

e Screening cytology
— PAP smears

* Directed therapy for High Grade Lesions
— COLPOSCOPY
— BIOPSY and DESTRUCTION

/8% reduction in incidence of CERVICAL
Sguamous Cell Carcimona



Cancer prevention model

e Screening cytology
— Anal PAP smears

* Directed therapy for High Grade Lesions
— high resolution COLPOSCOPY
— BIOPSY and DESTRUCTION

e ?77% reduction in incidence of ANAL
Sguamous Cell Carcimona



Recomended guidelines

Women who have anal sex
Men who have sex with men

SCREENED ANNUALLY

High grade lesions pap every 6 months or
referral to colorectal surgeon



Investigator | Treatment |Patients 5yr survival
Frost APR 109 62%
Bowman APR 118 71%
Pintor APR 118 62%
Stearns XRT 8 50%
Papillion XRT 159 65%
Salmon XRT 183 59%
Meeker Chemorad |19 88%
Sischy Chemorad |79 73%
Nigro Chemorad |104 716%




Today’s Whole Message

e Caught early this mavy be
a very fixable condition.

Not knowing is not
the answevyr.
 No buts about it.
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Abstract:

Background: Like cervical cancer, squamous cell carcinoma of the anal canal (SCCA) is
etiologically linked to Human Papilloma Virus (HPV). HIV-related immunosupression likely
contributes to the increased incidence of SCCA. We sought to describe secular trends in
SCCA in relation to the HIV epidemic. Methods: We used data from the Surveillance,
Epidemiology and End Results (SEER) database to calculate trends in age-adjusted
incidence of SCCA from 1973-2000. We analyzed the data according to three separate
periods during the HIV epidemic: Pre-HIV (cases reported from 1973-1984), Pre-Highly
Active Antiretroviral Therapy (HAART) (cases reported from 1985-1995), and Post-HAART
(cases reported from 1996-2000). Results: A total of 6,061 cases of SCCA were reported
from 1973-2000. The incidence per 100,000 of SCCA increased from 0.8 (0.8,0.9) pre-HIV to
1.1 (1.0,1.1) pre-HAART to 1.4 (1.3,1.5) with HAART. The gap between SCCA incidence in
women compared to men decreased from 1.7:1 Pre-HIV to 1.1:1 in the HAART era. The gap
between SCCA incidence in cases > age 60 compared to ages 20-59 has also decreased
from 4:1 Pre-HIV to 3:1in the HAART era. Percentage of cases diagnosed early (In situ or
Localized disease) increased from 44% pre-HIV to 50% pre-HAART and to 60% with
HAART. Percentage of advanced disease (Regional Lymph Node involvement, and Distant
metastases) decreased from 47% pre-HIV to 35% pre-HAART and to 30% with HAART. Five-
year relative survival increased from 63% pre-HIV to 64% pre-HAART to 68% with HAART.

Conclusions: Despite the advent of HAART therapy for HIV, the
incidence of SCCA continues to increase. The incidence of SCCA has
particularly increased in men and in cases age 20-59 which suggests
an association with the HIV epidemic.




Anal dysplasia in HIV-infected women with cervical and vulvar dysplasia.
Citation:
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OBJECTIVE: To describe the findings of high-resolution anoscopy (HRA) in human immunodeficiency
virus (HIV)-infected women with a history of lower genital tract dysplasia. MATERIALS AND METHODS: A
retrospective chart review of all HIV-infected women undergoing HRA from 2002 to 2003 was conducted.
Demographic and clinical information, including the most recent cervical and vaginal cytologic results
and colposcopic evaluations, were collected from medical records. These data were compared with anal
cytologic and histologic findings from HRA. RESULTS: Eight patients were identified, with a mean age of
42 years. The mean duration of known HIV infection was 12 years. All eight patients had a previous
history of treatment for cervical dysplasia or carcinoma. Five patients also had a history of high-grade
vulvar dysplasia. The most recent cervical and vaginal cytologic results for all patients were abnormal.
Seven patients underwent HRA because of suspected anal intraepithelial neoplasia (AIN); of these, four
patients had perianal warts and three had diffuse high-grade vulvar dysplasia. One patient was referred
for HRA because of high-grade dysplasia on vaginal cytologic analysis with a negative colposcopic and
urologic evaluation. All eight patients (100%) had abnormal anal cytologic results with histologically
proven AIN. Five patients had AIN 2,3, and three patients had AIN 1 and anal condyloma. Two of the three

patients with AIN 1 had high-grade perianal dysplasia. CONCLUSIONS: High-resolution
anoscopy identified anal dysplasia in 100% of eight HIV-infected women with
human papilloma virus-related dysplasia of the lower genital tract. High-
resolution anoscopy should be considered as part of the evaluation for the
extent of disease in HIV-infected women with cervical and vaginal dysplasia,
condyloma, and dysplasia of the perineum.



A population-based analysis of temporal trends in the incidence of squamous
anal canal cancer in relation to the HIV epidemic.

Citation:
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Squamous cell carcinoma of the anal canal (SCCA) is etiologically linked to
human papillomavirus, and its incidence is increased among the
immunosuppressed. We used data from the Surveillance, Epidemiology, and
End Results program to analyze the incidence of SCCA in relation to 3 separate
periods during the HIV epidemic: the pre-HIV era (1973-1981), the HIV era (1982-
1995), and the highly active antiretroviral treatment (HAART) era (1996-2001).
The incidence per 100,000 population of SCCA increased from 0.6 in the pre-
HIV era to 0.8 in the HIV era and to 1.0 in the HAART era. The gap in SCCA
incidence between women and men decreased from a ratio of 1.6:1 in the pre-
HIV erato 1.5:1 in the HIV era and to 1.2:1 in the HAART era. There was a
significant increase in incidence rates among men and women aged
30 to 54 years in the HAART era compared with the HIV era. Men were
more likely to be diagnosed with early-stage disease, but they were
less likely than women to receive radiation therapy. The incidence of
SCCA has particularly increased among men and those between 30
and 54 years of age since the introduction of HAART.
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