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HPV Genome

URR: binding sites of
transcription activators and
repressors

Early ORF: Contains 6 ORFs that
encode for proteins that play
role in viral infection and
replication

Late ORF: Contains 2 ORFs
which code for the major and
minor capsid proteins
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FIG. 143.1 Exophytic cutaneous wart: human papillomavirus (HPV) pathogenesis. (A) Histologic features. (B) Cytologic features (see text for
details). S., stratum,
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Sensitivity (%) | Specificity (%)

Conventional Pap Smear 30-87 86-100

Liquid-Based Pap Smear 61-95 78-82

Co-testing 87-100 69-95




>)|9.o BWoPh 50-60 PR lhsd HPV _)l ML) WQ.QJ: P |).J?~

5510 59>9 30 HPV S Sl (sudg) Lo gud -

Methods for Detecting HPV DNA

Solution hybridization methods
Polymerase chain reaction (PCR)
In-situ hybridization methods (ISH)
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TABLE 1T4=_.3 ACIP Recommendations for

HPV irmmuunization

HPV Vaccine Recommendations

- HPV vaccine is routinely recommended for adolescents at age 11 or 12 yr.

- Vaccinatuon is also recommended for females ages 12—26 yr and males ages
13217 yr who are not adequately vaccinated when they were younger.

- Vaccination is also recommended for gay, bisexual, and other men who

have sex with men; transgender persons; and persons with certam
IMmmunocompromising conditions ages 2226 yr who were not adequately
vaccinated when they were young.

HPV Vaccine Safety

- S-valent HPWV vaccine was studied in more thhan 15,000 males and females.

- Quadnvalent HPV vaccine was studied in more than 29, 000 males and
females.

- Bivalent HPVW vaccine wwas studied in more than 30,000 females.

- Each HPV wvaccine was found to be safe and effective.

ACTE Advisory Commiittee on Immunization Practices: &PV human papillomavirus.
From Centers for Disease Controf and Prevention (CDC). HPV vaccne informaton
for clinicians. hritps ffwananvw cddc. govihpwrhocpl/need-to-know pdf. Accessed Nay 22,
2078.

series. Persons are adeqguately vaccinated if they previously received
Cervarix, Gardasil, or Gardasil 9, before age 15 years as two doses
(at O, 6—-12 months) or three doses (at O, 1 -2, 6 months), or at age 15
years or older in three doses (at O, 1-2, 6 months). Gardasil 9 is the
only vaccine available in the United States at present. It is administered
intramuscularly.

The contraindications include a severe allergic reaction (e.g., ana-
prhylaxis) to a vaccine component (Gardasil 9 is produced in Saccha-
romyces cerevisiae [baker’s yeast]) or after a prior dose of the HPV
vaccine. Although the vaccines are contraindicated during pregnancy,
both during the clinical trials and the postmarketing surveillance, many
women became pregnant, and no excess of congenital malformations
or miscarriages has been noted.”'” Gardasil 9 is safe to be administerer’
concomitantly with the other CDC-recommended routine immunization
HPV vaccination status does not change cervical cancer screening (Pa,
smear) recommendations.

Cervical cancer screening guidelines are not changed if the woman
is vaccinated.

The HPV wvaccine is strictly prophylactic and has no impact on the
evolution of existing lesions. However, there is evidence that vaccination
reduces the recurrence rate of high-grade AIN in males and of HPV-
related genital disease in females. "7 "7
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TABLE 143.2 Summary of Cervical Cancer Screening Guidelines

When to Begin Pap Test Screening
USPSTFE. ACS, ACOG Age 21 years

How Often?
Cytology (27- to 65-Year-Olds)

USPSTF, ACS, ACOG Every 3 years, regardiess of the cervical cytology technique used
HPV DNA Co-test
27- to 29-Year-Olds

USPSTF,. ACS, ACOG No
30- to 65-Year-Olds
USPSTF Every S years is optional
ACS, ACOG Every S years is recommended
When to Discontinue Screening
USPSTF. ACS, ACOG At age 65 years
INCLUDE:
USPSTF, ACS, ACOG Women with adequate screening history defined as three consecutive negative cytology results or two consecutive negative HPV DNA co-tests
within 10 years of cessation of screening, with the most recent test performed within S years
EXCLUDE:
ACS Women age 65S years or older with a history of CIN 2, CIN 3, or adenocarcinoma in situ should continue screening for at least 20 years after
sSponNntaneous regression Or proper management
ACOG Women with a history of: (a) HIV infection, (b) CIN 2 or higher, () immunocompromised, (d) in utero exposure 1o diethylistlbestrol
Screening After Hysterectomy
USPSTF, ACS, ACOG Not necessary if it was a total (uterus + cervix) hysterectomy
Screening Among Those Immunized Against HPV16/18
USPSTF, ACS, ACOG No change in the screening guidehnes at present

Screening of HIV Seropositive Women CDC/NIH/IDSA
Women Younger Than 30 Years

Start within 1 year of onset of sexual activity or at the time of HIV diagnosis, but not later than age 21 years
Screening s done by cytology alone, not by co-testing

iIf initial testing is negative, repeat 12 (possibly 6) months later

If the results of three consecutive tests are normal, then screen every 3 years

Women Aged 30 Years or More

Start at the age of HIV diagnosis if not started earlier
Screening is done either by cytology or co-testung
iIf screening is done by cytology. the testing frequency guidelines as the same as for younger women. If cytology shows more than ASC-US,
refer for colposcopy. If cytology shows ASC-US, repeat it in 6-12 months. If the result is ASC-US or worse, refer for colposcopy
- if screening s done by co-testing:

- Both tests (cytology + HPV) are entirely negative, then repeat in 3 years

- Cytology is negative but HPV is positive (but not for HPV-16&/18), then repeat screening in 1 year. If at that utme either test s abnormal,
refer patient to colposcopy
Cytology is negative and HPV is positive for types 16 or 18, refer the patient 1o colposcopy
Cytology s abnormal for ASC-US and HPV is positive or cytology is abnormal for worse than ASC-US, refer the patient to colposcopy. If
the cytology is positive for ASC-US and HPV is negative, repeat cytology in 6—-12 months. If the result is ASC-US or worse, refer the
patient to colposcopy

ACOG, American College of Obstetrics and Gynecology: ACS, Amerncan Cancer Sodiety, ASC-US, atypical squamous cells of unknown significance; CDC, Centers for Disease
Control and Preventuion, CHN, cervical intraepithelial neoplasia; AV, human immunodeficiency virus, HPV, human papilloma virus, 1DSA, Infectious Diseases Society of
Amernica; NiH, National Institutes of Health, USPSTE US Preventive Services Task Force.

From American Cancer Society (ACS)"™ : http flfonfinelibrary wiley comidoil 10. 3322/ caac. 27 1 3S9pdf;: US Preventive Services Task Force (USPSTF)™": hittps v
uspreventiveservicestask force. org/Page/Docurment/UpdateSwummanyFinal/cervical-cancer-screeming, and Armerican College of Obstetrics and Gynecology (ACOG) . Centers
for Disease Control and Prevention/National Institutes of Health/infectious Diseases Society of America (CODC/NIHADSA): https adsinfo. mb. govicontentiifes/hvgunclelines/
adult_os. pdf.



Management of Women with Atypical Squamous Cells of Undetermined Significance (ASC-US) on Cytology*

Repeat Cyology | N oV Testing
@1 year Prefered
Acceptable
g \ ¥ \
Negative >ASC HPV Positive HPV Negative
(managed the same as
l \ women/ with LSIL)
Routine Colposcopy
Screening* Endocervical sampling preferred in women
with no lesions, and those with inadequate Repeat Cotesting

@3 years

colposcopy; it is acceptable for others

*Management options may vary if the
woman is pregnant or ages 21-24. Manage per
“Cytology at 3 year intervals ASCCP Guideline
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