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TABLE 20.1 Human Papillomavirus (HPV) Genotypes

Low—Risk Oncogenic HPV High—Risk Oncogenic HPV

6, 11, 42, 43, 44 16, 18, 31, 33, 3b, 39, 45, 51, 52, 56, 58, 59, 68
Disease HPV Strain

Anogenital warts 6 and 11(90% of cases), 42, 43, 44, 55, and others
Cervical cancer, vulvar squamous cancer 16 and 18 (70% of cases), 31, 33, 35, 39, 45, 51
Common warts 2,7

Epidermodysplasia verruciformis More than 15 strains

Flat cutaneous warts 3,10

Focal epithelial hyperplasia 12, 32

Oral papillomas 6,7,11,16, 32

Oropharyngeal squamous cell carcinoma 16 and others

Plantar warts 1,2, 4

Respiratory papillomatosis 6and 11

Host immunity

Environmental factors

Persistence

Modifier genetics

Infection Progression Invasion
— > — > — >
-— €---------
Clearance Regression
A C
Normal HPV/CIN 1 CIN 3 Cancer

Molecular pathways
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Progression 10 — 15%
Regression 40— 60% 20%
15% 40% 20% 50%
4 > 3 > >
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mild severe
dysplasia
CIN CIN CIN
Normal 1 2 3 Carcinoma i situ Invasive carcinoma Death
Duration of disease 0 5 15 25
(years)
Average age of patient 25 30 45
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Stage Papanicola Richard CIN Bethesda
I Normal Normal Normal
IT Inflammation  Inflammation Possible

ASCUS
IIT Dysplasia CINI-II-III = Low or High
SIL
Iv CIS CIS High Grade
SIL
v Invasive Invasive Invasive

Table 7.2 LAST Terminology and the Three-tiered CIN System in Cytologic and Histologic Diagnoses

Histology Cytology
Dysplasia CIN LAST Papanicolaou The Bethesda
Natural History Model Nomenclature Nomenclature Nomenclature Classification System
Infection Negative Negative | NILM
Squamous atypia Squamous 1l ASC-US
atypia
Precancer Mild dysplasia CIN 1 LSIL 1 LSIL
Moderate dysplasia CIN 2
Severe dysplasia CIN 3 HSIL
Carcinoma in situ v
Cancer Carcinoma Carcinoma HSIL \Y Carcinoma

Terminology of cervical disease categories. The table shows histologic and cytologic terminologies of cervical disease categories.

NILM, negative for intraepithelial lesion or malignancy; ASC-US, atypical squamous cells of unknown significance; CIN, cervical intraepithelial
neoplasia; LSIL, low-grade squamous intraepithelial lesion; HSIL, high-grade squamous intraepithelial lesion.
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Evaluation of an abnormal Papanicolaou smear
in a patient with a grossly normal cervix

| Abnormal cytology (squamous cells) |

Colposcopy
| l
MNormal Transformation zone Transformation zone
findings fully visualized not fully visualized or
I positive endocervical
I curettage
Repeat Abnormal
abnormal findings
cytology
* ¥
Diagnostic Directed-biopsy Diagnostic
conization ECC conization
|
| | l
LSIL HSIL HSIL plus Frankly
Negative ECC microinvasion or invasive cancer
high-grade ECC
t { v !
Observation LLETZ Cone biopsy Radical surgery
CO; laser LLETZ or radiation
Cryosurgury

FIGURE 38-3 Algorithm for evaluation of patients with an abnormal Papanicolaou smear and a grossly normal-appearing cervix. ECC,
Endocervical curettage; HSIL high-grade squamous intraepithelial lesion; LLETZ, large loop excision of the transformation zone; LSIL, low-
grade squamous intraepithelial lesion.

Transient infection HPV viral persistence
3 290

Infection Prog
Normal cervix HPV-infected cervix
Clearance Regres
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Infection Progression Invasion
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Correlates of Long-term OC uses HPV genotype
exposure to HPV:
® Smoking

® Age at first intercourse
® Multiparity

® Number of sexual partners
® HPV genotype

® Condom use
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Invasive carcinoma of the cervix
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