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Human Papilloma Virus (HPV)

Non-enveloped DNA virus of 8000 base pairs
Human-specific

Transmitted by skin or mucosal contact
Epitheliotropic

Oncogenic



Taxonomy

> 120 genotypes

+/- correlating with location and type of
tumor

high risk HPV (classic 16/18)
low risk HPV (classic 6/11)



Cancer of the cervix

has the epidemiology of an
infectious disease

HPV in 99 % of cervical
cancers




Limeres Posse J, Scully C. N Engl
J Med 2016;374:2585-2585.

AIDS patient
condylomata acuminata
(HPV 6 /11)



Oesophagus

Anal and perianal region
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Primary target?

Probably a multipotent
basal cell

Virus passed to cells in
higher levels

driving them to DNA
replication and division



Anal-genital







,Non-specific
squamous hyperplasia“

PCR for HPV
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Nomenclature for anal dysplasia
Bethesda

* Low grade SIL (squamous intraepithelial lesion):

(P)AIN 1 (peri/anal intraepithelial neoplasia)
* High grade SIL:

(P)AIN 2 and 3, Bowen's disease, ca in situ, Tis

Darragh T. Arch Pathol Lab Med 2012



P16

a marker for
persistent viral
oncogenic activity

diffuse and intense
positivity

confirms a diagnosis
of high grade SIL



Ki 67




* grade of dysplasia reflects type of HPV



Co-factors of anal cancer risk

 Immunodeficiency

e Sexual practices that expose to repeated
infection with HPV

* Role of transitional epithelium?



" transitional (fac.)
~ squamous



Anal transitional epithelium




Special forms of SIL

* Perianal M.Bowen
 Bowenoid papulosis



(perianal) Bowen’s disease

histologically indistinguishable
from HSIL / PAIN 3

mostly HPV 16

Photo Prof. Itin, Dermatology, :
University of Basel, CH



Bowenoid
Papulosis

younger patients
with multiple,
small, rapidly
growing warts

Photos Prof. Itin, Dermatology
University of Basel, CH

" mostly HPV 16



Giant condyloma and
Verrucous carcinoma



Common characteristics:

* highly differentiated squamous proliferations
* none (or only minimally) invasive

* do not metastasize

e predominantly HPV 6/11



Giant condyloma
(Buschke — Lowenstein)

commonly ass. with HPV 6/11




Female,
periana
1cm







* (1) Entire specimen should be embedded
* (2) complete resection is sufficient treatment



Diagnosis?

small verrucous carcinoma?
reactive pseudoepitheliomatous hyperplasia?

Proposed term:
,highly differentiated squamous lesion®



Friedrich Nietzsche
1844 — 1900

»The will to a system
betrays a lack of honesty”

(Der Wille zum System ist ein
Mangel an Rechtschaffenheit)




Anal squamous cell carcinoma

In 90% related to HPV
(predominantly HPV16)

Increasing incidence
esp. in patients with
immunodeficiency

(Retroviral therapy does not
reduce the risk)




Esophageal polyps

Three types:

e Squamous papilloma

* Inflammatory polyp

* ,Endophytic type“ of polyp



Esophageal
squamous cell papilloma

role of HPV controversial
(10% to 80%)



Inflammatory ,,polyp“

,Reflux-polyp“
at the Z-line
related to GERD




,Endophytic type” of
papilloma

?healed inflammatory
polyp

Seemingly more often
associated with HPV
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HPV and
esophageal squamous cell carcinoma

* |n Western countries conflicting results (O-
25%)

* in high risk areas, esp China, high proportion
HPV-related



Oropharyngeal squamous cell
carcinoma

Incidence rising

esp. the proportion of HPV ass. cancers (70%)
HPV related cancers have a more favorable
Prognosis

Details of transmission, precancerous
conditions and role of co-factors largely
unkown



