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Human Papilloma Virus o <

* Double-stranded DNA
« > 200 types: Cutaneous/Mucosal

« Small, non-enveloped, capsid viruses 8 Kb circular genome, encoding
8 genes, Including 2 encapsulating structural proteins, L1&L2

L1 protein, expressed recombinantly in a cell-culture system, self-assembles in
the absence of the viral genome to form a Virus-Like Particle (VLP).

* L1 VLP is the immunogen used in the HPV vaccines.
L2 is the minor capsid protein that along with L1 mediates HPV infectivity



Human Papilloma Virus ;

* Replication cycle linked to epithelial differentiation- Maturatlon R
keratinocyte.

 Initial infection of the basal stem cell occurs as the result of
microscopic breaks in the epithelium .

 The infecting HPV virions appear to attach to the basal stem cell via
tissue-specific heparan sulfate proteoglycans

At the most superficial level, the genes for the L1, L2, and E4 genes
are transcribed for assembly of the viral capsid into which the HPV

genome Is packaged.
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HPV - Not Only Cervical Cancer: y
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HPV: Human Papillomavirus
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Global Annual HPV-Related Disease Burde /ﬁ

Annual New HPV-Related Disease Cases™
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HPV: Papillomavirus
Adapted from 1. ddFormanD etal. Vaccine. 2012;30 Suppl 5:F12-23. 2. World Health Organization. The cumrent status of development of prophylactic vaccines against human papillomavirus infection. Report of a
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Nearly All HPV-Related Cancers and Diseases
Are Caused by 9 HPV Types
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The triage today:
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CINtec PLUS Cytology removes
subjectivity from interpretation
» Co-expression of p16/Ki-67 biomarkers indicates
transforming HPV infections
CINtec PLUS CINtec PLUS CINtec PLUS

ol
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Negative pgative PO
Expression of p16 Expression of Ki-67 Co-expression of p16 & Reliant on
(brown) signals halting (red) signals Ki-67 (brown & red) interpretation of
of cell division progression of cell indicates cell cycle morphology only
division dysregulation

Source: CINtec PLUS Cytology package insert for the US market



CINtec PLUS Cytology test — FDA
approved intended use summary
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HPV16/18(+)*
*For HPV16/18+ use as additional informationin conjunction

SC reening (age C(O)bas® ° ] I N te c® PLUS - with the physician’s assessment of patientscreening history,

other risk factors,and professional guidelines to guide
25“65) sy CYTOLOGY patientmanagement.
12 other hrHPV(+)

Primary HPV

HPV16/18(+)* —w Colposcopy*
cobas o

HPV TEST
LBC/HPV co- *For HPV16/18+ use as additional informationin conjunction
testing (age 12 other hrHPV(+) —_— I N t e c® PLUS ‘ with the physician’s assessment of patient screening history,
other risk factors, and professional guidelines to guide
30-65) civeieay patient management.
LBC Cytology —
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Source: Adapted from CINtec PLUS Cytology package insert for the US market. CINtec plus is also CE-IVD, for permitted uses under the CE-IVD marking please refer to CINtec PLUS CE-IVD Cytology package insert.
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Cervical cancer 1n pregnancy

« 2" neoplasia diagnosed during pregnancy or postpartum
* 0.004-0.1% of pregnant and postpartum

 The incidence and persistence of HPV in women are higher during pregnancy
and increase over the course of gestation,
Hormonal variations? Local immunosuppression?
(de Freitas, Pereira, Mercon-de-Vargas, & Spano, 2018)

 Diagnostic tools and the treatment are the same in pregnancy

 Pregnancy does not change the aggressiveness and the progression of cervical
cancer

« Timing of therapy and delivery seems the most important factor for the health of
both mother and fetus (Ishioka et al., 2009; Morice et al., 2012; van Vliet, van
Loon, ten Hoor, & Boonstra, 1998).
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» Chemoradiotherapy is an optiol
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Cervical cancer In pregnancy

s mary treatment of early-stage cervical cancel

e je of 16 weeks for early-stage tumor could be an acceptable
..... s e : th (5%; Hunter, Tewari, & Monk, 2008)

ancer patientsdid not promote tumor recurrence (Alouini,
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FIGURE 4 Algorithm of therapeutic
management of cervical cancer. NAC:
neoadjuvant chemotherapy; PLN: pelvic
lymph node; TOP: termination of
pregnancy



Still left to be talked about: HPV Wiy

DURING
PREGNANCY

« Condylomas in pregnancy
 Conization in pregnancy
 Cerclage in pregnancy- after conization




But what can you do If - /\

» Can do in pregnancy: 7T
+ PAPS | F

* Colposcopy tbiopsy
* Conization (1% trimester)
 Deliver at 32-34w and treat/ termination of pregnancy (Sq cell ca or Adenoca)
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