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Abstract

Project Code : RMUS5180041

Project Title: Human papillomavirus genotype distribution in neuroendocrine carcinoma
of uterine cervix : an association of HPV genotype and detecting of
precancerous lesion by p16™"* immunohistocehemistry and HPV in situ

hybridization
Investigator : Sumalee Siriaunkgul Faculty of Medicine, Chiang Mai University
E-mail Address : ssiriaun@med.cmu.ac.th
Project Period : 3 years (15 May 2008-14 May 2011)
Objective : To determine the HPV genotype distribution and viral load in cervical
neuroendocrine carcinoma (NECA) in Northern Thai women and to detect the precancerous

lesion using HPV in situ hybridization and p16™*

immunohistocehemistry.

Medthods : Formaldehyde-fixed, paraffin-embedded tissues were tested for HPV genotype
using nested PCR and in-house dot blot hybridization. The precancerous lesion was searched
by using Dako GenPoint ISH high-risk probe against type 16, 18 and Dako Envision system
together with mouse monoclonal anti-human pl16™**. The HPV16 / HPV18 copy was
measured by real-time PCR.

Results : HPV DNA was detected in 93 cases. Seventy-six cases (81.7%) were single
infections, 14 (15.1%) were multiple. HPV18 was the most common type (70 cases, 75.3%,
followed by HPV16 (28 cases, 30.1%). Other genotypes included HPVS58 (3.2%), HPVS52

(2.1%), and HPV33 (1.1%). Co-infection of HPV16 and 18 was found in 11 cases (11.8%).

Together, HPV16 and/or HPV18 were found in 83 cases (89.3%). HPV18 was significantly



related to lymphvascular invasion. Low copy of HPV18 also related to tumor recurrence.
HPV18 and/or HPV16 were also demonstrated as punctuate pattern (integrated DNA) in
97.73% while P16™%* expression was present only 64.45%. Other adjacent benign epithelial
cells were all negative.

Conclusion : The distribution of HPV genotypes in cervical NECA is different from
squamous cell carcinoma and adenocarcinoma with a higher prevalence of HPV18 infection.
Vaccination against HPV16/18 would provide a protection of cervical NECA in almost 90%
of cases in Northern Thailand. HPV18 was significantly related to lymphvascular invasion.

Low HPV18 load was related significantly with tumor recurrence.





