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B-Cell Lymphoma, Melanoma, Leukemia, Glioblasoma, Breast, Colorectal,
Lung, Multiple Myeloma, Ovarian, Pancreatic, Prostate, & HPV-Related Cancers
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* Advances in the Management of Brain and Spine Tumors « HPV-Related Diseases
* Anesthesiology * Immunotherapy
* Biobanking « Infections in Oncologic Patients
* Big Data * International Clinical Trials
* Breast * Melanoma
« Cancer Prevention and Control * Metastatic Disease
« Critical Care * Molecular Pathology I- Tranlating Molecular Pthology into Clinical Applications
« Diagnostic Radiology Priorities in Cancer Screening * Molecular Pathology II- Liquid Biopsy Biomarkers for Immunotherapy
* Division of Surgery Grand Rounds * Onco-Hospitalist
* Early Phase Clinical Trials * Onco-Cardiology
* Genomic Medicine * Oncologic Emergencies
* Head & Neck Cancers * Ono-Nephrology
* Hematologic Malignancies * Overview of Moon Shots Program
* Hepato-Pancreato-Billary Oncology
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* Pediatric Brain Tumors
* Proton (Particle) Therapy
 Radiotherapy
 Precision Cancer Medicine ITechnology, Informatics, and System Biology
 Precision Cancer Medicine IIBiomarker Driven Clinical Trials with Targeted
Therapies @ Immunology: Lecture by Jim Allison
* Research Electronic Data Capture
* Robotic Surgery 1 gur=t!
* School of Health Professions/ Graduate School of Biomedical Sciences ar
« Stem Cell Transplantation 'I'
* Thyroid, Parathyroid and Adrenal Neoplasms
* Tranlational Research
* Tumor Micro Environment Controls Cancer Progression and Metastasis
« Urologic Oncology Advances and Controversies
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GAP conference 2017 (session 12: Head and Neck Cancers)
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, Thesmolecular details of HPV 16, DNA
vintegration and various patterns of methylation
*in HPV-associated head and neck squamous
celllines
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HPV related oropharyngeal cancer

Identification of human papillomavirus (HPV) 16 DNA
integration and the ensuing patterns of methylation in
HPV-associated head and neck squamous cell carcinoma

cell lines
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HPV related oropharyngeal cancer
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HPV related oropharyngeal cancer

100 100

£ w0 £ w0

3 5

) 2 w0

7 @

2w N=119 Ep — HPVposiive N=54
g 5 —— HPV negative N=65
s g

"o 50 100 150 200 "o 50 100 150 200

Survival Time (Months) Survival Time (Months)

3-year OS: 77.0% HPV positive: 3-year OS: 88.2%
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Materials - HPV16-positive HNSCC cell lines

UPCI:SCCOQO UPCI:SCC152 |UPCI:SCC154
Sex Male

Male Male
Age at surgery 46 47 54
Smoking Yes Yes Yes
Alcohol Yes Yes Yes
Primary tumor site base of tongue hypopharynx tongue
TNM classification T2NO recurrence T4N2
Degree of Poorly to Moderately NA
differentiation moderately

AR THEALI-3EDOHPVIG M ERREMAAREBIIIL
7=Dr. Susanne M. Gollin (University of Pittsburgh)d&YMTA
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Methods - NGS using a target-enrichment method

HpV16 DNA
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human genome

HPV integrants
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Genome Assembly
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Results - NGS analysis Results - integration sites
Roche FLX Titanium Sequencing L UpcLsccos T ) UPCI:SCC182
i P v /_J -’
i = B, g - B (s B
- 10 10 90 L_/ l\__,_/
_ 20 1 99 *
30 0.1 99.9 L
_ 40 0.01 99.99 E y "
3 Phred-squwsten; Guality Score = -10xiog o 11 uPcLScCis
10 (p) P: probability x ) ".‘ L
SampleID  Cell lines PF Reads PF Bases Avg.Read  Avg. Read - .'_
Length Quality M '-
RC2680  UPCI:SCC090 535,727 225,818,406 421.52 " ( _) .
e I . S
Average read length(£414.18 bpT#H>1= BHROEHAKIBUEOTER , ROFBREHAABUEZREL 2
13 14
Summary -1 Purpose -2
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Methods - Bisulfite Pyrosequencing Results - allele-specific DNA methylation analysis
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Results - Methylation pattern of the integrated HPV16 DNA Summary -2
and that of the human genome
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Discussion Conclusion
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Methods

Using patients’ samples by operative resection,
examinations by immunohistochemistry were
performed to confirm MSI status using MSH2,
MSH6, PMS2 and MLH1 antibody and count the
cell number expressing PD-L1, PD-1, CD8 or
Foxp3.

LMSHZ- 5 MLH1 |-

MSH6 - PMS2

PD-L1 PD-1

CcD8 Foxp3 ' ;

PD-L1 expression in NETs according

to organ
8
PD-L1+
PD-L1-
5
4
2
1
Pancreas Gastroenteral Unknown

PD-L1 expression in NETs according to
tumor grade

Absolute number of the infiltrating lymphocyte
expressing PD-1, CD8 or Foxp3 in intra-tumor and
peri-tumor respectively, according to
PD-L1+ and PD-L1- tumor

Pa-L14 44.3 PD-L1+
6 6 P11 4'2 PD-L1-
T 208 14.3
3 3 1{.1 i ‘ 14_3 11.2
73 ™
2 32

Intra- Peri- Intra- Peri- Intra- Peri-

Tumor Tumor Tumor Tumor Tumor Tumor
PD-1 CD8 Foxp3
Grade1 Grade2 Grade3
18 19
The absolute number of the itra-tumoral or
peri-tumoral infiltrating lymphocyte expressing Conclusion

PD-1, CD8 or Foxp3 according to tumor grade
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PD-1 CcD8 Foxp3
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* Expression of the 4 mismatch repair protein
could be detected in the all 20 NETs tumor.
There was no case showing MSI.

* 75% of NET expressed PD-L1. It might be
higher rate of PD-L1 expression compared
with other cancers. The absolute number of
Intra-tumoral infiltrating lymphocyte
expressing PD-1 or CD8 was also high.
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