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Welfare, and Family Affairs, Seoul, Korea

Visiting Scholar, University of Pittsburgh, Cancer Pharmacokinetics and
Pharmacodynamics Core, Cancer Therapeutics Program

A757 =g A THete] shatl



Scientific Session 1.
Still Ongoing Questions in Pancreas Cancer Treatment

Neoadjuvant Chemotherapy in Resectable

Pancreatic Cancer
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Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment

09:00-09:20 Neoadjuvant chemotherapy for resectable pancreatic cancer HTE (S40c] SALH
- current status

09:20-09:40 The resectability of pancreatic cancer after neoadjuvant H&H (Helc) Falelai)
treatment: a radiological perspective

09:40-10:00 Histopathological tumor response scoring in resected 0|3 (ME2cH Halzt)
pancreatic cancer following neoadjuvant therapy

10:00-10:20  Impact of surgical resection after preoperative chemotherapy g (M2l 2f2t
for metastatic pancreatic cancer

(Discussant 4217, o|Fal, Hel&, 44)
10:20-10:30  Coffee Break
Special Lecture O[3 (olzteicl o|2)
10:30-11:00  Clinical utility of NGS panel in pancreato-biliary cancers OJ gt (XtelcH 2t
Discussion (Discussant ZLIE, 28M, @812)

2
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Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment

4

Breast cancer

* William S. Halsted
* Halsted radical mastectomy

* Breast cancer arose in one location and spread to nearby lymph
nodes and then throughout the body

* So, removal of breast, chest wall muscle, and lymph nodes was
the logical treatment.

Breast cancer

* Bernard Fisher - alternative hypothesis S
* “Breast cancer is a systemic disease in that, tumor cells were
likely to have been disseminated throughout the body by the
time of diagnosis and that more expansive locoregional

therapy was unlikely to improve survival”

* In 1967, chairman of NSABP

A752; =Pl et shatg




UTHE (Sl ZULH: Neoadjuvant Chemotherapy in Resectable Pancreatic Cancer

Fisher hypothesis :

“Breast cancer is considered a systemic disease at time of
diagnosis, a condition requiring treatment of the entire patient
rather than just the source organ”

W) Chock for updates

Breast cancer is a systemic disease
optimally treated by a multidisciplinary
team Harbeck N Nat Rev Dis Primers. 2020 Apr 23

Nadia Harbeck

Summarizing a vast body of literature without losing meaningful information is a huge task, but
the field — and patients — can benefit from these projects.

Pancreatic cancer: local vs systemic

* Local disease: surgery, radiation, carbon ion therapy
* Systemic disease: chemotherapy, immunotherapy

* Who requires local/systemic therapy?
* Which modality? How long?
* How aggressive?

A75% S=Hg<ete stedis] | B



Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment

6

Pancreatic Cancer: Neoadjuvant Therapy?

* Tumor shrinkage: size, vessel invasion
* Micrometastatic disease

* Tumor biology and response to therapy
* Cleaner surgical margins

* Optimal patient selection: resectable, borderline

Pancreatic Cancer: Neoadjuvant Therapy?

* Gross examination: pancreatoduodectomy specimen
* Lab/Radiologic evaluation: CA19-9, CT, MR, PET

* Pathologic evaluation: regression grade

* Neoadjuvant therapy: which modality? how long?

* Adjuvant therapy: how much more?

A752; =Pl et shatg




UTHE (Sl ZULH: Neoadjuvant Chemotherapy in Resectable Pancreatic Cancer

NorPACT-1 (Nordic Pancreatic Cancer Trial-1)

Labori KJ et al. Neoadjuvant chemaotherapy versus surgery first for resectable pancreatic
cancer (Norwegian Pancreatic Cancer Trial - 1 (NorPACT-1)) - study protocol for a national
multicentre randomized controlled trial. BMC Surg. 2017 Aug 25

Labori KJ et al. Neoadjuvant FOLFIRINOX versus upfront surgery for resectable pancreatic
head cancer (NORPACT-1): a multicentre, randomised, phase 2 trial. Lancet Gastroenterol

Hepatol. 2024 Mar

NorPACT-1 (Nordic Pancreatic Cancer Trial-1)
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Scientific Session 1.

Still Ongoing Questions in Pancreas Cancer Treatment

NorPACT-1 [ | e
(Nordic Pancreatic Cancer Trial-1) [ g
i )

* 2017 Norway (5); 2019 Sweden (5);
2020 Denmark (1) Finland (1)

* Primary endpoint:

overall mortality at 1 year

— " TREATMENT Growp 2:
. I I TREATMENT Geoup 1 | | TREATMENT Grosp 2 |
Follow-up ||1
Final protocol
Neoadjuvant therapy

- FOLFIRINOX 4 cycles

a0 Adjuvant therapy
== - mFOLFIRINOX 8 cycles
e V o - Gemcitabine-Capecitabine
[ | e, | - Gemcitabine

|
TREATMENT Group 1 TREATHENT Group 2
| |
[ [ — ] 12
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UTHE (Sl ZULH: Neoadjuvant Chemotherapy in Resectable Pancreatic Cancer

Learning from NorPACT-1

* No role for 4 cycles of neoadjuvant FOLFIRINOX?
* Neoadjuvant issues?
* Surgery issues?
* Adjuvant issues?

* Diagnosing pancreatic cancer in the neoadjuvant setting

* Quality contol between multiple institutes

Springfeld C et al. Nat Rev Clin Oncol. 2023 May

Regimen Study Number of Tumour ( Responserate  Progressive Comments
phase patients stage (%) disease (%)
Chemotherapy
Gemcitabine™" ] m v 94 345 Used in CONKO-007 (ref. ')
] 430 v T 26
Gemcitabine plus capecitabine™ ] 267 v 191 157 Used in ESPAC-5F"
Gemcitabine plus nab-paclitaxel™ ] 43 v 23 20 Used in NEONAX", SWOG
51505 (ref. '), NEOLAP™
FOLFIRINOX™ 1] m v N6 152 Used in ESPAC-5F, NEOLAP™,
CONKO-007 (ref. ')
Cisplatin plus gemcitabine™ I 23 v 652 77 Limited to patients with
germline BRCAT/2 or PALB2
mutations
Chemoradiotherapy
SCALOP (capecitabine) I 3B n 23 14 50.4Gy in 28 fractions, used
SCALOP (gemcitabine) I 36 " \ 19 1 in ESPAC-5F
— 14

A757% A2g et shasl | 9



Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment
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Resectability: Anatomy, Biology, Condition (ABC)

Type of definition Anatomical Biological Conditional
No: R-Type A No: R-Type A
R Resectable R-Type A
Yes: BR-Type B Yes: BR-Type C
No: BR-Type A No: BR-Type A
BR Borderline resectable BR-Type A
Yes: BR-Type AB Yes: BR-Type AC
. No: LA-Type A No: LA-Type A
Locally advanced: LA LA-Type A

Yes: LA- Type AB

Yes: LA-Type AC

Biological definition:

= CA 19-9 more than 500 IU/ml

= Regional lymph node metastasis (biopsy or PET-CT)

Conditional host-related definition: « Depressed performance status (PS: 2 or more)

S. Isaji et al. Pancreatology 18 (2018)2-11

Evaluating Perioperative Therapy (Anatomy/Condition)

* When: is there a magical number? cycles vs months

* Tolerability and risk of progression/resistance

* How: imaging after neoadjuvant therapy

* RECIST (Response Evaluation Criteria in Solid Tumours)

* CTvs MRvs PET

A757} k=3Pl ete] skt




UTHE (Sl ZULH: Neoadjuvant Chemotherapy in Resectable Pancreatic Cancer

Duration

- (]
w (=]
Il ]

Treatment Duration (Weeks)
3

..
. - . 4.00
‘ '..

Puleo A, Malla M, Boone BA. Defining the Optimal Duration of
Neoadjuvant Therapy for Pancreatic Ductal Adenocarcinoma:
Time for a Personalized Approach? Pancreas. 2022 Oct

Resectable Treatment

® Gemcitabine-based
. @ Fluoropyrimidine-based
Other
» Mixed Fluoropyrimidine and Gemcitabine

Sample

@ 59

) L) L) 1 . 18200
2005 2010 2015 2020 2025

Year

Metabolic Activity by FDG-PET after Neoadj chemoTx in

Borderline Resectable/Locally Advanced Pancreatic Cancer

Overall survival (%)

075

0.50

0.25

0.00

SUVmax
b Recurranca frea survival Complete Metabolic Response
1.00 Total Lesion Glycolysis
Metabolic Tumor Volume
g o
H
'; a
' g
0.50
| i
_____ g
] 3 -
1 = ~—y
— SUV,,<3 - § o2st Tl
---8W =3 =
0.00
[ 12 18 24 0 6 12 18 24

Lee W, Oh M, Kim SC et al. Br J Surg. 2021 Dec 17
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Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment

Evaluating Perioperative Therapy (Anatomy/Condition)

* Perioperative issues:complication rates at 90 days after surgery
(assessed with the Clavien-Dindo and International Study Group on

Pancreatic Surgery classification systems)
* Starting adjuvant therapy: adverse events, dose reductions, delays
* Quality of life and rehabilitation

* Intent-to-treat, Per-protocol

140 randomised

77 assigned to neoadjuvant chemotherapy 63 assigned to upfront surgery
IFOLFIRINOX)
.
*1 other htogathalogical disgrosin 7 other histopathaologscal diagnosis
Learning from |"msssme | e
2 pancreatic neuroendocrine ——* 2 pancreatic meuroendocring
tumourftaronoms tumaour/carcinoma
2 chronic pancreatitly

*11 POAL did not recesve neoadjuvant therapy
& faiure 12 achieve adequate biopsy

2 faibure to achieve normal bilrubin e
2 bilary infection”
1 kicker Faare

NorPACT-1

*3 PDAL received othe reasdiuvant fegimen
1 gemeitabine,nab-paciitane

1 ]
*3 other h dhnlnatool 4 1 radictheraoy
1 duodenal adenocarcinoma 60 PDAC received necadjuvant FOLFIRINOX.
2 pancreatic neuroendocrine Included in per-protocol analysis
tumour/carcinoma ’:M;m
7 received 2 cycles
*11 PDAC did not receive necadjuvant therapy 9 received 1 cycle
6 fallure to achleve adequate blopsy
2 fallure to achleve normal bilirubin el F _,| 4 A enderwent e s seplasion ‘
2 biliary infection’ Lowh
1 kidney failure 54 recaived surgical exploration 55 PDAC received surgical exploration
Included in per protocol-analysis

- "
3 PDAC received other L I rer——— 6 undenwert o resetton
1 gemcitabine /nab-paclitaxel | metastat disease 7| 6 metastatic sisease
1 gemcitabine monotherapy
1 radiotherapy 46 underwent resection l | 49 underwent resection |
20

12 | A7s3 853739l 7513] s3]



UTHE (Sl ZULH: Neoadjuvant Chemotherapy in Resectable Pancreatic Cancer

140 randomised

77 assigned to neoadjuvant chemotherapy
IFOLFIRINOX)

| [ 63 assigned to upfront surgery |

Learning from [ e ]

7 recenved nc adjuvant chemotherapy
2 postopserative mortality
3 postoperative complications

NorPACT-1 —

l 49 underwent resection |

S received no adjuvant chematheragy
1 ity
1 poor performance status
3 early disease progression

39 received adjuvant chemotherapy
31 completed
9 mFOLFIRINOX (8 cycles)
18 GemCap (4 or 6 cycles)
4 Gem (4 or 6 cycles)’
8 did not complete
2 mFOLFIRINOX [4 and 6 cydles)
& GemCap (3 cydes)

a4 received adjuvant chemotherapy
31 completed
12 mFOLFIRINOX (12 cycles)
13 GemCap® (6 cycles)
5 Gem (6 cycles)
1 FLV (12 cyces)
13 did not complete
& mFOLFIRINOX (1, 5, 6, 6, 8 and 8 )
4 GemCap (1, 1, 2 and 4 cycles)

3 Gem (1, 1 and 3 cycles)

2 postoperative mortality A
3 postoperative complications
2 early disease progression

7 received no adjuvant chemotherapy 5 received no adjuvant chemotherapy

1 postoperative mortality
1 poor performance status
3 early disease progression

Patients’ condition during chemotherapy a

nd surgery is critical.

Evaluating Perioperative Therapy (Biology)

* CA 19-9: ELISA, CLIA, RIA, ECLIA
* circulating tumor DNA (ctDNA)

* next generation sequencing (NGS)

* droplet digital PCR (ddPCR)
* Circulating tumor cell (CTC)

* Exosome

Interpretion
= between various
modalities/methods

A757%} = A Tete] shats]
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Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment

14

Translational Research: Tissue is the Issue

* Adequate tissue: Surgery, Biopsy

* Multidisciplinary collaboration : surgery, pathology, radiology, medicine

+ Additionally molecular biology, bioinformatics, immunology ...

The list grows on and on...

* Cancer subtype (classical/basal-like, squamous, immunogenic)

* Whole genome sequencing (ctDNA, RNA vaccines)

Subtypes may help guide Tx strategies

Collisson et al.”

Moffitt et al.”

Bailey et al.**

Chan-Seng-Yue
etal.”

Kalimuthu et al.*®

Quasi-mesenchymal
(5100A2)

Basal-like

Squamous (TP63 and
MYC)

Basal-like A Basal-like B Classical A Classical B

>40% non-gland-
forming component

Classical
Classical (GATA6)

Progenitor (FOXA2,
FOXA3, PDX1, HNF1
and HNF4)

Hybrid

<40% non-gland-
forming component

Exocrine-like

Immu nic ADEX

(CD4,CD8,  (MIST1,
CTLA4 and NR5A2
PD1) and RBPJL)

Connor AA, Gallinger S. Pancreatic cancer evolution and heterogeneity: integrating omics and clinical data.
MNat Rev Cancer. 2022 Mar;22(3)

24
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UTHE (Sl ZULH: Neoadjuvant Chemotherapy in Resectable Pancreatic Cancer

Subtypes may help guide Tx strategies

Moffizt et al.

Integrative subtype

swomalscore M TLTTALT I_-l I i I B Classical
ESTIMATE[23] 1 Immune score 11 T TR mmn -l_ [ 1 | W Activated sroma
Tumor purity [HE BT NETREN (001 NS D000 DI MENIND n I 8 Hormel stroms

Mofitt [ Tumor subtype Il I I . || | . ) | I Puleo et al
etal[7]]| syomalsubtype TH THT 11 ENIESNITEINIENIN D DD INDE P ::Mhnl:l-l#l!
re classical

Subtype _--_I_LI_I_I_I.I.- 8 Immuna classicst
Basal-like | I.I.Jlj w11 | | EININIi.

Classical [ NI 11 B S e
pulso | Activated stroma 101 W 1 O ) i e
etal[22] | Inflammatory stroma lllul T 1 T illllIIIIl T ATeay = T
Structural vascular 1 | EIN NI EEE HIETE Ao | Gog
Immune | [ |11| I 11— 1] ommimors _brea
Endocring _Il-l || m [ I | [ LNIRUIN . 11 11 oon
Exccrine . K1 1 11 [ W T ——
ctatlagy~ Swematsubtrpe NN TU UL TL FETNEMTTTIUTNN DU T LT W RS r M [ W (] ecuen
g B immune-rich
BasalTumor [ 1 I lIlI-IIJI-_- BONE WL STLTIL  pengetal.
ClassicalTumcr [T I 1NN A [i1] I il
- Activatedstroma W11 11 _lllllll IIlI 1NN - — =N
1 NormalStroma Claacal {docrie.
et al[27] - —
imewne TE B EL 10 L1 [ | 1-|1| ||||||-<w.-.-. e
Endocrine 1 11 | || e e P
Exocrine (1M IMLL NII | I 11||| Illl --l
Collisson at aL[20] sunwpe— Collisson st al.
B Classical
i | S0 1 I ] T W oo
Bailey o2 al.[11] Subtype B Emorine-lke
Bailey et al.
l J B Progenitee
Activated stroma- Invasive and Immunogenic Exocrine- W Souamous
enriched invasive squamous proliferative progenitor ik W immunogen:
squamous sQuamous B ADEX
Hyeon DY et al. Proteogenomic landscape of human pancreatic ductal adenocarcinoma in an Asian
population reveals tumor cell-enriched and immune-rich subtypes. Nat Cancer. 2023 Feb;4(2) 25

Phase 1 trial of Autogene Cevumeran in
Resectable Pancreatic Cancer

a Custom manufacture
autogene cevumeran
Process and  Sequence (individualized
transport tumour and Predict and select neocantigen-encoding
tissues normal DNA neoantigens mHNh—llpopIex}
B e e e e s

T— w Kan_.r inclusion criteria
>__ e | | PN ! « All surgically resectable PDAC |
AVAY - No borderline resectable

Resecﬂon/ & Tumour RNA i - No locally advanced
@ 1 or metastatic disease !
g Y —r e — i -Noneoadjuvant therapy !
autogene cevumeran jeebrscentigens @
Autogene cevumeran mFOLFIRINOX
Week 0 6 1? 21 43 46
____________ | | I
Screen T T TT TT TT T T T Follow-up
for eligibility Surgery Atezolizumab  Priming doses 1-8 12 cycles Booster
1 dose (biweekly) dose 9
Rojas LA, Sethna Z, Soares KC et al Nature. 2023 Jun;618(7963):144-150

A757%} = A Tete] shats]
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Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment

FINDINGS

Median DFS was longer for patients receiving mFOLFIRINOX
compared with those receiving gemcitabine

Conroy et al. JAMA Oncology 2022 Rojas et al. Nature 2023

100
Median RFS: not reached
. £ _
3 : Mo recur at 30 months in 8
% # 240 perarm g patients
2 5 o
% =S mFOLFIRINDX g
2 A =
a —— [}
0.2 e SN YT T ST T L
Gemitabine t Median RFS: 13.4 months
0 g ; 0 — 1 1 1 1
0 12 24 36 48 60 72
Time, mo 006 1 18 %4 %
Months
Median DFS —— Responders (n = 8)

mFOLFIRINOX: 21.4 mo
Gemcitabine: 12.8 mo
HR, 0.66; 95% Cl, 0.54-0.82; P<.001

—'— Non-responders (n = 8)

P = 0.003

HR: 0.08 (0.01-0.4)

Median follow-up: 18.0 months

Conclusion

Estimated deaths
(thousands)

* The optimal perioperative therapy in .

Lurg

W Pancress
O Colorectal
# Breast
W Liver and inkrahepatic

bile dect
W Proshate
=== * = Brain and central

R o o S S nervous system

this approach feasible and promise e
# Non-Hodgkin

b etter outcomes fo r pat |e nts | nt he 2016 2016 2020 2022 2004 2026 2028 2030 2032 2034 2036 2038 2040 | o
Yeir

pancreatic cancer is still under

investigation.
07 b R e P

* Multi-disciplinary efforts have made ku; -

near future.
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UTHE (Sl ZULH: Neoadjuvant Chemotherapy in Resectable Pancreatic Cancer

Pancreatic cancer: local vs systemic

* Local disease: surgery, radiation, carbon ion therapy
* Systemic disease: chemotherapy, immunotherapy

* Who requires local/systemic therapy?
* Which modality? How long?
* How aggressive?

It takes a village Collaborate, Translate, Change lives

Minimum 42 people involved in the process !‘;
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« Education

Graduate
2006.03-2012.02
2017.03-2019.08
Postgrduate
2012.03-20130.02
2016.03-2020.02
20204.03-2021.02
Specialty Boards
2020.03

2021.03-2022.02
2022.03-

Membership

National
2016-
2016-
2020-
International
2020-

« Awards

Seungchul Han

Assistant Professor, Department of Radiology, Samsung Medical Center

Graduate School, College of Medicine — M.D., Seoul National University
Graduate School, College of Medicine — M.S., Seoul National University

Rotating Internship, Seoul National University Hospital, Seoul
Radiology Residency, Seoul National University Hospital, Seoul

Radiology Fellowship, Seoul National University Hospital, Seoul

Korean Board of Radiology (#4085)

Academic & Professional Appointments

Full-time Lecturer of Radiology, Seoul National University Hospital

Assistant professor, Samsung medical center

Korean Radiological Society
Korean Society of Medical Ultrasound
Korean Society of abdominal radiology

European Society of Radiology

Top 20 presenter award in 2020 ESGAR

Other Activities

Organizing Committee of KSUM 2023
Organizing Committee of AFSUMB 2024
Academic Committee Deputy Secretary of Korean Liver Cancer Association (2023)
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Scientific Session 1.
Still Ongoing Questions in Pancreas Cancer Treatment

The resectability of pancreatic cancer after

neoadjuvant treatment: a radiological
perspective

5E (g Fgoista

Neoadjuvant chemotherapy has become a pivotal intervention in the management of borderline
resectable pancreatic cancer (BRPC), significantly enhancing resectability and improving patient
prognosis. Despite these advancements, several challenges remain, necessitating a multidisciplinary
approach to optimize outcomes. BRPC is defined by criteria from various guidelines, including those
from the NCCN, Alliance, and MD Anderson, primarily based on the tumor's relationship with
surrounding vessels. Accurate assessment of tumor response to neoadjuvant chemotherapy is critical
for guiding surgical decision-making.

This session will focus on conventional and advanced imaging modalities used in evaluating BRPC
response to neoadjuvant chemotherapy. The primary modality will be multiphase contrast-
enhanced CT, which serves as the cornerstone for assessing changes in tumor size, vascular
involvement, and potential metastases. However, a significant challenge for radiologists is
differentiating between post-treatment fibrotic, inflammatory changes and residual tumor and in
this matter, CT possesses crucial limitations in evaluating the tumor viability. Therefore, we will
explore the crucial roles of MRI and PET-CT/MR in the post-treatment evaluation of BRPC.
Diffusion weighted imaging in MRI and PET-CT/MR's capability to detect metabolic changes may
offer specific advantages in characterizing tumor response and detecting subtle changes post-
treatment, which are crucial for accurate assessment.

This session will also address experimental techniques to enhance diagnostic accuracy, including
perfusion CT, molecular imaging and radiomics. While these approaches are still experimental, they
hold considerable promise. Perfusion imaging and molecular imaging can provide detailed
information about the microvascular and molecular environment, offering insights beyond
conventional imaging. Radiomics, on the other hand, can analyze quantitative imaging features that

are not visible to the naked eye. These advanced methods have the potential to provide more precise
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Scientific Session 1. Still Ongoing Questions in Pancreas Cancer Treatment

characterization of tumor response.

In conclusion, this session will discuss the pivotal role of radiologic imaging in the management of
BRPC following neoadjuvant chemotherapy. Detailed and accurate imaging evaluations are essential
for optimizing treatment strategies and improving patient outcomes within a multidisciplinary
framework. By enhancing radiologists' proficiency in interpreting imaging findings, this session aims
to contribute to more effective clinical decision-making and better overall management of BRPC.
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Scientific Session 1.
Still Ongoing Questions in Pancreas Cancer Treatment

Histopathologic tumor response scoring in

resected pancreatic cancer following
neoadjuvant therapy

0|73& (e Wl

Tumor response evaluation of treated pancreatic cancer has three main issues: evaluation protocol

of residual tumor, histologic change of tumor bed, and grading system of residual tumor.

1. Evaluation protocol of residual tumor

Pancreatic ductal adenocarcinoma is the most common histologic type, with prominent
desmoplastic stroma and an infiltrative growth pattern. The gross estimation of pancreatic cancer is
not correlated with the microscopic evaluation of cancer cells on tumor size and viable tumor
burden. The current College of American Pathologists (CAP) cancer protocol recommends
microscopically validated tumor size and systemic tumor mapping across the largest possible tumor/

tumor bed.

2. Histologic change of tumor and tumor bed

Chemoradiotherapy induces degeneration or necrosis of viable cells, including nontumor and tumor
cells, and fibrotic change on tumor stroma and vascular tissue. Estimation of the tumor bed, which is
originally the tumor area, is based on the fibrotic stroma but cannot be exactly delineated with
treatment-induced fibrosis and original tumor stroma. Cellular responsiveness of tumor cells is
presumed by hyperchromatic pleomorphic nuclear change of residual tumor cells. Reactive fibroblasts,
enlarged endothelial cells, wall thickening of vessels, foamy histiocytes of aggregates or edematous
change of stroma, and acellular mucin suggest tissue response of treatment. Residual tumor size is the

maximum linear dimension holding the whole residual tumor. Residual tumor burden means
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3. Grading system of residual tumor

The grading system is basically a residual tumor burden on the tumor bed. Five or more grading
systems have been published since 1988. They are a three- or four-tiered system. Evans, CAP, and
MD Anderson systems are representative systems in which several studies on reproducibility and
clinical implication or prognostic significance are reported. The cutoff of each score is slightly
different among systems; less than {10% (Evans), less than 5%(MD Anderson), single or rare small
group of cancer cells (CAP) groups, or no residual tumor have a better prognosis than the others,
which means only microscopically identifiable residual tumors have survival gains. Interobserver
concordance was reported to be 0.14 to 0.79, very wide. It results from semiquantitative scoring
method. There is one quantitative evaluation system, multiplying tumor cellularity and the largest

dimension of the tumor, but it is not evaluated in a multicenter.
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Ho Kyoung Hwang

Professor, Division of Hepato—Bilio—Pancreas surgery,
Department of Surgery, Severance hospital,
Yonsei University College of Medicine, Seoul, Korea

« Education
1994.03-2000.02 Medical School, Yonsei University Wonju College of Medicine, Wonju, Korea,
Bachelor of Medicine, M.D.
2008.09-2014.08 Postgraduate School, The Graduate School,
Yonsei University (Master course), Seoul, Korea
2015.03-2018.08 Postgraduate School, The Graduate School,
Yonsei University (Ph.D. course), Seoul, Korea

« Training & Employment
2001.03-2005.02 Residency, Department of Surgery, Severance Hospital
Yonsei University college of medicine
2005.03-2008.04 Military Service : Chief of department of surgery,
Department of Surgery, Migrant Worker’s Hospital
2008.05-2010.02 Fellowship, Division of HBP surgery, Department of surgery, Gangnam Severance
Hospital, Yonsei University college of medicine
2010.03-2014.02 Clinical assistant professor, Division of HBP surgery
Department of surgery, Severance Hospital, Yonsei University College of Medicine
2016.08-2017.08 Visiting scholar, Department of Surgery
University of California San Diego, USA
2014.02-2019.02 Assistant Professor, Division of HBP surgery
Department of surgery, Severance Hospital, Yonsei University College of Medicine
2019.03-2024.02 Associate Professor, Division of HBP surgery
Department of surgery, Severance Hospital, Yonsei University College of Medicine
2024.03-present Professor, Division of HBP surgery

Department of surgery, Severance Hospital, Yonsei University College of Medicine

24 | A75% A=t Sl



Scientific Session 1.
Still Ongoing Questions in Pancreas Cancer Treatment

Impact of surgical resection after

preoperative chemotherapy for
metastatic pancreatic cancer
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Sung Hwan Lee
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*-j Associate Professor / Vice Director, Department of Surgery / Advanced
[ OMICs Research Center, CHA Bundang Medical Center, CHA University /
r CHA Future Medicine Research Institution

« Education Background
1997-2005 M.D., Yonsei University Wonju College of Medicine, Wonju, Korea
2009-2017 M.S.-Ph.D., Yonsei College of Medicine, Seoul, Korea (Integrated Ph.D. program)

. Professional Experience

2005-2006 Internship, Wonju Christian Hospital, Wonju, Korea

2006-2010 Residency, Severance Hospital, Seoul, Korea

2010-2013 Public Health Doctor, Migrant Worker's Hospital, Seoul, Korea

2013-2015 Clinical Fellow, Department of HBP surgery, Severance Hospital, Seoul, Korea

2015-2017 Research Fellow, Department of Pathology, Yonsei University College of Medicine

2017-2019 Postdoctoral Fellow, Department of Systems Biology, University of Texas MD
Anderson Cancer Center, USA

2019-2021 Assistant Professor, Department of Surgery, CHA University School of Medicine,

Seongnam, Korea
2022-Present Associate Professor, Department of Surgery, CHA University School of Medicine,

Seongnam, Korea

28 | A75% =gt sl



Special Lecture

Clinical utility of NGS panel

In pancreato—biliary cancer

o138k ey Az

Tumor heterogeneity and complexity are well-known causes of therapeutic resistance and poor
prognosis in pancreato-biliary cancer. Emerging technology using NGS panel sequencing has
recently become popular, with reimbursement from national health insurance in the clinical practice
of solid cancer to get helpful information for personalized molecular target therapy. This technology
allows us to decipher molecular characteristics that can be actionable with precision strategy and
tumor biology. The formalin-fixed paraffin-embedded (FFPE) blocks from biopsy or surgical tissue,
the principal repository form of clinical tumor samples, can be utilized to apply the NGS panel
sequencing to guide molecular classifications. Recent advances in this platform enable precision
medicine, especially in the medical oncology field. This presentation will introduce and discuss the
NGS panel technology focusing on clinical usability in pancreaticobiliary cancer. This technology
warrants translational research by HBP surgical oncologists for clinically relevant molecular

deciphering with clinical samples in the era of precision surgical oncology.
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Munseok Choi

Clinical assistant professor, Division of Hepato—Biliary—Pancreatic Surgery.
Department of Surgery, Yongin Severance Hospital.
Yonsei University, College of Medicine, Yongin—si, Korea

« Education
2003.03.01-2009.02.28  Keimyoung University College of Medicine, Daegu, Korea
2019.03.01-present Doctoral Degree, Graduate School, Yonsei University

« Work Experience
2010.04.25-2013.04.25  Mandatory military service as army surgeon
2014.03.01-2015.02 28  Internship, Yonsei University Health System, Seoul, Korea
2015.03.01-2019.02.28  Residentship, Department of Surgery, Severance Hospital,
Yonsei University College of Medicine
2019.03.01-2021.02.28  Clinical Fellowship, Division of Hepato—Biliary—Pancreatic Surgery
Department of Surgery, Severance Hospital, Yonsei University College of Medicine
2021.03.01-2022.02.28  Contract Doctor, Department of Surgery, Yongin Severance Hospital,
Yonsei University College of Medicine
2022.3.1- Clinical Assistant Professor, Department of Surgery, Yongin Severance Hospital,

Yonsei University College of Medicine

« RESEARCH INTERESTS

Hepato-biliary—pancreatic science
Minimally invasive pancreatic surgery
Surgical treatment for primary and metastatic liver cancer

« Professional Organization

2015- Member, The Korean Surgical Society

2019- Member, The Korean Association of Hepato—Biliary—Pancreatic Surgery

2023- Educational committee, The Korean Society of Endo-Laparoscopic & Robotic Surgery
2023- Academic committee, The Korean Association of Hepato—Biliary—Pancreatic Surgery
2024~ Secretory General, The Korean Study Group on Minimally Invasive Pancreatic Surgery
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Impact of Adjuvant Therapy on Resected Invasive

Intraductal Papillary Mucinous Neoplasm of the
Pancreas : an Korean multicenter cohort Study

22 (@A 2

Munseok Choi, M.D.; In W. Han, M.D. Ph.D.; Wooil Kwon, M.D. Ph.D.; Joon Seong Park, M.D. Ph.D.;
Hyung Sun Kim, M.D.; Seok Jeong Yang, M.D.; Seung Eun Lee, M.D., Ph.D.; Hyung-II Seo, M.D., Ph.D.;
Myunghee Yoon, M.D., Ph.D.; Seungjae Lee, M.D., Ph.D.; Min Su Park, M.D., Ph.D.;
Yoo-Seok Yoon, M.D., Ph.D.; Sung-Sik Han, M.D., Ph.D.; Huisong Lee, M.D., Ph.D.; Jae Do Yang, M.D.,
Ph.D.; Jun Chul Jung M.D., Ph.D.: Jin Ho Lee, M.D.; Dong Do You M.D., Ph.D.: Keun Soo Ahn M.D.,
Ph.D.: Koo Jeong Kang M.D., Ph.D.; Woohyung Lee, MD, Ph.D.; Jin-Young Jang, M.D., Ph.D.;
Song-Cheol Kim, M.D., Ph.D., Chang Moo Kang, M.D., Ph.D. Korean Pancreas Surgery Club

'Department of Surgery, Yongin Severance Hospital, Yonsei University College of Medicine, Yongin-si, Korea

Department of Surgery, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea

SDepartment of Surgery, Seoul National University Hospital, Seoul National University College of Medicine, Seoul, Korea

“Department of Surgery, Gangnam Severance Hospital, Yonsei University College of Medicine, Seoul, Korea

>Department of Surgery, CHA Bundang Medical Center, CHA University, Seongam-si, Korea

°Department of Surgery, Chung-Ang University College of Medicine, Seoul, Korea

"Biomedical Research Institute, Pusan National University Hospital, Busan, Korea

8Department of Surgery, Konyang University Hospital, Daejeon, Korea

“Department of Surgery, School of Medicine, Kyung Hee University, Seoul, Republic of Korea

Department of Surgery, Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seoul, Korea

"Center for Liver and Pancreatobiliary Cancer, National Cancer Center, Goyang, Republic of Korea.

2Department of Surgery, Ewha Womans University College of Medicine, Seoul, Korea.

BDepartment of Surgery, Jeonbuk National University Medical School and Hospital, Jeonju, Republic of Korea

“Department of Surgery, Soonchunhyang University Bucheon Hospital, Soonchunhyang University College of Medicine,
Bucheon, Korea

®Department of Surgery, National Health Insurance Service Ilsan Hospital, Goyang, Korea

Department of Surgery, St. Vincent's Hospital, College of Medicine, The Catholic University of Korea, Seoul, Korea

"Department of Surgury, Keimyung University Dongsan Hospital, Keimyung University School of Medicine, Daegu, Republic of Korea

8Department of Surgery, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea

YDepartment of Surgery, Severance Hospital, Yonsei University College of Medicine, Seoul, Korea

Background: Adjuvant therapy (AT) has demonstrated survival benefits in patients with pancreatic
ductal adenocarcinoma (PDAC). However, the oncologic efficacy of AT in resected invasive
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intraductal papillary mucinous neoplasms (IPMN) remains unclear, and there are no established
guidelines in this context. This study aimed to investigate the potential role of AT in patients with
resected invasive IPMN.

Materials and Methods: A retrospective analysis was conducted on 618 patients with invasive
pancreatic IPMN treated between 2005 and 2020 across 18 centers in Korea. Propensity score-
matched and stage-matched survival analyses were performed.

Results: After exclusions, 539 patients were included in the study. In a 1:1 propensity score-
matched analysis with covariates, 354 patients were enrolled. Multivariate analysis identified
perineural invasion (hazard ratio [HRI, 2.589; 95% confidence interval [CI], 1.528-4.385, p < 0.001)
and CA 19-9 ) 37 (HR, 2.589; 95% CI, 1.528-4.385, p < 0.001) as adverse prognostic factors in
resected invasive IPMN. In the overall cohort, there were no significant differences in disease-free
survival (DFS) and overall survival (OS) between the surgery alone (SA) group and AT group (p =
0.882, p = 0.080). Likewise, in the stage-matched analysis, no significant differences in OS were
observed between the SA and AT groups (stage I, p = 0.621; stage II, p = 0.662, stage III, p = 0.571).
While DFS was improved in the stage I group with SA group (p = 0.020), this benefit was not
observed in other stages (stage II, p = 0.452, stage III, p = 0.492). Subgroup analysis by perineural
invasion and CA 19-9 ) 37 status did not show a survival benefit with AT (PNI+, p = 0.568; CA 19-9 )
37, p =0.703).

Conclusion: Unlike in PDAC, the current AT strategy may not be recommended for resected
invasive IPMN. Further investigations are warranted to elucidate the potential role of AT in invasive
[PMN.

Keywords: pancreatic IPMN, pancreas cancer, adjuvant therapy, invasive IPMN, multicenter study
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Assistant Professor,

Liver Transplantation and Hepatobiliary Surgery
Chungnam National University Hospital

. Educational Background

2006 Doctor of Medicine Chungnam National University School of Medicine
2009 M.S. in Medicine Chungnam National University Graduate School
2017 Ph.D. in Medicine Ulsan University Graduate School

. Professional Experiences

2014-2017 Clinical Instructor, Ulsan University College of Medicine, Asan Medical Center
2018-2022 Assistant Professor Chungnam National University School of Medicine
2023-Present Associate Professor Chungnam National University School of Medicine
2023-Present Vice dean for Research Chungnam National University School of Medicine

« Professional Organizations

2023-Present Director of the informatics board, Korean Society for Transplantation
2023-Present Vice Secretary General, Korean Association of HBP Surgery

2022-Present Clinical Trial Committee, Korean Society of Surgical Oncology

2021-Present Research Committee, Korean Association of HBP Surgery

2021-Present Education Committee, Korean Association of HBP Surgery

2021-Present Scientific program and research Committee, Korean Society for Transplantation
2021-Present Insurance Committee, Korean Society for Transplantation

2021-2023 Liaison Committee, Korean Association of HBP Surgery

2021-2023 Research Committee, Korean Liver Transplantation Society

2020-2022 Editorial Committee, Korean Society of Surgical Metabolism and Nutrition
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Analysis of the effects of probiotics intake on the
microbiome of bile and feces in patients with chronic

cholecystitis for the treatment of future biliary tract cancer;
single center, single arm, prospective clinical trial
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« Education

2008-2014
2014-2018
2021-

Hye—-Sol Jung
Division of HBP Surgery, Department of Surgery,

Seoul National University College of Medicine,
Seoul National University Hospital, Seoul, Korea

J.D., Seoul National University College of Law
M.D., Yonsei University Medical School
Ph.D., Seoul National University College of Medicine

« Experience and Training

2012.03-2014.02
2017.01.04-01.27

Judicial Research and Training Institute
Clinical Training Program
Osaka Medical Center and Research Institute for Maternal and Child Health

Internships and Residencies

2018.03-2019.02
2019.03-2022.02
2022.03-

Faculty
2024.03-

« Awards
2019-2021

2021

2021
2022

2022
2023
2023

2023
2023

2024

Internship, Severance Hospital, Seoul, Korea.

Residency in Department of Surgery, Seoul National University Hospital, Seoul, Korea.
Fellowship in Division of HBP Surgery, Department of Surgery

Seoul National University Hospital, Seoul, Korea.

Assistant professor, Seoul National University Hospital, Seoul, Korea.

Department of Surgery, Seoul National University Hospital

Top honors of the Surgical Residency Program

HBP Surgery Week, KHBPS (Korean Association of Hepato—biliary—pancreatic Surgery)
Best Poster Presentation Award

A-PHPBA 2021 Bali - Virtual Congress, 4th Favorite of E-Video Session

Seoul National University College of Medicine

The SNU Medicine Graduate Student Best Paper Award (Clinical Medicine) - First Place -
ACRLS 2022 (Asian—Pacific Congress of Robotic Laparoscopic Surgery 2022)

Best Presentation Award

HBP Surgery Week, KHBPS (Korean Association of Hepato—biliary—pancreatic Surgery)
Best Oral Presentation Award

The 75th Annual Congress of Korean Surgical Society

The Korean Society of Endo—Laparoscopic & Robotic Surgery

The Best Mentor-Mentee Video Award

The Annual Congress of the Korean Surgical Society, Best Investigator Award

The 74th Congress of the Korean Pancreas Surgery Club

(The 1st Korean Pancreas Surgery Club and Japanese Society of Pancreatic Surgery
Joint Symposium), Best of the Best Presentation Award

HBP Surgery Week, KHBPS (Korean Association of Hepato-biliary-pancreatic Surgery),
Presidential Award
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Cost—effectiveness analysis of the revised
International Association of Pancreatology (IAP) 2023

guidelines for the management of branch—duct
intraductal papillary mucinous neoplasm
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The Role of Intravenous Ferritin in Optimizing
Postoperative Recovery Following

Pancreaticoduodenectomy: A Multicenter,
Randomized, Controlled Trial
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Video Session.
Master's Secret Recipe for Solving Extremely Difficult Situation during Operating

Surgical tips for advanced pancreatic

cancer in open surgery
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Scientific Session 2.

In — depth Exploration on
the Cutting—edge Themes in HBP
Surgery Week 2024
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Department of hepatobiliary Pancreas surgery, Korea University College of
Medicine, Kore University Guro Hospital

. Educational Background
1996.03-2002.02 Medical Doctor, College of Medicine, Korea University
2003.09-2006.02 Master’s degree, Undergraduate school, General surgery, College of Medicine, Korea
University
2006.03-2008.08 Doctor’s degree, Graduate school, General surgery, College of Medicine, Korea
University

. Professional Experiences
2002.03-2003.02 Internship, Korea University Medical Center
2003.03-2007.02 Resident, Department of Surgery, Korea University Medical Center
2007.03-2009.02 Clinical Instructor, Division of Hepatobiliary pancreas
Surgery, Yonsei University College of Medicine, Severance Hospital, Seoul
2009.03-2012.08 Clinical Instructor, Division of Hepatobiliary Pancreas Surgery and Transplant Korea
University Guro Hospital, Seoul
2011.03-2011.06 New York Memorial Sloan Kettering Cancer Center
2011.07-2011.09 Kurume University, Japan
2011.10-2011.12 Nagoya University, Japan
2012.09-2016.02 Assistant professor Division of Hepatobiliary Pancreas Surgery
Korea University College of Medicine, Korea University Guro Hospital, Seoul
2016.03-2021.02 Associate professor Division of Hepatobiliary Pancreas Surgery
Korea University College of Medicine, Korea University Guro Hospital, Seoul
2021.03-current Professor Division of Hepatobiliary Pancreas Surgery

Korea University College of Medicine, Korea University Guro Hospital, Seoul
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Scientific Session 2.
In - depth Exploration on the Cutting-edge Themes in HBP Surgery Week 2024

Updated guidelines for pancreatic cyst

surveillance

A (2 el

The prevalence of undefined pancreatic cystic neoplasms (PCNs) is high in the general population,
increasing with patient age. PCNs account for different biological entities with different potential for
malignant transformation. The 2018 American College of Gastroenterology (ACG), and the 2018
European Study Group on Cystic tumours of the Pancreas (European) guidelines , 2017 International
Association of Pancreatology (IAP), differ in their recommendations on the management of pancreas
cyst. Because of the heterogeneity of pancreas cyst, it is very challenging for clinicians to balance
their practice between the risk of surgical overtreatment and the tragic error of keeping a malignant
lesion under surveillance. Recently International Association of Pancreatology (IAP) have reported
the revised version of pancreas cyst guideline March 2023. And the guideline was revised as a result
of systematic review, and published separately to provide evidence-based recommendations. For
pancreas cyst surveillance, a surveillance interval of 18, 12, and 6 months for branch duct IPMN
(BD-IPMN) measuring < 20mm, =20mm and { 30mm, and >30mm respectively, following an initial
short-term (6 months) follow-up is recommended. Surveillance may be discontinued for patients
with cysts {20mm showing no morphological changes and no worrisome feature after 5-years of
surveillance, with consideration of patient condition and life expectancy. The recommendations for
discontinuation of surveillance may not be applicable to younger patients with BD-IPMN and in
those with familial or genetic risk as the risk of pancreatic cancer appears to be cumulative over
time. And postoperative surveillance after resection of non-invasive IPMN is necessary; yearly
imaging surveillance for patients without additional risk factors. And for patients with a family
history of pancreatic cancer or HGD(initial pathology), we recommend imaging surveillance every 6

months.
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Scientific Session 2.
In - depth Exploration on the Cutting-edge Themes in HBP Surgery Week 2024

Repeated pancreatectomy for

isolated local recurrence of pancreatic cancer
In remnant pancreas: Favoring chemotherapy

QRIS (gl 9=

Basic principle of initial metastasis or recurrence after primary curative treatment for most of solid
organ malignancy is to perform systemic treatment such as chemotherapy, immunotherapy, or
clinical trials rather than local treatment. This is because we have no way of knowing whether this is
the only site of metastasis or whether there may be others elsewhere because of presence of
systemic micro-metastasis at the time of recurrence.

Although the basic treatment principle for recurrence after primary curative treatment for solid
organ malignancy is systemic treatment, in some cases, local treatment may be effective for even
recurrence and metastasis. Metastasis-directed therapy, which is a local treatment aimed at
eradicating specific metastatic lesions, can be effective in certain malignant diseases such as
colorectal cancer, non-small cell lung cancer, and prostate cancer. These metastasis-directed
treatments have been driven by advances in diagnostic and therapeutic modalities as well as many
options for maintenance therapy with systemic chemotherapy, hormonal therapy, or
immunotherapy.

If so, how about pancreatic cancer? In this session today, I would like to explain the role of

chemotherapy for isolated local recurrence of pancreatic cancer in remnant pancreas.
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Scientific Session 2.
In - depth Exploration on the Cutting-edge Themes in HBP Surgery Week 2024

Borderline resectable bile duct cancer:

chemotherapy first vs. surgery first

TAH @ 9z

Cholangiocarcinoma(CCA) is the one of the deadly GI malignancy without the improvement of
prognosis, eventhough recent medical achievement.

Up to date, the only curative management to this disease is surgical resection with clear margins
(RO) with adjuvant capecitabine chemotherapy, but 5 year survival is ranging from 23-44%.

Recently, some large scale retrospective reports showed longer overall survival with neoadjuvant
therapy in CCA when compared to upfront resection(Yadav, et al. Neoadjuvant vs. adjuvant
chemotherapy for cholangiocarcinoma: A propensity score matched analysis. Eur J Surg Oncol.
2019:45(8):1432-1438. / Parente A, et al Neoadjuvant Chemotherapy for Intrahepatic, Perihilar, and
Distal Cholangiocarcinoma: a National Population-Based Comparative Cohort Study. ] Gastrointest
Surg. 2023 Apr;27(4):741-749.) Moreover, one prospective study(Neo-GAP) for neoadjuvant
chemotherapy for intrahepatic cholagniocarcioma was reported recently and my institution have
been applied Gemza/Cisplatin/Nab-paclitaxel triple chemotherapay for high risk bile duct cancer
patient before surgery, same as Neo-Gap study.

So, I would like share my experiences and outcomes of neoadjuvant Gemza/Cisplatin/Nab-

paclitaxel triple chemotherapy for bile duct cancer with literature reviews.
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Scientific Session 2,
In - depth Exploration on the Cutting-edge Themes in HBP Surgery Week 2024

Fee for Hepatobiliary and pancreatic

surgery In the National Health Insurance
System
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Champion's League: Case Presentation O

If the Right hepatic artery has to be completely
occluded after artery reconstruction for surgery of

perihilar cholangiocarcinoma llib, what will
happen next in remnant liver?
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Champion's League: Case Presentation

Incidental high—grade dysplasia of the

cystic duct and margin involvement:
Watch and wait or Extensive surgery

E3F (L <

High grade dysplasia (HGD) of the cystic duct margin without evidence of concurrent malignancy
is a rare finding, often discovered unexpectedly during cholecystectomy. Obtaining a negative
margin in cases of high-grade dysplasia is ideal: however, this is often not achievable in clinical
practice. I would like to introduce a case who underwent cholecystectomy for acute cholecystitis,
and the final pathology revealed HGD of the cystic duct. The lesion measured 6mm and showed
evidence of margin involvement. Surgical treatment was recommended, but the patient refused and
was followed up as an outpatient. Three years later, a CT scan suggested a newly detected enhancing
lesion in the distal common bile duct. Consequently, surgical treatment in the form of PPPD was
performed, and the final pathology confirmed cancer. The cancer showed a continuous progression
of HGD along the cystic duct. This case aims to review existing studies and examine treatment
strategies.
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Champion's League: Case Presentation

Pseudoaneurysm after pylorus—preserving

PPPD, is there no other way?

TAIE (el 9=

Among the complications that occur after pylorus-preserving pancreaticoduodenectomy (PPPD),
pseudoaneurysm is a very emergency and important event that determines the life or death of a
patient. We would like to introduce a case of pseudoaneurysm that we experienced and ask what
kind of management is best after the procedure in such a case. A 62-year-old man was in
postoperative care after undergoing PPPD for common bile duct cancer. The surgery was performed
with robot-assisted PPPD, with no special events. On postoperative day 7, a pseudoaneurysm
accompanied by active bleeding was confirmed in the proper hepatic artery, and hepatic artery
embolization could not be avoided. After about 3 months of intensive care, he eventually died from
liver failure. We would like to find out what other efforts can be made to solve problems such as
coagulation disorders and infections that occur as liver failure progresses after hepatic artery

embolization, and further improve the patient's prognosis.
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Champion's League: Case Presentation O

Diffuse bile duct cancer portal vein &

proper hepatic artery invasion
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