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PROSCAR

(finasteride, MSD)
The Power to Prevent
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*5ARI : 5-o-reductase inhibitors T BPH : Benign Prg
Study design \
a.PLESS : PLESS was a 4-year, randomized, doub) rifary o fecreased maximum urinary flow rate, and an enlarged prostate were randomly assigned to receive PROSCAR 5mg (n=1,524) or
placebo (n=1,516) daily. The primary endpoint - MTOPS was a double-blind, placebo-controlled, multicenter, randomized study with a mean follow-up of 4.5 years. A total of 3,047
patients were randomized to PROSCAR 5mg 3 PAUA symptom score 8-35, maximum flow rate(Qmax) 4-15 misec, and voided volume > 125mL. The primary outcome was overall dinical
progression. defined as the first occurrence g A Ty tract infection or urinary incontinence. Secondary outcomes included changes in AUA sympton score and maximal urinary flow rate.®

Reference 1. Proscar® HIEAZA, 512 ) X VIS Korea. 4. McConnel JD, Bruskewitz R, Walsh P, et al; Finasteride Long-Term Efficacy and Safety Study Group. The effect of finasteride on the risk of acute
urinary retension and the need for surg 63. 5 Nickel JC. Comparison of dinical trials with finasteride and dutasteride. Rev Urol. 2004;6(suppl 9):531-539 6.McConnell JD, Roehrborn CG, Bautista OM, et al. The long-term
effect of doxazosin, finasteride, and g 1003;340(25): 2387-2398. 7.224Z K| TIA| KI2006-985 HA1 8. 224Z K| TA| 2012275 O 201 2= 9 501 51348 HX| 60014 17 12 Al2)
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20, Y E= QY G-UAERA S0l SO FEHRI 2P} U= BHA 5. MSFH 21750 01J0] U= 2tXL. 6. O[S T2 ATIER LHOPE0| 24611 0[4EISS eiiHoz
0fo AR PlotoZ X2t 2.1%(32%)2| Bt 7 ST 0| fHiSOR R|2E STOIRUCH Z2ATFHOIMO| UBIE0] 1% 0KJ0IACH JMAIE! S7Xi0] Ol ASat 2t
=i QU2 7, R 27 [STE2 AT 8.1% vs $12F 3.7%), SEUE6.4% vs 3.4%), AUZA(3.7% vs 0.8%), APFE0H(0.8% vs 0.1%), FLHICH0.5% vs 0.1%), RLAS
(0.4% vs 0.1 H20] RIBHXIO P QIRICE QIR0 A 2 AL &AM 22| 1/E= TIAHR|E MEZ0IM B0E 0lils O2E=JIg, Foep| 9 BHEE(RE, o, 57
Y5l =g A0l 9 2 T2/ 1/E s YHo| W MGHI|AHRIE F0i ST S Hoto] 2 st =2 Ji), SERUY, FYolsa), oixlels, £8 501/t
C}. U2 R= 202 Wi A2 AIIYONEAT), 27|97, YRYE|, AFgEoiEAY), L7, 7RISS, kI, =8, 0IXIZS0I2(C 7. ATARI0o] B ==
AT UNFRMHIHS BRI S PSA SES T2t S0%HE ZAARICHL BRAFFHOR X|25 e BIRI0| RIAHOI PSA 47| £7H BRATFHO| RZ0] ChEt
ol HI8)S m2ATPYOR ol Rl 240k Lt xRS LIS MIZAHYA HES HESIA7| HIZILICE

of Merck & Co., Inc., Whitehouse Station, NJ, USA. All Right Reserved.
31-2000 http:/Avww.msd-korea.com  UROL-1134591-0001 12/2016
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mTOR inhibitors

in metastatic renal cell carcinoma
: Do they work and when do they work?

Jinsoo Chung M.D., Ph.D.
Department of Urology
Center for Prostate Cancer
National Cancer Center, Korea

@r

mTOR inhibitors in mRCC
: mechanism of action

OR, an important regulator of cell proliferation, cell growth, and cell

survival
Grow y Nutrients, Energy,
— and O,

MTOR e e}

] Ribosomal proteins
Cyclin-D1

J
® ® ©® Eongation factors
Ornithine decarboxyl

L EERATION, HIF-1 and HIF-2  PROLIFERATION,
VEGF and POGF  and ANGIOGENESIS

ZYUAAE| o

mTOR inhibitors in mRCC
: do they work and when do they work?

n R
RECORD-3 trial

is in 1% line setting

o mTO <
INTORSECT, RECORD -1, RECORD-4 and AXIS trial
have
= is in INTORSECT trial
- seems to be efficacy in and

INTORACT, RECORD-2 and BEST trial
- combining mTOR and VEGF inhibition is

[HSHH| =71 3 &St

The Korean Urological Oncology Society

Current status of systemic Tx for mRCC
: significant improvements in past 10 years

Pazopanib
Everolimus

Bevacizumab + IFN-a
IL2and IFNa | High-doselL2 PREN
PD-1/PD-L1 mAb

h:slz: :?-p;::s“e 2 Sorafenib
ala Sunitinib
1990 2000 2010 2020
VHL tumor Tumor

gene
isolated / Cancer Immunity mutations

Chromatin
i jen

IFN, interferon, IL, interleukin

mTOR inhibitors in mRCC
: do they work and when do they work?

S |
TORISEL ARCC trial
- very few poor risk patients enrolled in randomized trials

- no randomized trial is currently investigating whether

should

- Everolimus not appear to be better than Temsirolimus :
- Immune therapy are currently evaluated in this setting, but.
TKI

nT(
TORISEL ARCC, ESPN, RECORD-3 and ASPEN trial

- No concrete evidence & ( i
- is in non clear cell histology

o |s Ever |
RECORD-1, RECORD-4 and AXIS trial
- cross trial comparisons of RECORD-1 & AXIS trial suggest

Mod udier B,

mTOR inhibitors in mRCC
. factors that aid treatment choice

« Factors: patient, tumor, drug characteristics

VEG
Good performance status disease

Prior VEGF inhibitor???
No need for tumor burden shrinkage
Non-clear cell histologies???

ed for d

- Symptomatic

- Pre-surgical
»-morbi
refractory ¢
poorly controlled

- refractory H

on TE, &7 EIKCS 2014

Vol. No 2015 3 - 5
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mTOR inhibitors in mRCC
: treatment decisions in for 2"- line treatment

is the key factor used to select treatments
of individual drugs may also impact on treatment decision:

Frequent all-causality AEs (220%)*

Everolimus’ Axitinib?

Stomatitis Fatigue
Infections Diarrhea
Cough Nausea
__Rash Anorexia
Peripheral edema Vomiting
Dyspnea
Pyrexia

Outeames from diferent clcaltrals shouid nt b
1 erB, et o

Current status of systemic Tx for mRCC
: conclusions

. Targeted therapy for advanced RCC

made (& likely will continue to be made) in mMRCC
- , still back bone but may be reached a plateau
- few durable and complete response
- slow advances in poor risk and non-clear cell patients
- challenges in targeted therapy for advanced RCC
: drug resistance, AEs, “flare phenomenon”, appropriate multi-modal Tx
/ Tx algorithms, role of neo-adj. / adj. Tx, biomarkers, cost, insurance.

formRCC in Korea
in first-line systemic Tx from cytokine Tx to targeted Tx

and of Korea

SYULME o

mTOR inhibitors in mRCC
METEOR trial, 2n-line, Cabozantinib vs Everolimus (phase 3)

Cabozantinib
> 658 patients with clear cell Wl day
RCC who have received
and progressed on at least
one VEGFR TKI N =658
o Randomized, open-label 1:1 randomization
trial; no crossover permitted
o ~200 sites predominantly in
W. Europe, North America, Everolimus
Australia 0 mg daily

Progression-Free Survival, conducted once 259 events from the first
375 patients enrolled occurred
- Statistical modeling assumpuors for primary endpoint: 5.0 MONNS for everolmus, 7.5 Months for cabozantinib.
- % powe wiha 005

Overall Survival and Objective Response Rate

6 - KUOS NEWS LETTER

mTOR inhibitors in mRCC
: suggested inverse algorithm for 1%, later lines of T:

Comorbidity or relevant Potential Drug to avoid Drug to avoid
clinical condition polarizing toxi 1st line e or later

Serious pre-existing Serious Sunitinib, Sunitinib
cardiotoxicity Pazopanib (7)
Serious Liver toxicity Pazopanib, Pazopanib,
Sunitinib Sunitinib

Hypertension Sunitinib, Axitinit
Bevacizumab+ IFN

Metabolic toxicities - Everolimus
Important Pulmonary toxicity Everolimus
(eg
(eg. Viral reactivation Everolimus
active HBV, HCV infections)

Some job situations Dermat a(ologlcal Sorafenib Sorafenib

Vascular events Bevacizumab+IFN

Bacarda S ot o, Cr

mTOR inhibitors in mRCC
: conclusions

mTOR inhibition shown although
mechanistic details remain unclear

domized data the role of mMTOR

However:
- use of should be
- is
- should be designed to:
compare
compare patients
- need more studies for

- need large scaled studies and prospecﬂve vahdanon for
*Temsirolimus; phospho-mTOR (pAKT, pS6) activat LDH?, Pneumonitis®
**Everolimus; AEs (Hyperglycemia, Anemia)’ vaedlpvjelma

for mTOR pathway (PI3K, Akt, PI3K/mTOR, )
vs Everolimus, PFS (HR 0.58, p=<0.001), OS (HR 0.67, p=0.005)

24E o

mTOR inhibitors in mRCC
: METEOR trial, efficacy

Highly statistically significant and clinically
S benefit fol

everolimus in first 375 patients enrolled

42% reduction in risk of disease progression or death

Strong trend favorin:

SETREI S tHogered by the prima

OS data iImmature at the time of data cut off;
_specified p-value of 0.0019 to achleve

sStatistical significance was not reached

Final OS analysis anticipated in 2016

Rates of serlous AEs were generally lower in this younger RCC patient
to studied

Serious adverse events (SAEs) were similar between treatment arms.

The rate of due to AEs was low (10%),
and consistent with that previously reported for everslimus.

May be due in part

+ The optimized dose of cabozantinib at 60 mg per day

High level of familiarity of RCC investigators with the use of both
everolimus and the VEGFR targeting TKls
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+ VHL gene : 3p25

—_
+ VHL mutation

Integrat'lon of I.VIT)lecular ]?lagnostlcs - 44% of sporadic , clear cell, RCC tumors (COSMIC)
into Clinical Practice - genetic mutation or promoter hypermethylation in 90%

von Hippel-Lindau disease

The main action of the VHL protein

o Vit gme
Sung Gu, Kang : E3 ubiquitin ligase activity sasas
4 e : : p
Associate Professor, Department of Urology - specnfn:: target protelns bemg
Korea University School of Medicine ‘marked' for degradation.
q
PrOACTIVE KU
[N

PBRMI1 i BAP1 i

Trankrpon posslo
{ 1

+ chromosome region 3p21
+ BAP1 (BRCA-associated protein-1)

Fidg 05881 Qm + Consistently been linked to poor clinical
outcomes in clear cell RCC

e
PR
1

+ Chromosome 3p21
pet ! . — + from 6 % to 15%
* the PBAF SWI/SNF Chromatm remOdellng Hakimi et al Clinical Cancer Research, 2013
COmpleX gene, BAF 180 Pena-Lopis et al Nauture Genetics 2012
Exome ing in renal carcil . Varela et al,
Nature 2011

sETD: I Others

+ 3p21 + PI(3)K/AKT/mTOR
+ SET domain containing 2 (SETD2) : PTEN, PIK3CA, AKT, TSC1, TSC2,
+ Histone methyltransferase gene RHEB, and mTOR
+ 11% of clear cell RCC : 28% of clear cell RCC
+ Advanced tumor stage
+ Higher rate of metastatic disease(29% vs + Sporadic non-clear cell RCC

18%) : MET — papillary RCC 13%

: EGFR, KIT ..

Vol. No 2015 3 - 7
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@) Modern immunotherapy.

B Patient with Renal-Cell Cancer
Before Treatment

Nivolumab(BMS-
936558)

Monoclonal antibody
against programmed
death 1(PD-1)

Topalian SL. et al N Eng J Med 2012

The Role of Surgery in the Era of
Targeted Therapy: Cytoreductive
Nephrectomy and
Metastasectomy

d MarstyH

Y i

Aug. 29, 2015
Chang Wook Jeong M.D., Ph.D.

Department of Urology, Seoul National University Hospital

In the Cytokine Era
RCT: SWOG 8949

IFN+Nx 11.1 months
IFN 8.1 months

"\ Nephrectomy plusinterteron

Survival (%)

No arRisx
Interferon alone 121
Nephrectomy 120
plus interferon

Figure 1. ival among All According to
In the interferon-only group, there were 115 deaths and median survival was 81 months. In the surgery-
plus-interferon group, there were 106 deaths and median was 111 months.

Flanigan RC et al. N Engl J Med 2001; 345:1655-1659

8 + KUOS NEWS LETTER

B Objective Response [l No Objective Response

1717

Proportion of Patients

PD-L Status

Tumor PD-LL linical Response

Response Status, PD-LI-Positive  PD-Li-Negative Total
number (percent)

Objective response 9(36) o 9 Q1)

No objective response 16 (64) 17 (100) 309

Al 2 it r

P=0,006 for association by Fisher's exacttest

Modern immunotherapy

Cytoreductive
Nephrectomy

In the Target Therapy Era

Two randomized trials is on going

“ — .

Clinical Trial to Assess the  Nephrectomy + Sunitinib Overall
Importance of Nephrectomy ~ VS. survival
(CARMENA: NCT00930033) Sunitinib alone

Immediate Surgery or Immediate Nx + Sunitinib Overall
Surgery After Sunitinib Vs. survival
Malate in Treating Patients ~ Sunitinib 3 cycles + Surgery

With Metastatic Kidney

Cancer (SURTIME:

NCT01099423)

Study
tart

2009

2010

Estimated
compls
date

2018

Dec. 2015
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Pulmonary Metastasis

< Patients with isolated pulmonary metastases have a
favorable prognosis compared with other organ sites.
« Studies of RCC with pulmonary metastasis

oy | Risk factors.
M t t t (months) for death
etastaseciomy OverllNA; Incompee rsscton,lge
Murphy et al. (2005) Complete resection 45, pulmonary nodule, No. of
Incomplete resection 8 positive LN, low FEV,
Higher No. of nodule, shorter
OFI
Overall NA; High No. of nodule,
Plannschmidt et al. (2002) Complete resection 40; _ incomplete resection, positive
Incomplete resection 20 LN, shorter DFI
Positive LN, larger pulmonary
nodule
Cerfolio et al. (1994) Complete 36 No. of tumors, shorter DFI
Synchronous ds., multiple
tumors, incomplete resection

Friedel et al. (1999) Complete resection 37

Piltz etal. (2002) Complete resection 42

Hofmann et al. (2005) Overall 30

Breau RH, etal. Curr Opin Urol 2010;20:375-81

Bone Metastasis Liver Metastasis

< Bone metastasis <+ Although 20% of patients will develop hepatic metastases,

- 2nd most common site of distant metastasis of RCC in very few cases, liver is the only site of distant spread.

- Spine, pelvis, femur, humerus < Study reporting hepatic resection for RCC metastasis

- Worse prognosis: 15% of 5-YR overall survival [ __Reference [ No. | suvival ]

¥ . . . Foster (1978) 5  Diedat2,6,7,33,and 144 months
- High prevalence of concomitant metastases in other sites Bennett et al. (1995) 4 Twodied at 13 and 14 months, two alive at 21 months.

Breau RH, et al. Curr Opin Urol 2010;20:375-81 Harrison ef al. (1887) i 2 BT

< 101 patients surgically treated for bone metz (Germany) Stief et al. (1997) Mean survival 16 months
=y Fujisaki et al. (1997) Two died at 10 and 18 months

Kawata et al. (2000) 4 Two alive at 24 months
Karavias et al. (2002) One died at 1 year, five alive at 2, 3, 5 years

[ e / ol | ANes etal. (2003) Median survival: 26 months; survival at 1 and 3 years,

100

69% and 26%

Weitz et al. (2005) Two alive at 24 months

‘Suival probatilty (%)

Median survival: 36 months; survival at 3 and 5 years,
52% and 26%, respectively; one alive at 10 years

Total 1, 3, 5-year survival: 46, 24, 18%

Aloia TA, et al. BMC HPB (Oxford) 2006;8:100-5

Aloia et al. (2006)

Pancreas Metastasis Systemic Therapy after Metastasectomy

« Pancreas is an uncommon site for metastasis from RCC,
however, patients typically have excellent prognosis after
resection of metastatic lesion

< Eligible patients
- 62 Patients with mRCC treated by surg
systemic immunotherapy
- Categorized according to the surgical treatment

Reference ) (months) : Metastasectomy (n=21), Non-metastasectomy (n=41)
Ghavamian et al. (2000) 81 120 months
Faure et al. (2001) Not reached
Law et al. (2003) Not reached
Wente et al. (2005) Not reached
Kohler et al. (2006) Not reached
Eidt et al. (2007) Not reached }
Bahra et al. (2007) Not reached ) -> Prolonged survival
Zerbi et al. (2008) Not reached
Reddy et al. (2008) 58 months
Total 105 0 24 48 72 9% 120 144 168 192

Time (months)

Metastasectomy without
SAm "s',,i‘;jg;': systemic immunotherapy

Overallsurvival

Reddy S, et al. Lancet Oncol 2009;10:287-93 Kviak C, et al. Urol Int 2007;79:145-51

Vol. No 2015_3 - 9
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Systemic Therapy after Metastasectom Metastasectomy after Targeted Therapy

< Eligible patients < Eligible patients (N=22)
- 93 Patients with mRCC treated with complete metastasectomy - 3 institutions (M.D. Anderson, Dana Farber, Cleveland clinic)
- Categorized according to the adjuvant immunotherapy status - 21 cycle of targeted therapy before surgical resection
: Immunotherapy (n=70), No-immunotherapy (n=23) - Postop. 9 patients received at least 1 targeted therapy
- 11 patients: recurrence at median of 42 weeks
Another 11: no urrence at median of 43 w S

At a median F/U of 109 weeks 21 patients e alive and 1
Metastasectomy with died of renal cell carcinoma 105 weeks after metastasectomy
adjuvant immunotherapy

Overall survival

=> No improved survival

et al. Urol Oncol 2007:25:310-6 Karam JA, et al. J Urol 2011;185: 439-44

Immunotherapy

1. Interleukin-2

2. AntiCTLA-4 antibody Immune check point
. Anti PD-1/PD-L1 antibody inhibitors

. Adoptive cell therapy

Symposium | : Management of Advanced RCC

|mmunotherapy in mRCC:
From Cytokines to PD-1 Checkpoint Inhibition

w

~

Immunotherapy Timeline

Coley's IFN Tumor IL-2
Toxins BCG TNF  Agivant  Antigens Metastat

Kim Myuna Ki

DEPARTMENTOF UROLOGY UK IONAL UNIVERSITY MEDICAL SCHOOL

Dr Coley'

= O

Dr Rosenberg?*

The function of the PD-1 a L mune checkpo P
pathways Immune chec nt inhibitor

Target Agent

CTLA+ Ipilimumab
Tremelimumab

PD-1 Nivolumab

Pembrolizumab(MK-3475 )
Pidilizomab (CT-011)
AMP-224,
PD-La BMS35559 (MDX-1105)

MPDL3280A

MEDI4736
MSBoo10728C

* APC, antigen-presenting cell; CD, cluster of differentiation; IL-2,
interleukin-2; ITIM, immunoreceptor tyrosine-based inhibitory motif;
ITSM, immunoreceptor tyrosine-based switch motif; TCR, T-cell receptor.

o
wtavy Blood. 2025 :28;225(22):3393-400.

10 - KUOS NEWS LETTER



o

matiaey

Ipilimumab
J Immunother. 2007 ; 30(8)::
(Anti-CTLA4 Antibody) Causes ion of
Metastatic Renal Cell Cancer Associated With Enteritis and
Hypophysitis

James C. Yang". Marybeth Huﬂhes Udai Kammula", Richard Royal". Richard M. Sherry”
Suzanne L. Topalian’, Kimberly B. Suri", Catherine Levy’, Tamika Allen”, Sharon
Mavroukakis ., Isracl Lowy™, Danaia £ Viite - and Steven A Rocenber

* Surgery Branch, Center for Cancer Rescarch, Natioral Cancer Institute, Bethesda,

MD

+ Medares Corp, Princeton. .

61 mRCC patients, phase Il trial

3mg/kg doses of ipilimumab or with a single
3-mg/kg dose followed by 1mg/kg doses,
both schedules every 3weeks.

Partial responses(PRs): 12.5%

1/3: grade 3-4 immune-related adverse
events (AEs)

‘The EMBO Journal vol.11 10,11 pp 3887 - 3895, 1992

Induced expression of PD-1, a novel member of the
i in gene supel y. upon d

cell death
PD-1is animmunoinhibitory receptor discovered in 1992 by Ishida et al.
PD-1is inducibly expressed on CD4+ and CD8+ T cells, NK cells, B cells
and monocytes within 24 h from theirimmunological activation.
Its expression is increased by a large series of cytoklnes, suchasIL-2,1L-7,
IL-a5and IL-21. —

o 2 Y
°"°\) E * i

Immune checkpoint inhibitor

Target Agent
CTLA4 Ipilimumab.
Tremelimumab
PD1 Nivolumab
Pembrolizumab(MK-3475 )
Pidilizomab (CT-011)

AMP-224,
PD-La BMSg35559 (MDX-1105) ‘
MPDL3280A ‘
MEDI4736 ‘
MSBoo10718C ‘

[HSHH| =71 3 22l
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Immune checkpoint inhibitor

Target Agent

CTLA- Ipilimumab.

Tremelimumab

BMS935559 (MDX-1105)
MPDL3280A

MEDI4736
MSBoo10728C

PD-1 and its ligands in T-cell immunity
Mary E Keir, Loise M Francisco and Arlene H Sharpe

Two PD-1 ligands: PD-La (B7-Ha), PD-L2 (B7-DC).
PD-La and PD-L2 inhibit T-cell proliferation and adhesion, as well as
cytokine production.

PD-L1 seems to modulate T-cell function in peripheral tissues, whereas
PD-L2 regulates immune T-cell activation in lymphoid organs.

’(
4 v"U ONCE; .o;
D20 i .

R 2 ‘] Curr Opin Immunal. a

PD-L1 blocking ant [

[ I

Safety and Activity of Anti-PD-L1 Antibody
in Patients with Advanced Cancer

Jule R Brahmer, M.D, Scott . Tykodi, M.D., Ph.0

Hwy, .., Ph.D., Suzanne L. Topalian, M.D., P
Charles G. Drake, M.D,, Ph.D., Luis H. Ca

Ku
Shaflender Bhat Re

Shmhn Chen, PhD., T

<hok Gupts, M.D, Ph ., and Jon &

* BMS-936559 is a fully human IgGg, anti-PD-La that inhibits the binding of

the PD-L1 ligand to both PD-1 and CD8o.
N EnglJ Med. 2012;366(26):2455-65. a

Vol. No 2015_3
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Panel Discussion: Case Based Approach

Case 1

e Kidney CT (Apr. 2011)
Management of Advanced RCC

Panel Discussion: Case Based Approach

Chairman: ?:,' ‘g E #1.7.4cm x Bom sized mass in the right kidney cortex
early enhancing and washout pattern
Moderator: 3 multple cystic porton with central necrofc change
->RCC, most likely
Panel: M4, A #2. Slent GB stone =
#3. No significant LNE 3mm sized indeterminate nodule in
the RLL (annotation) - rec) fiu

Case 1 Case 1

® Pathology ® Chest CT (May 2011)
Kidney, right, radical nephrectomy:
- Size of tumor:

- Fuhrman's nuclear grade:
- Location of tumor: lower pole

- Angiolymphatic invasion: not identified

- Venous invasion: not identified

- Perineural invasion: not identified

- Pseudosarcomatous component (spindle cell carcinoma): absent = p—
- Gross tumor thrombi in renal vein: absent

Multiple metastatic nodules in both lungs Wh a
- Lymph node metastasis: not evaluable at wou you
- Additional pathologic findings: recommend?

cystic change, hyaline change, necrosis and hemorrhage

Case 1 Case 1

® High dose IL-2 #5 e Chest CT (Jun. 2015)
(2011.09.21 ~ 2011.12.01, 3x107 IU x 14/12/12/12/7 doses) s ? :

e Chest CT (Feb. 2012)

Slightly decreased size of
nodules in both lung

RUL nodule decreased
13mm => 10 mm (arrow)

Aggravated state

What would you
recommend?

12 - KUOS NEWS LETTER



[HSHH| =71 3 22l

The Korean Urological Oncology Society

Case 2 Case 2

® Outside Pelvic MRI (Jan. 2015) ® Abd-pelvic CT for metastatic w/u (Jan. 2015)
. £

About 4 x 2.7 cm sized soft tissue lesion
involving the S1and S2.
-« with bony destruction.

About 3.2 cm sized low attenuated mass
-- with spinal canal stenosis.

lesion in Rt. kidney medial aspect
: DDx. 1. metastasis, more likely. : DDx> 1.r/o RCC.

2. primary bone tumor such as

2. r/lo metastasis
chordoma or giant cell cell

Case 2 Case 2

® Jan. 2015, Laparoscopic Rad Nx & concurrent ® Radiation Therapy to Sacrum

Sacrectomy and iliac, lumbosacral fixation 30 GY/ 10Fx, 2015-02-04 ~ 02-17

What would you
® Feb. 2015 OPD after radiation th| recommend?

Normal gait, but missing skull bone metz?

Case2 Case 2 What would you

recommend?
® Jun. 2015 OPD (Skull X-ray, CT f/u) ® Brain MRI (Aug. 2015) m

Increased
_ What would you
2 recommend?

Increased size of metastatic

lesion involving sacrum and ; 3 Multiple enhancing mass lesions in the skull (arrows).
lower lumbar spine he largest size: 4.7 x 3.3 cm in the left parietal bone.

Vol. No 2015_3 -+ 13
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2015 Proposal
AMZ ol A s)e AP QA FeFH o2 oju 3 gn]7} gL
717+ R AN Eqte] Pt 54 9 AW AP
u)x)E G el BT AF, WFE o} /)R 4

6850 pts.

4061 pts
e

oty sunial anslsis by  Koplan Meier

P NS T

L
J1Ealolt) st ) (RS

Exclusion of lymphatic vascular and Excusion of lymphatic vascular and

2015 Proposal/Q &+

¢ 7|Ch gt
N ] % o= 0l 9| population-based dataZ 3t aspirin,
Aspirin 3 NSAID H|Xj, statin Al-&1} H| NSAID, statino| Hla 7|59 S400] DAL e &

714 3 Ll Ezof Cig FUHZEH e

HEASEE #8% ijfrn At A3 S G H=7|5Y0| YME AL Y FEE
%}ﬁ. Olf7t X| 2 O|F ol 20 0| X|= &2 EME of
A F + 0| Q17 7|2 B3 KHalo] YUS FUALEY
BES (MSCHEtaEY) St st Hl 7| SYSRSO| CfE HS: Ho|
HE PHE Yoz 3¢S0 Ciydt 23 27 g A

g o=

20153 Xl 283 CH&HH

MEEX=H 2 M

BEY HZ0IN - MYSTIQUE i 9418 mRNA 014 24, |- Real-time PCR
E" E & 9:" k“ E 0" }d MYSTIQUE MYSTIQUES T xte| Wl MvanUE R R e T wnmmblot
QEN B THES S8 HY B = &
B3 Y 2XIIF 7Y T e
e “ﬁ:ﬁ + MYSTIQUE RT47} 3491 (overexpression) m...mm
4 o7 (knock-down) %, BEE 12l 3. ||, imesontimaton sy

2ogr?
MSTHSHD O THHS Bl DI T8 AN,
BSOS DYR bk DR

Oj| A MYSTIQUE QEXI7}
roof-of-concept £X0|M HZ
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Optimizing Prostate Cancer Diagnostics:
Transperineal, Transrectal and MRI-US
Fusion Targeted Biopsy

A M of of
o] 5 &

[HSHH| =71 3 &St
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Transperineal prostate biopsy

® Abiopsy needle is passed through the

@ Transperineal template biopsy

perineum to obtain prostatic tissue
samples with TRUS guidance.

A sampling frame or grid with
perforations through which a
transperineal biopsy needle can pass
through at fixed intervals (typically 5—
10 mm) to guide needle placement.

Typically, 220 cores are sampled

The terms ‘transperineal template
biopsy’ and ‘transperineal template
prostate mapping biopsy’ are often
used interchangeably.

In-bore targeing Bx

[
Anterior Coil

: 2
L s
»

Real time targeting Bx using MR imaging

MRI/US fusion targeted Bx

ProFuse™  Suspicious lesions
mark

mpMRI Exam

Artemis™

MR/TRUS Fusion-guided Bx

Conclusions

« Recent data support the extended scheme (8-12
cores) for initial PB. Saturation PBx seems to be
necessary in repeat setting.

« Transperineal TRUS-guided PBx is a safe procedure,
with high detection rates and wide applications
especially in repeat sampling (eg. Saturation Bx)

« Although having a strong rationale, the transperineal
approach has so far not resulted in higher detection
rates than transrectal biopsies.

Conclusions

« MRI-US Fusion Biopsy is an accurate and efficient
procedure for detecting clinically significant
prostate cancer in patients with previous negative
TRUS guided Biopsy results

« Limitation: time, cost, two session, Specialized
operator training, standardized reporting of mp-
MRI findings

+ Need for more comprehensive clinical research
(multi-institutional trial)

Vol. No 2015 3 - 15
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Surveillance or Treatment:
The 3Ms - Markers, Mapping, and Genomic Expression Signatures
MRI for Localized Prostate Cancer ~The Myriad Prolaris Assay
- Oncotype Dx GPS score
Dong-A University Hospital - GenomeDx and Decipher
Soodong Kim
Conclusions Conclusion

.

Biomarkers: offer great promise to improve prostate
cancer risk assessment and reduce overtreatment

» Cost-effectiveness must be demonstrated « MRI ability to detect Pca lesions greatly enhanced by
« Changing practice will take more than improved addition of DWI and DCE over standard T1 and T2
accuracy and for research and clinical practice will imaging

require a multi-disciplinary approach

Biomarkers may help guide men with respect to timing
and intensity of treatment

Conclusion

« Pathological features are important for appropriate
patient selection for expectant management

- Grade
- Volume
Template- - Location/focality
Gided 3D « Traditional transrectal biopsy schemes are inaccurate
Mapping . Transper.ineal mapping biopsies offer improved
pathological accuacy
Biopsy

16 - KUOS NEWS LETTER



Selection of nerve sparing
candidates - nomograms,
imaging, or frozen section

Sung-Hoo Hong, MD., PhD.
Department of Urology, College of Medicine,
The Catholic University of Korea

Summary

Accurate risk estimates are essential for optimizing
cancer control and functional outcomes.

Simple algorithm for decision-making on NVB
preservation is required.

MRI appears to be effective in predicting ECE in an
intermediate to high-risk group.

Intraoperative frozen section monitoring is effective
in reducing PSM and avoiding compromised
oncologic outcome.

Nerve-sparing
Vs.

Life-sparing

Pentafecta for radical prostatectomy

Surgical margin status
-overall 15%, pT2 9%

Cancer control
- 7-yr BCR-free survival 80%

Urinary continence

-no pad; 84%

- no pad or safety pad ; 91% at 12 mo
Potency

-12mo potency rate ; 63%

- 24mo potency rate ; 94%
Postoperative complications

Optimizing cancer control and functional outcomes

[HSHH| =71 3 &St
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ol

Quantity of life
Vs.

Quality of life

Patient selection

&

Individualization

Vol. No 2015_3 + 17
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Positive Resection Margin and/or Pathologic
T3 with Undetectable Postoperative PSA after
Radical Prostatectomy: to Irradiate or Not?

2015. 8. 29.

PSM with High risk: need adjuvant RT?

SWOG 8749 (J Urol. 2009;181:956)

o 431 men with pT3NoMo were randomized to 60 to 64 Gy adjuvant
radiotherapy or observation.

\\\.Omu\\ sunvival

Megan (0o
T Dest nyeas st
— haantrr 7 ) %
——NoRgwanRr 211 114 29

s

Years bom Regstaion

Evidences favor ART than SRT

[ ——
Radiotherapy and Oncology

Journal Fomepaae: woww thegreen curnel.com

Prostae aditherapy
A multi-institutional analysis comparing adjuvant and salvage radiation therapy
for high-risk prostate cancer patients with undetectable PSA after prostatectomy
Tom Bucihrto™, Christaan :

Hendrik Van Poppel

130 patients receiving ART and 89 receiving SRT
Comparison according to status () of lymphatic invasion & SM

18 - KUOS NEWS LETTER

Do Margins Matter? The Influence of Positive Surgical Margins
on Prostate Cancer-Specific Mortality

Andrew . Stephenson ", Scot . Egsener, Adrian V. Henandez *, Eric A Kein",

Michael . Kttan®, David P Wood Jr. Danny M. Rabah,James A Eathary’,

Retrospective review of 11,521 patients treated by RP
between 1987 and 2005

PSMs alone are not associated with a significantly increased
risk of cancer-specific mortality within 15 yr of RP

Results from RCTs

Men with a PSM benefit from adjuvant RT in terms of BCR.
But uncertain in progression, cancer-specific & overall survival.

Adjuvant RT is associated with complications.
o Rectal complications

o Urethral strictures

o Urinary incontinence

=) [conwe et viationthrpr

Evidences favor ART than SRT

e ey

CLINICAL INVESTIGATION Prostte

AMATCHED CONTROL ANALYSIS OF ADJUYANT AND SALVAGE HIGH-DOSE
E INTENSITY-MODUL:
PROSTATE, CANCER

P Ost, MD. * Baur D Teonez, MD. Foutense, MD, Pu.
Wiy Qostueiac, M. P Mezsuzzs, MD., PuD.

Do Rasberg, e sty Hia e, s et of gy Gl sty gl Been

89 A-IMRT vs 89 S-IMRT matched

Matched according to preoperative PSA <10 ng/ml or 210 ngl/ml, a
GS <4+3 or 24+3, and a pT stage (pT2, pT3a, pT3b, or pT4)




Evidences favor SRT than ART

Early Salvage Radiation Therapy Does Not Compromise Cancer
Control in Patients with pT3NO Prostate Cancer After Radical

Analysis

Propensity-matched analysis
390 ART vs 390 Observation & eSRT

[HSHH| =71 3 22l

The Korean Urological Oncology Society

Conclusions

PSM s associated an adverse oncological outcomes. However,
relations of cancer-specific or overall survival are not clear.

Adjuvant RT in high risk patients shows benefit to BCR, but
uncertain to progression or survival.

Further RCT is required to determine whether SRT is
equivalent toART.

Vol. No 2015 3 * 19
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=2A| 8 Characteristic difference of prostate cancer between Korean patients, European
Randomized Study of Screening for Prostate Cancer, Rotterdam group and Dutch clinical
cohort

HHLE 44

] ™: Soyeon Ahn'! et al.

oA 2FE A2 Quality-adjusted survival comparison between androgen deprivation with
radiation therapy versus radiation therapy alone for locally advanced prostate cancer:
Decision analysis from RTOG 85-31 trial

J ™: Sung Han Kim!, et al
A ©FE A2 Trends in the use of chemotherapy before and after radical cystectomy in
patients with muscle-invasive bladder cancer in Korea

*J : Jin Bong Choi, et al
] B E A]2: Fuhrman grade sum provides higher prognostic accuracy than
conventional Fuhrman grading system in clear cell renal cell carcinoma '
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triptorelin
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Diphereline’ P.R.

triptorelin

Caring about men with prostate cancer

% IPSEN

Innovation for patient care

ClE I Y3 TsmgF, ClHERITIZEN 25mg
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2| =

S
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In mCRPC after docetaxel...

SEE SURVIVAL
in a Different Light

Introducing JEVTANA', a next generation taxane
for the treatment of second-line mCRPC'

* The first chemotherapeutic agent proven to significantly extend overall survival (OS)
in patients with mCRPC previously treated with docetaxel'

- 15.1 months (95% Cl: 14.1-16.3) median OS vs 12.7 months
(95% Cl: 11.6-13.7) with mitoxantrone (P<.0001)"
JEVTANA® is a microtubule inhibitor indicated in combination with prednisone for the treatment
of patients with mCRPC previously treated with a docetaxel-containing treatment regimen.

mCRPC=metastatic Castration-Refractory Prostate Cancer

_/'“
JEVTANA

(cabazitaxel)

Injection

KR.CAB.14.02.01[2016.02]

(7HIXIEMLZ M 40mg)
I =

= o = vl

00 F.02-2136-9249 wwwsanofi.co.kr

Reference 1.JEVTANA® (cabazitaxel) US Prescribing Information



