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08:30-09:00 Registration
09:00-09:10 President’s Welcome Theh| k7] 20ksls) 3)3) obstE

r O

Congratulatory Remarks ThSh] 7 |2}shs] 3]3F SHAMY

09:10-09:50 Podium Session 1 2P} 71832] (MEoff), 2]3He (FTrol))
09:50-10:30 Special Lecture 212} OksHE (SAOILH)

Castration resistant prostate cancer: What outcomes do we now want?
Epstein RJ (Kinghorn Cancer Centre, Australia)

10:30-10:50 Coffee Break

10:50-12:00 Interactive debate 2R 32 (@ANQ)]), A2 ()
1. PSA kinetics is a valuable prognostic tool in localized prostate cancer
A. Pros e (Aeldh)
B. Cons SHAA] (@A)
2. Intermittent androgen deprivation is the best treatment for hormone-sensitive prostate cancer
A. Pros 243 (329
B. Cons Y (erFeldh)
12:00-13:00 Lunch
13:00-13:40 Project 2012 Report / 2013 Proposal 2Rk B (ML)
2012 Report: °}4d, 234 / 2013 Proposal: A5, HE+F, 283, 2|dst
13:40-14:20 Podium Session 1I A 7154 (7AZQ), 0]73A (-=2oh)
14:20-15:20  Symposium | 2P A (BEY), 9&5 ()
Treatment of non-muscle invasive bladder cancer
1. Peri-operative intravesical chemotherapy; Is it necessary ? AR (M22]ch)
2. Intravesical BCG instillation maintenance; Which is the best way ? 7435 (229)ch)
3. Repeat TURB; When and How ? SHA] (ZAkCH)
15:20-15:40 Coffee Break
15:40-16:20 Podium Session 111 2JRF: QEFA (L2)o5n]), HAA (dFTkolry)
16:20-17:20  Symposium Il 2P 3D (AIReIeh), Hell (8 52IcH)

Treatment of renal cell carcinoma
1. RCC with IVC thrombus : Surgical treatment with thrombectomy

A. Pros Mg (d-teleh)
B. Cons &9 (A
2. Immunotherapy in the era of TKI ZERR (ofe)

17:20-17:30 2011 KUOS Annual Business Meeting
17:30-17:40 &7 AV A HIAF (Adjourn)

2 - KUOS NEWS LETTER



[HSHH| =71 3 22l

The Korean Urological Oncology Society

The 26thKorean Urological Oncology Society Congress 22F

<Special Lecture> Epstein RJ
-Castration resistant prostate cancer: What outcomes do we now want?

It is time to ask: what major gains from CRPC treatment - survival duration, quality of life
(Qol), affordability - are we seeking over the next 70 years? Should prevention or control
be the key aim? What clinical research designs should we pursue to achieve this?

<Interactive debate>
PSA kinetics is a valuable prognostic tool in localized prostate cancer 2} FA|o]] thsfAr] 2wt
Ol 5L 247t 2, GAQel Al 247t Ricie]7do 2 HE# B Sigict

v O»

PSA 272 ALYt 2ol QloiM F83F QIxfe|n 2|22 2kE RyERSHY A ES ol E5t=H
AFEEITE. 198053t PSAS] 5702 AdAdete] ol B2 S nIFCE B4 PSAE 2] 20994

P ESSAEAYR] 27702 7| e 2 stage migrationg 22HSIR O™ o 3Aat 220
oM ARl aa7} Fgith, Jeut AsiAESo, G5 B ) o= Qs AT d%”*o]
1h)7} ols ™ FF PSA 7F A5 EA "ok Athgell QoM d/dollA E?J AHASANT B2 BF
A2 ]Ou”‘éxe‘ gro] PSA 5= 2257 wiZolct. PSA o BlastRS o AdAIete] FHeIRE o

WHol B £ 1512] PSA 3HAgko 2 & 15+ ) o 24 A1) g Hojzalel,

of2igt PSA ZAAPpHe] SIS 22517 YJeliA] PSA kinetics 2 Al7lol] TF2 PSA Wslg-S Exsts
HHH (PSA velocity (PSAV), PSA doubling time (PSADT))o] L2 7] E|gict,

PSA o] B ShbE HYNURIT AIe VHES £ 4 9led] 0|2 Hesb] SlsH PSA
kinetics &9|A PSAVE ZglAel #F730)] AR 4 QIt} PSA 4-10ng/ml +7to|M = PSAV7Z}H
0.75ng/ml/year o/gollA Milt2 s & A5 PAEIH PSA 4ng/miofsto] 1 72 ‘-n”éoﬂ’\i =
0.4ng/mil/year = threshold & A|A|S5t1 i}, J=2ii} o]of] Tt HE2 0 2 SFIAl 3§ &L PSAV 7}
PSA §H5 HAtof] o] 2714Q1 o] 50] gltt= 4= A7 15Tt

59 24w AL ARkabgoll PSAVZE gH9] serum PSA 27of] 2741 o] 50] QliLb: +
gho] QIARF 5ARI & B85t $RFE0M = PSA kinetics A-go] 2Jo] Qle AYPAY S HAst=]

W 5

e & 4 kL ARSIECE 2 ARG EEA §A492 Pi7HRlol mhet Afo]E Eof PSAV,
BT A2 oFLIR|AF = 27 ollA PSA kinetics & o5 of|3ot=m] AHEE 4 Y
A, B3P A8 PSAVE A5uoiddddS AlSSta RP o RT S0 Aately] Ak ol 22 o3
st=tl 7152 YTt AASHEE 2| 24PSAV >2.0 ng/mli/year Q1 73-¢-& 2|5 & AJater] gy vl
AR S715ke Aoz AASHGEt ERF s AMUAYMZAMR S et S Bel
Shatof|A] S PSADTL Agto 2 QI APYS 19322 o251 § 501 A78jt 2|87} oloA 4
W The 322 PSA kinetics] 875 F4% BIFd A 24-& PSAV, PSADTE7H, 37

7173kl kg R w2l 2pojAdo] Qlof =gjio] Qlebal FASHECT.
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Intermittent androgen deprivation is the best treatment for hormone-sensitive prostate
cancer 3k FAof| thsiM FEOIT &4 247t 2, otFofe WY w7t e S B3k

M)Ade] 3 2 2 2|82 Mo dHaldge] 2| 5of QlojA 3z|7ER] 7+ who] AREE|= 2|2 5]o|Tt,
S22 07k Melaor EEAIE nElS El Intermittent androgen deprivation ©] 3 22 2243
o 2 HIlE]E ARFE £ BEES SHAZES ks 7HsAo] AXE o] 2 LU YHAHS &
3 o]5 SR} o= AFE0| WRE|QCH |45 A+ 2|2 A TIRIR] AL A7 |7ke] 24
= AISERF FAFR] tHRAIY 723hE WHSIG N ERoiM B of 54 E+= A5 H3)Addol|AM+= 1AD
= continuous androgen deprivation ©of] B]5] 282 Xfo]E Ho|z] oFR|qt 4] 2] HojjA| 2FA
2 Ho|H, oFF RS 2[Aslote] 2 X|8Ho] A7]AQ) BANE-2 2145} oF o|gH]| 2]& 7
AS 7|eHE 4 Qlort Mo Mgl Aol 54 B FAZITE H3lAdetol] vis wh2 2Iggoq] oJgt
EFet o35 B 715780 w71 wiwoll 1AD o] A 7|chet?] fsthal FA45Igict AAY 14

L IAD 7} CAD of ule) EES 37H1717] 25HE 3t 2Afetn], 0|2 BlEfo 2 B9 Y
oM AASHE Z2 E 23k @A) PO R ARl 22 & Sof| chgh u]ThHQ] AfH b} o] o] ofo}
gheha 2Asisct,

<Project 2012 Report / 2013 Proposal>

Utilization Trend of Partial nephrectomy for the Treatment in Renal Cell Carcinoma in
Korea / 21/d4 ("d-2lth)

ARAAYA Z 2P AIEMD L] AAASA Z 2o|Me] 542 0185 fAAF A A X o
S ol E1rte] 7HH / o) (ME2rH)

Mouse 135 Wi & beta-Defensin 2 | F4J0] BCG2| M| Wzlistol] D2 = % / HF11 (EF2IH)
TGF-b/Smad30f] 23t A=Al FE7 1M E 248710 A3/ 254 (*Rieth)

ldentifying the Emerging Role of Adipokine in Predicting the Severity of the Renal Cell
Carcinoma / 2|Alg} (73 B2 2]cH)

AR 29 7Pgrtol that Wl 28 AT / B (1)

<Symposium 1>
Treatment of non-muscle invasive bladder cancer

1. Peri-operative intravesical chemotherapy: Is it necessary?

H| 23R/ ol thet & A% B Fobxl 8ol tigt 2|2 A s ARIst Haky 7t
ol=2lglg AZSIGEL S BN Pule] ST FASIAA 3 AR 0]242 o Aol
2k ZAP7F B E[QY A) AF-E0lME TURBT & O] & AlZtol] Al #940] axtol2te ZAat
Soll 275t A FU2 24417 o|uljof] AJsgSt= Zio] HalgIth. 200058t B7HA] 2 7ol =2t
Q12 E FalollM TURBT & Z722Ql Wyl P £ Wasigict.

22t 229 AReIME A FRToIME Z2Q) Y YA 9ol ApHoIAIR B3] 291
ZoME Baprt ojoetchs @7-So] X AE D gk,

2. Intravesical BCG instillation maintenance: Which is the best way?
BCGo| 2182 W2 AFEolM arp7t dFEert 7H a84]l A7|1E2 oA FYER] &
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SiC} 712F oro] AFR &)L AFAELSWOG regimenC 2 63 7F o2 induction & £ 3@ =<2t 3, 6,
12, 18, 24, 367140l 337F F2| 82 St Zo|ct, 2L} Bar8of ofsl Br2 $hrpEo] 3= X775}
02 &£3EE Y & Qe AEHo] 7ig=|ofop & Holct,

3. Repeat TURB: When and how?

Muscularispropria?t ®F7A%|2] 952 High grade and/or T1 tumor, T1 high grad tumor,
concomitant CIS, Ta high grade?] &9 2 restaging TURBTS A|g§5}7]S HSIGC},

1} TURBT 44 4712} 8} 52T 2 D2joto] Al AI712 AHst0 thf 23 S3E B o]
AL R te] 2198 715405 12{5te] 63 o)At A|AAI7|R] =Tt

<Symphosium 11>
RCC with IVC Thurombus: Surgical Treatment with thrombectomy Pros & cons

HERF NolIM = AFGEAE 1000014 WA= = S S0l TRt 24 2|20l TRl =9
7t ool Foh A/dHE AR 242t oY B AAa7E 47 3t violl gk oS e
st A1 422 sof Rithe SR0IM AmER $F B A T2 S B it

o
e =2
[¢]

4b2) 5b2 AN ZQre] APt SAloll MHEe] ofa), 2Uo| 2 a0t U WeISIA Qb F a7
SJe ap7] Sle AITELD slon], 24 7] U 03 7149) Wz Qs 44 W2 AFEO] 4%
e 2 o 2XH AR 20 S Eet vl4sh] WiRoletD sigict, E3F € A7) Aot gl #}

oM 247 2|2 rlo] 51 Y2 P A7 2 oflel WHat Futelo] sl B3 g,
25 Wu 50| 4L slel 40 A Yol £82 3 4 IrhL SigiEh 24720 X 20 2
9 ZW0 2L FEHE 7111 9l BJojA] oF Hlolife] ofn] WRAE|R] ¢he Holg 1Al 9]

N

o
on 22 ASERITE SftiRtE 5 of o] AE50] 50007 ol B ol wrl a3 3
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Immunotherapy in the Era of TKI

AERFIL-2 9] A 1) 2l AAIPEQ) B 2] 2 Aof] thyt Fotti e @ 4o WR7F glo. aof
SluE D8 112 0] A2 SH ToH Y 2 i} 217 700, 8% HEE HEIHL slof EHAE
off Bl 2| & 52 Zol|A REIcty siovt R Ee WA HIRTt 1 55 3 & 42] 540
T BAES AE3] thME & ol el 12F 2| 2Al2 323] 23 s 2RF sitia shgl
CF E3H A 22 HAE %] 24| 2 Checkpoint inhibitorq]l CTLA-4, PD-1 antibodyk® A7l =% =0 2+
7he B Qo MHHE I Z7HIPIE BA 27170 o] Mo oo 2 @177t Wa
g HeleRa st

01. Richard Epstein

Castrate-resistant prostate cancer: Outline of talk
what outcomes do we now want? .
. Why is CRPC so difficult?
problem
tance problem

¢ The elephant in the room
3. The future of CRPC
interventions

Prof. Richard Epstein
Director of Rese: Department of Oncology,

Head, Labc >me Evolution & Inforn rventions

The Kinghorn PC interventions

1. Why is CRPC so difficult?

The age problem

The resistance problem

Any selecting factor on a tumor defines a stress.

Unlike the ‘bad stress’ of chemothera ood stress’ (e.g.,
hypoxia, i dosis) may prevent or slow cance
growth, particularly in primary tumors.

Eliminating such ‘good stress’ (e.g., via ADT use) may

inadvertently hasten selection (to CRPC) by permitting

IGF-1 upregulation - metformin is in trials to block this

cancel Hence, any rumorilytic anticancer intervention (cf.

antiandrogen immune, metabolic) may drive tumor progression.

6 - KUOS NEWS LETTER



The resistance problem

Epithelial-mesenchymal transition - EMT — can be
considered the “blast crisis” of solid tumors

EMT development is selected by androgen
deprivation (ADT)

N-cadherin increases after androgen|
deprivation and is associated with
metastasis in prostate cancer

e Gosavssan Jan £k Gamoesand Rt Woén

3. Take-home message: ADT prescription should not

be undertaken lightly.

The evidence problem

Traditional clinical trial endpoints
* OS, RECIST response rate, PSA response, etc.

New clinical trial endpoints for CRPC
* Time to progression (TTP) - a QOL correlate
*  Symptom progression (STTP), esp. pain
*  Bone progression
* Skeletal-related events (SREs)
= Radiographic progression (rTTP)

PSA progression has been retained for eligibility, but
not for duration of drug benefit (pTTP is phasing out)

The lifestyle problem

Smoking
‘malignancies

Haematologic ‘

malignancies

Paediatric
‘malignancies

No. carcinogenic mutations

5 10 20

Duration of preclinical Ca growth (yrs)

3. The future of CRPC

* CRPC-preventive interventions
* CRPC-slowing interventions
*  QOL-enhancing CRPC interventions

[HSHH| =71 3 22l
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The evidence problem

There remains a scarcity of level 1 (randomised)
evidence in the prostate cancer field in general due to
inadequate recruitment

This partly reflects the age and co-morbid frailty of
the recruitable prostate cancer patient population

Expert opinion (level 3-4 evidence) tends to be
defensive, and so is biased towards overtreatment,

which ultimately leads to credibility problems

The wrong endpoints have been pursued in trials.

The PSA problem: summary

Patients in whom ADT leads to guick and
sustained PSA declines have tumors which have
not (yet) progressed due to adaptive events;

Proteases may well drive CRPC progression via
effects on growth factor availability and signaling;
as such, they represent potential drug targets;

Development of osteolytic metastases may be one
clue that a patient’s tumour is evolving towards
CRPC via a PSA-negative EMT transformation.

The lifestyle problem

Metabolic syndrome and the fat problem

Fat is a bioactive mediator of inflammation via the
NF-kB molecule, and this promotes cances

The hyperinsulinemia of overweight indiv

similarly predisposes to high-grade prostate cancer
ADT causes replacement of muscle by fat. helping to
further accelerate transition to CRPC

Dr hicl prove to have a role in slowing or
reversing this “fat problem” include:

*  Metformin (activates AMPK)

*  Orlistat (reduces id synthesis)

*  Simvastatin (inhibits HMGCoAR)

“What’s good for the heart is good for the cancer”

CRPC-preventive interventions (1)

General population or active surveillance: turn down
the IGF-1 signaling pathway by supervised dieting

AStudy of Caloric Restriction Versus Standard Dietir
‘Overweight Men With Newly Diagnosed Prostate Cancer:
Randomized Controlled Trial

Continuing weight loss associated with good appetite
is convincing evidence of IGF-1 pathway suppression
An appropriate goal for suitable patients may be to
try to be hungry at least once per day.

Vol. No 2014_1 - 7
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interventions (2) eventive interventions (3)

~ H : 2 H r o 117 ‘Sexual factors and prostate
General population or active surveillance: turn on the 6 se it or lose it et a e
AMPK g pathway b;
ey e
O —
e g
oir
(10r278)  (67/103)
o ow e
Accelerometer-derived Duration of Elevated Not elevated ¢ (Boirn)  (enjse)
variables (min/d)® bouts (min) (>40 ngmL) (<40 ngiml) P value ! 3 o e
! 2_ N sery a0
Sedentary behavior | 651.5 (622.6-684.3) 611.0 (602.9-619.0) 006 of o0 ar [
Light physical activi SR e (e

2. Apoptotic post-lactational involution sign

OR (35% QI protects against breast cancer. High ejaculation
1.16 (1.06-1.27) frequency is similarly implicated for prostate cancer.
0.8 (0.68-1.00)

RPC-preventive interventions (4)

Adjuvant chemotherapy — what’s tha & .w!m-rvm‘n DIESi .
¢+ Postpone/minim DT until needed
Keep chemo and TKIs until late
geneltic instability
Best drug protocol may never be ascertainable. ck replication/ERK (induce dormancy
Could TAC x4 be better than docetaxel alone? Noncytotoxic maintenance th
ipuleus
Restore apoptotic activity
* Ideal weight (reduce I

Definitive trials in CaP may never be done

A subset of patients — esp., g nts with
Gleason 9-+ primary tumors — could benefit —
but this is currently not medico-legally standard. Exercise (trigger AMPK/]

New multicentre clinical trials with modified * Pharmacologic mTOR inhibition

endpoints are therefore needed.

QOL-enhancing interventions Conclusions

The higher age and comorbidities of CRPC patients,
together with their impaired QOL, cast doubt on the
Highly cancer-specifi ye utility of overall surv as a therapeutic endpoint;
Intermittent therapies Clinical trial strategies are now putting less emphasi
Testosterone-sparing th ; on PSA, and more on disease/symptom stabilisation;
Metabolic interventions (?metformin; ?mTORI) 3. The role of apoptot ts in C C growth and
Immune interventions (e EMT makes it rational to aim at reversi
Radiotherapy, inc ium- . Metabolic interventions to t
?cabozantinib, ?PSAls IGF-1 pathway through supervised weight reduction
pies (e.g., oral Cytoxan) and exercise programmes now seem justifiable;
Curative-intent elimination of de novo CRPC clones
m; quire new trials of adjuvant chemotherapy.

CONCLUSIONS

ms®
PSA kinetics is a valuable prognostic tool in localized
prostate cancer = PSA kinetics in detection
- Pros - v PSAV: early detection of lif
Seung Il Jung MD, PhD v PSA kinetics in patients with 5 ARI medication

Department of Urology, Chonnam National University Hwasun Hospital - detection of sinificant Pca
Chonnam National University Medical School

= PSA kinetics & Conservative management

v PSA kinetics as a predictor of risk of progression and
need for intervention in patients with localized Pca
v (e.g.PSA doubling time 2-4 year )

8 + KUOS NEWS LETTER



CONCLUSIONS

* Pretreatment PSAV

v Predictor of the outcome after curative therapy
(e.g. PSAV > 2 ng/mLl/year-> BCR, survival )

= PSADT after PSA relapse

v Predictor of outcome in patients with biochemical
recurrence

(e.g. PSADT < 3months - survival )

PSA kinetics is a valuable prognostic tool in localized
prostate cancer !!

PSA kinetics is a valuable prognostic
tool in localized prostate cancer
: Cons

Won Sik Ham, MD, PhD
Yonsei University Health System
Department of Urology

[HSHH| =71 3 22l
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Conclusion: Is PSA velocity useful?

* Cons

— All five major randomized clinical trials in localized
prostate cancer

— Systematic review of the literature
* Pros

— Selectively reported sub-group analysis with 21
events

— Two studies with basic statistical flaws and
typographical errors

Recommendation

* Not to say that, in clinical practice, should
ignore prior PSA values

* Clinical judgment can be aided by careful
longitudinal evaluation of PSA changes,
interpreted in the context of symptoms and
treatments

 Simplistic application of PSAV cutoffs is not of
value for early detection of prostate cancer

Vol. No 2014_1 - 9



KUOS S AMIE] vol. No 20141

Conclusions

Intermittent androgen deprivation T I e 1 P et

is the best treatment for hormone- s
L. Although IAD may not extend OS or time to
sensitive cancer; Pros progression, it is attractive in aspect of

for CaP patients.

Therefore, IAD is no longer regarded as
investigational modality for managing CaP,
and

Conclusion
. : . < |ADT may improve QOL, especially on sexual and
Intermittent Androgen Deprivation Is emotional aspects
the Best Treatment for Hormone- « IADT may be inferior to CADT in terms of overall survival

e . (in the RCT setting of short induction AD time and AD re-
sensitive Prostate Cancer: Cons challenge at high PSA (20ng/mi)

Other, more realistic IADT design may be applicable
(induction ADT until PSA nadir)

Whenever, planning IADT, the treatment should be
individualized and not stick to the rule

ESE i}

ZMe

06. ol

A"

OBJECTIVE =l
DNA microarray analysis in docetaxel -

sensitive prostate cancer cells and
docetaxel -resistant prostate cancer cells and To investigate the significant genes associated with
docetaxel resistance in prostate cancer cells using

development of the genetic prognostic factor DNA microarray

Sangchul Lee To provide novel molecular targets for the treatment of

docetaxel-resistant prostate cancer

10 - KUOS NEWS LETTER



MATERIALS AND METHODS

Significant gene analysis, Clustering, Pathway analysis

using DNA microarray in PC3 cells & PC3DR2 cells
(Fold Change 2 2 or 3)

MuNClass Anatyels

1 1oter
wm

[T o
[T oo e
§ =

Establishment of docetaxel

- resistant prostate cancer cell line (PC3DR2)

- cTR
= docetaxel 0.008 4t
0 docetaxel .03 ubl
—ocetaxel0.12 utl
axel 0.5 uM
- cocetaxe! 2.0 uM
- docetaxel 10.0 ull
- ocetaxe! 5.0 ub

PCIDR2

PC3DR2 : PC3 cells having docetaxel-resistance
up to 2.0ug/ml

DNA Microarray : Significant Gene & Pathway

Fold change: Regulation Significant Significant
Cutoff Gene Pathway

up

201214 & CHSH| 7| S eFeta] o4kl paps

Utilization Trend of Partial Nephrectomy
for the Treatment in Renal Cell
Carcinoma in

Hyung Joon Kim?, Hwang Geun Jeon, Byong Chang
Jeong, Seong Il Seo, Seong Soo Jeon, Hyun Moo Lee, Han
Yong Choi

1pepart of Urology, Konyang Univesity Hosptial

Department of Urology, Samsung Medical Center.

[HSHH| =71 3 22l
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MATERIALS AND METHODS

Differential gene expression between PC3 cells & PC3DR2
cells was validated by Real Time PCR.

siRNA preparation and transfection

: Synthesization of siRNA oligonucleotides that specifically
target significant genes

: Suppression of target gene expression in PC3DR2 cells by

siRNA transfection (resensitization)

sskDa [ Cyclina
sokDa Cyctin 81
36KDa Cyclin D1
34kDa - p-Cdc2e
34kDa Cacze
110kDa PRD
21
caspase3
caspases
PARP

Bad
Bax

Berz
car
aapz

No difference (cell cycle, survival, apoptosis) in PC3DR2 cells

treated with placebo & PC3DR2 cells treated with docetaxel

Conclusion

BRCA2 plays an important role in the docetaxel-

resistance of prostate cancer cells.

BRCA2 modulation may, at least partially, reverse

docetaxel resistance in prostate cancer cells.

MW

- URO-PDS A|#40|2] 2]
424 2HAto|
N EMS H)M
154 &

HEHE,

(Hl=2|3F & QSR &
N=/=28485 58, training &

MSUNG MEDICAL CENTER

Vol. No 2014_1 - 11
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URO-PDS (2005-2012) A2 F TEHE
UMESY (64D B 148369

Admission for other cause
10679

Radical Nephrectomy : 10262%
Partial Nephrectomy : 3308%
Renal embolization : 86%
Cryoabulation : 30 &
HIFU : 19
Radiofrequency ablation : 828
& 13769 (H:9536/0{:4233)
Age 0-17

Ablation Therapy
Year 2005/2011/2012
2006-20104477HX]- 5432+ URO-PDSO]l- 41 (Incomplete date)
MEef(ced)- ATYo2. Y2 BA
S 184 0|01 0 2XIN- M FE/P
- AENEE- Agee
11560%.

“Trends in use of RN versus PN in Korea betwsen 2006 and 2010 (data from URO-PDS)

100%7
IMRadical Nephrectomy
E |MPartial Nephrectomy
g 80%
H
§
2
E i
g oow
©
E  40%7
<
s
§
E 20%
5
0%

2007 2008 2009
Treatment Year

Table. Logistc binary regression analysis focusing on determinants of PN use in patients
with renal cell carcinoma with either PN or RN, With URO-PDS between 2006-2010

Urivariate Multvarate
R 95%Cl Pvae or ssma Prvae
“Age at dagnoss <ogoL <0001
Ret Ref
S4t0 <65 0915 o0azs-1012 008 0930 081032 0171
5t0<73 0787 0990887 <0001 o8 o7a10se 0005
273 0543 0457-0645 <0001 os0L 0503 <0001
Sex
Female Ref o001 Ref 001
Male 1180  1074-1208 1174 1065-1208
Yearof treatment <ogoL <000
2006 Ref Ref
2007 1521 12991781 <0001 1479 12571740 <0001
2008 1485 12701736 <0001 1557 13masa <o
2009 1520 13051770 <0001 1615 1374188 <0001
2010 1668 14351957 <0001 1844 15732163 <0001
Hospital region <ogoL
A Ret Ref
B 0434 0273-0689 <0001 069 04181071 0034
c 0501 04390571 <0001 0572 oaseoest <0001
[ 0645 05110816 <0001 103 03041331 0753
B 1049 0a7E1253  059% 134 L3163 0002
Nephrectomy Volume/ year <0001 <0001
Ref Ref
2355 0963 08381107 059 090 oss2ime 082
56187 2346 2072265 <0001 2112 1a2461 <0001
18- 1342 17132202 <0001 1238 1omz1s19 003
Number of rasidents 1084 1071-.097 <0001 1042 1020-1063 <0001

08. 4

Histopathological Analysis of
Peritumoral Pseudocapsule
in Renal Cell Carcinoma

Seok Ho Kang

P of gy, Korea Uni ity School of ici Seoul, Korea
ARSIy

CerirH
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Trends in management of renal mass in Korea between 2006 and 2010 (Data from URO-PDS)

100%7

Percentages

2008
Treatment Year

Trends in the types of partial nephrectomy in Korea
between 2006 and 2010 (data from URO-PDS)
|

2010
2009
2008

2007

2006

o% 1w % W% 46 SO% 606 0% 806 0% 100%
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Study Design

- 10% formalin@ Z fixationgt = PN 52 RN 2| ZHHNE
Smm ZFH O 2 step-sectiond}0] H&E stainS A|SHSICL
2 E M= uropathologist7} Mekx o=z HHASLA
£ 43It

- #0|Z X o2 pseudocapsule®] AENE ZAFSICE

pseudocapsule2| ZXR &, integrity, pseudocapsule?|
YT e DA

0: PSO| 207l £ E2210| intact & free from invasion

1: RCC2Q| PS invasion(+) : PS LHO|| invasion, PS& H0{
HEOK YUS.

2: RCC7t PSEL 0|5 Hol MAEMX| A et

3: RCC7} Perirenal fat77tX| &ledst w KORES

Gross : Intact Pseudocapsule

7| = 1t
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T 9l A1 of2ie 2K|o Aerol Cis
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1) UM LY MEFHA YFE beta-defensin-22| BCG LiAf2tof Chst ZEEE
S oloj 3t #HIE 0|83 BCG Litst STHE SSRUS Soto] YA 2 41|
HZOME FEE

2) JIEYEL U FY 2¥0 I BCG o UL FO|UME NR2aME RX &
+ A Y8 X=H N Slet 7|S2 orAe
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Female C57BL/6(N) : 10~12 wks
BCG : Multiplicity of infection (MOI)
Single animal methods(SAM) : murine urine collecting technique

BCG internalization
@ Confocal Laser Scanning Microscopy
@ AFB staining

mBD-2
@  Urine : ELISA
@ Bladder epithelium : immunohistochemical staining
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Study of molecular mechanisms regulating
self-renewal ability of prostate cancer stem
cells by TGF-b/Smad3 signaling

TGF- b/Smad30i| 2|8t M & LSIINZE ZEI|H A7

Department of Urology, CHA Bundang Medical Center, CHA University
CHA Cancer Institute, CHA Universi

Jong Jin Oh
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TGF-beta signaling

TGF-B in Prostate

BPH Prostate Ca

Suppression 3 - Activation

Tranforming o oo nduce gowth it and Cancer Research
IGF-binding protein-3 production in prostatic tro
abnormalities in cells cultured from benign prostatic MD"I?IJ?IJ Transforming Growth Factors) Promotes Invasion in
RS W Petase
el Gels

Clinical Cancer e
Research
ming Growth Factor-) Sgrsling
gwm Prulnw'b.v(lnuwn independent Human




TGF-beta signaling

Smad3 in prostate cancer

Clinical Cancer R
Research

Table 1. Relationship between the expression of
Smad3 4nd Gieason score

Smad3 Linker phosphorylation
- Prostate cancer activation, progression !
- Prostate cancer stem cell ?

Cancer Stem cell

Prostate cancer stem cell
Many studies for prostate cancer stem cell

4 In vitro : Highly invasive, migratory

4 Association between Pca Stem cell
and signal pathway

4 Sphere-forming assay (Tumosphere)
- serum free media

4 Identification
- Marker
- Could not confirm the single
cell level characterization

Smad3 wildtype

Smadd mutants
N

More specific Blockade of Phosphorylation site

Thri79 2 V

Ser204 > A 1. Self renewal ability

Ser208 & A » 2.CSC marker (FACS sorter)
Ser213 9 A 3. Tumoriogenesis (xenograft)

Identifying the emerging role of adipokine in
predicting the severity of the renal cell carcinom

b M
| Kyungpook National Univ. Medical Center

1%

[HSHH| =71 3 22l
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Cancer Stem cell

Self renewal ab
- Maintain tumor growth

2 N ncer Cells =
= Metastatc cancer stem Cells

Migratory Ca

Tuorbk

More aggressive malignant potential = Highly invasive
® Highly migratory
Highly resistant therapy
m High levels of ABC drug transporters
® Quiescence
m Capacity for DNA repair
® Accumulation of mut:

TGF/Smad3 & Prost. CSC

Smad3 Linker phosphorylation
= Prostate cancer stem cell

Adenoviral transfection

canonicatpatmway
Phosshonaton dhesfor s Tor pipn
CICGSH, ERK. NI p38 HAPK Py ALK
o« S ssxs &7
38

n O 000 ¢
s e e

1. J|E &£=€ OICIZ3Iel = A Z &S| It ol X| &2 OICIZ
Jele 50l AT tel ZHEA S S RYSHCE (RBP 4, Visfatin)

2. S 4O OICIZItol St AEYo MM = SSE ABAS
Y S

3. E Ui RBP4, visfatin 2t 012] tHAHS QIXtol B XI5, 35 B,
35 ose, 54 AY, NLT AW 2 AHE SS 536101,
RBP42} Visfatine It ME ES T2 0| S AR A E 24
Gl0f OIS 2te| 2 & RYct= A E SEZ il
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Method & Materials Pomy Method & Materials
1. NS w2 =2A
B CHAMS OITh 204 244 &) e
A GZEnC 3% A BEANE SH B, SE0L, HOL-RA 2GRS 42
1) 20114 012FE 201349 07A MK A2 Z=EUSNERUAN MBS IASE S B SR NANES DS WANA= 1242 S0 248 2 FHTY (-msmhwu\mn)blﬂ ELLS
HOZ RS BX 5 = F EXHA & clear cell carcinoma 2 ZIEHE & X} C S48 YS Ay U
ol A3 D. JAUS NS BHAHE HUS NSHUBAAHSZ 22 CNODIPAP QEOE Ang
2) 8% S0 &8 QAR 2212 OIEIEE'IE ﬁ““ZAD}QO!ﬁlI‘.,é C OICIE3ol @y A D we
H(FYAZA) 0| L& A= B9 A A Ol scoh SN e poverar e (o0, Ush e Ol
FOtD! W™ SMLE 10009 1022 MAZ0C 45U IMLE F, B
8. & Retiol bindng potein 42 Visfan) == micopiae reacr 3 mugag aAamgaa

(Z=X2 & = further research & #Iof &%)
" Quantkine Human immunoassay (R&D Systems, MN, USA)Z Tl E AtSl &0l T

3) S RUN LANHET SOANE B2 BTC AE.
2. OlCIZ3telg Zats e ) e e e e
N oeTEee HAE DX UBEF|E EN| H2ISH TED Fuhman nuclear grade & Il &8
et T 8 PREIE S8 (computed tomography; CT)0IL} Tt | B2 & (magnetic resonance
A gn‘lgiﬁgﬁfﬂ A, £ imaging; MRI) 228 % @3 Af (bone scan) 22 S5 S8 5101 TNM system0il 02t =
we .31, . =
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@ - H2ABAE 53 H5Sw ID s Haltheel SANHUIA IE &8 U H0L4 238
@ BAS1020IM O EANEE RN FNSUY RFNE SR M SER
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Fuhrman nuclear grade 2 TNM stage 0fl [t A E RS ESEE
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12, FAH&A

Summary
Peri—operative intravesical + One immediate instillation within 24 hr of TURBT
. 3 - initial step in gold standard treatment
Chem Othera pY‘ IS lt necessary? - recommended in all patients (grade A)
- role in intermediate- and high-risk groups (before BCG

or further chemotherapy) should be determined

Dept. of Urology,
Seoul National University Hospital
Ja Hyeon Ku, M.D., PhD

conclusions

ment of Non-Muscle Invasive Bladder

ral randomized trials and meta-analysis she
maintenance BCG instillation during 1-3 yr is
rior to both chemotherapy and induction BCG
e in reducing recurrence and progression to mi

sive desease.

Intravesical BCG instillation
aintenance: which is the best

'OG 6+3 schedule is regarded as a standard of

phylactic use of INH, ofloxacin, oxybutyni
3 §|de effect: NOT recommended.

KUOS NEWS LETTER



conclusions

* BCG maintenance with standard dose are
recommended if well tolerate, especially for high risk
patients.

« adding chemotherapy to maintenance BCG did not
reduce recurrence or progression and further trials are
warranted.

Re-staging TURBT:
When(Who)? Ho

Hong Bumsik
Dept. of Urology Univ. of
Ulsan, Asan Medical Center

15, X%

oL
nl

RCC with IVC thrombus:
ourgicaltreatment with
thrombectomy

[HSHH| =71 3 22l

The Korean Urological Oncology Society

Summ ary

- Re-staging TURBT should be done
in patients with HG and/or T1 tumor
tectomy
: better BCG result
- Patients should be informed of a re-staging

TURBT before their initial resection

OF

=1

» ’*H\ 7|, HAH o L2 apAHo| Hls] +=£2f 2t
0] BHO| BFALE| QULH
d JH Lt H| = 7|2t
&0[7|0f, =&
,°i1*9\ o, O3 .

» ENXZHUCRE

> 50% O|&ko| BHRFOIA 22T HH2 & 7|M
2 9Ict. HOJY HBUNE 4o IS
ik ﬁ71x|gg). tﬁo"o).(q \NIg s

=2 2/0j cjero] giot.
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Summary

* Nephrectomy & thrombectomy may be
appropriate for those with low tumor volume and
good performance.

* Morbidity & Mortality of Nx, Thrombectomy

* TKI could decrease the size and the extent of IVC

thrombus in some patients.

Summary

* M1 with IVC thrombus = TKI
* MO with IVC thrombus = Neoadj. TKI + Surgery

* We need RCTs comparing TKI and TKI + Surgery
for those with RCC and IVC thrombus (esp. in M1
patients).

17. ez

Anti- CTLA-4 (ipilimumab, approved for
melanoma) RCC - Yan%, et al 2010
]
The Immunotherapy

o This was a dose-finding study in 61 patients

: o o Among 20 pts with significant auto-immune
in the Era of TKI toxicity — 30% response

o Among 41 pts free of such toxicity — 0% response
o Very difficult trade off

o Toxicity — GI, Endocrine — severe in 33%

o Ongoing studies in PCA, Lung Ca, RCC

Anti-PD1 (Nivolumumab, MDX 1106, BMS) Summa ry
N N
1 Phase I studies presented in 2012, multiple tumors, o IL2 is still the only treatment with long-term complete
activity in RCC, and other tumors responses in metastatic RCC
1 Renal cohort presented at GU ASCO, ESMO (34 patients) - still needs optimization/better seléctlon
—response and prolonged stable disease at 1 mg and 10 mg = IL?L:;‘IO“IdtPO"[bC forgotten as first line therapy for
o Well tolerated - Grade 3-4 toxicity 18%, but not high grade Sz;ferseapr‘r::;?cl hsance e,
immune-related events i
. L . o Combinations with other active agents should be fully
Ongoing ¢ linical 1rials B
onAi‘tI_l PCDlllmcaé Tna:? - explored to see if durable CR rate can be extended
R - other immunotherapies (agents for blockade of T-cell
In combination with TKI —in RCC regulation, T-cell activation and Dendritic cell activation)
- vaccines / antibodies
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=842 Sex Hormone-Binding Globulin Concentration in Patients with Prostate Cancer
Treated with Radical Prostatectomy

Z]ZF: Myungsun Shim1, Cheryn Songl, Jintaek Parkl, Minkyu Kangl, Moo-Song Lee2,
Jongwon Kim3, Hanjong Ahn1

A2 Department of TUrology and 2Clinical Epidemiology & Biostatistics, University of Ulsan
College of Medicine, Asan Medical Center, 3Department of Urology, Korea Cancer Center
Hospital, Seoul, Korea
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=3 A|=2: Generation of potent cytotoxic T lymphocytes against bladder cancer cells by
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22} Eu Change Hwang1,2, Hae Su Lee2, Dong-Deuk Kwon2, Hyun-Ju Leel, Je-Jung Leel,3 4
A2 TResearch Center for Cancer Immunotherapy, 2Department of Urology, 3Department
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A. ALFA]: Effectiveness of propiverine on the recovery of urinary continence after
radical prostatectomy
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PROGRAM

08:30-09:00 Registration
09:00-09:10 Welcome Address OFBlZ (CH&HH| 7| 2 U851 3)
8182 (CH8Endourology® | 3)

09:10-10:40 Symposium | ZhEh gef2 (FHER]o|CH), ME (22{ech)

Various technique of RP for reducing margin (+), preserving continence
and potency

1.Revisit of surgical anatomy of prostate 0|2 (ME2ICH)
2.0pen technique ZH (M2 ch)
3.Laparoscopic technique MY (fEelck)
4 RALP: Intraperitoneal approach LI2E (HAMQICK)
5.RALP: Extraperitoneal approach 2GS (HM2CH)

11:00-12:20 Symposium Il Zhzh: 4oiE (Sxi2icy), AelZ (HB=2ioh)

Case Discussion: Difficult cases of various RP
Panelists: 23 (A22]cl), LE2E (HM2fd), MUY (HE2dh),
MEY (Ao, 2AS (AUAM|2fck)

. SRHlE FEYUC

CARISE Y  Off W8 7|A5HMA O|H[Y2 F4 FEIEILICE
- Z|1AAKEE  HY  AS(HHEDY) / YAIRSIHE / O[O YUF4 f AEFAY
-8 U 2914 : FHIARS 02) 704-8574, app@app2010.com

ARISE 712H: 98 23U(HHA|
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Take home message
Revisit of Surgical

Anatomy of Prostate =

e O d
3 HYMOE Balanced efforts to

preserve and restore
Sang Eun Lee, M.D., Ph.D. natural pelvic anatomy
Professor & Chairman is of utmost importance !!!

Department of Urology

Seoul National Univers hool of Medicine

Seoul National University Bundang Hospital

2y

SYMPOSIUM I

5 . . . Incontinence
Various Technique of RP for Reducing Margin

Positive, Preserving Continence and Potency

+

Five Principles

2 Open Te(‘hnique o minimizing damage to the bladder neck (internal urinary sphincter)

mechanism

avoiding injury to the external urinary sphincter and its neural supply

restoring the support structures of the external urinary sphincter

compromised during surgical dissection

creation of a secure watertight vesicourethral anastomosis

Cheol Kwalk » Minimizing compression of the anastomosis and external sphincter
caused by detrusor contractions and increased intra-abdominal
DeP‘"’”{‘em "f Urology, 4 pressure.
Seoul National University College of Medicine
o Dev et al. 2012. Nat Rev Urol.
Potency Surgical margin
<+ Antegrade Radical Retropubic Prostatectomy + Risk factors for positive surgical margin
o Carini et al. 2007. Eur Urol. e Main risk factor is cancer status

o N=488 o higher Gleason score / increased PSA

s Positive surgical margins: 12.8% o seminal vesicle involvement, tumor stage/extracapsular extension

o 8 year BCR free survival: 84.1% (pT2), 69.9% (pT3a), 37.3% (pT3b) s side of positive biopsy

o Continence at 12 months: 94.1% o can be influenced by the surgeon

» Potency: 69.6% (bilateral nerve sparing)

+ Strategy for reducing positive surgical margin
» Careful selection of patients for nerve sparing technique

+ Precise technique for maximizing functional outcome

o Cookson et al. 2010. Urol Oncol

26 + KUOS NEWS LETTER
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olog
A-I = O
201344 3| 22 -
EIIE'MhﬂE%“%’ﬂ-W&'mdo%gv%’ﬂ!
TT AEX|E 1

Laparoscopic RPx for Reducing Margin
Positive, Preserving Continence and Potency

Il Young Seo, M.D., Ph.D.

Department of Urology
Wonkwang University
Hospital, Iksan, Jeonbuk, Korea

OF |

' Laparoscopic RPx for Preserving Continence

Valid techniques for Preserving Continence

1. Bladder neck sparing

2. Preservation of puboprostatic ligament
3. Nerve sparing

4. Urethral length

5. Running anastomosis

6. Anterior reconstruction

7. Posterior reconstruction

Patel VR. AUA PG course 2008

I Laparoscopic RPx for Preserving Potency

Valid techniques for preserving potency

NVB preservation
1. Understanding the anatomy and physiology
2. Early identification and release of the NVB
3. Dissection with minimizing trauma and
athermal technique

Seminal vesicle NV preservation

Accessory pudendal artery preservation

Patel VR. AUA PG course 2008

@ ﬁ | Laparoscopic RPx for Positive Surgical Margin l_

Technical Causes of Positive Surgical Margin

At apex (the most common location),

1. not well defined prostatic capsule at apex

2. intend to preserve longer urethra

3. incorrect separation b the p ic tissue and
invasion of the periurethral tissue

At the posterolateral side,

1. incorrect plane of dissection between Denonvilliers’ fascia
and the rectum
2.

ion or p

At bladder neck,
1. dissection into the prostate while trying to preserve
bladder neck tissue
2. tumor extension
Salomon L et al. Urology 2003

20134 H| 28]
. THEH | 7| F Y- T EHEndourology2 2|
3T eEXE 1

Conclusions

* LRPx was emerging as an alternative to open RPx.

« Laparoscopic approaches appear to offer the advantages
of minimal invasiveness.

« There are no significant difference of
continence, potency, and positive surgical margin in
open, laparoscopic, and robotic RPx.

« After overcome the technical difficulty, experienced
surgeon with surgical team may show same oncological
results to open and robotic radical prostatectomy

@ WONKWANG UNIVERSITY HOSPITAL
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Planned Nerve Preservation

Interfascial nerve preservation (IFNP)
Partial extrafascial nerve preservation (pPEFNP)

Symposium | : Various Technique of Reducing Wide extrafascial nerve resection (WEFR)
Margin (+), Preserving Continence and Potency

RALP : Intraperitoneal Approach

KH Rha
Yonsei University
Seoul, Korea

Anatomical Grades of NS CONCLUSIONS

Minimizing traction (power, duration) is important
To maximize nerve sparing, spare adjacent
structures (LN, SV)

Aware of various techniques

Intraoperative videos provide objective of surgical
technique.

Repeated re-evaluation of outcomes correlated
with changes in surgical approach is the best way

to improve outcome and achieve trifecta

Tewari AK, et al. BJU Int. 2011

2945

Techniques of RP for reducing T’I'e'ape"f';‘;o f"a'eg"ez | |[P—
Margin, rving Continen mprove Fotency an bkl b
e preserig Gontinencelf Continence after Surgery | ., ,’ = %
Thank you
HegAaEa
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Difficult Cases of various RP

-Case Discussion-

- M/69

cc: Known Pca on TURP specimens

- PHx: TURP d/t BPH/LUTS (PSA: 5.12ng/ml, PV 55ml)
TURP Pathology: adenoca in 5% prostate chips, G6(3+3)

- Tx: Robot assisted RP (post TURP 3m)

- OP findings

@ Opened bladder neck d/t previous TURP
@ Bilateral nerve sparing (Veil of Aphrodite)
@ Bilateral pelvic node dissection

- Pathology: pT2b, G7(3+4), margin (-)

M/68

cc: AUR (PSA 25.7ng/ml)

PHx: BPH - tamsulosin 0.4mg qd

F/U PSA 1m later: persistent high, 21.6 ng/ml

DRE: > 60g, firm to hard, suspicious nodule (both lobe)
190g

PBx

- Prostate, needle biopsy:

o ADENOCARCINOMA, Gleason's score 8 (4+4) (#3)
(tumor length/core length; 0.3/1.5cm) ; Rt. Base Medial

o ADENOCARCINOMA, Gleason's score 7 (4+3) (#9)
(tumor length/core length; 0.2/1.3cm) ; Rt. Base Lateral

o Prostatic tissue with no carcinoma (#1, #2, #4-#8, #10-#12)

- M/60
cc: elevated PSA 8.85 ng/mL

- PHx:N-C

DRE (-)

TRUS: 29ml, no hypoechoic lesion

- PBx: adenoca, GS 9(5+4), 70% tumor volume, Lt base,
3 (+) /12 cores

MRL ECE (+) & LNE (-)

¢ Robot assisted RP with standard LND

+ Pathologic results (pT3aNOMO)

— Adenocarcinoma, acinar type, Gleason's score 9(4+5)
involving both lobes associated with
1. Capsular extension and surgical resection
margin involvemenent

2. Perineural invasion

3. High grade PIN

4. Intraglandular tumor volume: V2
— Resection margins: Apex: Extension of carcinoma
- No LN positivity

M/52

cc: elevated PSA 18ng/ml

PHx: PBx (3 yr before) d/t PSA 9.22ng/ml| -> BPH
DRE (-), PV 33ml (no hypoechoic lesion)

Repeated PBx

Vol. No 2014_1 - 29
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TRUS Bx.

A.Right base lateral, benign stroma only
B. Right base medial, benign prostatic glands and

roma
C. Right mid lateral, benign prostatic glands and
D. Right mid medial, benign prostatic glands and

E. Right apex, adenocarcinoma, Gleasorn's score
3+3=6/10, tumor area: 10%

. Left base lateral, adenocarcinoma, Gleason's score
3+4=7/10, tumor area: 10%

G. Left base medial, adenocarcinoma, Gleason's score
3+4=7/10, tumor area: 40%

H. Left mid lateral, adenocarcinoma, Gleason's score
3+4=7/10, tumor area: 5%

1. Left mid medial, adenocarcinoma, Gleason's score
3+4=7/10, tumor area: 40%

J, Left apex, adenocarcinoma, Gleasor's score
3+4=7/10, tumor area: 30%

Treatment

- Radiation therapy
7|7+ 2005.05.19~07.07
- 13| M 2k 200cGy
=R 35

- &gk 7000cGy

PSA post RTx.

PSA
(Eff:ng/mL)
80
70
60
50
a0
30 237
20 + 139 55, 132 138

10 H
00

2umy 2aamy 247y 2wm sure sueny MRIwion

WA X 2 % Faheeoiz

PSA
(2 9]:ng/mL)

20 816

70

6.0

a0 74

30

20

149
10
0.0
Y g ey 10748 1E LAY 1EAZE W 7AE 19 1074E
AH X8 F Bk
TRUS Bx. (PostRTx 48m)

PSA: A251 ng/me
8. Left base
medial, ADENOCARCINOMA, Gleason's
score 3+3=6/10, tumor area: <5 %
11. Left apex
lateral, ADENOCARCINOMA, Gleason's score

3+4=7/10, tumor area: 5 %

<< Result of immunohistochemistry(8) >>
. CK(H): Negative
. p63 : Negative

<< Result of immunohistochemistry(11) >>
. CK(H): Negative
. p63 : Negative

30 -+ KUOS NEWS LETTER

Treatment

- Salvage robot prostatectomy

- Pathology

« Adenoca, tumor volume about 5 %

« Gleason's score 7(3+4) (Lt peripheral zone)
¢ ECE (-), SV involve (-), SM (-)

- Incontinence: pad free postop 2wks
- Potency: almost loss despite tadalafil medication
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In Johns Hopkins Medical Institute
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