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08:30-09:00 Registration

09:00-09:10 President’s Welcome ThSH| k7| 20F5HS] §]3F oFsHE:

Congratulatory Remarks thighe] 7 |akets] )4 gHd
09:10-09:50 Podium Session | 2R} @ 71521 (M Eoy), 2[5 (AJFateley)
09:50-10:30 Special Lecture 212k oloh2 (Ao]Y)

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 2RF B2 (@A), M2 (229
1. PSA kinetics is a valuable prognostic tool in localized prostate cancer
A. Pros 5% (Aelch)
B. Cons SHAA] (AXIfeh)
2. Intermittent androgen deprivation is the best treatment for hormone-sensitive prostate cancer
A. Pros 243 (3390
B. Cons 24 (eFzefrh)
12:00-13:00 Lunch
13:00-13:40 Project 2012 Report / 2013 Proposal A} A (2o
13:40-14:20 Podium Session 1l 2RE 713 (AZo), o)A (52oJth)
14:20-15:20  Symposium 1l 2P A (352, BE5 ()
Treatment of non-muscle invasive bladder cancer
1. Peri-operative intravesical chemotherapy; Is it necessary ? 213 (M-22ch)
2. Intravesical BCG instillation maintenance; Which is the best way ? 783 (12f9)h)
3. Repeat TURB; When and How ? THA (F4F2cH)
15:20-15:40 Coffee Break
15:40-16:20 Podium Session 111 22} : 9ERL (22]]Th), MAA (AFThelh)
16:20-17:20  Symposium 11 2R} @ 703 (Alrgefe), Hef# (F3EQcH

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

A. Pros A3 (i)
B. Cons 29 (A
2. Immunotherapy in the era of TK el & (o)

17:20-17:30 2011 KUOS Annual Business Meeting
17:30-17:40 3h&7 A1 4 H5]At (Adjourn)
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08:30-08:50 Registration

08:50-08:55 President’s Welcome ] 7] 20F5}5]R} olghE
08:55-09:00 Congratulatory Remarks ThSH ] 7 |2}5Hs)AF A

09:00-10:20 Intermational Symposium 1: Prostate Cancer

2P} o)7ted (F81AIIE]), Osamu Ogawa (Kyoto Univ, Japan)
1. Animal models for prostate cancer Hirotsugu Uemura (Kinki Univ, Japan)

2. Active surveillance for patients with prostate cancer: Experience in Japan
Yoshiyuki Kakehi (Kagawa Univ, Japan)
3. Use of PSA in Asian patients with prostate cancer  Yeong-Shiau Pu (National Taiwan Univ, Taiwan)
4, Establishment of Korean prostate cancer data base HRAIS] (7120]c)

5. Patient-derived xenografts as useful models for prostate cancer research
Osamu Ogawa (Kyoto Univ, Japan)

10:20-10:40 Coffee Break

10:40-11:50 Multidisciplinary Session 1 2R} 71832] (M EQJrf)), 0] &2 (o}2o]cf dAtelsla}
Node positive Prostate Cancer
1. Imaging for evaluation of L/N metastases 2343y (SAtecl GAtolsta}
2. Adjuvant hormonal therapy 7% (12i9)h)
3. Adjuvant radiotherapy HFQ) (A g-atojuy HiAtA Zoksta}

Case Discussion

W P9 (Dol 2 (ROl SRR SRS, M (9Teleh), 21sA (gAteleh gelstap

’» O A

11:50-12:30 Intemational Symposium 1I: Urothelial Cancer
2P} 7041% (eF32]tH), Yoichi Arai (Tohoku Univ, Japan)
1. Photodynamic diagnosis using 5-aminolevulinic acid (5-ALA)
Hideyasu Matsuyama (Yamaguchi Univ, Japan)

2. Establishment of Korean bladder cancer data base ol%gel (F§zleleh)

3. Prevention of bladder recurrence after nephroureterectomy for upper urinary
tract urothelial carcinoma Yoichi Arai (Tohoku Univ, Japan)
12:30-13:40 Luncheon Symposium 2H} : A B7] (BAlH)
What’s the optimal strategy to achieve long term survival in mRCC? 7\1’2, (*dFte]ch)
13:40-14:00 Memorial Lecture 21} : OREE (LAkJTH)
Bk 7|2te} Bk 7| Eofete] nlel 3% (@AHeld)

14:00-15:40 International Symposium 1lI: Kidney and Prostate Cancer
2P} & (2249]t), Chikara Ohyama (Hirosaki Univ)
1. Robotic prostatectomy in East Asia: Learning curve LIS (A1)
2. Prognostic systems for renals cell carcinoma in Japan
Kiyohide Fujimoto (Nara Medical Univ, Japan)
3. Establishment of Korean kidney cancer data base A5 (F7AlE)
4, Current status of phase 1l clinical trial of sorafenib plus IFN-for mRCC patients in Japan
Masatoshi Eto (Kumamoto Univ, Japan)
5. Prostate cancer-associated alteration of N-glycan on PSA  Chikara Ohyama (Hirosaki Univ, Japan)
6. Current update in basic research in Korea: Prostate cancer A (FECoh)
7. Cholesterol metabolism in prostate cancer
Jayoung Kim (Dept. of Biomedical Sciences, Cedars-Sinai Medical Center, USA)

15:40-16:00 Coffee Break

4 - KUOS NEWS LETTER
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16:00-17:20 Multidisciplinary Session 1l 22F: 2|3HE (Adgaelny), 7122 (RAQ)c] Bz]ah
Multidisciplinary Approach of Upper Tract Urothelial Cancer (UTUC)
1. The role of imaging in UTUC QA2 (Sofoj gAtejstat)
2. Current updates in pathology of urothelial cancer 2on| (&Aoo Be]ah
3. Practical implementation of ureteroscopy in UTUC HEES2 (Yd3gotf)

4. The role of neoadjuvant and adjuvant chemotherapy in locally advanced UTUC

Case Discussion
o : 7] EO:I (312locy SonZonfa}), u}
280 (At ‘*‘EM), 239 (g

=

33 (el 243 (5ol gyelsa,
Arelch)

17:20-17:30 &4 A, TIg)AT

The 11th KUOS Multidisciplinary Conference 22F

<International Symposium I: Prostate Cancer>

1.

Animal models for prostate ca

: We have developed a prostate-specific conditional knockout mouse model that targets PTEN
using the Cre-loxP system. In this model, mice develop PIN lesions by 8 weeks of age that
progress to localized PCa in just 10-15 weeks and to locally invasive PCa with a metastatic rate
of 10% at 52 weeks. A short latency combined with 100% incidence rate of PCa makes this
model a potential tool for pre-clinical efficacy studies.

. Active surveillance fir patients with prostate cancer: Experience in Japan

: Since 1999, the Ministry of Health, Labor and Welfare Japan support a multicenter active
surveillance study and since 2010, another phase 11 active surveillance study, the PRIAS-JAPAN,
has been launched in conjunction with PRIAS, The results obtained from these studies suggest
active surveillance is a safe and reasonable option for low risk prostate cancer

. Use of PSA in Asian patients with prostate cancer

: Long-term survival outcomes of Taiwanese men based on the screening PSA level shows that
the cumulative PCa incidence, PCa mortality and overall mortality rates were higher in men with
higher age-referenced PSA percentile values. The age-referenced PSA percentile in a screening
population gives useful information in assessing the risk of PCa and PCa mortality.

. Establishment of Korean prostate cancer data base

. Patient-derived xerografts as useful models for prostate research

: By evaluation of patient-derived xenografts, we discovered that the prostaglandin receptor
EP4 subtype was significantly upregulated during castratin resistance. The analysis of xenograft
models with unique clinical course is useful for full explanation of molecular mechanism of the
prostate cancer.

Vol. No 20133 - 5
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<Multidisciplinary Session 1: Node positive Prostate Cancer>

1. Imaging for evaluation of L/N metastases
: Although CT and MRI have been used to detect LN metastasis in PCa, the accuracy of them is
low to replace surgical staging. MRI with use of ultrasmall particles of iron oxide (USPIO) and
Diffusion weighted MRI] can detect metastatic LN with right sensitivity, PET CT represents more
accurate exam to high-risk PCa, but routine use of it is not yet recommended,

2. Adjuvant hormonal therapy
: 199949 Messing & Estern Cooperative Oncology Group& 2X]Az2]MAx|4 & ZHIQIupA0]9)
A7 BRI RS2 T e 27] 528 X|Re| LUgt ZA3tE B IS oL}, 20034 Schroeder 5t
20074 Spiess 52 27] S 22%| 8ot 7] S 2 & 2|50 A} FARIH, 37|52 22|87t A7t X &
2 QIgk #2r8-3 wot, B]-§3 AT 4 qle FAHol Yrtr B usto] of] o]7do] Ex|TIct

3. Adjuvant radiotherapy
: 2|2 Da pozzo 52 EIZt 33 @0l &5 T T Ho|7} QIH FHafof|A] HTx alone 0] HTx
+ RTx #ol] 8|5 #=]Alotof] oJgt APFEo| 2F 2.6H) &9F1, 1080 BCR-free survival, Cause-specific
survivalo] ZFzF 41.7% vs 51.0%, 71.8% vs 70.3%% 1 THEFE M)A adjuvant RTx?} CF2 of| 5QI}
t.

St 3l Y280l FHL 2+ olmiglE QRIl BBl

<International Symposium 1I: Urothelial Cancer>

1. Photodynamic diagnosis using 5-ALA
: The variant fraction of chromosome 9 was significantly higher in fluorescent mucosa (FM) than
non-FM, not only for all tissue, but also for non-malignat tissues, These data suggest that a
substantial portion of a non-malignant FM harbors alteration of chromosome 9.

2, 812384 WY AT PP Y AT BNl @

3. Prevention of bladder recurrence after nephroureterectomy for upper urinary tract
urothelial carcinoma
: In this prospective randomized phase 11 study, 77 patients were assigned to receive or not
receive a single instillation of tetrahydropyranyl-doxorubicin (THP 30mg in 30ml saline).
Based on multivariated analysis, THP instillation (HR 0.26) and open surgery (HR 0.28) were
independently predictive of a reduced incidence of bladder reccurence,

< International Symposium 1l1I: Kidney and Prostate Cancer>

1. Robotic prostatectomy in East Asia: Learning curve
: Various definitions for the learning curve exist and the number of cases needed to surmount,
The numbers can be as low as 12 for a reduction of operative time to as high as 500 cases for
improvement of functional outcomes. The establishment of a dedicated surgical team will ease
the journey through this learming curve,

2. Prog\nostic system for renal cell carcinoma in Japan

: Recently new prognostic systems based on various combination of tumor stage, performance status,
the number/sites of metastases, timing of initial treatment, or lab. The current guideline for clinical

6 - KUOS NEWS LETTER
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practice of RCC edited by JUA recommends that CRP is useful prognostic factor in pre-treatment stage.
3. Establishment of Korean kidney data base
4. Current status of phase 11 clinical trial of sorafenib plus INF-a for mRCC patients in Japan

5. Prostate cancer-associated alteration of N-glycan on PSA
: a-2,3-linked sialylation as an additional terminal N-glycan on free PSA is significantly increased
in PCa patients compared to BPH patients. Mean fluorescence intensity value were analyzed ROC
curve and optimal Cut-off point was determined 1360 for differential diagnosis of PCa. AUC was
determined 0.981 much higher than that of conventional PSA test.

6. Current update in basic research in Korea: Prostate cancer
: Urinary cell-free microRNAs (miR-20b, miR-30c-2, miR-361-5p, miR-569, miR-615-3p, miR-711)
and nucleic acid (S100A8, STO0A9) in urine could be the the valuable diagnostic and prognostic
markers in prostate cancer, thus further studies are ongoing. Advanced sequencing technologies
have been used to sequence PCa of difference stages.

7. Cholesterol metabolism in prostate cancer
: A variety of signal transduction mechanisms including those propagated by the prosurival
kinase Akt, androgen receptor, 1L-6, Stat3, caveolin-1 and other proteins and pathways relevant
to PCa involve constituents that localize to cholesterol-rich microdomains. These membrane-
associated proteins, and their functional roles, can be altered by changes in circulating
cholesterol in vivo.

<Multidisciplinary Session 11: Multidisciplinary Approach of Upper tract Urothelial Cancer>

1. The role of imaging in UTUC
: Excretory urography, retrograde pyelogram and US still play a key role in the assessment of
hematuria. CT offer superior detection of calculi, urothelial tumor, and parenchymal examination
and would become the primary radiologic method of UTUC.

2. Current updates in pathology in urothelial cancer
: 2004 WHO/ISUP grading system, a subclassification of pT3 has been proposed to divide it
into pT3a and pT3b. Various clinicopathologic and molecular markers have been proposed to
distinguish patients harboring a low-risk disease versus aggressive disease,

3. Practical implementation of ureteroscopy in UTUC
QA ol AREE|L Sl 78 8L TFr oJste] 7785 7IR|H 2.6Fr working channel 1-27H 71|
2 9ic}. FR3jo] Golgt Ay aIFe R atal A YIS PUehE] Bolsini, 7.4-9Fre] 27
2} 300E7HR]2] active tip 238 7121tk 7]40) W2 a3e] Apgo] Bolsion), ¥, narrow
band imaging, 1213 BAHEAIale] W] FERt Ickat 2713I5kS 7F5s & 7o 2 A7,

4. The role of neoadjuvant and adjuvant chemotherapy in locally advanced UTUC
: The data from a retrospective study showed that neoadjuvant chemotherapy in high-risk UTUC
patients results in a 14% complete response rate and s significant rate of down staging (17%
lower pT2 and 20% lower pT3). Adjuvant chemotherapy has been shown in large retrospective
studies to have no (or only limited) survival benefit,

Vol. No 2013_3 - 7
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01. Uemura

ANIMAL MODEL FOR HUMAN PROSTATE
CANCER: PROSTATE-SPECIFIC PTEN
CONDITIONAL KNOCKOUT MOUSE

Hirotsugu Uemura, M.D.Ph.D.
Department of Urology

Kinki University Faculty of Medicine
Osaka-Sayama, Japan

02. Kakehi

Active Surveluance for Low Risk
Prostate g
-Exp e

Yoshiyuki Kakehi, M.D., D.Med. Sci.
(Dept. of Urol., Kagawa Univ. Fac. of Med.)

1st East Asian Genitourinary Oncology Meeting

03. Pu

Use of PSA

in Asian Patients with Prostate Cancer

Yeong-Shiau Pu , MD, PhD, EMBA

Director and Professor, Department of Urology,
National Taiwan University Hospital
Chairman, Uro-Oncology Committee, Taiwan Urological Association

2013-March-30
1st East Asian Genitourinary Oncology
Seoul, Korea

8 - KUOS NEWS LETTER

Summary

+ GEMM models provide an invaluable tool for drug discovery.

- Conditional Pten-knockout mice serve as an efficient model to
study deregulated signaling pathways associated in prostate
carcinogenesis.

Future Directions

+ Target additional altered signaling pathways
- Combinatorial treatment strategies

+ Develop a drug resistance model

- |dentify prognostic or therapeutic biomarkers

Conclusions

* Several phase 2 including the 2 Japanese studies
indicate that AS is a safe and feasible treatment
strategy for low risk prostate cancer to avoid
overtreatment.

Underestimation at the initial Dx is so far
inevitable, which demands new markers and
high-quality imaging.

p2PSA and its related parameters are promising
for accurate patients’ selection for AS.

Take Home Messages

® Prostate cancer is on the rise in Asia.

@ Asian men tend to have higher PSA levels and more
unfavorable prognostic features at cancer diagnosis.

® The biological implications of elevated PSA may be
different across ethnic groups.

@ The role of PSA screening in Asian men is yet to be
demonstrated.

® Taiwanese (Asian) men with an age-referenced PSA >the
99t percentile are at an increased risk of PC death than
men with lower percentile levels.

® The age-referenced PSA percentile values may be a
useful tool to predict PC death in a screened population.
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ESTABLISHMENT OF
KOREAN PROSTATE
CANCER DATABASE

Konkuk University

Sung Hyun Paick

05. 2|33z

Node Positive Prostate Cancer:
Imaging for Evaluation of LN
Metastasis

Hyuck Jae Choi

Department of Radiology
Asan Medical Center

Conclusion

e Recent advances

+ DW MRI

« USPIO MRL

« Choline PET
« Promising
o Little number of study done
« Lower spatial resolution
« False negative

o Other strategy needed
« Biologic and clinical combined evaluation
« Fusion of multiple modality

L mStHIsIIE st

The Korean Urological Oncology Society

I
Expected progression

- Korean prostate cancer database program will proceed
continuously

- Protocol will be changed: add more contents and changed to
E-CRF form

« Data collection at 2013: data from 2006 to 2010

- Data collection at 2014: data from 2011 to 2013, whole data
update

- At 2015, Program will be changed from retrospective to
prospective study - become a real register program

Conclusion

e Knowledge of clinical anatomy and pathway
« Key to accurate interpretation
e Presurgical detection of LN metastasis
» MRI based morphologic evaluation |
« PET/CT |

Vol. No 2013_3 - 9
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-Node Positive Prostate Cancer-

Adjuvant Hormonal Therapy

Seok Ho Kang
Department of Urology
Korea University College of Medicine

O Conclusions (2)
- The exact timing of hormonal therapy is still uncertain.
One reasonable approach is to treat the prostate with surgery
and/or radiation. Hormonal therapy can be used as an early

adjuvant therapy or at the time of PSA elevation.

+ Itis clear that many questions regarding node+ pca will
remain unanswered without more randomized clinical trial.

Adjuvant Radiotherapy

Samsung Medical Center
Won Park

O Conclusions (1)

+ There is no optimal treatment for node+ prostate cancer
because of lacking large randomized trial.

The treatment options are very wide from observation to
hormonal therapy, surgery, radiation, or any combination of
these treatment

« Disease control is possible in some patients with surgery,
radiation, or hormones alone.

- Long term durable has been expected with hormonal

10 - KUOS NEWS LETTER

therapy after surgery or radiation

Conclusion

-the role of adjuvant radiotherapy for pN(+) patients: no answer

However,

-increase treatment results in high-risk patients with adjuvant radiotherapy

“high biochemical failure in pN1 patients treated with adjuvant hormonal therapy
-can reduce the radiation toxicities with IMRT and IGRT

-50, adjuvant RT might be considered in pN1 patients with hormonal therapy

-prospective multi-center randomized trial will be needed
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Case Discussion

(), ol (crmelh 3 eiziap

M/54
C.C : frequency
DRE : 30g, firm, not tender, palpable nodule at It. lobe

PSA : 10.07 ng/mL

09. Matsuyama

Clinical significance and cytogenetic
analysis of false positive mucosa of
the photodynamic diagnosis (PDD)
using 5-aminolevlinic acid (5-ALA)

Hideyasu Matsuyama

Department of Urology, Graduate School of Medicine,
Yamaguchi University

[HSHH| =71 3 22l

The Korean Urological Oncology Society

M/50
€.C : High PSA (10.31 ng/mL)

DRE : 20g, firm, not tender, palpable nodule at It. lobe

Conclusion

® PDD is promising modality for the detection of
flat tumor with acceptable sensitivity , but low
specificity due to false positive cases.

® Substantial number of false positive case may
result from premalignant chromosomal 9
aberrations.

® PDD-assisted TUR may improve patient

outcome in T1/high grade non muscle-
invasive bladder cancer.

Vol. No 2013_3 - 11
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Conclusions -
. =

« It is meaningful that this study is the first
nationwide study for NMIBC in Korea.

» Because there were a few incomplete or
omitted data, the cooperation and effort of
colleagues are needed.

Hyung-Lae Lee MD. PhD + The data used in this study will serve as

Kyung Hee University School of Medicine, the starting point for ongoing data

Seoul, Korea arting p going
compilation.

Establishment of
Korean Non-Muscle
Invasive Bladder
Cancer Data Base

(o) OittH|LT|Z9sl2)
4 n.mm._qmmgm ORI EEER
2 i

vV B
R
Conclusions - !.;» N

i

.
* Although there may be several reasons as
to why they hadn’t, some patients with T1
high grade didn'’t receive BCG therapy.
» BCG induction therapy and maintenance
therapy have the merits of preventing
recurrence and progression in patients.

(o) oeslnzizesol
2T e v oty Sty

11. Arai

|
Conclusions

Prevention of bladder recurrence
after nephroureterectomy for upper + In this prospective randomized Phase Il study, a
single intravesical instillation of THP immediately

urinary tract urothelial carcinoma after NUx is the effective treatment for preventing
consequent bladder recurrences.

+ In order to confirm therapeutic efficacy of this

1 & »
i "( < o . treatment, Phase lll trial in a large-scale
L d & multicenter analysis should be necessary.

Yoichi Arai, M.DRh. —
Tohoku University-Graduate School of edicinen
Tohoku Urological EBM Study Group, JAPAN
Ito A, Arai Y, et al J Clin Oncol (Epub ahead of print)

12 - KUOS NEWS LETTER
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Optimal Strateay in the
Treatment of mRCC

‘what’ s new in first-line therapy

Yy
H:

adME2Y

13. LS

Robotic Prostatectomy in Asia
- Overcoming the Learning Curve

KH Rha
Yonsei Univ

Seoul, Korea

14. Fujimoto

Prognostic systems for patients with
renal cell carcinoma in Japan

Kiyohide Fujimoto

Nar ical University &
Nara Urological Research & Treatment Group (NURTG)

NURTG

[HSHH| =71 3 2et9l

The Korean Urological Oncology Society

e home message

® Until the results of the CARMENA trial are available,

surgery should remain an important part of the
treatment strategy in the era of TA

» So far, no reliable predictive factors available to facilitate

choice in first-line favourable/intermediate risk patients

» Study design of PISCES and COMPARZ undermine
reliability of results in terms of efficacy, QoL- and
patient's preference—personal experience remains the
most important factor for individual treatment decision

® New promising agents may further complicate the

treatment algorithm (but benefit the patient)

Conclusion

30 cases appear to be the number of cases
need to overcome the learning curve with
regards to perioperative outcomes.

In terms of functional outcomes, larger
number of cases are needed. Exact number of
cases is controversial. The more the merrier?

» A dedicated robotic team is essential !

Conclusions

I have not yet realized enough clinical value of prognostic
systems.

More prospective studies using these prognostic system are
needed to elucidate their true clinical significance in the era
of targeted therapy.

SNURTG

Vol. No 2013 _3 * 13
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Past and present status of RCC in Korea

The 11" KUOS Multi iplinary Conference
International Symposium Ill: Kidney and Prostate Cancer

Establishment of Korean Kidney
Cancer Data Base (KKCDB)

Jinsoo Chung M.D., Ph.D.

Department of Urology
Center for Prostate Cancer
National Cancer Center, Korea

mw

16. Eto

summary and task

Epidemiology of RCC
- stage migration (1SRM, tincidentaloma)
- improved prognosis and survival rate, recent days

Current management of localized RCC
- wide use of nephron sparing surgery with minimal invasive surgery

Current management of mRCC
- paradigm shift from Cytokine therapy to Targeted therapy

Tasks for present status of RCC in Korea

*recent , difference in
improved survivals of mRCC..
- only
— need nationwide survey

Current Status of Phase Il Clinical Trial of
Sorafenib Plus IFN-a for mRCC Patients in Japan

Masatoshi Eto!, Go Kimura?, Nobuo Shinohara?,
Shiro Hinotsu?, Katsunori Tatsugamis, Seiji Naito®,
and Japan RCC Trialist Collaborative Group (JRTCG)

1K University, K Japan
2Nippon Medical School, Tokyo, Japan
3Hokkaido University, Sapporo, Japan
“Okayama University, Okayama, Japan
5Kyusyu University, Fukuoka, Japan

1st East Asian Genitourinary Oncology Meeting, @the Millenium Hall, March 30, 2013

Summary

In our experiments of interferon-o + sorafenib combination
therapy :

*Enhanced induction of apoptosis for tumor cells in vivo
Induction of CTL and NK activity in vivo
were demonstrated, implicating the rationale for good results

of clinical trials with interferon-a. + sorafenib combination
therapy (JCO 25:3288, 2007).

Multi-Center Phase Il Clinical Trial on Efficacy and Safety of
Interferon Alfa-n1 + Sorafenib Combination Therapy in Renal Cell
Carcinoma

Study Group: JRTCG (Japan RCC Trialist Collaborative Group)

Study design: Open label, Single arm, Multi-center, Phase Il

natural, but not recommbinant
Eligibility

& MACC IFN-c 3 MIU trice a week

+ Clear-cell or
predominant clear-cell Sorafenib 400 mg b.i.d

histolo
i Pre-enrolment

fy21x0y 8jqeydesseun
uoysseuboid eseasiq

+ No previous history of ~(N=53)
anti-cancer treatment Enrolment (N=5
Patient without clinical issue of IFN mono-therapy

Primary Endpoint :Response Rate *

Secondary Endpoint: Disease Control Rete**, Overall survival , Progression
survival, Safety

*: CR+PR ratio, **: CR+PR+SD ratio

14 -+ KUOS NEWS LETTER

Major Eligibility Criteria

>20 years
Patients with confirmed clear cell renal cell carcinoma
History of nephrectomy

No previous history of chemotherapy,cytokine therapy,or
molecularly targeted drug therapy(however,patients using IFN alfa as
post-nephrectomy adjuvant therapy will be eligible if not used for 6
or more months)

ECOGPS0or1

At least 1 measurable lesion on CT, as defined by RECIST

Adequate organ function (Renal, liver, hematopoietic function and
coagulation system)




Trial profile

INF-o alone
N=53
Discontinuation
Adverse event due to IFN- o
N=2
INF-o. + Sorafenib
N=51

Eligible patients
N=42

Exclusion
Violation of eligibility criteria
N=9

On treatment * Discontinuation
N=8 N=34
Withdrawalof nformed Gonsent
DOT: 24 ~ 152 Weeks* Adverse Event
Disease Progression
Death
* As of Jan 31, 2013 Loss 10 folow-up

The final results will be shown soon, probably at ESMO this September. ,,

17. Ohyama

(\
(Gew)
)
HIROSAKI
UNIVERSITY

Prostate cancer-associated alteration
of N-glycan on PSA

Development of new assay system
detecting aberrant PSA glycosylation

Chikara Ohyama
Urology
Hirosaki University

[HSHH| =71 3 22l
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18. 22

2

v

Current Update in Basic Research in
CBNU: Prostate Cancer

Waun-Jae Kim

Department of Urology
Chungbuk National University

ey .
@29 Conclusions

HIROSAKI
UNIVERSITY

e PSA s a Glycoprotein.

® Cancer-associated PSA is rich
in Sialic acid-2,3Galactose residue.

® Glycan-targetted novel PSA assay system with
higher specificity may be promissing.

| S100A8/9 in CaP: Condusions

*  Expression levels of SI00A8/9 are decreased in CaP tissues than BPH

*  S100A8M are highly expressed in patients with high PSA and metastatic
stage than those with low PSA and localized stage

+  Urinary SI00A8/ are decreased in CaP patients than BPH

+  Urine mightrepresent S100A8/9 expression status in cancer tissue.

*  However, reproducibility and stability should be validated.

SEORYY

Vol. No 2013_3 - 15
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| Ongoing Research from Urine | Future Directions: Genomic Approach & Gene
Regulation using NGS

*  Candidate genes of RNA expression levels from GEO data (GSE6919)

Candidate Genes BPH CaP Genome(DNA chip) Transcriptome(DNA chip) . )
1.026879 2.33576 Proteome(Protein chip)
2 0.366117 2.00468
3 0.973111 3.08653
4 1.046136 3.40889
5 1.052093 3.21009
6 1.059629 2.82713
7 1.037675 2.67148
8 1.142899 2.66993 Intron
9 1.090051 231418 Exon
10 0.86865 2.23425
1 0.659818 2.18425 Polymorphism(SNP)
12 0.795873 2.0575 Promoter/ CpG
13 0.957624 2.02254

Copy Number " .
Variation(CNV) ~ Alternative microRNA

Splicing Variant

SEOARYY

Detection of Nucleic acid from Urine
| SurLyY

| Future Directions: Genomic Approach & Gene
Regulation using NGS

CRPC in

post-

In matched patients

Next Generation Sequencing (NGS)
* Transcriptome

+ microRNA and non-coding RNA
*Methylation

SEORYY

19. kim jay

Summary
Cholesterol

Metabolism and Hypothesis: Cholesterol enhances AR signaling
Prostate Cancer ; . in prostate cancer metastasis by epigenetic,
4 metabolic and intracrine mechanisms.

Py
A,

Circulating level of cholesterol and prostate cancer

Molecular mechanism: Lipid raft microdomains

— Lipid metabolism and prostate cancer
ay Kim

Harvard Medical School
Cedars-Sinai Medical Center

16 - KUOS NEWS LETTER



Seong Kuk Yoon

Department of Radiology
Dong-A Medical Center
Dong-A University College of Medicine

Current Updates in
Pathology of UTUC

Sito|tf ME2otatE &
He|at = go|

itiad

[HSHH| =71 3 22l
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« MDCTU offers superior detection of
UTUC over EU and US and allows
accurate staging.

» Accurate radiologic detection and staging
of UTUC is essential to determine
appropriate treatment.

Upper Tract Urothelial Cancer
* 6rading
* Staging
* Prognostic factors

* Lynch syndrome

The 11t KUOS Multidisciplinary Conference

Multidisciplinary Session II.

Practical Implementation for
Ureteroscopy in UTUC

Seung Chol Park

Wonkwang University School of Medicine and

Hospital

Take Home Message

= Ureteroscopy
= Diagnostic uncertain
= Conservative treatment
= No touch diagnostic ureteroscopy
= Essential technique
= Technological advances
= Efficient flexible ureteroscopy
= Improved visualization
= Fluorescence
= Narrow band imaging

= Ureteroscopic treatment another acceptable

option

Vol. No 2013_3 - 17
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Conclusions
1

‘\

2 ) 1 Commitment to clinical research with pragmatic
The role of neo-adjuvant & adjuvant clinical trial designs
chemotherapy

o A multidisciplinary approach and better
collaboration among urologists, oncologists,
radiation therapists, basic researchers, advocacy

e networks, and industry is critically important.

in locally advanced UTUC

2 Ho Young Kim, MD, PhD.

Case Discussion FI58

C.C : Incidentally detected Rt. Hydronephrosis
on f/lu CT scan for ovarian cancer
= | prg- (d=tel), NISF (=l a3y
P/hx: TAH ¢ BSO with adjuvant CTx for ovarian ca., 6YA
i Ao (DrEleol), 2o (&3recl),
=95 (Forerl °d4te=tay), U cytology: negative
Z=ogno| (Zoreicl Ha|ay), FEY (Zoreol)

FI/54

C.C : gross hematuria

U/A: RBC many/HPF, WBC 0-2/HPF

18 - KUOS NEWS LETTER
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Q s &4 B

[ et k7 | 52F8tS| ZiES| x| 2Hy ]

Chetd| =7 | Stz ZER7t ote AHUEHEM 71212 oEYU .
HER| Fol= 24E EH| =0 AgH

FT & S0 St 9Fe| gk sheOfM Ho | S0 Ciet DHT FA| D SFAA SR Hets 40
FEE Livd + Us 7I=IgUC B2 A4S 28 =Y

« AES| £HIS 2/o M5t B2 HAME SUFAIE F& =L
(gY, &%, S 7|AH5MHM O[HUZ ZLIFA|H EL T app@app2010.com)

- YAJ: 2013 58 312(3) 18:00-19:10
- 4 oke AEUEH Astidg

Time Subject Speaker Moderator
18:00-18:05 Opening remark oFshE 3|3 224 B@0| At
Case presentation & Brief Review
18:05-19:05 Case 1:4ES 240|300 ZIH0| L33 2H Moy Y E2|oy ZcHA
Case 2:HEM0 gyt =40 Y S0 Yayd
19:05-19:10 Closing remark oltE B3 Z2H SFE0|A
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Seung |l Jung MD, PhD
Department of Urology, C i i y H Hospital
Chonnam National University Medical School

= -

>Amphotericin B
(IV) x 8days
»Voriconazole
(PO) x 14days

Plan ureteroscopy &RIRS for
fungal ball (2013.7)

IVE.JAU[/’
= | F'

—l O e 2 =

» 1. RGP #! filling defect
+ 2. catheterized urine cytology (+)

1. nephroureterectomy with bladder cuff excision & H2 A& &t

2. Diagnostic ureteroscopy &9l £ & 128t

3. Diagnostic ureteroscopy with biopsy &0 £ & 12{8iCt,

[HSHH| =71 3 &St
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ok kel

Aspergillosis of the urinary tract

« Aspergillosis of the urinary tract is rarely reported, but may
occur from hematogenous spread, obstructive uropathy, or
ascending infection

Eisenberg RL, Hedgcock MW, Shanser JD. J Urol 1977;118.466-7.
Flechner SM, McAninch JW. J Urol 1981,125:598-601.

Ureteral aspergillosis may induce ureteral obstruction and
hydronephrosi

Early diagnosis and treatment is challenging.
— Although abdominal CT scan can reveal infection,

it is not a confirmative diagnostic tool.
Kueter JC, MacDiarmid SA, Redman JF. Urology 2002;59:601.

M’ 7(1) 111/7}”’ 1

1. voided cytology

-Sensitivity 20% grade 1; 45% grade 2, 75% grade 3

-site of origin of the malignant cells ?

-"atypical and/or suspicious” : only 15% — urinary tract malignancy
Novicki DE et al. J Urol. 1998

2. Ureteral catheterization for collection of urine or washings
- provide more accurate cytologic results.
But false-negative or false-positive result (22% to 35%) (Zincke et al, 1976).

- exposure of urothelial cells to ionic, high osmolar contrast agents as in RGP
may worsen cytologic abnormalities.

- Obtain cytologic specimens before the use of these agents (Terris, 2003).

3. biopsy( Sen: ity ~90%, & specificity ~ 90%)
:massive hemorrhage and perforation

Vol. No 2013_3 - 21
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Diagnostic URS, Rt. (2013.2.4) Case Summary
=N S A

Imaging :Rt. Hydro & distal ureteral mass ??
Ureteroscopy OP finding

- Bladder Lj & £0|471 gig.

- Rt. ureter L £0|474 2. Normal mucosa

Cytology

- Bladder: benign atypia

- Rt. Ureter: suspicious for malignancy
Urine Thbe study (-)

Imp. R/O Ureter tumor, Rt.
Plan 174" & Lab, APCT(IVP), urine cytology

Abdomen-pelvic CT (2013.2.26)
\e? ﬁfajll(//
2013.2.25 (POD 21)

- RLQ pain, fever (-)

1. More aggravation of wall thickening at right distal ureter,

considered as aggravation of R/O urothelial malignancy.
2. Aggravation of obstructive uropathy in right.
3. Tiny GB stone.

MS:methenamin silver stain

~PAS: Periodic acid schiff

=o b
F&
med 1 month

Aspergillosis of the urinary tract

« Aspergillosis of the urinary tract is rarely reported, but may
occur from hematogenous spread, obstructive uropathy, or
ascending infection

Eisenberg RL, Hedgcock MW, Shanser JD. J Urol 1977;118.466-7.
Flechner SM, McAninch JW. J Urol 1981,125:598-601.

»>Amphotericin B
(IV) x 8days

#Voriconazole )
(PO) x 14days ::tlfu ngal

Ureteral aspergillosis may induce ureteral obstruction and
- hydronephrosis.

Early diagnosis and treatment is challenging.
— Although abdominal CT scan can reveal infection,

it is not a confirmative diagnostic tool.
Kueter JC, MacDiarmid SA, Redman JF. Urology 2002;59:601 .

Plan ureteroscopy &RIRS for
fungal ball (2013.7)

Aspergillosis of the urinary tract
s

Urine cultures may not find Aspergillus.

The fungal ball can be treated effectively by surgical resection
and antifungal pharmacotherapy.

Endoscopic management through either an antegrade or a
retrograde approach is also effective.
Medi P, Goel R. Urol Int 2007.78:374-6.

Small fungal balls can be treated with antifungal drugs before
surgery.
Smaldone MC, Cannon GM, Benoit RM. J Endourol 2006;20:318-20.

@zeuuummyy

22 - KUOS NEWS LETTER



[HSHH| =71 3 &St

The Korean Urological Oncology Society

Z 00 (F/42) Abdomen-pelvic CT (2011.10.7 local)

C.C. Right back ~ abdomen pain (D: 1 month)

RIS 17§zt 2| Rt. flank~abdomen pain F4 2 local L{ 215}
of A|&stUS, APCT 0f| A Hydronephrosis, Rt. 3! Rt. lower
ureter?| filling defect ZHEHE| O =2 LY 2.

PHx. DM/HTN (-/-), C- 04,
2 (b S0 ) 1. nephroureterectomy with bladder cuff excision &
Ht2 Al8StCh

vis N-8 . RGP with cytology Al&i8HCH
LAB CBC 7,200/ 11.91464K
i i = &
UA RBG -, WBC — . Diagnostic ureteroscopy 29l £ 43 128t

other Lab N-S

. Diagnostic ureteroscopy with biopsy &0l & &

st

RGP, Rt. (2011.10.25) MR 24| 2|Y0| El& BE FS ureteroscopy (with or
| —— without biopsy) 7} Z23t7t2? = 7
ﬁfé) 7 787 - [ 111//
* 1. No
=52 Yes
e Ix
Urine cytology (bladder, Rt. Ureter) 1) Diagnosis (2?) after conventional radiographic studies
Benign atypia 2) Tx plan may be modified on the basis of the ureteroscopic

findings (e.g. endoscopic resection)

1. nephroureterectomy with bladder cuff excision &

B2 AIESHCH « risks of tumor seeding, extravasations, and dissemination are
low, but these risks are real

> should preclude ureteroscopy when it is unnecessary

. Diagnostic ureteroscopy 29! ¥ $& 12{8tC}

. Diagnostic ureteroscopy with biopsy 221 £ =
U st

AMPBELL

Percutaneous renal pelvis tumor excision

K 11.12.28

- Rt mid ureter &4+ 2 elongated
mass Z 30 renal pelvis Of| Al 7|

gt

Diagnostic URS, Rt. (2011.11.23)
=

- Frozen biopsy 4} benign 274 0]
tumor YL 2 3435} Holmium laser
o|gatof A

» Renal pelvis mass, Rt.
: Suggestive for Fibroepithelial polyp

= 0 O (F/42)
~

(15months f/u)

(Smonths flu) (8months f/u)

i Plan Percutaneous renal
pelvis tumor excision (2013.8)

& =
>Renal pelvis mass, Rt. : Pathology
(2011.12.28) : Fibroepithelial polyp

Vol. No 2013_3 - 23
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Fibroepithelial Polyp Fibroepithelial Polyp
+ Most common benign neoplasm of the Ureter. + Etiology
- mesodermal origin
* Mean age at Dx: 40 yrs. (7-73 yrs) - associate with “Urolithiasis”, UP] obstruction, ureteral stenting
* Male>Female (3:2), Adults > Pediatrics and recurrent UTL
* Ureter & UPJ (= 60%, Lt. >Rt.) - No risk factors (=40%)
> Renal pelvis > Bladder, posterior urethra
* Unilateral, Solitary 2> Bilateral, Multiple + Treatment
+ Symptoms: Flank pain, Hematuria, dysuria E'i?é‘:‘o’g;‘;’emmy E“Lz‘:iﬁg‘:gu"‘l::ﬁe:‘;;:ﬂ G
No symptom (=40%) Dismembered pyeloplasty - Percutaneous anterograde excision
resection ¢ L surgery
Ureteroneocystostomy

J Endourol. 2009;23(9):1415-9

& /M)

C/C: Painless gross hematuria (onset : 12days ago)

P/H: No known Hx of DM, Pul Tb, Hepatitis
HET med &

P/T: 7|t 48 7L Painless gross hematuria 0| EtH @ Lj

2U510] A|sH Abdomen CT A, TCC o| M A A 0] L s

Lab
<U/A> WBC >100/ HPF  RBC 1-4
<Cr> 11

cation

6month

<U/A> WBC >100/ HPF  RBC 1-4 Baseline imonth

‘ antibiotics medication 1 week

U/A: WBC - Microscopy:20-29 [0~4]
o RBC:0-1 [0~1]

MTB PCR Hybridization: Negative
AFB stain: positive

Urine culture: negative

Tb culture :negative (6.16)

‘ 2010.5.20 antiTbe medication start

Post medication 3 month Renal scan
+ U/A WBC - Microscopy:5- 9 [0~4] LK: RK split renal function =
RBC:1-4 [0~ 1] P ©uenuumasy It P ®ueuuuasy

2 Urinary Thbc infection C/C: Rt. Hydronephrosis
2: R/O renal _pelyls tumor. Rt Dlcidor ass
b Non functioning kidney Rt. .

P/H: No known Hx of DM, Pul Tb, Hepatitis, HET
op: Rt P/I: &J174 2IAIOH R LIR5I01 A%, US L cystoscopyht TCC A4 E0) LYRBL.
with bladder cuff excision

- WBC :10-19 [0-4]
NON- INVASIVE PAPILLARY G 0
UROTHELIAL CARCINOMA, HIGH |
GRADE (pTa) * Cytology :negative

* AFB stain ()

- TBPCR()

24 - KUOS NEWS LETTER
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eroscopy

€/C: Rt. Filank pain

P/H: No known Hx of DM, Pul Th, Hepatitis

P/I: 831 Abd CT& ureteral TCC 2 & 421 20| IR &

20130408 U/A
*  WBC - Microscopy:30-39 [0~4]
+ RBC:0-1[0~1]

* Rt. RGP & Cytology :malignancy
+  AFB stain (-)

« TBPCR ()
*  Urine culture : Ecoli

STITIS GLANDULARIS

. Ureteroscopy

But penmanent slide

Bx: UROTHELIAL
lll’;zﬁg.f AL CARCINOMA, HIGH-
CARCINOMA, HIGH GHADE
GRADE

pT3 (Tumor invades
beyond muscularis into
periureteric fat)

e e
® SlEX"Usingy

Multiple Frozen Bx: INFLAMMATION
F/U Cytology: negative

DA SR ELHE

HMOo& 75/M
» Chief complaint
Primary urothelial
carcinoma of prostate

=iy Onset) LY 170 H

A

Recurrent AUR

Vol. No 2013_3 - 25



KUOS HF28|E

< Past medical history >
» Present illness DM / HTLl;J /7:1P171cllrr£?nary TB / Hepatitis (- / + /- /)
- Lj 35 E localof M BPH medication N e o o medieation (+)
- IR o 1 T S AUR RIS E(O] 22l LR,
< Social history >
Drinking : ( - )
Smoking: ( -
Herb @ (-)
< Physical Examination > TRUS
» DRE

Both lobe) hardness
No tender & no nodularity

|

Cystoscopy

4

< Problem List >
#1. Recurrent AUR

T-P) TUR-P < Hospital course >

-

26 + KUOS NEWS LETTER




< TUR-P (12.11.13) >

Operation Finding
- bladder neck £ E{ prostatic urethra’Z7}X| mass lesionO|
AR ACH

- bladder neck elevationO| Z+&E|21 11 non-movabledt 2t
Cf.

—lbladderr L§0j = trabeculation 2|0 E0|A A2 ZHEL|
X

< Biopsy >

Specimen consists of multiple fragments of soft tissue, measuring
0.8x0.5¢m in size of the largest one.

oga e

TUR-P:
Infiltrating urothelial carcinoma, high grade.

(HSHt]  71 S 2}

The Korean Urological Oncology Society

< TUR-P (12.11.13) >

< Biopsy >

| o & 4 AHE 2|

suecimen consists of three parts as follows;
Specimen consists of a radical cystectomized urinary bladder attached with a prost
atic BFd BOTh Samina) veSIcien, MeASang | 0% 2 O 1 and 4830 1 wei
There s an irreqularly evatod Tcion 10 Shecaiaary b, measuring Sxhem i Size.
e main mass infiltrate to the prostate. Both ureters are attached, measuring 5.5cm and 5cm len
gm resepctively (A1-A22).
No.2: Specimen labeled "right pelvic lymph node* ().

No.3: Specimen labeled "left pelvic lymph node* (C).

owa ®g
Urinary bladder, bricker's operation;
Infiltrating urothelial carcinoma, high grade (A1,A3-A6,A9-A10&A13-A22), with
1) invasion to the prostate and seminal vesicle
2) tumor emboli in lymphovascular spaces, multiple

3) no lymph node invasion (& & C)

0|0% 70/M

» Chief complaint

Recurrnt AUR
Onset) 2012E 11 11
20124 1116

» Present illness
-2009. 8¥l local £E38f TURP A& &+
(== ©™ PSA 1.54)
- Al EXAA 2
nodular hyperplasia
-20114 11¢ 2X13 AURZE 28 254 E5j foley
cath keep (& A| alcohol, URI medication
oo )
MO
- urgency, dysuria X|&E

o

< Past medical history >

ITonary TB / Hepatitis (-/-/-/-)

Lf2 100 ™ ML E3| retal ca. 2 open surgery
L 3 M M#H R =3 stomach ca. £ op.
L 3 M 2@ OS Ed|f Lt. hand op

< Social history >

Drinking : ( - )
Smoking: (- )
Herb  :(-)

Vol. No 2013_3
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< Physical Examination >

» DRE
Smooth & firm
No tender & no nodularity

-

Cystoscopy

< Problem List >

#1. Recurrent AUR
#2. voiding Sx (urgency, dysuria)

< Hospital course >
T-P) palliative TUR-P

—— g

< TUR-P (12.12.10) > < TUR-P (12.12.10) >

Operation Finding
- urethral stricture2 21Fr-27Fr metal soundation A|g§3}2iC}.

- bladder neck, prostatlc urethradf| multiple papillary mass 7} 2t%
E/0f 242} 12 Bx A B,

- prostatic urethra7} wregulam}g&om Z % 0| fragilest
hypervascularity7} £t& £[QiCt

- bladder U 0= trabeculation 20| £0|A742 ZHEE[X| QT

-

8 + KUOS NEWS LETTER
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o

< Biopsy > < Plan >

» Radical cystectom
EE T EE T PR o\i OV .
omers » B} QB0 22 M.
Three specimens are received as follows;
i RIS S8 R S ST T ¢
yscl'ig,: vs\}éFéh’f?Fg"1'?5'&"(@‘35‘9‘1’?59’4{25 ).consms of multiple fragments of soft ti

0% RS LB RS oS GPgEI G e raaments o sof sy

ists of multiple fragments of soft ti

ogal zet
Prostate and bladder neck, TUR-P;
Urothelial carcinoma (A1,A2,B,)

* Immunohistochemical staining results (B);
1) PSA; negative. 2) AMACR; focal positive. 3) CK-7; negative.

212144 Review of topic

Classification

Table 1 - Classification of prostatic involvement according to
Hardeman and Soloway [29]

Stage 1 Tumor confined to prostatic urothelium
Stage 2. Invasion of ducts and acini but confined to the basal
membrane
Stage 3 Stromal invasion
Urothelial Carcinoma of P — — o
the PrOState T4a Tumor invading: prostatic Tispu Carcinoma in situ. Invalvement of prostatic urethra
stroma*, uterus, and vagina
Tab Tumor invading abdominal or Tispd Carcinoma in situ. Prostatic duct. involvement
pelvic wall
2l Tumor invading the subepithelial connective tissue
T Tumor invading mmm»m
n Tumor invading the corpus cavernosum beyend the
, bladder neck:
T Tamor iwading other adjacen organs (ladder)
vom T soge.
e et prosa e tad:
Oatafom Palou et . Eur Ural 201353817
Mechanisms of stromal invasion Mechanisms of stromal invasion
Prostatic stromal invasion is defined by the presence of irregular - Several studies showed worse prognosis for contiguous versus
invasive tumor nests or single cells within the dense fibromuscular noncontiguous growing tumors.

stroma of the prostate or admixed within benign prostate glands.
Table 4 - Classification of Involvement of the prostate according to
Pagano et al. [37]

- contiguous tumor : direct invasion of bladder tumor into the
prostate as an extravesical tumor extension (stage pT3b) penetrating _

into the stroma directly through the prostatic capsule D (o1 7
Noncontiguous 28 (39) a6
‘Urethral mucosa 6 100
. tig tumor : sy presence of PU tumors as a DENETS " =
pagetoid spread of urethral tumor into the stroma via the ducts and Extracapsular invasion 0 -
acini
Datafom Pl o . Eur Ul 2585917, Data rom Palo o . Eur Url, 013,831,

Vol. No 2013_3 - 29
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Incidence of prostatic urothelial carcinoma

Diagnosis

- Transitional cell cancer involvement of the prostate in patients with
a primary bladder cancer has been reported in multiple studies with
an incidence between 12% and 48%.

- Cystoscopy was described as a valuable tool to diagnose PU
involvement if there are macroscopic lesions.

- Stromal invasion detected in transurethral biopsies in the PU was
reported to be only 56%.

Donat et al. evaluated 246 male patients undergoing cystectomy. Biopsies
were obtained at the 4 and 8 o’clock positions from the bladder neck to the

Witha itivity of 53%, ificity of 77%, and positive
predictive value of 45%, the authors concluded that transurethral biopsy is
an imperfect tool for detecting.

Donat et al J Urol. 2001;165:1580-4,

Data from Palou et a. Eur Urol, 2013:63:81.7.

Table 4
Incidence of prostatic urothelial carcinoma
Superficial bladder carcinoma 16%-39%
Postcystectomy specimen 12%-48%
P with stromal invol T%—17%
Primary wrothelial carcinoma of the prostate 1%4%
Data from Walsh o al, Urol Oncal, 2009:27:352-.
Diagnosis

Predicting prostatic stromal invasion

- To identify stromal invasion, resectoscope loop biopsies of the
PU are taken from the lateral lobes and floor beginning distal to the
bladder neck and extending just proximal to the verumontanum.

- The only way to approach 100% accuracy would be to perform an
extensive transurethral resection of the prostate (TURP), an
impractical approach for the routine staging of patients with bladder
cancer.

- Solsona et al. recommended a prostatic biopsy in patients with
positive cytology in the absence of macroscopic tumors or CIS or in
those with macroscopic lesions in the prostate.

- Given the lack of accurate diagnostic tools, clinical factors that
might help clinicians predict stromal invasion would be particularly
useful.

- Numerous articles have evaluated prognostic factors and the
devel t of pi ic urethral invol , but not specifically

prostatic stromal invasion.

- Wood et al. identified CIS involving the trigone, bladder neck,
periurethral structures, and ureter, and a history of intravesical
instillations as predictors of PU involvement.

Data from Palou et al. Urology. 2007;69:50-61,

Data from Palou et al. Eur Urol, 2013:63:817.

Stromal invasion treatment

Follow-up of the prostatic urethra

- Prostatic stromal invasion is associated with a higher likelihood of
lymph node (LN) metastases and a poor survival.

- In patients who are surgical candidates, radical cystoprostatectomy
is the treatment of choice because durable cancer control rates with
radiation with or without radio-sensitizing chemotherapy are poor.

- The more extensive the dissection and the more nodes removed,
the higher the staging accuracy and therapeutic benefit to patients.

- With increasing numbers of patients receiving initially longer
courses of intravesical therapy for high-grade Ta/T1 bladder cancer or
CIS rather than radical surgery, there will be an increased number of
patients at risk of developing UC of the prostate.

- Solsona et al. strongly recommend frequent random biopsies of the
PU during initial and repeated cystoscopic examinations.

The patients were checked quarterly in the first 2 yr and then semiannually
until the fifth year.

For patients with positive cytology in follow-up in the absence of macroscopic
bladder carcinoma, it is recommended to evaluate the bladder and the PU with
multiple biopsies.

Solsoca et al. Eur Urol. 1991;19:89.92.

Data from Palou et a. Eur Urol, 2013:63:81.7.

Data from Palou et a. Eur Urol, 2013:63:81.7.

Follow-up of the prostatic urethra

Conclusions

- Bladder recurrence is most likely to be the cause with a positive
cytology during the first 6 mo of follow-up after conservative
management of a Ta/T1 bladder carcinoma.

- The PU should be considered if there has been associated CIS,
tumor near the bladder neck, or multifocal disease.

- If positive cytology appears in longer term follow-up, the upper
urinary tract should be evaluated.

- Underreporting of the true incidence of prostatic involvement is commen.

- The incidence of prostatic urothelial carcinoma in men with superficial or invasive bladder
cancer ranges from 12% to 48%, and 7.6% to 16.6% have stromal invasion.

- Transurethral biopsy of the prostatic urethra is effective in identifying prostatic
involvement but does not accurately reveal the extent of involvement, particularly with
stromal invasion. New methods for detection of prostatic stromal invasion are needed.

= Retrospective and prospective studies are needed to determine prognostic factors for
prostatic stromal invasion.

- Radical cystoprostatectomy is the treatment of choice for locoregional control in patients
with prostatic stromal invasion.

- Data show that the extent of lymphadenectomy may have an impact on survival.

Data from Palou et al. Eur Urol, 2013:63:817.

Data from Palou et al. Urology. 2007;69:50-61,
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Clear cell RCC & =2 @Ity 2ofo 2 FIr}o] thE BofA] VEGF, VEGFRs, 12]1 PDGFR(Gorge, 2003)
g] _L].oC] ‘=}—_._]"?ﬂ°] §__|]-c‘>_] E]M 013151- EA Lo 51}5:]1\-1 27]» Z]'GHA—] iOk B:l7] _17:173 5(_5:]5:1 Habc]- }\Hiﬂ]- :L]—a:]
o] glcH Takahashi, 1994; Jacobsen, 2000; Tsuchiya, 2001; Sulzbacher, 2003), T}2}A VEGF, VEGFR,
PDGFR RCC 2] &89] A3i3t Epflo] Fc}, %* PR ol thigh A7t WRE]7] o]d7HR]| = B2 ‘ﬂ°%
o) Zojst X8 = EAJojlz E3st, HE Qo] EF x]gHo 2 AREE|Q oL} (McDermott, 2004), A

£ ZolMoj| th3t AfHEEE] = ZHatEo] EJ_E]%EHCoppin, 2004; Negrier, 2007; Atkins, 2004; McDermott,
2004). 22 } 2|2 RCCEAIE thato g 3F Tyrosine kinase inhibitor2 Z3Heh #A2]g4|9] 7Hit 2 Qlsy
Aol B3I AE71ZF (PFS) o] 117HES de & 9% A2 B3 &2 glct (Motzer, 2006; Escudier,
2007; Sternberg, 2010).

J2i} ol=2fgt 2] & g afe] /WMo & B5ta, TKIQE Aabsl H2k8 (m]2, 22353, g 5)2 = QIsl TKI
2|82 "L RCCEHrIQ] Ako] 2lof] st Ent2&.2 RCC 2]8.2] o)A & ol 9lgjct, (Hutson et al, Oncologist
2008;13:1084-96.; Porta and Szczylik. Cancer Treat Rev 2009;35:297-307.)

Th2aPg 2 VEGFR, PDGFR, cKitd 402 ok %3 Bedid 2shial 2, chgdt 392 A2 g 7
HE Foll glom 2138/ AN ZEC] 12} o) x| &A|et o] tet avlE Fof HEL XSPA ARASF X84
2 571l 95 YA HQITt 215878 AN Zdol|A Thrupyie] 29 Zﬂ 3” @71 VEG105192 of|4= ECOG
performance status?} 0+ 10]HA] o]Hof] 2|8 5 BF2 o] gl 32} 23371} Afo|E7Q] 2|8 5 HFL 3t
A} 20282 T o2 oG, Agto] 23 & Wapr}t 5-8E|Q17] wiRoll, 12F F7pHLEE BRI AR (PFS) =
SIGITE. o] 2|8 73Yo] Gt SR F ThRIbS R £9] PRSEHE 11.170E R thzx 2] 2.871%
3} v) 25t 21H](HR) 0.40(95% C1 0.27 to 0.60, p<0.001) 2.2 LIEIIT} o]0 Alo]EFQ] X]Bof Alxj
gt A0 Fol|M, PFSe] 9%t Thruby] Fofiat flefzollA Z42F 7.470E W 4. 271€oIqln, 9152 0.54
(95% Cl: 0.35 to 0.84,p<0.001) Fc}, B E A1 20] HAo %a,y* Alo] QJU3] (IRC)™7}ol] 275tH3ict.

wfzuly SORt THAIM 14 S OFBUR oPuRS e MAL (44%), TP (37%), 1212 B A
(379%)°1%iCT. SHAIaF, AT D] Foigh oS HES-L 4% DO 2 IITE, Fof F PR AF
auge] iR BaxayoR 2T 2 9l510, oI Soll MEab} Y RoiE ASY 4 gl5ick 7}
A 23 Grade 3, 49] AIRA o[- ALT % ASTE] 44501313 (2]5212] 3.4%00M AT} 3TH), OFE-2A 71
B4 S EL 715 o] ch¥e Fob 83 2US Sof YRS WAT YA, 53T H4E Y
A3 22350 YOS 32482 floraol ulol Thanhy Forgol o FaigioL), Grade 3,49 W3 %
232 50 BRho 2 E3H] YT, o] B in vitro datedaE 5o o] ZF5, TIPS in vitro
datacl PREHH R ARG} AREI] Gl FIt-38 2UIE]o] ulsh 3508 A 2 Aefot o2 w3 sgict

(Kumar et al. Br J Cancer 2009; 101: 1717-1723).
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A 2717HPES)0]3 A, o|x} 7} M4 A A-E717H0S), 7B BESE(ORR), QF4d (Safety profile), 22
2 549 A(HRQoL) B7} 5 ©1%tt. COMPARZ QAfollA] afzrapya} £L|E|HO] B] 5782 U507 |¢le] 417
AE HEE 1.25(F 2913 295% CISTt.

= Aol 18] (IRO)2] 7tol] whard shradyo] A 7RI B2 S92 8.471E([95% C1 8.3
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Line therapy for mRCC
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PFS 213

PFS: Progression Free Survival
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