INETITOYTO
MEAETHE
OYPOAQNKAON
[1ABHEEON

“BEST PAPERS OFF 2016”
for Renal cancer &
Bladder cancer

IQANNHX BAPKAPAKHZ
ANAMNAHPQTHX KAOGHIHTHX OYPOAOT'IAX
EONIKO & KAINOAIZTPIAKO MNMANEMNIZTHMIO AGHNQN
2IZMANOTAEIO NOZOKOMEIO

100UROSCHOOL2017

IXOAEIO OYPOAOTIAZ

! U
Wy 16+17+18+19 GEBPOYAPIOY - FIOPTAPIA MHAIO
W "7

Dept. Urology, Athens Medical School, J. Varkarakis



AEN EXQ 2YTKPOY2ZH 2YMO®OEPONTQN

CONFLICT

of
INTEREST
|

WX Dept. Urology, Athens Medical School, . Varkarakis



AGHIEON

Format: Summary + Sort by: Most Recent +

INETITOYTO
$M£AETHI
YPOAGTIKON

Search results
Items: 1 to 20 of 4841

Cost-Effectiveness [Internet).
Ottawa (ON): Canadian Agency for Drugs and Technologies in
PMID: 28211663  Free Books & Documents
Similar articles

VEGEF inhibitors in renal cell carcinoma.

Search results
Items: 1 to 20 of 3317

[ Immunohistochemical Investigation of HER/AKT/mTOR P
1. Molecules in Urothelial Carcinomas.

Koletsas N, Koletsa T, Choidas S, Anagnostopoulos K,
Raptou G, Papadopoulos N, Lambropoulou M.
Patholog Res Int. 2017;2017:6794150. doi: 10.1155/2017/6794150.
PMID: 28210516
Similar articles

IXOAEIO OYPOAOTIAZ

16+17+18+19 GEBPOYAPIOY - NOPTAPIA NMHAIO



Natural History of Renal Angiomyolipoma (AML):
Most Patients with Large AMLs >4 cm Can Be Offered Active
Surveillance as an Initial Management Strategy

= [ﬁ Jaimin R. Bhatt“", Patrick O. Richard®, Nicole S. Kim“, Antonio Finelli
— Karthikeyan Manickavachagam®, Laura Legere®, Andrew Evans®, York Pei d
Jenna Sykes ¢, Kartik Jhaveri’, Michael A.S. Jewett ™’

EAU guidelines recommend treatment in:

e large tumors

 women of child-bearing age

» follow-up or access to emergency care is inadequate

A size threshold for treatment remains controversial, with previous
recommendations suggesting 3—4 cm.

The 4 cm threshold is based on a study by Oesterling et al based on 13 pt
The true natural history may remain unknown because symptomatic m {
cases are more likely to be identified and included in case series. w .
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MATERIALS & METHODS

Radiology record crawler system
(Montage; Montage Healthcare Systems, Philadelphia, USA)

e 2741 patients with renal AML.
e 447 patients with 582 tumors witl >3 abdominal imaging.

* FU: median 43 mo (range: 14-144 mo)

Intervention None 422 (94.4)
Yes 25(586)
Size of lesion at baseline, cm <4 400 (89.5)
-4 4711057 |
Clinical presentation Incidental 406 (90.8)
Symptomatic 41 (92) =

X
ry
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Variable Category <4 cm, n (%) >4 cm, n (%) Total p value
(n=400) (n=47)
Age at diagnosis, yr Median 589 524 58.1 0.0057
(range) (185-90.3) (19-89) (18.5-90.3)
Gender Female 319(798) 39 (83) 358 (80.1) 0.7
Male 81(202) 8(17) 89 (19.9)
TSC status No/unknown 393 (982) 37(78.7) 430 (96.2) <0.0001
Yes 7(18) 10 (213) 17(38)
Clinical presentation Incidental 374(934) 32(68.1) 406 (90.8) <0.0001
Symptomatic 26 (66) 15(319) 41(92)
Symptom type Pain 19(73.1) 10 (66.7) 29(70.7) 0.73
Haematuria or bleeding 7(269) 5(333) 12 (29.3)
Intervention Yes 7(18) 18 (38) 25(56) <0.0001
No 393 (982) 29 (62) 422 (94.4)
Variable Estimate 95% ClI p value
Baseline estimates:
<4cm’ -0.061 —0.116 to —0.006 0.029 =
>4 cm 1921 1.746-2.095 <0.0001 lesions <4cm vs >4cm
Slope estimates, cm/jyr:
<4 cm’ 0.021 0.015-0.026 <0.0001
>4 cm 0.0017 —-0.017 to 0.020 0859
Cl= confidence interval.

! Reference group.

RESULTS

(10%) Tumors>4cm more likely

Younger age
TSC

Symptomatic
intervention

No difference in the average growth rate of

* 91% did not grow or grew slowly (0.02cm/y)
* 9% grew with rate >0.25cm/y

Variable Category No intervention, n (%) Intervention, n (%) Total, n (%) p value
(n=422) (n=25) (n=447)

Age at diagnosis, yr Median 58.1 49 58.1 0.002
(range) (18.5-90.3) (20-66) (185-903)

Gender Female 336 (79.6) 22 (88) 358 (80.1) 044
Male 86 (204) 3(12) 89 (19.9)

TSC status No/not known 411(97.3) 19 (76) 430 (962) <0.0001
Yes 11(27) 6 (24) 17 (3.8)

Clinical presentation Incidental 394 (93) 12 (48) 406 (90.8) <0.0001
Symptomatic 28(7) 13(52) 41(92)

Initial size <4cm 393 (93.1) 7 (28) 400 (895) <0.0001
>4 cm 29 (69) 18(72) 47 (105)
<0.25 emfyr 389 (92) 17 (77) 406 (914) 003
>0.25 cmfyr 33(8) 5 (23) 38 (8.6)

93% were elective interventions

Dept. Urology, Athens Medical School, J. Varkarakis

25/447(5.6%) had intervention
More frequently

young age

TSC

Symptomatic -
>4cm

o
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RESULTS

SYMPTOMS
In 10% overall
In 30% if AML>4cm
Most common
hematuria & pain
Non TSC Pain > hematuria
TSC Hematuria > Pain (p=0.16)
Retroperitoneal bleeding
Rare 0.4%
Majority do not have prior Sx
Can happen with RCC as well with same frequency
Intervention 5%
SAE, RFA, mTOR inhibitors, PNx

y B
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TAKE HOME MESSAGE

Most sporadic AMLs are
* ASx
 do not grow or grow slowly regardless of initial size.

Pt with ASx or mildly Sx AMLs even if >4cm should be
offered initial AS

Pt should be aware of small risk of progression
especially in fast growing AMLs (>0.25cm/y)

%" Dept. Urology, Athens Medical School, J. Varkarakis
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Likelihood of Incomplete Kidney Tumor Ablation with
Radio Frequency Energy: Degree of Enhancement Matters

Aaron H. Lay, Jeremy Stewart, Noah E. Canvasser, Jeffrey A. Cadeddu*
and Jeffrey C. Gahan

From the Department of Urology, Unvermsity of Texas Southwestom Medicad Center, Dalbs, Texas

* Uniform temperatures >60C required my not be reached (heat sink)
RFA outcomes associated with

Increased




MATERIALS & METHODS

e 158 patients RFA ablation
* Biopsy confirmed RCCin 81%

RESULTS

Table 4. Incompiete ablation rates

|
®
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Incomglete Ablaton Rate (%) p Value
Siza (em): NN
3 or Greasr | 120 |
NS ' '
233 then b 89 o4n
47
HU change:
Less than I_I
B0 or Greatey
Cear ol 57 0897
Nonehear o=l 18

* 7% incomplete ablation
Table 5. Multivariate logistic regression analysis of tumor
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93% (99 pt) RCC successful ablation

factors predicting incomplete ablation

Tumor Vasable 0R for Incomplete Ablaton (5% () p Value
Si= 106 (094-117)
Asferace s than Scm 034
114 (104—-124)
Asferace B8 than ) HU 008
S 095 (85— 108)
Asferace ess than 6 040
Cell type 099 (0.89—110)
Asferance nonclear o 1k 174




5-year DFS
A B
!‘_l. ,,,,,,,,,, -~ [
if' P<0.01 gf' P=0.24
2| <3cm 100% 31 <60HU 100%
ig. >3cm 69.2% 334 >60HU 92.4%
g'w K. pacn g | : O W pmi) 34

RESULTS

1 P=0.27
! Non-clear cell 100%
1 Clear cell 92.5%

Figure 2. Kaplan-Meier survival curve for DFS stratified by size (A), HU change (8) and cell type (C). FU, followup.

* Disease recurrence 5.4% (5 pt)

* Median follow up 30 mo

)
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STUDY LIMITATIONS

Retrospective study.

Limited number of pt.

Standard protocol for contrast use in CT was used
e some variation is expected:
* Degree of enhancement within the tumor depends on
* timing
 amount of contrast used
* Part of tumor measured

* tumors are heterogeneous and degree of

enhancement can vary.
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TAKE HOME MESSAGE

 Tumors with contrast enhancement >60HU have higher
incomplete ablation after RFA

* Contrast enhancement cannot predict DFS

 Tumor size >3cm remains a significant risk factor for DFS

2
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Positive Surgical Margins Increase Risk of Recurrence
“ thotocy | after Partial Nephrectomy for High Risk Renal Tumors

Paras H. Shah,* Daniel M. Moreira, Zhamshid Okhunov, Vinay R. Patel,
Sameer Chopra, Aria A. Razmaria, Manaf Alom, Arvin K. George,
Oksana Yaskiv, Michael J. Schwartz, Mihir Desai, Manish A. Vira,

Lee Richstone, Jaime Landman, Arieh L. Shalhav, Inderbir Gill

and Louis R. Kavoussi

Heterogeneous behavior of RCC lesions
* Low grade & stage indolent course
* High grade & stage risk of growth and systemic spread

Residual tumor in the context of PSM mimics the primary lesion

Lack of consensus for clinical relevance of a PSM after PNx
e Variability in pathological characteristics in various studies
* Contemporary studies lack the statistical power

* High risk patients with and without PSM

* PSM in high and low risk patients |




MATERIALS & METHODS

A retrospective multi-institutional review
Table 1. Baseline patient and disease characteristics
* 1240 pt PNx (O/L/R) Overal PSM NSM [ p Value
No. pts (%) 1240 (100) 97 (8 1143 (92| -
. Mean pt age (SD) 59.1 (11.9) 59.7 (11.5) 590 (11.9)|| 057
* Median FU 33mo No. gender (%} .
0 F 408 (33 B (34 35 (W)
* +sm 7'8A’ (97) Mean cm tumor size (SD) 32 17) 33 (18) 32 (16)|| 064
° 2/3 in LOW r|Sk pt (71%) NDI. Fuhrman grade (%): % U9 2 1 m s 0.29
. . . I 743 (60) 60 (62) 683 (60)
* 1/3in High risk pt (29%) i 20 (23) 21 (22) 269 (24)
v 23 (20 4 @ 19 (2
* Recurrence 5.6% (69) No. tumor histology (%) 056
. . Clear cell 851 (69) 63 (71) 782 (69)
e Median time 19mo papilary 2 26) 21 (2) 300 (26)
Chromophobe 50 (4 5 (5 45 (4
Other 8 (1) 2 @ 1B (1)
No. tumor stage (%): 0.16
pT1 1,145 (92) 86 (89) 1059 (33)
pT2 R @B 2 @ 32 @
pT3a 63 (5) 9 (8 54 (5
No. tumor focality (%): 0.61
)
PSM was unrelated to { .
tumor size, stage, grade, histology, focality (all p > 0.05). }
Bilat . v B B || M/

»
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univariable

Rkl RESULTS
g 0.90+ ‘.-.-:..-.
T om ;
e femmmmmmm——— +SM
§ 0.70 Table 2. Sites of disease recurrence
8 No. PSMs No. NSMs
0.60
P=0.003 Negative margins l{-)qscfl X 61% 8 A
------ Positive margins IStant: 0
0'50 L L3 Ll T T Ll T T L T Vg T Lungs 39 /0 2 g
0 12 24 36 48 60 72 84 96 108 120 Retroperitoneal lymph nodes 3 5
Time from surgery (months) Bones 1 3
Number at risk Ad | 1 2
-margins 1143 934 701 523 380 254 99 52 17 6 1 \rena
+margins 97 83 64 45 27 12 7 5 2 0 0 Liver 1 2
Omentum 0 1
Peritoneum 1 1
Figure 1. RFS by margin status Gallbladder 0 1

* A +margin was associated with af relapse on
multivariable analysis (HR 2.08, 95% Cl 1.09e 3.97, p. 0.03) but
not with site of recurrence.

§

|
|
increased risk of local as well as metastatic relapse. \-d
N g
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RESULTS

Subgroups in which PSM was a predictor of recurrence

Group HR (85%C1) N Events E
pT1 1.31(052331) 145 51 } : * {
pT2-3a 692 (228-1636) 9% 18 ' | . :
Clear cel 253(127-504) 851 55 : t * |
Non-clear cell 2 (0.45-8.95) 389 14 k ! * ‘
Grade 1-2 137 (048-387) 927 b E * {
Grade 34 461(208-1024) 313 33 : ; . {
All comers 249 (133464) 1240 69 | * .
G Gt B3 3 Jiiliinew
Unadjusted Hazard Ratio

Figure 2. Association of PSM with recurrence by subgroups

Median time to recurrence was 19 months for high risk cases. '1.
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RESULTS '
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8 0.70- ——— | =mee=e high-risk -margins
& 1 = lOW-risk +margins
§ N = == high-risk +margins
o 060 |

P<0.001 e 45% in 5 years
0.50
0 12 24 36 48 60 72 84 96 108 120
Time from surgery (months)
Number at risk

-
w

LR-NSM 801 658 485 369 268 185 75 41
HR-NSM 342 276 216 154 112 69 24 11
LR-PSM 69 63 50 34 20 9 5 3
HR-PSM 26 20 14 11 7 3 2 2

- N
ocooom
OO 0O -

Figure 3. RFS by margin status and risk group. Low risk
(LR)—pT1 and Fuhrman grade I-ll. High risk (HR)—pT2-3 or
Fuhrman grade IlI-IV.

 a positive surgical margin was significantly associated with a higher risk of
recurrence in cases considered high risk (p < 0.001) but not low risk (p. 0.647).




STUDY LIMITATIONS

* Retrospective nature

* Heterogeneity
e Surgical technique
* Ptselection
* Follow up

* Incomplete information
* Nephrometry score
* Intraoperative biopsy
 Management of intraoperative biopsy
* Depth and magnitude of PSM
* Not powered for analysis of recurrence location




TAKE HOME MESSAGE

PSM associated with local and metastatic tumor recurrence after PN
This relationship observed specifically for tumors with high risk features

RFS was similar among low risk features regardless of margin status

In complex ¢T2 maybe RNx better ?




LT, Prediction of Pulmonary Metastasis in Renal Cell Carcinoma
UROLOGY Patients with Indeterminate Pulmonary Nodules

Mehrad Adibi“, Patrick A. Kenney“, Arun Z. Thomas “, Leonardo D. Borregales“,

o BB Graciela M. Nogueras-Gonzalez”, Xuemei Wang”, Catherine E. Devine®, Jose A. Karam®,
B Christopher G. Wood ™"

*Deparsnent of Urology, University of Texas MD Andersan Cancer Center, Houston, TX, USA; ® Department of Biostaristics, University of Texas MD Anderson
Cancer Center, Houston, TX, USA; “Department of Radiology, University of Texas MD Anderson Gancer Center, Houston, TX, USA

* Most common site of metastasis in pt with RCC is the lung (45-75%)

* Indeterminate pulmonary nodules (IPN): 1mm-2cm round
pulmonary opacity that may be benign or malignant

* Determine predictors of progression of an IPN to pulmonary
metastasis in pt with localized or locally advanced RCC treated with
nephrectomy.

9
N

" Dept. Urology, Athens Medical School, J. Varkarakis




Table 1 - Patients characteristics

= — MATERIALS & METHODS

Age at 07
T = 5 w
Median (IQR) 4.1 (54.1-71.3) 643 (53.9-715) 63.9 (543-698)
BMI 05
N 251 179 72
Median (IQR) 288(253-38.8) 289 (254-330) 287 (247-324)
Largest tumor diameter (am) <0.001 . .
N 51 17 7 [ ]
Median (IQR) 80(5.2-104) 73(46-9.5) 95(7.0-112) 251 pt Wlth IPM In prop CT
Creatini 0,002
) i n * FU at least 3years
Median (IQR) 1.1(09-1.3) 1(09-12) 12(1.0-14)
Albumi 05
» s  (Q3-6mt CT or CXR)
Median (IQR) 42(40-45) 42(4045) 43 (38-46)
LDH 0.08
N 23 158 65
Median (IQR) 456.0 (389-553) 4715 (399-557) 426 (377-508)
Hemoglobi 0.002
v i o * IPM<2cm
Median (IQR) 133(12.1-14.2) 134 (127-145) 129 (114-139)
Calcn 02 M
@ . * Considered Pulmonary M when
Median (IQR) 94(9.1-97) 94(9.1-9.8) 95(92-9.7)
0 X N X N X * Increase of size
F : . | f numb
Mal 159 63 107 59 52 n
chilc 92 37 72 41 20 B ncrease O n u m e r
RM\,‘Ich 2 81 14 80 58 81 “ [ ] H 1 t | i | d. 1
ite
Other 49 19 35 20 14 19 Is O Oglca IagnOSIS
ASA 014
2 61 24 48 27 13 18
»2 19 76 131 73 59 82
Smoker 08
No 106 42 75 42 31 8 R ES U LTS
Yes 145 58 104 58 41 57
ECOG 0.002
0 76 30 65 36 1 15
1 165 66 106 59 59 2
>1 10 4 8 5 2 3 . 0
b e (ot oot . a - = L= IPN developed in M+ 29% (FU 35.3m0)
3-5 14 73 41 41 57
6 19 14 8 5 7 1 o
R IPN not develop in M+ 71% (FU 38mo)
No 12 45 93 52 19
Yes 139 55 86 48 53 74
Respiratory symptoms 0.002
o, n3 93 m 9% 61 85 @2;‘ d

18 7 7 4 n 15

fo: |
4 P rs Arv\trican Society of Anesthesiologists; IQR « interquartile range; LDH = lactate dehydrogenase. ‘
A £ =,
e "
¢ %

A Dept. Urology, Athens Medical School, J. Varkarakis




RESULTS

Table 2> Pathological Tharacteristics

All patients Pulmonary metastasis development p value
No Yes

N 4 N 4 N %
T pTI/T2 a5 38 86 48 13
156 62 a3 52 63 87

N [Cromcnes ETT
p NO 112 45 38 44 61
p N1 13 5 6 3 7 10
126 50 105 59 21 29

G iTulrman grade <0001 |
G1-G2 65 26 62 36 3 4
G3-G4 181 74 112 64 69 96

Histology 0.03

Clear-cell 201 80 137 77 64 89
Ehlon.dﬂml 50 20 4o 23 8 11

LVI LVI 0.003 |
No 220 88 164 92 56 78
Yes 31 12 15 8 16 22

Sa rc Sarcomatoid <0.001

No 235 94 174 972 61 85
Yes 16 6 5 28 11 15

|VC [ Venous tumor thrombus _ _ _ _ _ <0.001 |
None 154 61 128 72 26 36
Renal vein 48 19 33 18 15 21
IVC below diaphragm 44 18 17 9 27 38
i LY 2 1 1 4 s

ST R e — =
No 108 43 95 53 13 18
Yes 143 57 84 47 59 82

IVC = intravenous cholangiogram; LVI « lymphovascular invasion. %W




RESULTS

Table Radiologic racteristics on chest computed tomography

L[/\/\/\‘ All patients Pulmonary metastasis development p value
No Yes
[ Number of nodules on CT <0001 |
N 250 178 72
i ) 30 (2-6) 3 (2_5) 4(3-7)
H Size of nodules on CT (mm) <0.001 I
N 250 178 72
Median (IQR) 40 (3-6) 4 (3-5) 5(3-7)
D from chest CT to surgery 0.4
N 250 178 72
Median (IQR) 18.0 (8-29) 18 (8-29) 15 (7.5-27)
Days from CXR to surgery 0.7
N 227 160 67
Median (IQR) 15.0 (8-26) 15 (7.5-26) 17 (8-26)
N % N % N 4
Preoperative CXR 04
No 24 10 19 n 5 7
Yes 227 %0 160 89 67 93
Metastasis at same location as largest 05
Pulmonary nodule
No 37 51 2 100 35 49
Yes 36 49 0 0 36 51
Location of largest nodule 06
LLL 48 19 37 21 11 14
LUL 51 21 34 19 17 24
RLL 58 23 38 21 20 28
RML 28 n 21 12 7 10
RUL 65 26 48 27 17 24
Nodule calcification 06
No 150 60 105 59 45 63
Yes 100 40 73 41 27 37
Pleural effusion 05
No 239 9% 171 9% 68 94
Yes 11 4 7 4 4 6

C «computed tomography; XR « chest X-ray; IQR = interquartile range.

Dept. Urology, Athens Medical School, J. Varkarakis




Tab nivariable and multivarial nalysis for lung metastasis-free survival

B ]
HR 95% C for HR p value HR 95%  for HR p value R E S U LTS

Largest tumordiameter{cm) 112 (1.06-1.18) <0.001 1.01 (094-1.09) 08
Number of nodules on CT 115 (1.08-123) <0.001 L1 (1.03-1.19) 0.004
Size of nodules on CT (mm) 1.27 (1.16-1.39) <0.001 117 (1.05-1.30) 0.006
Smoker
No Ref Ref
Yes 101 (0.64-162) 0.9 082 (050-135) 04
Charlson score (not age-adjusted) LM FS
0-2 Ref o
35 1.80 (1.10-2.95) o @
>6 1.67 (0.64-436) 03 3y 7 1 A)
ECOG
- - @5y 65%
1 3.04 (1.59-5.79) 0.001
>1 1.94 (0.43-881) 0.4
Tstage
T2 Ref
T3/T4 5.45 (2.71-1098) <0.001
N stage
NO Ref Ref
221 (0.99-4.96) 0.053 1.38 (0.60-321)
ﬁg 0.35 (021-058) <0.001 0.57 (032-1.02) 0057
grade
Ref Ref
G3-G4 971 (3.06-30.85) <0.001 488 (1.48-16.10)
FiiSEoloEy
Clear-cell Ref
Non clear-cell 0.49 (023-1.01) 0.054
vV
No Ref
Yes 3.00 (1.77-5.40) <0.001
Ref Ref
Yes 459 (2.28-830) <0.001 223 (1.06-4.70)
Venous tumor thrombus
Non Ref (1.02-365) 0.043 Ref (0.49-192) 2.9
1.93 (3.48-10.37) <0.001 0.97 (1.17-4.15)
VC beiow did phragm 6.01 (323-27.17) <0.001 2.20 (0.68-853) 02
IVC above diaphragm 937 (1.02-365) 0.043 240 (0.49-192) 09
Fat invasion
No Ref
Yes 459 (251-839) <0.001 2.05 1.01-4.14 0.046
Location of largest nodule
Ref
1.53 (0.71-326) 03 =
1.53 (0.73-3.19) 03 |
110 (0.43-2.85) 0.8 A
1.21 (057-259) 0.6
Ref
1.29 (0.47-354) 0.6 ¢

- Dept. Urology, Athens Medical School, J. Varkarakis




Table 5 - Univariable and multivariable analysis for disease-specific survival

ey

HR 95% A for HR p value HR 95% d for HR p value
Largest tumor diameter (am) 115 (1.07-125) <0.001 1.03 (090-1.16) 07 R E S U LTS
Num on CT 117 (1.08-126) <0.001 1.09 (099-1.19) 0.07
Size of CT (mm) 127 (1.13-1.43) <0.001 1.14 (099-1.32) 007
Smoker
No Ref Ref
Yes 147 (0.75-2.87) 0.3 137 (0.67-2.81) 04
Charlson score (not age-adjusted)
0-2 Ref
3-5 208 (1.03-420) 0.04 DSS
=6 405 (129-1271) 0.02
ECOG
; . @3y 86%
1 590 (1.81-19.28) 0.003 o
>1 13.58 (2.70-68.21) 0.002 @ /
= Sy 79%
T2 Ref
T3/T4 24.69 (339-180.06) 0.002
N stage
NO Ref Ref
N1 287 (1.08-7.63) 0.03 198 (0.67-5.88) 02
Nx 0.48 (0.23-0.97) 0.04 123 (0.56-2.69) 06
Fuhrman grade
G1-G2 Ref Ref
G3-G4 1284 (1.76-93.61) 0.0 453 (0.59-34.84) 0.15
Histology
Clear-cell Ref
Non clear-cell 119 (0.54-259) 0.7
IAY
No Ref
Yes 569 (297-10.92) <0.001
Sarcomatoid
No Ref Ref
Yes 208 (0.74-5.88) 0.16 0.76 (024-2.46) 06
Venous tumor thrombus
None Ref Ref
Renal vein 148 (0.56-3.96) 0.4 0.56 (020-154) 03
IVC below diaphragm 630 (3.00-13.21) <0.001 165 (0.71-3.86) 02
AEaboved; 929 (2.60-33.23) 0.001 271 (0.60-12.15) 02
Fat invasion
None Ref Ref
Yes 3214 (441-23445) 0.001 19.14 (2.46-14891)
Location of largest nodule
Ref
115 (0.51-2.63) 0.7
0.53 (0.20-1.38) 0.2
0.32 (0.07-1.47) 0.14
0.4 (0.16-121) on Giz

|
Ref 1
239 (0.85-6.75) 0.09

Dept. Urology, Athens Medical School, J. Varkarakis




w. Nomogram for LMFS
&

Y 0 10 20 k1] 40 50 60 0 (] 1] 100
10.URoscHooLzo7 | POINIS ' ’ — E— * — - . !
Nene IVC abowe daphagm
o Venous tumor thrombus ~—4 ~ )
Rensl vein Ne IVC below disphbragm
Smoker ' .
Yes G3-C4
Fuhman grade f ’
- G1G2 Y3
Fatimvasion ' :
No N
N slage .
Nx Yes N1
Sarcomatoid :
Ne
Largest lumor clameter 0 rrerererererererer
004 8122 13 24 0
Number of nodues ' Y 1 '
0 2 4 [ L} 10 12 " % 18
Size of nodues on CT r T T T T T T
1 2 3 4 5 6 7 13 9 10 1" 12 12
Total points r T T : -
0 60 100 160 200 260 300 350 400
Estimated meadian timea 10 lung mets r T T ¥ !
60 B 24 12 3
3-yr lung-mets free survival probabdity : . ; - .
0.5 ag 0s 06 0.4 0.2
5-yr lung-mets free survival probabdity : - y -
0,95 09 LES 08 04 0.2

Fig 1 - Nomogram for lung metastasis-free survival at 3 yr and 5 yr, as well as the median lung metastasis-free survival based on the fitted Cox model
CT = computed tomography; IVC = intravenous cholangiogram.

10

; /\,//’"’”"” Calibration plot of the predicted probability
— of LMFS @ 3y vs actual % of pt who survived
3y without LM

02 a4 06 .X] 10

Fig. 2 - Glibration of the nom ogram.
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STUDY LIMITATIONS

* Retrospective study
e Single institution
e Selection bias

* NOT standard preoperative and postoperative imaging

strategy

* Heterogeneous treatment strategy after diagnosis of
pulmonary M may change DSS

_ Dept. Urology, Athens Medical School, J. Varkarakis



TAKE HOME MESSAGE

IPN have a higher probability of becoming M+ in pt with
* high T stage

* high N stage

* high Grade

e thrombi

* Presence of fat invasion

* Presence of LVI

* Presence of more and larger nodules in preop CT

Although this knowledge will not change clinical management
Better risk stratification will change FU timing and influence
adjuvant TX strategies.

Dept. Urology, Athens Medical School, J. Varkarakis



Resection of the Intramural Portion of the Distal Ureter during
- RN Transurethral Resection of Bladder Tumors: Predictive Factors
for Secondary Stenosis and Development of Upper Urinary
Tract Recurrence

Oscar Rodriguez Faba,* J. M. Gaya, Alberto Breda, Pablo Juarez del Dago,
Francesca Pisano, Daniel Salas and Juan Palou

From the Deparntment of Urdogy, Fundacié Puigvert, Barcelona, Spain

Tumor in the IMPDU is unusual (finding of tumor in UO during TURBT)

Complete TURBT (wide resection of the UO)

Potentially higher risk of
* Ureteral scarring/stricture
 UTUC recurrence (reflux?)

Predictive factors for development of
* Ureteral scarring/stricture
e UTUC recurrence (reflux?) F




MATERIALS & METHODS

* Retrospective analysis: 2,317 TURBT pt

112 pt with tumors of the IMPDU

Complete TURBT with wide resection of UO

Double-J catheter for 15d:

* extensive resection of the trigone

* macroscopic tumor remaining in the distal ureter
All cases BCG
FU

 U/S 1 mo after.

* |If hydro noted CTU

e CTU @ 3 mtand Qbmt

345:5a?f’.:;5;" ¥ . er - .
\“2'7* Stricture if intervention needed

Dept. Urology, Athens Medical School, J. Varkarakis



RESULTS

°| 4.83% (112pt) resection of UO
* Tain 64% of cases
* T1in27.7%
e CISin17%

* 131% Double-J catheter|(36 pt)

*| Double ) |did not influence

* ureteral stenosis

* recurrent UTUC
* Distal ureteral|stenosis in 11.6% at a median of 47 days

 UTUC developed in|15.2%|(22mt FU)
e Distal ureter in 65.4%

* Invasive or high grade 59%-NUx

Dept. Urology, Athens Medical School, J. Varkarakis



RESULTS

Recurrent Tumor association with Ureteral Stenosis and UTUC
e 42% were recurrent

recurrent tumors with respect

» SS differences between primary and

to the incidence of:
v’ symptoms at diagnosis{60% vs'26%, p <0.001),

v development of eteral stenosis (4.6% vs 21.3%, p . 0.007)
i UTUC(4.6% vs 29.8%, p <0.001).

Treatment of 13 patients with ureteral stenosis:
de-obstructive TURBT in 6 (46%),

ureteral reimplantation in 5 (38%)

balloon dilation in 2 (15%)

Dept. Urology, Athens Medical School, J. Varkarakis



RESULTS

Backward stepwise univariate and multivariate Cox regression models of ureteral stenosis and recurrent UTUC

Ureteral Stenosis Recurrent UTUC
Crude HR (35% CI)  pValue Adjusted HR (35% CI) p Value Crude HR (95% Cl)  p Value Adjusted HR (95% Cl) p Value
Age 0957 (0916—1.001) 0.055 — - - -
Sex
Female (referent) 1 - - 1 - -
Male 0741 (0.198—3519) 0.741 - 0523 (0.163—1682) 0001

| UOstenosis uTUC

univariate multivariate univariate multivariate

Recurrent tumors 0.013 0.025 0.001 0.003
Tumor Size>1.5cm 0.001 0.023 0.017
T1 bladder & IMDU 0.002 0.005 0.001 0.001
Cis IMDU 0.006 0.001 0.006
Associated bladder CIS: - - - —
No (referent) 1 1
Yes 1756 (0490—6288)  0.387 6000 {199%—11034) 0001
IMPDU stage: - -
Ta, Tis (referent) 1 1 1
T 6870(1.997—11641) 0002 8525(1.257—15252) 0005 4922 (1.664—7732) 0004
IMPDU 2004 grade: - - - -
Low (referent) 1 1
High 1191 (0373-3809) 0469 10.000 {2.159—26250)  0.003
Associated IMPDU CIS: - - =
No (referent) 1 1 1 =
Yes 5670 (1.646—10528)  0.006 7501 (5825-9250) 0001 6850 (4202—8253) 0.006 |
Treatment: - - - - - - A
Mitomycin (referent) 1
BCG 2464 0525—1159%) 0300
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STUDY LIMITATIONS

* Retrospective study
* Small number of pt with stenosis & UTUC recurrence

e Stent placement only when extended resection —
selection bias

* Not able to evaluate vesicoureteral reflux and
therefore not possible to associate recurrent UTUC
with reflux or primary multifocal disease

A Dept. Urology, Athens Medical School, J. Varkarakis
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TAKE HOME MESSAGE

* Tumor at the UO occurs with at 4.8% of TURBTs
e After complete Resection of the UO after a mean FU 56mo:
e Stenosis occurred at 11.6%
 UTUC occurred 15.2%
* On multivariate analysis
 Tumor size >1.5cm and T1 stage were factors for stenosis

e T1in the bladder and CIS in the IMPDU were factors for
UTUC recurrence

e Double J stent did not influence the occurrence or not of
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o R The Timing of Radical Cystectomy for bacillus
- Calmette-Gueérin Failure: Comparison of Outcomes
and Risk Factors for Prognosis

Christopher R. Haas,* LaMont J. Barlow, Gina M. Badalato,
G. Joel DeCastro, Mitchell C. Benson and James M. McKiernan

From the Herbert Ining Cancer Center and Department of Urobgy, Coflege of Physicians and Surgeons,
Columbis University, New York New York

mediate RC is considered the gold standard after BC




MATERIALS & METHODS

GROUP 1: Early RCx after BCG failure

. GROUP 2: Late RCx after salvage IVT

6 57.4%

mTalG #TaHG  Tis

»N
o O ©

_g!l

MTalG wTaHG Tis T1

Path report of last TURB before RCB

G

-

&S Dept. Urology, Athens Medical School, J. Varkarakis -



RESULTS

1.004
s 2 *ﬁg;gﬂg : Median time from diagnosis
© 4 - - .
B 075 ; prompting for BCG to RCx
m " .
g \ log rank tes * 0.81lyearsingroup A
c L .
050 | e 2.51vyearsi
14
c
£
2 025 1.7y retained their bladder n'ﬁore in group B
o |
0.004 o
, . , , , , Group BjUnderestimated
0 2 4 6 8 10
Number at nsk yours
umober at ns
G 1 51 12 ! 0 i
ot @ B 5 4 4 2 37 pt NO; included
:ingdu; 2. Kaplan-Meier curves of bladder retention in groups 1 Did not require ch after

salvage IVT (for 5.7years)

e,
;
13
3
¥ -
=)
)
o
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RESULTS Predictors of upstaging

Table 2 Univariate and multivariate logistic regression
analysis of up-staging to muscle invasion or greater on final

pathology evaluation
Univariable Multvariable
Table 1. Final pathology results at RC and cohort followup
characteristics after RC OR@99% C) pVale OR(%C) p\ake
No. Group 1 No.Group 2 Total No. Binary variables
(% o %) Group 2 082 037-222] 0823 302074-120] 0124 |
— 61 56 17 N i a— e 1 SR L = =
Stage: Initial:
T0 7(11) 2 (4 9 (17 m 244 (088-67) 0084 - -
Ta 10 (16) 10 (18] 2 (17.1) c1s 423 (183-1383) 0017 - -
Tis 15 (25) 26 (46) 41 (%0) T after 1stBCG 489 (15-1542) 0007 - -
m 16 (28) 7013 7 (19.7) Ever:
T2 or greater: 13 (21) 11 (20) 24 (205) Ta low grade/ 0 0998 - -
T2 5 (8) 4 (7 i multifocal
T3 5 (8) 4 (7) Concomitant CIS 248 (094-654) 0066 - -
T4a 36 3 m 2275 [@Q-17) <0001 209 [353-1241) 0001
w ﬂa’e status: © wethra — i — —
m g(‘é: ; “(g : Upstaged b TI 13 (070-527) 020 - -
NO 50 (82) 45 (80) % (812) Continvous variables
N1 3 @ 0 (0 3 (286 Age 105 (099-111) 0128 109 (1L.@-1.17) 0015
N2 5 8 319 8 (1.7) T Yrs ¥om TSI BUGARC 0B (0B5-T1.14] 0291 = =
N3 0 102 1 (0.08) No. NTs 0® (056-1.19) 029 - -
3 & (74) 51 91) R
= e - 00@ 1040 (1L.@-1
Mlnm o 10 (16) 11 (20) S 101 (099-103) 020 102 (1.00—1.05) 0034
owup g — — —
Urinary tract urothelial cell Ca 701) 1 (20 18 (154) —— U T0S8=TIT 0%
recumrence
Urathelial cell Ca metastasis 13 21) 12 21) % (213) ) . .
Local +for metastatic 15 (24) g z@3 | *  LVI most strongly predicted muscle invasion
. recumance 0 o o
T Aive 2 (54) wug =4 | * 8 /10 pt with at least 1 TUR specimen with
%7 - Dead of disease 13 21) 12 21) % (214)
75 Dead of other cause 15 (25) 1802 3 (B2) LVI progressed to pT2 or greater at RC




RESULTS

A B
1.00 .. ~Igroup 1 1007 ] ~group 1
-\‘Lh‘:\ Mgroup 2 L ~Mgroup 2
= -
0.75- £ 075 ~
k3 _
_g log rank test p = 05632 ] et
% 0501 § 0507
g 2 log rank test p = 0,698
o o
0.254 3 025+
OS 5y 80% CSS 5y 85%
0.001 0.004
L I L] L L) 1 1 1 | L} 1 LJ
0 5 10 15 20 p. 3 0 5 10 15 20 p_3
years years
Number at risk Number at risk
Growp 1 51 34 12 q 1 Growp1 51 k- | 12 B 1
Grouwp 2 45 34 14 o 2 Group2 45 34 14 9 2

Figure 3. Kaplan-Meier analysis of OS (A) and CSS (B) ingroups 1 and 2 with time from first diagnosis prompting BCG induction

Median FU after RCx After RC bladder cancer recurred in 32 patients,
* Group A 4.68y * 15ingroupl -
* Group B 5.14y « 17 in group 2. \.d.




RESULTS

Significant predictors of death

Table 3. Univariate and multivariate Cox regression analysis of OS and CSS

| p—

Univariate wmialo_sl wmna@_
HR (%% CI) p Value HR (95% Cl) p Value HR (%% CI) p Value
Binary:
Growp 2 126 (0.75-2.12) 0318 108 (060122 0.908 087 (036-2.09) 0738
Female gender 062 (032-124) 0117 - .- - -
Initial T1 0.7 (037-1.33) 02n - - - —
T1 after 1st BCG 1.27 (0.75-2.16) 0389 - - - —
Ta low grade/multifocal ever 1.12 (057-224) 07% — - - —
Concomitant CIS ever 1.33 (0.78-225) 029 -

taged b el after NT

VI ever 201 (084471 0on
© wellva ever 1. = 0%
Continuous:
Q 1.05 (1011 103 (089107 0ons 1.00 (086—1.04) 08a2
s st 1.0 {090—1 13) 03818 - -
No. VE 1.04 (085126 0723 - -
TR 1.00 (088-1.01) 068 - -
% TUR CIS 1.01 (089-102) 0113 - -




TAKE HOME MESSAGE

Patients that select to defer RCx and do further IVT after
they fail BCG, havelsimilar OS and CSS Wwhile keeping their
bladder for longer.

Risk factors of poor prognosis in this population include
* repetitive instances of ¢T1 and CIS,

* upstagingtocTl

e prostatic urethra involvement.

* LVIon any TUR specimen (very poor prognosticator)
(8/10 pt had MIBC at RC & 7/10 died of BC)

2 or more of these risk factors should prompt serious
consideration of abandoning further IVT in favor of RC. 5

Dept. Urology, Athens Medical School, J. Varkarakis -
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A Retrospective Analysis of the Effect on Survival of Time from
@ AEALSLY - Diagnosis to Neoadjuvant Chemotherapy to Cystectomy for
' Muscle Invasive Bladder Cancer

Jong Chul Park,* Nilay M. Gandhi,* Michael A. Carducci,*

Mario A. Eisenberger,* Alexander S. Baras,* George J. Netto,*
Jen-Jane Liu,* Charles G. Drake,* Mark P. Schoenberg,t

Trinity J. Bivalacqua* and Noah M. Hahn*,#

From the Departments of Oncology (JCOP, MAC, MAE, CGD, NMH), Urolagy INMG, MAC MAE, WL, CGD, TJ8, NMH),
Pathdogy (ASB, GUN) and immunadlogy (CGD), Johns Hopkins University Sidney Kimmel Comprehensive Cancer Center,

Bsftimore, Mandsnd, and Department of Urology, Montefiore Medicsi Center and Albert Einstein Coliege of Medicne,
New York, New York (MPS)
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MATERIALS & METHODS

e Patient Population
- JHH database Patient charts for
I . 1) pretreatment characteristics (demographics,
308 6 e clinical stage, histology and previous IVT)
| 1 2) intervals between diagnosis of MIBC and the
— . small cell histology initiation of NAC and RCx;
- = I 3) Post-treatment and treatment clinical and
i . pathological characteristics.
201 59 Incomplete records
Final cohort anahyzed Study End Points
Figure 1. CONSORT (Consolidated Standards of Reporting Complete pathological response after NAC
B e o B o (no tumor)
chomoratiation tharspy. Partial pathological response after NAC
CX + NAC 1996-2014 (no MIBC)
Pathological response rate
(%of patients with CR & PR) F
Overall survival \ﬂ‘
G’l
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Table 1. Treatment related and posttreatment charactenstics

Na. (%)
Cisplatin basad NAC:
[CRET
&C 169 (335)
Other* 6 (30)
Noncisplatin basad NAC 17 (85)
Na. NAC cycles:
Lass than 3 114 (36.7)
3 or Greater g7 (433)
Pathological T stage:
Complete responsa (ypT0) 4 (219)
Nonmwasve dissass (ypla,Tis,T1) 62 (308)
Ivaswve dissass:
yol2 7(114)
yn3/4 77 (383)
Patalagical N stage:
yoNO 160 (798)
yoN=1 41 (204)
*Carboplatny/pachitaxal, carboplatin/gemcitabing, cisplatin/gemciabing/

pacitaxal, cisplatin/pacitaxal, fosfamide.

RESULTS

. AC + RCx
e @DXx extrave5|cal Dx (35%)

. 28%
. T4 7%
« LND 9%

*l 29% had variant histologies

(sqguamous/ adenomatous
micropapillary /sarcomatoid)

Dept. Urology, Athens Medical School, J. Varkarakis
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Table 1. Treatment related and posttreatment charactenstics

RESULTS

At cystectomy

22% complete pathological response
(TO)

29% partial pathological response
Tis/T1

* 51% pathological response rate

Median OS 43.2 mo

Na. (%)
Cisplatin basad NAC:
MWC 10 (30)
&0 168 (835)
Other* 6 (30)
Noncisplatin basad NAC 17 (835)
Na. NAC cycles:
Lass than 3 114 (367)
3 or Greater &7 (433)
Pathological T stage:
Complete responsa (ypT0) & (219
Nonimasive diseasa (ypla,Tis,T1) 62 (308)
Ivaswe disease:
yor2 7 (114)
yi3/4 77 (383
Pathological N stage:
yoNO 160 (796)
yoN=1 41 (204)
*Carboplatny/pacitaxel,  carboplatin/gemcitabine,  cisplatin/gemciabine/

pachtaxal, cisplatin/pacitaxsl, fosfamide.

Better OS
. 0.034)

istology (p . 0.001)

age < 62 years (p
pure urothelial

< 3 cycles NAC
extravesical /N+ flisease (p. 0.001). *

»
S
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RESULTS

<€ >

Dx # RCx

€ > € >
4GC-12wk 10wk
Association of OS and Treatment Intervals

A B c .

19 Time mterval from Dx to NAC 1 Time isterval frem NAC to RC 10 Time imterval from Dx to RC

2 o — vt £os — et =y oo 28 weeks (et
s 3 3
A 08 3 08 & 081
§ § | § 1
g 04+ g 044 g 04
g I 5

= P=0.36 ' P=0.8 % pP=0.38
00 05 00012 24 36 48 60 72 84 96 108120

"0 12 24 36 48 60 72 84 95 108120 0 12 24 36 48 60 72 84 96 108120
Overall Survival Duration (months) Overall Survival Duration (months) Overall Survival Duration (months)

Figure 2. Kaplan-Meier estimated OS for each treatment interval. Timing of NAC initiation from diagnosis (A), RC from NAC initiation
(B or from diagnosis (0) was not associated with statistically significant difference in OS. Dx, diagnosis date from TURBT. NAC, ¢
initiation date of NAC. RC, date of RC. %

= |
1
None of the treatment intervals was significantly associated with OS JJ‘
I
»
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STUDY LIMITATIONS

* Retrospective

* Inherent selection bias
(Young/caucasian pt)

e Small sample

 GC predominantly used in this study (safety profile)

e ShortFU

* Pt treated with NAC who had progression or toxicity were
not captured in this database

Dept. Urology, Athens Medical School, J. Varkarakis



TAKE HOME MESSAGES

There was a 51% pathological response rate (22% CR, 29% PR)

NO association between OS and time between MIBC diagnosis
and cystectomy in patients with MIBC receiving NAC.

* Less than 3 cycles of NAC and extravesical and or pN+ Dx is
associated with worse OS.

 However delays in treatment should not be legitimized based on
this study.

* |n patients not receiving NAC, prompt surgical intervention
remains the standard of care.

Dept. Urology, Athens Medical School, J. Varkarakis



THE JOURNAI Randomized Controlled Study of the Efficacy, Safety and Quality

# “UROLOGY

of Life with Low Dose bacillus Calmette-Guérin Instillation
Therapy for Nonmuscle Invasive Bladder Cancer

Akira Yokomizo,* Yusuke Kanimoto, Takehiko Okamura, Seiichiro Ozono,t
Hirofumi Koga, Masatsugu Ilwamura, Hiroshi Tanaka, Satoru Takahashi,
Tomoyasu Tsushima, Hiro-omi Kanayama, Hideyuki Akaza, Nobuo Shinohara,

< Soichi Mugiya, Koichiro Nomata, Tsuyoshi Nakamura and Seiji Naito*,3

Low dose 40mg

7

1224
A
723

166 T1 HG
) 8wk
randomised
Standard dose 80mg

r
2% | Low dose

. |* lessfever (p=0.001)
* micturition pain (p = 0.047)
* higher quality of life scores.

-
‘h;\

low dose
standard dose

Complete response rates

79%
85%

No differences
* recurrence,
* Progression
* Overall survival

LS Dept. Urology, Athens Medical School, J. Varkarakis
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Fgure 3. Recurrence-free survival curves after first instillaton
of BCG. No significant difference in recurrence-free survival

batwoen groups (log rank test p — 0.938).




*;.r Comparing the short-term outcomes and
complications of monopolar and bipolar

. it transurethral resection of non-muscle invasive
- bladder cancers: a prospective, randomized,
— controlled study.

Bolat D1, Gunlusoy B, Degirmenci T, Ceylan Y, Polat S1, Aydin E1,
Aydogdu O, Kozacioglu Z1.

Bipolar TURBT had significantly lower obturator jerk and
bladder perforation than monopolar. B- TURBT is a
reasonable treatment modality in patients with NMIBC.

Dept. Urology, Athens Medical School, J. Varkarakis
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A Multi-Institutional Analysis of Outcomes of Patients with

i - g Clinically Node Positive Urothelial Bladder Cancer Treated

with Induction Chemotherapy and Radical Cystectomy

Kamran Zargar-Shoshtari, Homayoun Zargar, Yair Lotan, Jay B. Shah,
Bas W. van Rhijn, Siamak Daneshmand, Philippe E. Spiess and Peter C. Black*

From the Department of Genitourinary Oncology, H. Lee Moffitt Cancer Center and Ressarch Institute, Tampa,
Flonda (KZ-S, FES), Vancouver Prostate Centre, Vancouver, Bntish Columbia, Canads (HZ, PCB), Department of
Urology, University of Texas Southwestemn Medical Center, Dallas (YL), Department of Urology, MD Anderson
= Cancer Center, Houston, Texas (JBS) Department of Urology, The Netherlands Cancer nstitute - Antoni van
Lesuwenhoek Hospita, Amsterdam, The Netherlands (BWvR), and USC/Noms Comprehensive Cancer Center,
Institute of Urology, University of Southem California Los Angeles California (SD)

5% improvement in OS with NAC included only 4% with cN1-3 disease.

Thus, NAC results may not necessarily extend to cN1-3.

Clinical outcomes in pt with BCa & cN1-3 treated with induction
chemotherapy followed by radical cystectomy are limited.

In this study we assess pathological and survival outcomes
G

N . |
|
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PATIENTS & METHODS

* Multi-institutional retrospective analysis (19 centers)
e Patients with ¢T1-4aN1-N3 urothelial carcinoma who received
NAC followed by RCB.

* Lymph node status based on imaging criteria
 Chemotherapy regimens:

e MVAC

e GC

* “other” (not cisplatin)

* End points

* pathological response rates
* complete (pTONO)
e partial (pT1NO or less)
* overall survival.
Nz « factors predicting outcomes

Dept. Urology, Athens Medical School, J. Varkarakis



Number of patients RESULTS
* 304/1618 (19%) had cN1-3

. 248/304 (82%) had pNO-3

Chemo regimens
e GC 43%
e MVAC 42%
e Other 15%
(median 4 cycles)

Pathological Complete and Partial Response
* pCR (pTONO) 14.5%

* pPR (pT1NO or less) 27%

(pCR was only seen in patients with cN1-N2).

Table 1. Logistic regression analysis of clinical and pathological predictors of pNO, complete and partial response to induction

chemotherapy
pNO pCR pMR
Variables in Equation Catagory OR (85% CI) p Value OR (95% CI) p Value OR (95% CI) p Value
Gender:
age: * On multivariable analysis none of the 0y osxzm YOI
040 145 (081—23) o

Cinical T stage: selected variables were independent

cincanode sy predictors of pCR or pPR

Ne.cemotierd ©  DCR & pPR was similar with all chemo o o0 055258 Z:: |

Chemotherapy regimenS M 056 (022—1.44) M '{(ﬂ.
¢

Dept. Urology, Athens Medical School, J. Varkarakis
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Table 2. Median months overall survival (IQR) according to
nodal status

RESULTS

Clinical Node Status
eN1 eN2-3 eN1-3
Median pathological
node status (IOR):

pNO 71 (M—not reached] | 84 (23—-177) 84 (23177

pN1-3 13 4-34) _1 = 14 (51

pNx 24 (13-64) U111 @417 13 (743
p Value:

pNO vs pN1-3 <0001 0.001 <0001

pNO vs pNx om <0001 <0001

pN1-3 vs phx 0.06 024 069

OS improved in cN2-3 cases that
became pNO vs those remained pN+.

Pathological Nodal Response.
PCNR (pNO) 48%

* 56% of cN1

* 39% of cN2

* 39% of cN3

(p.0.03)

Of pTO bladder status patients
38% were found to have
positive lymph nodes (pTON+)

4" Dept. Urology, Athens Medical School, J. Varkarakis
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Cumulative Survival

o] g
Jﬂsgﬁﬁo
I IpTanyie
o5 107mo
o] 45mo
0.4+
14mo
0.249 +
P<0.001
0.0+
0 2 N * ® )
Follow Up (months)
13mo

Figure 1. KM plot for OS and pathological response

RESULTS

Median OS for the entire cohort was 23 mo

55% local recurrence or M+ disease (151 pt)

Overall 50% pt died during FU (median of 10 mo)
88% of them died of bladder cancer

28% with pTO

23% with pNO

18% with pCR

Table 3. OS and pathological response

Pathological Stage No. 0S (I0R) Mean (%% Cl)

pTONO K 84 (|1—not reached) 93 (54-94)

pr<2N0 &% NR ([1—not reached) 107 (76—138)

pr>2N0 = 45 (16—177) & (49—-118)

pTON1-3 Y/ 16 [{7—not reached) 35 (16-54)
pr<2N1-3 K<) 16 J4—not reached) 32 (17-47) ¥
pr>2N1-3 L )

13 v—34) 48 (24-72) %‘

IE" Dept. Urology, Athens Medical School, J. Varkarakis RIIE



1.0+ Clinical Node
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Figure 2. KM plot for OS and clinical nodal stage

Table 4. Cox proportional hazard model for predicting death

from any cause

RESULTS

OS longer for cN1 vs cN2-3 but NSS (p=0.23)
Remained NSS after controlling for age, gender, T
stage (p=0.11)

At the cutoff point of 15 lymph nodes removed OS
was p=0.01

Variables in Equation Compared Catagories HR (95% Cl) p Vale

Gender: M

F 157 (098-251) 006
Age: Lass than 65

65 or Greater 1.03 (069—155) 088
Pathological T stage: Lass than pT2

pT2 or greater 0.76 (0.46—126) 029
Pathological margin: Neg

Pos 296 (1.72-508] <0001
No. pos nodes: Zero Reference

Single 256 (147—447) 0001

2 or Greater 326 (198-536) <0001
No. nodes removed: Less than 15

15 or Greater 055 (0.36—0.86) 001
No. chemaotherapy cycles: 1-3

4 or Greater 1.17 (0.72—1380) 054

% Chematherapy regimen: MVAC/GC
Other 188 (106—334) 003
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Figure 3. KM plot for OS and pathological nodal response
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STUDY LIMITATIONS

* Retrospective study
* No standardization of chemotherapy (dose, data on toxicity,
morbidity and mortality)
* Selection bias in the choice of chemotherapy regimens.
* Some Pt with cN1-3 not proceed to RC (selection bias-favorable
subset of cN1-3pt)
* Not centralized radiological and pathological review
* Not always biopsy confirmation of nodal involvement
* Risk factors not included
* performance status
* medical comorbidities,
* Hydronephrosis
e Cardiovascular status

 Renal function
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TAKE HOME MESSAGES

* Induction chemotherapy in N+ patients associated with a clinically
significant pathological response.
 Complete pathological nodal response can be achieved, even in patients
with cN2-3 disease, and this corresponds to improved survival.
* 48% of cN1-3 cases converted to pNO
* down staging to pTO occurred in 24% of cases
 38% of pTO had +N
 pCR (pTONoO) only 14.5%

In patients with cN1-3 disease the best outcomes are seen in those

* Receiving cisplatin based chemo
Same GC and MVAC

__* Have negative margins

} Complete nodal response at RC. JJ‘.

R

| Dept. Urology, Athens Medical School, J. Varkarakis



Eur Urol. 2016 Jan;69(1):60-9. doi: 10.1016/j.eururo.2015.06.045. Epub 2015 Jul 23.
EORTC Nomograms and Risk Groups for Predicting Recurrence, Progression, and
Disease-specific and Overall Survival in Non-Muscle-invasive Stage Ta-T1 Urothelial
Bladder Cancer Patients Treated with 1-3 Years of Maintenance Bacillus Calmette-
Guérin.

Cambier S?, Sylvester RJ?, Collette L, Gontero P3, Brausi MA#% van Andel G>, Kirkels W,
Silva FC’, Oosterlinck W8, Prescott S°, Kirkali Z19, Powell PH11, de Reijke TM12, Turkeri L13,
Collette S1, Oddens J14.

Data for 1812 patients were merged from two European Organization for Research
and Treatment of Cancer randomized phase 3 trials in intermediate- and high-risk

NMIBC.

With a median follow-up of 7.4 yr, 762 patients recurred; 173 progressed; and 520 died,
83 due to bladder cancer (BCa). Statistically significant prognostic factors identified by
multivariable analyses were prior recurrence rate and number of tumors for recurrence,
and tumor stage and grade for progression and death due to BCa. T1G3 patients do
poorly, with 1- and 5-yr disease-progression rates of 11.4% and 19.8%, respectively, and
1- and 5-yr disease-specific death rates of 4.8% and 11.3%. Limitations include lack of
repeat transurethral resection in high-risk patients and exclusion of patients with

carcinoma in situ.
NMIBC patients treated with 1-3 yr of maintenance BCG have a heterogeneous

prognosis. Patients at high risk of recurrence and/or progression do poorly on currently
recommended maintenance schedules. Alternative treatments are urgently required.



