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Pre ve lan ce

10 % Pre d isp o s it io n  
Syn d ro m e  

5% Bila t e ra l



Syn d ro m e
WT Risk 

(%)
Fe a t u re s

WAGR 50 WT, An irid ia , GU anom alie s , MR

De nys-Drash 50 -9 0
XY DSD, Hyp osap d ias , UDT, 

Re na l Fa ilu re

Pe rlm an 30 -6 0 Macroce p ha ly, UDT, GDD 

Be ckwit h -
We id e m ann

5-10 He m ihyp e rt rop hy, Macroglass ia

WT Pre d isp o s it io n  Syn d ro m e s



STAGE I STAGE II STAGE III STAGE IV STAGE V

Confined to kidney
Ne ga t ive  m a rgin
N0

Sp re a d  b e yo n d  
kid n e y
Ne ga t ive  m a rgin s
N0

+ Su rgic a l m a rgin
Pre o p  b io p sy 
Tu m o r ru p t u re  o r  
sp illa ge    
+LN
Pe rit o n e a l 
in vo lve m e n t
Ne o a d ju vn a t  
c h e m o t h e ra p y 

M+ Bila t e ra l Tu m o rs

COG Re n a l Tum o r St agin g



Hist o rica l Ou t co m e s

~10% BWT
Highe s t  in  

p re d isp os it ion  
synd rom e s

EFS 6 0 % vs  
>85%

OS 80 % vs  >9 0 %

ERSD Surviva l Re lap se

Earlie r 
re lap se : 

Mon t hs  vs  
Ye ars  



Lack of dedicated 
tre a tmen t p ro tocols 

No  Pro to c o l 

Not mod ified  b ase d  
on  h isto log y 

In a p p ro p ria t e  
Th e ra p y

Hig he r ra te s o f 
unfavorab le  
h isto log y 

In c re a s e d  
An a p la s ia  De lay in  loca l 

d ise ase  con trol 

Su rg ic a l De la y

Protracted  
Che mothe rap y

Pro lo n g e d  
Tre a tm e n t s

Wh y Po o re r Ou t co m e s?



Im p ro ve  EFS an d  OS Pre se rve  Re n a l Tissue  De cre a se  Tre a t m e n t  
Burd e n

Facilitate partial nephrectomy using pre -op e ra t ive  che m ot he rap y, com p le t e  d e fin it ive  
surge ry b y 12 we e ks  from  d iagnos is , and  m od ify p os t -op e ra t ive  che m ot he rap y b ase d  on  

h is t o logic  re sp onse .

AREN0 534 : Tre a t m e n t  fo r Pa t ie n t s  wit h  Bila t e ra l, Mu lt ice n t ric , 
o r Bila t e ra lly-Pre d isp o se d  Un ila t e ra l Wilm s Tum o r



Pre t re a t m e n t  Tum o r Bio p sy 

Pro s

Confirm Histology

De ct e c t  Anap las ia  

Co n s

Poor Anap las ia  
De t e c t ion

St aging Im p act  

In d ica t ion s

Unusua l Clin ica l 
Sce nario

Age  >10

At yp ica l Fe a t ure s



Pre t re a t m e n t  Tum o r Bio p sy

XRT Exclus ion Pe rcu t an e ous
*Must be FH

No o t he r 
q ua lifying 

crit e ria  

Pos t e rio r 
ap p roach  
p re fe rre d  



Bila t e ra l Wilm s Tum o r (BWT)



BWT In it ia l Ma n a ge m e n t : AREN0 5 34
VAD Ch e m o t h e r a p y  x6  we e ks : Re p e a t  

CT/ MRI

YES NO

YES

NO

YES NO

YESNO Complete response in both kidneys?

Bila t e ra l p art ia l ne p hre c t om y fe as ib le ? 
St a rt  EE-4A 

Gre a t e r t han  p art ia l re sp onse  in  b o t h  kid ne ys?

De fin it ive  Surge ry

St a rt  DD-4A De fin it ive  Surge ry

6  More  We e ks  Che m ot he rap y

Bila t e ra l Op e n  Biop sy 

Com p le t e  re sp onse  in  b o t h  kid ne ys?



Fir s t  St e p s

VAD for 6 weeks

Ne o a d ju va n t  
Ch e m o t h e r a p y As s e s s  re s p o n s e  

a ft e r  2 c yc le s  (6 -
we e ks ) 

Re -im a ge

RECIST Crit e r ia  

Me a s u r e  
Re s p o n s e  



RECIST Crit e ria

Com p le t e  
Re sp o n se

Resolution of all target lesions

Part ia l 
Re sp on se

>30 % re d uc t ion  in  sum  o f 
d iam e t e rs  o f t a rge t  le s ions  

St ab le  Dise a se
No  change  t o  
q ua lify fo r PR 

o r PD

Progre ss ive  
Dise a se

20 % incre ase  in  sum  o f 
t a rge t  le s ion  d iam e t e r o r 

ne w le s ion

Com p le t e  
Re sp on se



>PR: Continue 
c h e m o t h e ra p y 6  

m o re  we e ks
<PR: Op e n  b io p s y

No t  NSS 
Ap p r o p r ia t e

VA Ch e m o t h e ra p y
19  we e ks

Co m p le t e  
Re s p o n s e

Bila t e ra l Pa r t ia l 
Ne p h re c t o m y

NSS 
Ap p r o p r ia t e

6 -We e k As s e s s m e n t



VAD 6  m o r e  
we e ks

Bla s t e m a l: 
Re gim e n  1 

An a p la s ia : UH-1  

All o t h e r  
h is t o lo g ie s : VAD

DEFINITIVE 
SURGERY 1 2  

WEEKS

<PR: Op e n  Bio p sy

NSS No t  Po ss ib le  Aft e r 6 -We e ks

>PR 



Un ila t e ra l, Pre d isp o s it io n  
Syn d ro m e s



Un ila t e ra l Tu m o rs  (P re d is p o s it io n  Syn d ro m e )/  Mu lt ic e n t r ic  Tu m o rs /  So lit a ry  Kid n e y

VA/ VAD Ch e m o t h e r a p y  x6  we e ks : 
Re p e a t  CT/ MRI

YES
NO

YES
NO

YES

NO

YESNO

Partial nephrectomy feasible? 

Com p le t e  re sp onse ?

Com p le t e  
Che m ot he rap y

Gre a t e r t han  p art ia l re sp onse ?

De fin it ive  Surge ry

6  More  We e ks  Che m ot he rap y

Part ia l ne p hre c t om y fe as ib le ? 

De fin it ive  Surge ry



Fir s t  St e p s

VA (non -
m e t a s t a t ic ) o r  VAD 
fo r  6  we e ks

Ne o a d ju va n t  
Ch e m o t h e r a p y As s e s s  re s p o n s e  

a ft e r  2 c yc le s  (6 -
we e ks ) 

Re -im a ge

RECIST Crit e r ia  

Me a s u r e  
Re s p o n s e  



>PR: Continue 
c h e m o t h e ra p y 6  

m o re  we e ks
<PR: Ra d ic a l o r  

Pa r t ia l Nx 

No t  NSS 
Ap p r o p r ia t e

VA Ch e m o t h e ra p y
19  we e ks

Co m p le t e  
Re s p o n s e

Pa r t ia l 
Ne p h re c t o m y

NSS 
Ap p r o p r ia t e

6 -We e k As s e s s m e n t  



Ure te ra l Ste n t

Warm  Ische m ia /Pa re nchym al Com p re ss ion

Avoid  Vascu la r Clam p ing  

Marg ins  vs  Enuc le a tion

LNS Bila te ra lly

Dra in

Su rge o n Ch e cklis t
Part ia l Ne p h re c t o m y



BWT: Not Am e nab le  to  NSS a t 12  we e ks

Unila te ra l Pre d isp osition : PD a t 6  we e ks  

Su rge o n Ch e cklis t
Rad ica l Ne p h re c t o m y



Ad juvan t  Ch e m o rad ia t io n  Th e rap y

St age  1/ 2
No n -b la s t e m a l 
p re d om in an t

St age  III
Bla s t e m a l p re d om in an t  

*Molecular biomarkers NOT 
d



Nam e Re gim e n Dura t io n

In d u ct io n Vincristine, dactinomycin, +/ -d oxorub ic in  (VA/VAD) 6  - 12 we e ks

EE-4A Vincris t ine , d ac t inom ycin  (VA) 19  we e ks

DD-4A Vincris t ine , d ac t inom ycin , d oxorub ic in , rad ia t ion  25 we e ks

Re gim e n -1 Vincris t ine , d oxorub ic in , cyc lop hosp ham id e , e t op os id e , rad ia t ion 28 we e ks

Re vise d  
UH-1

Vincris t ine , d oxorub ic in , cyc lop hosp ham id e , ca rb op la t in , e t op os id e , 
rad ia t ion

31 we e ks

Ch e m o rad ia t io n  Th e rap y Re gim e n s



BWT Pre d isp os it ion St ud y Goal

EFS(%) OS(%) Re na l Sp aring(%) De fin it ive  Sx @12 we e ks(%)

10 0  

75 

50  

25 

0  

AREN0 534  Re su lt s



Ye ars Fre q ue n cy

1-2 q 3 m on t hs

3-4 q 6  m on t hs

Su rve illan ce



Th an kYo u  
J o n a t h an  Wa lke r, MD

e m ail: 
jo n a t h an .wa lke r@at rium h e a lt h .o rg

Ce ll: 9 0 1-831-6 715
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