Screening at Birth or Diagnosis of WAGR Spectrum

(A) Summary of General Recommendations for Screenin
General Recommendations for Screening Programs in Patient Populations Application to WAGR Population

« Lifetime risk for WT cannot be estimated in WAGR Spectrum (>1%

‘These recommendations were designed to offer screening in cases with a 1% or greater risk when early risk is conceivable)
detection is minimally invasive and significantly improves outcome.’ >50% of paticnts with WAGR develop WT, nephroblastomatosis,
* ‘We acknowledge that uniform recommendations may result in some patients being screened more frequently — and/or NR during their lifetime

Children with
Predisposition to Wilms

Anmox and for a longer duration than some clinicians have previously determined to be necessary. Therefore, these
o recommendations should be discussed with each family...” Risk Stratifications by Age for WAGR Spectrum:
(2(231;:“:\;’:%‘5:#:3(;041 + ‘Survcillance can be further tailored on the basis of the disorder and knowledge regarding the specific High risk (<8 years)

Potential risk (8-15 years)
Possible risk (>15 years)

characteristics of the tumors that occur in the syndrome.”

Early Identification and
Intervention of Chronic
Kidney Disease

* Conclusion 1: “Persons with hypertension, diabetes, or cardiovascular disease should be screened for CKD.’

* Conclusion 2: ‘CKD screening and treatment programs should also be implemented in other high-risk
individuals and populations based on comorbidities, environmental exposures, or genctic factors.” k

* Conclusion 3: “The initiation, frequency, and cessation of CKD screening should be individualized based on
kidney and CVD risk profiles and individual preferences.’

* Adverse cardiometabolic profiles (CVD and Obesity) and CKD are
prevalent in patients with and without history of WT

There is a high risk for abnormal kidney consequences due to 11p13
deletions and health issues in patients with WAGR Spectrum

(2019 KDIGO controversics

(B) Ultrasonography Screening Recommendations for Patients with WAGR Spectrum

Full Abd US
Pelvic US

Birth or Diagnosis Initiate WAGR Spectrum Screening Program: (1) Evaluate baseline kidney and organ status; (2) Diagnose CAKUT and/or internal GU anomalies; (3) Look for
2 signs of NR, nephroblastomatosis, or WT growth and/or potential early UTI to determine follow-up screening required for patient
Interval and Screening

Techniques General Kidney Health Aspects

Tumor Screening Management Aspects

Patient Age Groups

Monitor high risk for WT, nephroblastomatosis, and/or NR; Manage risks for other
adverse kidney issues

Evaluate for other abdominal and/or internal GU tumors or abnormalities;
Determine follow-up interval for RUS

Evaluate kidney health status and RUS follow-up interval; Monitor risk for CKD  (1)Diagnosc and managc CAKUT

and/or potential risk for WT, Nephroblastomatosis and/or NR (2)Screen/Work-Up potential UTIs, CKD, or other signs of kidney damage
Evaluate kidney health status and RUS follow-up interval; Monitor risk for CKD  (3)Monitor CKD status and progression to determine and cvaluate

and/or possible risk for WT, Nephroblastomatosis and/or NR treatment

Evaluatce for other abdominal and/or intecrnal GU tumors or abnormalitics: (4)Prevent or mitigate cardiometabolic consequences that contribute to
Determine follow-up interval for RUS severe kidney failure and ESRD

Monitor overall kidney health status and CKD signs; Manage possible lifetime WT
Purpose of Screening Interval

risk
More frequent for patients with clinical signs to enable earlier detection
than 3-month interval

3-month RUS*

Full Abd US
Pelvic US

3- or 6-month RUS*

<8 years of age

8" birthday GOAL: EARLY DETECTION AND TREATMENT

8 years - 15 years

6-month RUS*

Full Abd US
Pelvic US

Annual RUS*

15 years - 18 years
18" birthday

>18 years of age

Frequency Intervals Suggested and Considerations for Implementation

Patients with history of recent UTT or recurrent UTIS to monitor treatment as determined by medical care team
Provides shorter duration to evaluate clinical issues or concern for CAKUT, WT, CKD (may provide underlying
etiology for clinical signs)

Necessary for patients designated as ‘high risk’ for WT based on age (<8 years) and/or clinical characteristics
(history of previous WT or NR); Can also assist monitoring CAKUT issues and provide early signs of CKD
development and/or progression; Preferences of care team and patient/family should be considered

Interval period for patients between 8-18 years that do not meet consideration for 3-month frequency

Consider implementing more frequent interval for those with clinical issues identified at annual screen and/or if  Routine WT, UTI, CKD monitoring or screening
preferences of care tecam and paticnt/family dircet more frequent screening intervals

Necessary minimum interval to screen for CKD and WT in patients >18 years with stable cardiometabolic and
CKD health status; Preferences of care team and patient/family should be considered

1-month and/or
2-month interval

3-month interval Routine WT screening and UTI monitoring

6-month interval

Annual interval Routine CKD monitoring and long-term WT screening

Start Screening Program
* Full abdominal ultrasound

e Pelvic ultrasound

Screening Goals
* Evaluate kidneys, and genital and urinary
organs

* Identify problems present at birth
* Look for signs of Wilms tumor and/or
nephrogenic rests, or urinary tract

infections

* Develop plan for future screening
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Screening Guidelines for Kidney Health

(A) Summary of General Recommendations for Screening

General Recommendations for Screening Programs in Patient Populations Application to WAGR Population
ogs g . . . . L]
« Lifetime risk for WT cannot be estimated in WAGR Spectrum (>1% R is ks
* ‘These recommendations were designed to offer screening in cases with a 1% or greater risk when early risk is conceivable)

Children with i i 2 e " B . .

c =2 < detection is minimally invasive and significantly improves outcome.’ ¢ >50% of patients with WAGR develop WT, nephroblastomatosis, - - -
Prcdlspo;:'llzrnl:o ilmsEs ‘We acknowledge that uniform recommendations may result in some patients being screened more frequentl and/or NR during their lifetime ° Ch ronic KI d ney Dlsease (CKD)

and for a longer duration than some clinicians have previously determined to be necessary., Therefore, these
(2016 AACR Childhood recommendations should be discussed with each family...” Risk Stratifications by Age for WAGR Spectrum:
+ ‘Survcillancc can be further tailored on the basis of the disorder and knowledge regarding the specific High risk (<8 years) ° 1 1 ( )
1
Ganceriorkaliop:) characteristics of the tumors that occur in the syndrome.” Potential risk (8-15 years) Ca rd Iovascu I ar D IS€ase CV D

Early Identification and
Intervention of Chronic
Kidney Disease

+ Conclusion 1: ‘Persons with hypertension, diabetes, or cardiovascular disease should be screened for CKD."

* Conclusion 2: ‘CKD screening and treatment programs should also be implemented in other high-risk
individuals and populations based on comorbiditics, environmental exposures, or genctic factors.” "

* Conclusion 3: “The initiation, frequency, and cessation of CKD screening should be individualized based on
kidney and CVD risk profiles and individual preferences.”’

« Adverse cardiometabolic profiles (CVD and Obesity) and CKD are ° O be S|ty
prevalent in patients with and without history of WT

There is a high risk for abnormal kidney consequences due to 11p13

deletions and health issues in patients with WAGR Spectrum

* Risks are present for patients with and
without history of Wilms tumor

(B) Ultrasonography Screening Recommendations for Patients with WAGR Spectrum

Full Abd US Initiate WAGR Spectrum Screening Program: (1) Evaluate baseline kidney and organ status; (2) Diagnose CAKUT and/or internal GU anomalies; (3) Look for
Pelvic US signs of NR, nephroblastomatosis, or WT growth and/or potential early UTI to determine follow-up screening required for patient

Monitor high risk for WT, nephroblastomatosis, and/or NR; Manage risks [or othe;

Birth or Diagnosis

g * ° .
<8 years of age 3-month RUS i Diagnose and manage problems present
v Full Abd US Evaluate for other abdominal and/or internal GU tumors or abnormalities; GOAL: EARLY DETECTION AND TREATMENT :
& 3
Bibichday Pelvic US Determine follow-up interval for RUS at bl rt h
8 vears - 15 vears 3- or 6-month RUS* Evaluate kidney health status and RUS follow-up interval; Monitor risk for CKD B (1)Diagnosc and manage CAKUT
Y ¥ and/or potential risk for WT, Nephroblastomatosis and/or NR (2)Screen/Work-Up potential UTIs, CKD, or other signs of kidney damag]
Evaluate kidney health status and RUS follow-up interval; Monitor risk for CKD WM (3)Monitor CKD status and progression to determine and cvaluate . .
- r * .
e e Gemomit RE S and/or possible risk for WT, Nephroblastomatosis and/or NR treatment Deve I o p pe rsona | 1ze d screeni ng p rog ram
+ Full Abd US Evaluate for other abdominal and/or internal GU tumors or abnormalitics; (4)Prevent or mitigate cardiometabolic consequences that contribute to . . . .
th
18" birthday Pelvic US Determin follow-up interval for RUS severe kidney failure and ESRD to address and manage individual risks
{8 yeare uf nge Annual RUS* :\;Isinltor overall kidney health status and CKD signs; Manage possible lifetime W'

Frequency Intervals Suggested and Considerations for Implementation Purpose of Screening Interval ° M on |t0 r fo r Ch ron ic Kld n ey Disease (CK D)

Patients with history of recent UTT or recurrent UTIs to monitor treatment as determined by medical care team : : S 3 : :
" R S . e - - More frequent for patients with clinical signs to enable earlier detection
Provides shorter duration to evaluate clinical issues or concern for CAKUT, WT, CKD (may provide underlying : =
. " 5 than 3-month interval
etiology for clinical signs)

1-month and/or
2-month interval

Necessary for patients designated as ‘high risk’ for WT based on age (<8 years) and/or clinical characteristics ° i i

3-month interval (history of previous WT or NR): Can also assist monitoring CAKUT issues and provide early signs of CKD Routine WT screening and UTI monitoring P reve nt or t reat Ca rd lovascu I ar D ISeases
development and/or progression; Preferences of care team and patient/family should be considered (CV D) suc h as h |g h b I OOd p ressure h Ig h
Interval period for patients between 8-18 years that do not meet consideration for 3-month frequency 4

6-month interval Consider implementing more frequent interval for those with clinical issues identified at annual screen and/or if  Routine WT, UTI, CKD monitoring or screening b | OOd c h o | estero |’ d ia bete S, 0 bes |ty

preferences of care team and paticnt/family dircct more frequent screening intervals

Necessary minimum interval to screen for CKD and WT in patients >18 years with stable cardiometabolic and

Qinuatintenval CKD health status; Preferences of care team and patient/family should be considered

Routine CKD monitoring and long-term WT screening
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Screening Guidelines for Wilms tumor

(A) Summary of General Recommendations for Screening
General Recommendations for Screening Programs in Patient Populations

Lifetime risk for WT cannot be estimated in WAGR Spectrum (>1%

* ‘These recommendations were designed to offer screening in cases with a 1% or greater risk when earl risk is conceivable)

Pre di(s::;«l)ls(::i?:l vtv(:%Vilms detection is minimally inv?xsive and signiﬁcan!ly improves oulgome" ) } >50% of patic'nts witp WAQR develop WT, nephroblastomatosis,
Tumior * ‘We acknowledge that uniform recommendations may result in some patients being screened more frequently@ and/or NR during their lifetime
and for a longer duration than some clinicians have previously determined to be necessary., Therefore, thesd]
(2016 AACR Childhood recommendations should be discussed with each family...” Risk Stratifications by Age for WAGR Spectrum:

High risk (<8 years)
Potential risk (8-15 years)

+ ‘Survcillancc can be further tailored on the basis of the disorder and knowledge regarding the specifi
characteristics of the tumors that occur in the syndrome.”

Cancer Workshop')

Possible risk (>15 years)

Early Identification and < ” . . . o . . 3
Tuteivention of Chronic Concluston 1: ltersons with h;gertcnsmn, diabetes, or card‘lovascular disease §hould be scregned for CKD. o A il A e (e e e (D s
. . * Conclusion 2: ‘CKD screening and treatment programs should also be implemented in other high-risk . X . § .
Kidney Disease A : e : A 5 prevalent in patients with and without history of WT
individuals and populations based on comorbidities, environmental exposures, or genetic factors. . K X
3 > T : = T : * There is a high risk for abnormal kidney consequences due to 11p13
. * Conclusion 3: ‘“The initiation, frequency, and cessation of CKD screening should be individualized based on s ; ; ; )
(2019 KDIGO controversics ; i e : deletions and health issues in patients with WAGR Spectrum
e kidney and CVD risk profiles and individual preferences.

(B) Ultrasonography Screening Recommendations for Patients with WAGR Spectrum

Full Abd US
Pelvic US

Initiate WAGR Spectrum Screening Program: (1) Evaluate baseline kidney and organ status; (2) Diagnose CAKUT and/or internal GU anomalies; (3) Look for
signs of NR, nephroblastomatosis, or WT growth and/or potential early UTI to determine follow-up screening required for patient

General Kidney Health Aspects

GOAL: EARLY DETECTION AND TREATMENT

Birth or Diagnosis

Interval and Screening

Patient Age Groups .
= ! Techniques

Tumor Screening Management Aspects

onitor high risk for WT, nephroblastomatosis, and/or NR; Manage risks for other
adverse kidney issues

valuate for other abdominal and/or internal GU tumors or abnormalities;
[Determine follow-up interval for RUS

valuate kidney health status and RUS follow-up interval; Monitor risk for CKD  (1)Diagnosc and managc CAKUT

and/or potential risk for WT, Nephroblastomatosis and/or NR (2)Screen/Work-Up potential UTIs, CKD, or other signs of kidney damage

3-month RUS*

Full Abd US
Pelvic US

3- or 6-month RUS*

<8 years of age

8t pirthday

8 years - 15 years

‘valuate kidney health status and RUS follow-up interval; Monitor risk for CKD  (3)Monitor CKD status and progression to determine and cvaluate
treatment

(4)Prevent or mitigate cardiometabolic consequences that contribute to
severe kidney failure and ESRD

6-month RUS*

Full Abd US
Pelvic US

15 years - 18 years

and/or possible risk for WT, Nephroblastomatosis and/or NR

Evaluate for other abdominal and/or internal GU tumors or abnormalitics;
[Dctermine follow-up interval for RUS

onitor overall kidney health status and CKD signs; Manage possible lifetime WT
risk

Frequency Intervals Suggested and Considerations for Implementation

18" birthday

>18 years of age Annual RUS*

Purpose of Screening Interval

Patients with history of recent UTT or recurrent UTIs to monitor treatment as determined by medical care team
Provides shorter duration to evaluate clinical issues or concern for CAKUT, WT, CKD (may provide underlying
etiology for clinical signs)

Necessary for patients designated as ‘high risk’ for WT based on age (<8 years) and/or clinical characteristics
(history of previous WT or NR); Can also assist monitoring CAKUT issues and provide early signs of CKD
development and/or progression; Preferences of care team and patient/family should be considered

Interval period for patients between 8-18 years that do not meet consideration for 3-month frequency

Consider implementing more frequent interval for those with clinical issues identified at annual screen and/or if  Routine WT, UTL, CKD monitoring or screening
preferences of care team and paticnt/family dircct more frequent screening intervals

Necessary minimum interval to screen for CKD and WT in patients >18 years with stable cardiometabolic and
CKD health status; Preferences of care team and patient/family should be considered

1-month and/or
2-month interval

More frequent for patients with clinical signs to enable earlier detection
than 3-month interval

3-month interval Routine WT screening and UTI monitoring

6-month interval

Annual interval Routine CKD monitoring and long-term WT screening

Risk

More than 50% of individuals develop
Wilms tumor, nephroblastomatosis
and/or Nephrogenic Rests

Highest risk occurs before 8 years of age

Risk is lower after age 8, but continues
into adulthood

Screening

Birth to age 8 years Ultrasound every
3 months

8-15 years Ultrasound every 3to 6
months

15-18 years Ultrasound every 6 months

After age 18 Ultrasound every year
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