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Autosomal Dominant Polycystic Kidney Disease
1/400 to 1/1000 live births — progressive cystic deformation and growth of kidneys
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CKD stage 5D (median age): 58y PKD1, 79y PKD2 - 5-10% of ESRD incidence



ADPKD — extrarenal manifestations

* Hepatic and pancreatic cysts

— asymptomatic in many patients, but can expand and
cause pain and infection; rarely massive PLD

* Cardiac valvular abnormalities
— Mitral valve prolapse, tricuspid and aortic regurgitation
* Intracranial aneurysms

— Found in approximately 5% of patients with no family
history and about 22% of patients with family history
of ICA or SAH

* Seminal vesicle cysts
— Found in ~39-60% of men; undefined risk of infertility



ADPKD — extrarenal manifestations

Colonic diverticulosis




First reports: descriptive

1) 1

De wenwm menlis 1757

Fogazzi et al. Nephrol Dial Transplant 13: 1039-1040, 1998

Demenice Galeazzi (1686-1775)



First reports: descriptive

Jean Cruveilhien,
Pieve Rayex,

Anatomie pathologique du corps humain, 1829 Traité des maladies des reins, 1841



First reports: descriptive
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Till second decade of 215t century (and still):
treatments focus on symptoms & complications

Standard care Lifestyle approaches (general — like in many other diseases)
Blood pressure control Maintenance of healthy BW
Pain control

Antibiotics for UTIs

Antidepressants Salt restriction (sodium chloride <6 g/d)
Dialysis Low protein intake (<1 g/kg BW/d)
Renal transplantation Bed rest

Regular exercise

BW, body weight; UTls, urinary tract infections

Halvorson CR et al. Int J Nephrol Renovasc Dis 3: 69-83, 2010



The identification of the genetic background
of ADPKD...

...has helped to better predict the (renal) prognosis of the disease.
...has paved the way for research into the many mechanisms of the disease.
...has been pivotal in moving treatment from “only symptomatic” to “disease-modifying”.

...Is possible in every individual patient.

Which statement is NOT correct?




Genetics: a giant step forward!

Polycystic Kidney Disease:
The Complete Structure of the PKD1 Gene
and Its Protein

The International Polycystic Kidney Disease
Consortium*

PKD 1 (+ 78%)

Cell, Vol. 81, 289-298, April 21, 1995  Cytogenetic location
16p13.3
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Genetics: a giant step forward!

Chromosome 4 localization of a
second gene for autosomal
dominant polycystic kidney
disease

DM, Peters', L. Spruit’, 1.1, Saris’, D, Ravine', LA, Sandkuijl', R. Fossdal’, |. Boersma', R,
van Eijk', S, Norby*, C.D. Constantinou- Deltas’, A. Pierides’, LE. Brissenden®, R.R. Frants',
Go-1B. van Ommen’ & M.H. Breuning'

Nature Genetics S, 359 - 362 (1993)

Autosomal Dominant Polycystic Kidney Disease: Localization of the
Second Gene to Chromosome 4q13-q23
Witiam J. Kimeerung, * ' Surawan Kuman,* PATriCia A. Gasow, 1 Juoims B. Kenvon,*
CHRISTOPHER J. CONNOLLY,* AND STEFAN SOMLO]
;ENoMICE 18, 467-472 (1993)

PKD2, a Gene for Polycystic Kidney Disease
That Encodes an Integral Membrane Protein

Toshio Mochizukl, Guanging Wu . Tomohito Hayashi . Stavroulla L. Xenophontos, Barbera Veldhuisen,
Jasper ). Saris, David M. Reynolds, Yiglang Cal, Patricia A. Cabow, Alkis Plerides, William J,
Kimberling, Martijn H. Breuning, C. Constantinou Deltas, Dorien ). M, Peters, Stefan Somlo’
Science 1996 May 31:272(5266) 1338-42

PKD 2 (+ 15%)

cytogenetische locatie
4q922.1



Genetics: a giant step forward!
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PKD1 > polycystin 1, a receptor-like, large integral membrane glycoprotein
PKD2 > polycystin 2, a transmembrane calcium channel




Genetics: a giant step forward!

Type of PKD1 Mutation Influences Renal Outcome
in ADPKD

Emilie Cornec-Le Gall,*" Marie-Pierre Audrézet,™ Jian-Min Chen,™ Maryvonne Hourmant,$
Marie-Pascale Morin," Régine Perrichot,” Christophe Charasse,** Bassem Whebe,

Eric Renaudineau,** Philippe Jousset,*® Marie-Paule Guillodo," Anne Grall-J1=321=3qU1=3|,""Jr
Philippe Saliou,™ Claude Férec,™ and Yannick Le Meur*"

PKD1 truncating vs. PKD1 non-truncating vs. PKD2

Cornec-Le Gall et al. ] Am Soc Nephrol 24: 1006-1013, 2013
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Cumulative probability of renal survival

0,0

' PKDI1 nontrong, mut,

PKD2 mutations
PKD1 tronc. mutations

P <0.0001 median age ESRD
| 55y PKD1 truncating

| 67y PKD1 non-truncating

20

Patients at risk :

PKD I truncating mutations
(n=387)

PKD1 non truncating mutations
(n=184)

PKD2Mutations
(n=133)

79y PKD2
1 1] 1 1 1) 1 1
30 40 S0 60 70 80 90
Age
356 296 175 s3 11 2
172 144 134 48 15 1
127 116 99 63 23 )

Cornec-Le Gall et al. ] Am Soc Nephrol 24: 1006-1013, 2013



By the way, the identification of the genetic
background of ADPKD...

...Is not (yet) possible in every individual patient.
...and some have other than PKD1 or PKD2 mutations.

Mutations in GANAB, Encoding the Glucosidase Il |

Subunit, C&y, 0o allelic Mutations to DNAJBT 1 |

and Liver D Cause Aty - - -
sinu Porath, '« | Polycystic| ALG? Mutation Carriers Develop Kidney and

Christina M. He .
Emilie CornecH leel' Cy5t5

Carly ]J. Banks,! !
Marie C. Hogan,] Jessica M. Smi
Sarah R. Senu

Frédéric Lavainn : 1 2 3 varlls cr 4 3
Genkyst Study G| Francois Joure Whitney Besse1 ., Alex R. Chang, J;:mathan Z. Luo % William J. Triffo,” Bryn S. Moore,
Radiologic Imagif Alan S. Yu,'* § Ashima Gulati,” Dustin N. Hartzel @,” Shrikant Mane,” Regeneron Genetics Center,

Study Group, § Vicente E. Torres,” Stefan Somlo,"® and Tooraj Mirshahi®

Imaging Studi

Porath et al. Am J Hum Gen 98: 1193-1207, 2016
Cornec-Le Gall et al. Am J Hum Gen 102: 832-844, 2018
Besse et al. ] Am Soc Nephrol, 2019 https://doi.org/10.1681/ASN.2019030298




Genetics

Table 1

Viable ADPKD mouse models suitable for preclinical triaks

Strain Induction
Cre promoter
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RESULTS

Somatostatin analogues
vs. placebo: 5 studies, 123 participants
vs. mTOR-inhibitors: 1 study, 15 participants

Creatinine Total kidney volume

MD -0.83 sl [-086, <001 ] MD-0.EXL [ -1.2F, 000 ]

Parenchimal volume




RESULTS

Somatostatin analogues

vs. placebo: 5 studies, 123 participants
vs. mTOR-inhibitors: 1 study, 15 participants

Systolic blood pressure Diastolic blood pressure

R ATI] 145 95E]

Rationale and Design of the DIPAK 1 Study: A Randomized
Controlled Clinical Trial Assessing the Efficacy of Lanreotide to
Halt Disease Progression in Autosomal Dominant Polycystic
Kidney Disease

Meijer et al. Am J Kidney Dis 63: 446-455, 2014



JAMA | Original Investigation

Effect of Lanreotide on Kidney Function in Patients
With Autosomal Dominant Polycystic Kidney Disease
The DIPAK 1 Randomized Clinical Trial

DESIGN, SETTING, AND PARTICIPANTS Anopen-label randomized clinical trial with blinded end
point assessment that included 309 patients with ADPKD from July 2012 to March 2015 at 4
nephrology outpatient clinics in the Netherlands. Eligible patients were 18 to 60 years of age
and had an estimated glomerular filtration rate (eGFR) of 30 to 60 mL/min/1.73 m?. Follow-up
of the 2.5-year trial ended in August 2017.

INTERVENTIONS Patients were randomized to receive either lanreotide (120 mg
subcutaneously once every 4 weeks) in addition to standard care (n = 153) or standard care
only (target blood pressure <140/90 mm Hg; n = 152).

Meijer et al. JAMA 19: 2010-2019, 2018



Annual Increase in hTKV, %

Change in height-adjusted total
kidney volume
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Lanreotide Control

n=125 n=132

Meijer et al. JAMA 19: 2010-2019, 2018



Value before
treatment

|5

45 -

eGFR (mi/min/1.73m?2)

354

30

Lanreotide

Control group

End of After
treatment treatment

No. of patients
Lanreotide 153
Control group 152

12

145
148

24

143
148

36

142
143

48

145
144

60 72
Weeks
144 138
147 141

84

132
140

96 108 120 132

140 136 135 114
144 137 142 141

Meijer et al. JAMA 19: 2010-2019, 2018
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What about high water intake?

Animal models: high water intake promotes diuresis by decreasing plasma concentrations of
arginine vasopressin (AVP) and renal cAMP concentrations, which slows cyst progression.t?

Human models:

Wang et al 20113: The variation in the urinary cAMP rate is related to the osmolality
according to a small study of 8 cases

Barash et al 2010%: 13 patients ADPKD and 10 healthy subjects / 7 days

3.14 +/- 0.32 |/day water intake day decreased Uosm in most ADPKD subjects below 270 mOsm/L (46%,
p=0,04). Non-significant decrease in 24-hour urine cAMP excretion.

Higashihara E et al 2014°: high (H-, n = 18) and free (F-,n = 16) water intake / 1year
Plasma AVP and copeptin were lower in H- group (p=0.02).

Non-significant trends toward faster eGFR decline and TKV growth in H- group.

1. Nagao et alJ Am Soc Nephrol 17: 2220-2227,2006

2. Hopp K, et al AM J Physiol Renal Physiol 308: F261-F266, 2015
3. WangCJ et al ClinJ Am Soc Nephrol 6: 192-197, 2011

4. Barash et alnClin J Am Soc Nephrol 5: 693-697, 2010

5. Higashihara E et al Nephrol Dial Transplant 29: 1710-1719, 2014



What about high water intake?

PCK rat Male Female Pkd1*“/*¢ mouse

NWI

HWI
(1% Agar)

HWI
(5% Glucose)

Rat: YES! Mouse: small effect

Hopp K, et al AM J Physiol Renal Physiol 308: F261-F266, 2015



Randomised controlled trial to determine
the efficacy and safety of prescribed
water intake to prevent kidney failure

due to autosomal dominant polycystic
kidney disease (PREVENT-ADPKD)

In humans?

Wong et al. BMJ Open 2018 Jan 21;8(1):e018794. doi: 10.1136/bmjopen-2017-018794.



Post-Treatment
Run-in period Treatment period Follow-up period
E 6 weeks E 3 years E 4 weeks
; . i Both Groups: :
. * Outpatient Pathology: « stydy visits: 6 mthly :
\ * Baseline Renal MR\« oyutpatient Pathology: 3 mthly (Yr 1), 6 mthly (Yrs 2-3) E
. i * Progress renal MRI scan: 18 and 36 mths E
S Eligible | '
< | patients
w -
S with
c
S | ADPKD
&;) (see Table 1)
&J S 1
n=180 Eg 3 i Intervention Group only: E
: : § S | * Outpatient Pathology: Week 3 and 6 (safety/titration),
E : g"’é \ » Education and Coaching: Telephone and Study Visits
E Randomisation E§ g E » Self-Monitoring: Urine specific gravity and Diary E
E 1:1 Es S i+ SMS texts: 2x/week (0-6 months) & then weekly E
[ 1 S ! 1
Screéning Baseline Last Treatment  Post-Treatment
Visit Visit Visit Visit
Month -1.5 Month 0 Month 36 Month 37

Wong et al. BMJ Open 2018 Jan 21;8(1):e018794. doi: 10.1136/bmjopen-2017-018794.



Till second decade of 215t century (and still):
‘ocus on symptoms & complications

treatments |

Standard care

Lifestyle approaches (general — like in many other diseases)

Blood pressure control
Pain control
Antibiotics for UTIs
Antidepressants
Dialysis

Renal transplantation

Maintenance of healthy BW

Frequent H,O intake
Avoidance of caffeine ind smoking
Salt restriction (sodium chlgsi

Low protein intake D\Sease m

Bed rest

Regular exercise

BW, body weight; UTIs, urina

ry tract infections

Halvorson CR et al. Int J Nephrol Renovasc Dis 3: 69-83, 2010
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Tolvaptan in Patients with Autosomal
Dominant Polycystic Kidney Disease

A Total Kidney Volume C Kidney Function
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Torres et al. N Engl J Med 367: 2407-2418, 2012



Effect of Tolvaptan in Autosomal Dominant Polycystic
Kidney Disease by CKD Stage: Results from the
TEMPO 3:4 Trial

10- A
A == Talvaptan 39.8% - D CKD1 CKD2 CKDS
[ Placebo P<0.001 S T ' — — —
m <14
B B 60.4% £ E__E"-* :
. o
3 40.4% P<0.001 c =
e P<0.001 2% -2
= 5 < E 1 LLI
s 67 23 .,
E iL J:f ™ E, L
O S o
E 4 o E =i} <
1} ) = "
= o = 15.5%
' g-*; -54 P=0.23
i 5 E .,E; 29 1%
= @ L__ a mmm Tolvaptan P <0.001
w o I
P < 0.001
0 - L - || < 0.00
CKD1 CKD2 e N 277 162 411 216 151 84
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Torres et al. Clin J Am Soc Nephrol 11: 803-811, 2016



Tolvaptan in Later-Stage Autosomal

Dominant Polycystic Kidney Disease

B Change in Estimated GFR over Course of the Trial

0+0
A O Baseline, before receipt
1 of tolvaptan or placebo
A A (mean of 3 samples)
E A Telvaptan (run-in phase)
E 24 11 . I | Placebo (run-in phase)
]
o] Tr i -
£ .-E T '?f ? o a ® Tolvaptan
Be - 2 I I 0
- . Tolvaptan group,
2= T after completion
': 'E' 4 T ° l l | oftrial regimen
- I A (mean of 3 samples)
= ® T A % Placebo group,
e T after completion
5 1 of trial regimen
(rean of 3 samples)

2 1 0 1 2 3 4 5 & T ] 9 10 11 12 Follow-up

Visit (mo)

Primary End Point -
Key Secondary End Point : -

Torres et al. N Engl J Med 377: 1930-1942, 2017



thirst, polyuria

Event

Adverse events more common
in tolvaptan group

Thirst
Polyuria
MNocturia
Headache
Pollakiuriat
Dry mouth
Diarrhea
Fatigue
Dizziness
Polydipsia

Tolvaptan
(N=961)

Placebo
(N =483

no. of patients with event [36)

531 (55.3)1
368 (38.3)7
280 (29.1)1
240 (25.0)
223 (23.2)1
154 (16.0)
128 (13.3)
131 (13.6)
109 (11.3)
100 (10.4)

99 (20.5)
83 (17.2)
63 (13.0)

120 (24.8)
26 (5.4)
59 (12.2)
53 (11.0)
47 (9.7)
42 (8.7)
17 (3.5)

dysfunction

Torres et al. N Engl J Med 367: 2407-2418, 2012



Recommendations for the use of tolvaptan in autosomal
dominant polycystic kidney disease: a position statement on
behalf of the ERA-EDTA Working Groups on Inherited Kidney

Disorders and European Renal Best Practice

CKD stage by age®:

at age 18 - 30 yr: CKD 1-3a (eGFR > 45 ml/min/1.73m?)
at age 30 - 40 yr: CKD 2-3a (eGFR 45 - 90 ml/min/1.73m?)
atage40-50 yr: CKD 3a (eGFR 45 - 60 ml/min/1.73m?)

Yes ‘ No

Historical eGFR deciine®, with no other confounding cause than ADPKD":
1) confirmed eGFR decline 2 5 ml/min/1,73 m? in one year® and/or
2) confirmed eGFR decline 2 2,5 mUmin/1,73 m? per year over a period of five years or more®? No

‘ Data not available or not reliable (e.g. in CKD 1)

Historical kidney growth in typical ADPKD:
(ht)TKV increase more than 5% per year by repeated measurements (= 3)87
Preferable by MRI (ellipsoid equation)”, if not available then by another reliable method (CT) No

l Data not available or not reliable

Predicted progression by baseline htTKV indexed for age and/or genotype:
1) htTKV compatible with Mayo class 1C, 1D, 1E" or US length >16.5 cm and/or
2) truncating PKD1 mutation + early symptoms (i.e., a PRO-PKD score >6)? No

‘ Data not available or not reliable

Predicted progression by family history:
Family history with ADPKD patients reaching ESRD < 58 yr*

Yes Yes Yes Yes No
v v

Likely rapid progression Possibly rapid progression
Indication for treatment Re-evaluate

Gansevoort et al. Nephrol Dial Transplant 31: 337-348, 2016




Patient selection for treatment

(height-adjusted) Total Kidney Volume (TKV)

Coronal

Sagittal |

1 Length
Length /

Irazabal et al. ] Am Soc Nephrol 26: 160-172, 2015



Patient selection for treatment

(height-adjusted) Total Kidney Volume (TKV)
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Till second decade of 215t century (and still):
treatments focus on symptoms & complications

From second half of second decade of 21°t
century:

Disease modifying treatments

are slowly becoming available!



Disease modifying treatments

STAGED-PKD
Stage 1 (Sanofi)

STAGED-PKD
Stage 2 (Sanofi)

FALCON (Reata)

Venglustat

(glucocerebrosidase

inhibitor)

Venglustat

(glucocerebrosidase

inhibitor)

Bardoxolone

Phase 2/3
RCT, placebo-
controlled

2 doses of IP

Phase 2/3
RCT, placebo-
controlled

1 dose of IP

Phase 3

GLPG2737
(Galapagos)

methyl
(Nrf2 activator,

anti-inflammatory,
anti-oxidative)

GLPG2737
(CFTR inhibitor)

RCT, placebo-
controlled

1 dose of IP

Phase 2a
RCT, placebo-
controlled

1 dose of IP

24 months

24 months

24 months

24 weeks

18-50y

ADPKD

Mayo 1C, D or E
eGFR 45-90

18-50y

ADPKD

Mayo 1C, D or E
eGFR 45-90

18-70y

ADPKD

eGFR 30-90 (for 18-55y)
eGFR 30-44 (for s6-70y)
“progressive” eGFR
(for eGFR 60-90 and 56-70y)
18-50y

ADPKD

TKV > 750mL

Mayo 1C, D or E
eGFR 30-90 (for 18-40y)
eGFR 30-60 (for 40-50y)

recruitment
target reached

recruiting

safety

1° eGFR 52w
2° eGFR 104w

recruiting

1° TKV

safety
2° eGFR

initiating

S
]

o)

Torres, Harris et al. ] Am Soc Nephrol 25: 18-32, 2014
Harris, Torres et al. J Clin Invest 124:2315-2324, 2014




Till second decade of 215t century (and still):
treatments focus on symptoms & complications

Standard care

Blood pressure control

Lifestyle approaches (general — like in many other diseases)

Maintenance of healthy BW

Pain control Frequent H,O intake

Antibiotics for UTls Avoidance of caffeine and smoking
Antidepressants Salt restriction (sodium chlgsi

Dialysis Low protein intake D\Sease m

Renal transplantation Bed rest

Regular exercise

BW, body weight; UTls, urinary tract infections

Halvorson CR et al. Int J Nephrol Renovasc Dis 3: 69-83, 2010



Blood Pressure in Early Autosomal Dominant Polycystic
Kidney Disease

Changes in eGFR over Time

=== Standard blood pressure

— 907 =i = Low blood pressure
E
-
= 80-
—
=
£ %
E
=4
(e
lﬂ Bl =
k] Low blood pressure, -2.9 mljmin/1.73 m¥/yr
E Standard blood pressure, -3.0 ml/min/1.73 m¥/yr
@ U7 Difference, ~0.1 ml/min/1.73 mifyr (95% CI, -0.3t0 0.6) |
& P=0.55
s
4() =
I | I T | | I | |
0 12 24 36 48 60 72 &4 26

Follow-up (mo}

Changes in Total Kidney Volume over Time

L, Total Kidney Volume [ml)

7.4~ wpu Standard blood pressure
w—i = Low blood pressure T
{.3=
7.2
7.1
sod T ==fT.r.::w blood pressure, 5.6%/yr
' Standard blood pressure,
e 6.6% fyr
6.9 V Difference, -1.0 percentage
' T points/yr (95 % Cl,-1.6 to -0.2)
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Schrier et al. N EnglJ Med 371: 2255-2266, 2014



Autosomal Dominant Polycystic Kidney Disease
1/400 tot 1/1000 live births — progressive cystic deformation and growth of kidneys
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CKD stage 5D (median age): 58y PKD1, 79y PKD2 - 5-7% of ESRD incidence in Belgium



Unmet needs and challenges for follow-up and
treatment of autosomal dominant polycystic
kidney disease: the paediatric perspective

Adult onset ADPKD is part of a spectrum of the disease,
with symptomatic disease presentations spanning over the entire age range.

De Rechter et al. Clin Kidney J 11 (Suppl 1):i14-i16, 2018



ADPKD SPECTRUM

biallelic mutations with hypomorphic allele
ADPKD allele + allele other cystic nephropathy

De Rechter et al. Clin Kidney J 11 (Suppl 1): i14-i16, 2018
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De Rechter et al. Clin Kidney J 11 (Suppl 1): i14-i16, 2018



Unmet needs and challenges for follow-up and
treatment of autosomal dominant polycystic
kidney disease: the paediatric perspective

Even if asymptomatic in childhood - as it is a genetic disease - it begins in utero.

At adult age, much harm has already taken place.

- It makes sense to identify early biomarkers of disease progression in children.

= It makes sense to identify modifiable risk factors for progression in children.

- It makes sense to search for early treatment options with acceptable side-effect profile.

De Rechter et al. Clin Kidney J 11 (Suppl 1):i14-i16, 2018



ADPedKD: A Global Online Platform
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De Rechter et al. Kindey Int Rep 4: 1271-1284, 2019


http://www.adpedkd.org/
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Talking about modifiable risk factors...

Do children with ADPKD have high blood pressure or |
abnormal nocturnal blood pressure? CJASN

Who What Results

Hypertension

® 0 0 (
% 898
No nocturnal dipping

w—: Age 11.5 years 0000
= 2% R 9414
24-hour ambulatory blood

pressure monitoring

-
() Retrospective

310 children

.‘.‘ét"ﬁ ADPKD
> Isolated nocturnal hypertension

Normal 95% with eGFR > 18% ' '

GFR 60 mi/min/1.73m?

Laura Massella, Djalila Mekahli, DuSan Paripovi¢, et al. Prevalence of Hypertension in
Children with Early Stage ADPKD. CJASN doi: 10.2215/CJN.11401017.

Massella et al. Clin J Am Soc Nephrol 13: 874-883, 2018



Talking about early treatment...

Tolvaptan use in children and adolescents with autosomal dominant
polycystic kidney disease: rationale and design of a two-part,
randomized, double-blind, placebo-controlled trial

MONTH 12 VISIT

TREATMENT PERIOD

FOLLOW-UP PERIOD

SCREENING TREATMENT PERIOD MONTH 12 VISIT
Day -30 to -1 Day 1 of Month 1 to end of Month 12 Baseline for Phase B Phase B Month 1 to Month 24
(Month 13 to Month 36 of overall trial)
Population: Age Cohorts™: Treatment Group
Up to . 15 female subjects Day 1 to Month 12 (Up to 50 subjects) > 7-day follow-up clinic visit
100 subjects ages 12 to 14 years, Split-dose, based on weight Y P
aged 4 to inclusive 220 to 45 kg, 15/7.5 mg 14-day foll teleph I
17 years - 15 female subjects >4510 75 kg, 3015 mg Population: Phase B Months 1 to 24 (all subjects) ~day follow-up felephone ca
with ADPKD  ages 15to 17 years, >75 kg, 45/15 mg Subjects who Baged of walght
inclusive
. 15 male subjects Week 1 completed Up to Split-dose, based on weight
ages 12 to 14 years, Up-titration Phase A on 100 eligible —» 220 to 45 kg, 15/7.5 mg .
inclusive _ treatment and subjects >45 to 75 kg, 30/15 mg
. 15 male subjects Placebo Group qualify for >75 kg, 45/15 mg
ages 15 to 17 years, Day 1 to Month 12 (up to 50 subjects) Phase B
inclusive Matching placebo, based on weight Week 1
Up-titration

4 Visits at Week 1, Month 1, Month 6, and Month 12.

Dispensing visits at Months 3, 9; monthly safety laboratory assessments.

Rollover from Phase A to

Baseline Phase B
(Phase A/Month 12 = Baseline

* Visits on Week 1, Month 1, Month 6, Month 12,
Month 18, and Month 24.
» Dispensing visits every 3 months, monthly

Complete Phase A and
continue to Phase B

Baseline

(1:1 Randomization) Phase B)

safety laboratory assessments.

Schaefer et al. EurJ Ped 178: 1013-1021, 2019



Unmet needs and challenges for follow-up and
treatment of autosomal dominant polycystic
kidney disease: the paediatric perspective

Screening of at-risk children: yes or no? Today (2020), still controversial.

De Rechter et al. Clin Kidney J 11 (Suppl 1): i14-i16, 2018
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Given the current scientific knowlegc
therapeutic armamentarium for ADP

...all at-risk minors should have clinical evaluation for ADPKD.
...all at-risk minors should have genetic evaluation for ADPKD.

...all parents of at-risk minors should be advised to comply with general health
measures for all of their children.*

...all parents of at-risk minors should be advised to comply with general health
measures for all their children, with particular focus on blood pressure control.*

*Active screening only if symptomatic, when considering disease modifying treatment or for PGD. Or upon request of parents or
at-risk minor after detailed counseling.

Which statement do you agree most?




Clinicians' attitude towards family planning
and timing of diagnosis in autosomal
dominant polycystic kidney disease

Disagree Agree
1 2 3 B 5 6
—o—
Encourage clinical testing in at-risk minors A
7 kK
T
Encourage clinical testing in at-risk adults A
+
il
Encourage genetic testing in at-risk minors -
—
—O
Encourage genetic testing in at-risk adults A
gk *

O Adult Nephrologists /A Pediatric Nephrologists V Geneticists

De Rechter et al. PloSONE 12(9): e0185779. https://doi.org/10.1371/journal. pone.0185779



Still a lot of work to be donel




ADPKD Clinics & Research @ UZ Leuven

Pediatric Nephrology Department UZ Leuven
PKD Group (Lab of Pediatrics)

Lab of lon Channel Research (KU Leuven/VIB)

Center for Human Genetics UZ Leuven
Laboratory for Genetics of Human Development

Adult Nephrology Department UZ Leuven
Nephrology & Renal Transplantation Research Group

(2
G/

ADP=dKD

Djalila Mekahli

Rudi Vennekens

Koen Devriendt

Bert Bammens



Next Webinars

IPNA Clinical Practice Webinars

sﬁ) I P NA Internatlon[al‘ Pfd:alt"f N}<te‘|[ahr\rologyl A[SS(::I:Q}IOI‘I Date: 24 Sept 2020

Speaker: Francesco Emma

Topic: Clinical practice recommendations for the diagnosis and management of XLH

D — EDSi:eI\;{;I:KNet Educational Webinars on Pediatric Nephrology & Rare Kidney

+3%, ERKNet

S e european .
@ “e..* ¢ § The European C soclst 5! Date: 06 Oct 2020

® " L @ RareKidney Disease
paediatric Speaker: Olivier Devuyst
® ® Reference Network nephrology P y

Topic: Autosomal dominant tubulointerstitial kidney disease

L{Eera ERKNet/ERA-EDTA Advanced Webinars on Rare Kidney Disorders

WgI KD Date: 27 Oct 2020
working group Speaker: Rezan Topaloglu

Workilr(l'gd Gr‘OLIJDp ondInherited
idney Disorders Topic: Classification and physiopathology of vasculitis

Subscribe the ERKNet and IPNA Newsletter and don‘t miss Webinars!



