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ODbjectives

ASummary of ADPKD
APrecision medicine approach to ADPKD
AConservative treatments for ADPKD

AStrategies currently under study:
AVaptans (tolvaptan, lixivaptan)
AmTOR inhibitorsefverolimus sirolimus)
A Somatostatin lantreotide, pasireotide octreotide)
ATyrosine kinase inhibitors (bosutintiesevatinib)
AGlucose metabolism (metformisalsalaté
A Glucosylceramide inhibitowénglustaj
ABardoxolone
A Cyst sclerotherapy



ADPKD is bad luck
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A~1in 1000
A 70% have kidney
fallure by age 70




Natural History of ADPKD
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Grantham JJ, Torres VE, ChapmarefBl, Volume progression polycystikidneydisease NEngld Med2006; 354(20):212-30.



Renal and Extrarenal Manifestations of ADPKD

Manifestation Incidence inadultswith ADPKD

Hematuria 42%
Urine concentration defects 100%
Proteinuria 18%
Microalbuminuria 19-40%
Hepatic cysts 85-94%
Intracranial aneurysms 5-10%
Mitral valve prolapse 26%
Hypertension ~100%
Renal function decline ~100%*
Hypertension before renal function decline 60-75%

*~70% of patients with ADPKD progress to ESRD at a median age of 58 ye

Adaptedfrom: ReddyBV et al. PediatrNephrol2017; 32(1):342.



Heritability of ADPKD
® O

B Unaffected _ :
B Affected ~10% of patients with ADPKI

havede novodisease due to a
spontaneous mutation



Variabilityin ADPKD severity
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Precision medicine?

AClassical definition of disease, family history
AAdvanced genetic, imaging and biomarker data
APatient values and preferences

AStratify risk, maximize therapeutic potential while mitigating
therapeutic burden




onservative strateg

Have plenty of .
vegetables and fruits Eét protein foods
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Make water
your drink
of choice
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whole grain
. foods




WATCHING YOUR STEP — THE DIFFERENT STAGES OF CLINICAL DEVELOPMENT

AND WHAT THEY EXAMINE

PHASE IlI PHASE IV
Checking Co"ﬁrm ) Testing long'-
for findings in term safety in
safety large patient diverse patient
population population
Sample: 10-20 healthy Sample: about 200 Sample: more than Sample: “real life patients” -
volunteers patients 1,000 people testing being camed out out-
side of dlinical environment
Unexpected side Most research projects Likelihood to detect (post-marketing studies)
effects may occur fail in Phase Il due to rare side effects
product not being as increases with number Previously untested groups
effective as anticipated of people involved may show adverse reactions
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=o=® Tolvaptan Mechanism of Action

A Vasopressin promotes cyst growth in
the kidneys in patients with ADPKD

Vasopressin

A Tolvaptan blocks these effects through
Inhibition of the vasopressin V2
receptor

Tolvaptan




Change in eGFR
mL/min/1.73m2/ yr

Tolvaptani-year change in kidney function

Tolvaptan Placebo Tolvaptan slowed the rate of kidney
function decline by 35% over 1 year
compared to placebo.

-4 I
Difference 1.271mL/min/1.73m?/ yr (35%)
p-value; <0.0001

Adjusted by the duration of the trial for each patient 14
Torres VEet al. NEngld Med2017; 377(20):1934@2.




m) U.S. National Library of Medicine

ClinicalTrials.gov

ELiSAral: Lixivaptan

ASame mechanism of action as tolvaptan
AAvoid liver toxicity, less blood work?
ACurrently in phase I, end Sept 2019
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MTOR inhibitors

AEverolimugAffinitor), sirolimus Rapamung
Almmunosuppressant post kidney transplant
ACancer treatment

ATuberous sclerosis complex

ACardiac stents

AWorked well in preclinical studies

A3 negative trials in ADPKD

ADose limited by side effects?
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Somatostatin

Alnhibitory hormone secreted by gut
ADecrease growth hormone, prolactinsluinandglucacon
ADecrease thyroid stimulating hormone
ADecrease CAMP
A Slows movement of food through intestines

AAnalogs: octreotiddanreotide pasireotide

APromising in prelinical animal studies and small Phase Il clinical
trials






