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Slowing ADPKD Progression

ADPKD progression: gradual decline in kidney function with cyst growth and tissue damage
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“JADPKD is the most common genetic renal disorder with an estimated prevalence
between 1:1000 and 1:2500.

The condition is primarily caused by mutations in two genes: PKD1 and PKD2

https://pubmed.ncbi.nlm.nih.gov/26530876/

6/ADPKD progression
(74 The hallmark manifestation of ADPKD is the progressive development of renal cysts.

[74Cyst formation involves dysregulation of multiple intracellular signaling pathways.


https://pubmed.ncbi.nlm.nih.gov/26530876/
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7/Intervetions to slow ADPKD progression

¢ Tolvaptan — V2 receptor antagonist — is the only treatment approved by KDIGO guidelines
to slow progression in ADPKD

<« Two main studies that s show the impact of Tolvaptan: TEMPO 3:4 and REPRISE
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https://www.nejm.org/doi/full/10.1056/NEJMoa1205511

8/Interventions to slow ADPKD progression

? Blood pressure control is the cornerstone of ADPKD progression

? HALT-PKD study A and HALT-PKD study B are the most important studies in blood

pressure control


https://www.nejm.org/doi/full/10.1056/NEJMoa1205511
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https://www.nejm.org/doi/full/10.1056/NEJMoa1402685

9/Interventions to slow ADPKD progression

Evidence on increased water intake in ADPKD remains controversial, as randomized
trials have not shown meaningful effects on TKV growth or eGFR decline.
]The KDIGO 2025 guideline does not recommend specific dietary measures, instead
supporting a balanced diet similar to that advised for CKD patients.

10/managing comorbidities

[74Metabolic comorbidities may influence CKD progression in ADPKD, making their
management clinically important.

[7Diabetes is a key factor associated with faster renal decline, highlighting the need for
strict glycemic control. https://pmc.ncbi.nlm.nih.gov/articles/PMC3398061/

11/Emerging therapies — SGLT2 inhibitors

©SGLT2 inhibitors show strong renoprotective effects in CKD, but patients with ADPKD
were excluded from maijor trials; in experimental ADPKD models in mice, SGLT2 inhibition
has been associated with increased cyst growth and kidney cystic volume.
https://pubmed.ncbi.nlm.nih.gov/25927597/

/E Preliminary data suggest potential benefits, and dedicated randomized trials in ADPKD
are currently underway.


https://www.nejm.org/doi/full/10.1056/NEJMoa1402685
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Open-label, Randomized, Controlled, Crossover Trial on the Effect
of Dapagliflozin in Patients With Autosomal Dominant Polycystic
Kidney Disease Receiving Tolvaptan

Methods and cohort Intervention and outcome
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12/Summary

Stopping ADPKD progression — key points

ADPKD = most common genetic kidney disease (PKD1/PKD2)
Progression — cyst growth drives decline

& Tolvaptan = only approved disease-modifying therapy

? BP control = cornerstone (HALT-PKD)

{ Diet/water — unclear benefit

1. Comorbidities (e.g. diabetes) accelerate decline

& SGLT2i:

= strong in CKD

= excluded in ADPKD trials

= ongoing clinical trials

<~ Take-home: integrated approach + future therapies needed
? What matters most in slowing ADPKD?

Conclusion

Slowing ADPKD progression requires an integrated approach combining
disease-modifying therapy with management of modifiable risk factors.

Future advances in imaging and biomarkers may enable more personalized, risk-guided
treatment strategies.






