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H MAKPOXPONIA EMIAPAZH THZ TOABAMNTANHZ XTH NEODOPIKH
MPOINQzH AZOENQN ME AYTOzZQMATIKH KYPIAPXH NOAYKYZTIKH
NOzZO TQN NEQDPQN: ZYTKPITIKH ANAAYZH ME OMAAA EAETXOY

B. ®u\omtouloct, X. MeAe€omouAou?, X. PnyoyAou?, H. Ziokoc?,

K. BaAAwavou?, E. KapaBaoiAng?, . Ntouvac?, 2. Mapwvaknt

L KAwvikny Nedppoloyiag kat Metapooxeuong Neppou, latpikn 2xoAn EKMA, Fevikd Noookopeio ABNvwv «Aaiko»
2latpikn 2xoAn Anpokpitelo Mavemiotipo Opakng

3 AlayvwoTiko Kévtpo «latpodiayvwaon», ABRva



Avtoowpatikn Entkpatovoa MoAukuotik) Noooc Neppwv
(ADPKD)

H 1o cuyvn KAnpovoukn nabnon twv
vedpwv (~ 1/1000)

PKD1 (75 - 80%) / PKD2 (15 -20%)

MNpwtomadnc vedpikn voooc yia to 5-10%
Twv aoBevwyv ot e€wvedpkn KABapon

50% spdavitouv TIXNN £wg TNV nALkia Twv
60 eTwVv
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............ Lifestyle intervention: dietary sodium intake <2 g/day + BMI <25 kg/m’ + regular exercise
Blood pressure reduction: ACEi/ARB if systolic blood pressure >130 mm Hg
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"".,_ Pain management: exclude acute kidney event + manage chronic pain
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ToABarmtavn

* H povadikn eykekplpuevn el8kn Beparmeia mou kabuotepel TNV e€€ALEN TNC vEDPLKAC VOCGOU

* EKAEKTLKOG avtaywvlotng urtodoxewv V, tng Balompeoaoivng

Initiation of tolvaptan should be offered to adults with ADPKD and:
eGFR =25 ml/min per 1.73 m?

AND

Risk of rapid disease progression* as indicated by either:
Mayo class 1C" to 1E
OR

Historical rate of eGFR decline® (=3 ml/min per 1.73 m? per year)

Practice Point 4.1.1.4: Before concluding that a person has rapid progression and initiating tolvaptan treatment,
other acute or chronic causes of eGFR decline should be assessed.

Kidney International (2025) 107 (Suppl 2S), S1-S239



Oepareia pe ToABartavn

TEMPO 3:4 CKD G1-G2 REPRISE CKD G3-G4
Study population Study population
n=1445 n=1390
18 to 50 years old 18-55 years old + (eGFR 25-65 ml/min per 1.73 m?)
TKV >750 ml in CKD 56-65 years old + (eGFR 25-44 ml/min per 1.73 m?)
Dose of tolvaptan Ability to tolerate tolvaptan after an 8-week run-in
120 mg/d (55%), 90 mg/d (21%), 60 mg/d (24%)
Dose of tolvaptan
Main results 120 mg/d (61%), 90 mg/d (30%), 60 mg/d (10%)
« Primary endpoint: reduced rate of increase in TKV: 2.8%/year in
tolvaptan group vs. 5.5%/year in placebo Main results
« Secondary endpoint: slower decline in kidney function (reciprocal of « Primary endpoint: Reduced rate of decline in eGFR by -2.34 ml/min
the serum creatinine level, -2.61 [mg/ml)/year vs. -3.81 [mg/ml)/year, per 1.73 m? in the tolvaptan vs. -3.61 mli/min per 1.73 m?in the
P <0.001); lower rates of worsening kidney function (2 vs. 5 events per placebo; P <0.001).
100 person-years, P <0.001) and kidney pain (5 vs. 7 events per 100
person-years of follow-up; P=0.007). Adverse effects
Reversible increases in the ALT (to >3 times normal range
Adverse effects ( s}

5.6% in tolvaptan group vs. 1.2% in the placebo grou
Tolvaptan associated with aquaresis and abnormal liver function tests prangiooy P e

and higher discontinuation rate (23% vs. 14% in the placebo group).

Torres VE et al TEMPO 3:4 Trial Investigators. Tolvaptan in patients with autosomal dominant polycystic kidney disease. N Engl J Med. 2012 Dec 20;367(25):2407-18 Torres VE
et al,; REPRISE Trial Investigators. Tolvaptan in Later-Stage Autosomal Dominant Polycystic Kidney Disease. N Engl J Med. 2017 Nov 16;377(20):1930-1942
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Oepareia pe ToABartavn

The long-term effect of tolvaptan treatment on kidney

function and volume in patients with ADPKD

Real-life data on long-term tolvaptan Results
treatment growth in a relatively large
number of patients with ADPKD ==
and controls 7 4
Methods Tolvaptan No tolvai:man
”"” treatment treatment
ARNLEN S amnly \n Kidney function  -4.36 to -3.75° ~4.16 to -4.12*
Kidngdﬁmcdon decline
ney growth
. 5.05 to 5.59** 4.79 to 3.85™
Kid owth
’ | Kidneygr +10.7%, p=0.6 -19.6%, p=0.5
Matched analysis:
* Tolvaptan-treated ADPKD (n=92) * mL/min/1.73 m*/year
+ ADPKD controls (n=92) ** %/year
Gesrteamia. B el In this study, with real-life patient data, long-term follow-up, and a
NDT (2025) control group, we found that tolvaptan attenuated long-term kidney

ONDTSocial function decline but seemed not to influence kidney growth.

Geertsema P et al. The long-term effect of tolvaptan treatment on kidney function and volume in patients with ADPKD. Nephrol Dial Transplant. 2025 Mar 6:gfaf048



2 KOTIOC TNC MEAETNC

H a&loAoynon tng Hakpoxpoviag xopnynong toABamtavng otn vedplkn mpoyvwon

o€ aoBeveic pe ADPKD tou KEVTPOU HOC, CUYKPLTLKA UE opada eAEyYOU.



YAwka kot MEBobol

AcBeveic pe ADPKD umo aywyn pe toABarmtavn yia touddyxiotov 1 €toc €wg tov 120 /2025

AcBeveic pe ADPKD mou dev €éAaav toABamtavn mapd tnv LatpLkn evOeLén

Méetpnon TKV pe MRI pe nuiavtopatn otepeoloykn LEBodo npv TNV Evapén tng Beparmeia

YrtoAoylopoc eGFR mpuv tn Beparneia kat oto follow-up
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MANBuouoc

_ Oupada ToABarmtavng Xwpic aywyn
N=115 N = 67 (58.3%) N=48 (41.7%) P -value
DOAo (dppev) 32 (47.8%) 16 (33.3%) 0.122
HAkila (€tog) 39+94 38.4+8.3 0.492
BMI (kg / m2) 24.1(21-27.3) 25.5(22.2 - 28.7) 0.176
OLKOYEVELOKO LOTOPLKO 58 (89.2%) 40 (85.1%) 0.515
(Now)
MIC 1C 26 (38.8%) 24 (50%)
MIC 1D 30 (44.8%) 14 (29.2%) 0.263
MIC 1E 11 (16.4%) 10 (20.8%)




eGFR (mL/min/1.73 m2)

Entidpaon otn vedplkn Aettovpyla

Apxiko Kail TeEAIKO eGFR gg aoBeveig utrd TOABamTavn Kai Xwpig aywyn PuBpog peiwong eGFR ot aoBeveig UTTé TOABATITAVN Kal XWwpig aywyr
— L ; ; ' ;
o Xpoévog (£Tn)
Xuwpig aywyn Afwn ToABatrravng L} eGFR (mL/min/1.73 m2) Afyn ToABatTavng
||:| Apyiko eGFR [ Tehiké eGFR Xuwpic aywyn
eGFR Opada ToABamtavng Xwpic aywyn P-value
(N=115) N = 67 (58.3%) N = 48 (41.7%)
eGFR otnv oykopétpnon
(ml/min/1.73m2) 74 +29.5 87.3 +26.3 0.013
eGFR oto EFU
(ml/min/1.73m?2) 68.7+31.4 74.7 +30.8 0.263
Follow up (étn) 3+2.1 5+1.1 <0.001
eGFR slope

(ml/min/1.73m?2/£t0¢) -1.1+3.3 -2.7+4.6 0.055



Enibpaon otn vedplkn Aettoupyla

AkoAoUBOnoe €Aeyxoc e TIOAAATIAN Ypa LKA TtaAlvdpopnon tng enidpaonc tng AP ng toABartavng
OTOV €T 00 pUBPO peiwong tou eGFR mpooappolovtal yia to $uAo, TNV NAKia Ko TNV Tagvopnon
katd Mayo

[ AeGFR = -1.75 mL/min/1.73m? / €tog (95% Cl -0.27, - 3.23, p=0.021) ]




Enidpaon otn vedpikn Asttoupyio — EAeyxoC uTtOOAO WV

 MIC 1C: un otatlotikd onpavtikn dtadopad otnv etrota petaBoAn tov eGFR (p = 0.757)
e MIC 1D: oTaTLOTIKA ONUAVTLKN LElwoN TNC €TNOLOC EKTTTwonG Tou eGFR (p = 0.006)

e MIC 1E: pikpotepn etnola peiwon tov eGFR, pun otatiotikd onpavtikn (p=0.181)

, AeGFR .
Juykplon il i A e ) 95% Cl p - value
1D vs 1C ~3.60 _6'_%1389‘”q 0.028
1E vs 1C ~3.90 _7'_%3082“’9 0.049

v To Beparmnevtikd 6deAog tne ToABartavng awéavetol o aoBeveic pUe TILO TPOXWPNHUEVO OTASLO KOTA
Mayo.



YUUTIEPACHOTOL

H AqPn ToABarmtdvng oxeTileTol e ONUAVTILKA HKPOTEPN €TNROLA Helwon Tou eGFR kata —1.75
mL/min/1.73m? €toc mpooappoopévo Katd nAtkia, dUAo kat otadlomoinon kotd Mayo

To Beparevutikd 0dperoc tng ANYP NS TOAPamTavng lvol CNUOVTIKA LEYOAUTEPO 0 aoBeveic
otadiou MIC 1D kat 1E og ox€on pe acBbeveic MIC 1C

Odeloc otnv €€EAEN TNC VEDPLKNG VOOOU aTIO TN HOKPOXPOVLa Xopriynon ToABarmtdavng

MeyoaAUtepoc aplOpoc aoBevwv Kal pakpUTEPOC XpOvoc apakoAovBOnonc Ba odnynoouv oe
aoPAANECTEPO CUUTIEPAC AT

20 EvxapLote




