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Avtoowpatikn Entkpatovoa MoAukuotik) Noooc Neppwv
(ADPKD)

® H o ouyvn KAnpovoLLKn tabnon twv vebpwv
(1/400 - 1/1000)

* 80% petalAdtelc oto yovidio PKD1 (moAukuotivn 1,
PC1)

* 15% petaAAdtelc oto yovidio PKD2 (moAukuotivn 2,
PC2)

* 5% petalAdelg oe aAAa yovidia : GANAB, DNAJB11

e Anuoupyla vedpLlkwv KUOTEWV — KUPLWG ATtw
vedpwva- avéavovtal o aplOpo Kal peyebog
odnNywvTtac o€ VEPPLKN AVETIAPKELQL

* 50% eudavitouv TIXNN €wg tnv nAkia twv 60 Twv

* [Mpwtomnadng vedplkn vocog yla to 5-10% twv
aoBevwyv o e€wvedpikn KABapon
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Symptoms

High Blood Pressure

Pain, Abdominal Distension

Hematuria, Cyst Infection

https://www.regenephro.co.jp/en/news/2023-12-04/

Nobakht et all. Kidney Med. 2(2):196-208



YrtoAoyiopog TKV (Total Kidney

Taéwvopnon npoyvwonc kata Mayo Clinic

Volume) pe CT | MRI kot mpoooapuoyn
oto uPoc (HtTKV) kat tnv nAkia Tou

aoBevouc
Est. kidney growth Estimated
rate: yearly slope of change GGEE: ::lrlne
percentage increase ineGFR
[
: 1E >6.0% -4.78 High risk 1
1
| |
! 1D 4.5% -6.0% -3.48 Highrisk 1
1 1
1 1
1 1
1 1C 3.0%-4.5% -2.63 Highrisk I
! !
I ---------------------------------- J
1B 1.5% -3.0% 133 Inter:?sekdtate
1A <1.5% -0.23 Lowrisk

eGFRunits=mL,/min/1.73 m?fyr.

100 -

90 1

p=0.018] “==D

Je

0 2 4 6 8 10 12 14 16 18 20
Years from TKV

eGFR predicted by the model

» |A: mpoBAemopevn nAkiat TIXNN
ota 77 €1n

> |E: mpoPBAemnopevn nAkia Evapéng
TZXNN ta 42 €tn

Chebib and Torres. Am J Kidney Dis. (2016);67:792-810



ToABarmtavn

* EKAEKTIKOG avtaywviotng urtodoxewv V, Balompeaivng
* MeyaAUTtepn cUyYEVELQ aTtO TOV PUOLKO TTPOCOETN

. l [cCAMP] = @ moAMarAaolaopol KoL CUGCWPEVONE UYPWV

Osmotic Gradient ————————ipr

Basolateral

KDIGO ADPKD Guideline-Public Review 2023

F. Jouret and O. Devuyst. Cellular Signalling 73 (202C


https://www.sciencedirect.com/journal/cellular-signalling

ToABarmtavn

Study population
n=1445

18 to 50 years old
TKV >750 mlin CKD

Dose of tolvaptan
120 mg/d (55%), 90 mg/d (21%), 60 mg/d (24%)

Main results

« Primary endpoint: reduced rate of increase in TKV: 2.8%/year in
tolvaptan group vs. 5.5%/year in placebo

« Secondary endpoint: slower decline in kidney function (reciprocal of
the serum creatinine level, -2.61 [mg/ml)/year vs. -3.81 [mg/ml}/year,
P <0.001); lower rates of worsening kidney function (2 vs. 5 events per
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
Tolvaptan associated with aquaresis and abnormal liver function tests
and higher discontinuation rate (23% vs. 14% in the placebo group).

Torres et al. N Engl ) Med 2012;367:2407-18.
Torres et al. N Engl J Med 2017; 377;20.

KDIGO ADPKD Guideline-Public Review 2023

Study population

n=1390

18-55 years old + (eGFR 25-65 ml/min per 1.73 m?)
56-65 years old + (eGFR 25-44 ml/min per 1.73 m?)

Ability to tolerate tolvaptan after an 8-week run-in

Dose of tolvaptan
120 mg/d (61%), 90 mg/d (30%), 60 mg/d (10%)

Main results
« Primary endpoint: Reduced rate of decline in eGFR by -2.34 ml/min
per 1.73 m?in the tolvaptan vs. -3.61 ml/min per 1.73 m? in the

placebo; P <0.001).

Adverse effects
Reversible increases in the ALT (to >3 times normal range)
5.6% in tolvaptan group vs. 1.2% in the placebo group



ToABarmtavn

Recommendation 4.1.1.1: We recommend initiating tolvaptan treatment in adults with ADPKD aged 18-55
years with an estimated glomerular filtration rate (eGFR) 225 ml/min/1.73 m2 who have or are at risk for
rapidly progressive disease

Initiation of tolvaptan should be offered to adult ADPKD patient with:
+ Age <55 years
+ eGFR =25 ml/min per 1.73 m?

Risk of rapid disease progression* as indicated by:
- Historical rapid eGFR decline, with no other confounding cause than ADPKD
(reliable eGFR decline =3 ml/min per 1.73 m? per year over >5 years')

and/or
Predicted rapid progression by baseline htTKV indexed for age and:

« Mayo class 1D or 1E
« Mayo class 1C with additional evidence of rapid disease progression*

Yes No
(At risk of) rapid progression (At risk of) slow progression
or outside indication
Indication for treatment No treatment

KDIGO ADPKD Guideline-Public Review 2023



AverBupuntec evepyelec kot Avtevdeielc

Table 2. Most Common Adverse Events and Serious Adverse Events.”

Event

in tolvaptan group
Thirst

Polyuria
Mocturia
Headache
Pollakiuriat
Dry mouth
Diarrhea
Fatigue
Dizzj

(_ Polydipsia

Serious adverse events more common

in tolvaptan grou

Alanine aminotransferase elevation

Aspartate aminotransferase elevation

Adverse events more common

Chest pain
Headache

Tolvaptan
(N =961)

Placebo
(N =483)

no. of patients with event (%)

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

9 (0.9)
9 (0.9)
% (0.8)
5 (0.5)

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)

2 (0.4)
2 (0.4)
2 (0.4)
0

TEMPO 3:4 : To 23% twv aocBevwv SLEkoPe Adyw avemBu untwv

EVEPYELWV

Absolute
* eGFR at initiation <25 ml/min per 1.73 m?

- Planning pregnancy, pregnancy, or breastfeeding

- Medical conditions associated with or at high risk of volume depletion

- Inability to respond or perceive thirst

- Uncorrected hypernatremia

- Urinary tract obstruction

- Strong CYP3A inhibitors”

- Significant liver disease unless due to PLD

Relative
- History of gout
- Moderate CYP3A inhibitors, P-gp inhibitors?, grapeftuit juice
- Urinary incontinence

KDIGO ADPKD Guideline-Public Review 2023

Torres et al. N Engl J Med 2012;367:2407-18.



2 KOTLOC TNG MEAETNC

o Avadpoukn peAétn acBevwyv pe ADPKD mou mapakoAouBouvtal oto KEvtpo pog (2019 -2023)

« Karaypa@r Twv £MONMIOAOYIKWY KAl KAIVIKWYV TTOPANETPWY

e Anocadnvion epnodiwv otn xpnon tng toABamtavng oe moAUKUOoTIKOUG acBeveic upnAou
KlvdUvou yla taxeia e€€AEn tng vooou



AocBeveic kat MgBobdol

e 280 aoBeveic pue ADPKD

* O oAkOC vedpLkog oykoc (TKV) puetpnBnke pe MRI xwpic yadoAivio pe NULAUTOMATN OTEPEOAOYLK)
nEBodo (Myrian software).

e Avayvwplon twv acBevwv vPnAou kwvduvou yla taxeio e€EALEN TNC VEDPLKNC VOOOU EYLVE UE TO
Hovtého npoPAsednc tng Mayo Clinic: nAikia 18-55 £€1n, eGFR = 25 ml/min/1.73m2 kai KaTnyopia
1C-1E (atreikovioTikA Tagivopnon Mayo Clinic).

* 186 aoBeveic uteBANONKavV o€ OyKOUETPNON
* 139 aoBeveic mAnpouoav ta kpttipla yla xopriynon toABarmntavng: 1C (n=57), 1D (n=52) kot 1E (n=30)



ErtibnuioAoyikot kat KAwvikol mopapetpol

139 mAnpouoayv Ta KPLTAPLA yLa TN Xoprynon tng toABarmtavnc.
* 85 aoBeveic (61.1%) EAaBav to pappako

54 e , 3 8 8(y , e AHWH TOABANTANHZ AHWH TOABANTANHZ
* (NAY) (oxi)
QoUEeve Lq ( ' 0) apvr] r] Kav n=85 (61.1%) n =54 (38.8%)
duMo (appev/Bniu) 44 (51.8%)/ 41 (48.2%) 18 (33.3%) / 36 (66.7%)
HAwia (€tn) 41.5 38.5
BMI (Kg/m?) 23.18 23815
; Owoyevelako lotopiko (vat) 78 (91.8%) 47 (87%)
XapaKTNPLOTLKA
Aoe SVd.)V Aptnpakn Ynéptaon (vat) 53 (62.3%) 24 (44.4%)
Qupoloyikég ETUMAOKEG 70 (83.3%) 20 (37%)
(vay)
1C 31 (36.5 %) 26 (48.1%)
1D 35 (41.2%) 17 (31.5%)

1E 19 (22.3 %) 11 (20.4%)



AmoteAeopata

AN ToABamtavng (vat) Odds Ratio p - value 95% Conf. Interval
®ONo (dppev) 2.91 0.44 0.772, 10.954
HAwia (£toc) 1.05 0.178 0.978, 1.129
BMI (kg/m?) 0,91 0.087 0.812,1.014

OLKOYEVELAKO LOTOPLKO (val) 1.06 0.956 0.139, 8.06
Kanviopa (vai) 0.77 0.691 0.206, 2.848
Aptnplakn uméptaon (vaut) 2.68 0.188 0.617, 11.674
OupOoAOYIKEG ETULITAOKEG (vail) 1.5 0.497 0.463, 4.889
eGFR 0.978 0.018 0.959, 0.99
MAYO CI (d vs c) 2.01 0.334 0.487, 8.306
MAYO Cl c vs e) 1.29 0.786 0.207, 7.984




Altio un AnPnc toABarmtavng

MoAvoupia (48%)

ErmtilBupia tekvomoinong (15%)
Yuvvoonpotnteg (10%)
Ableukpiviotol Aoyol (10%)
EmayyeEALATIKEG UTTOXPEWOELC (7%)
Awakomi mapakoAovOnon¢ (5%)

Avoriotia wg pog to 0deAoc (5%)

B srubupia tekvomoinong B cUVVOONPOTNTEC
B adleukpiviotol Adyol B £TTOYYEALATIKEG UTTOXPEWOELG
W Slakormn mapakoAovOnone M SuoTIOTIA WG TIPOC TO OPEAOG

H rtoAvoupia



2UUTIEPACHOTOL

To 40% twv acBevwv uPnAoL Kivduvou yla taxeia e€EAEN TNG vooou eméleée va un AaPel Beparmeia pe
ToABarttavn.

O eGFR &eivatl n povadikn mapAUETPOC ou SLEPEPE CNUAVTLIKA HETAEY TWV aocBevwy Tou EAafav
ToABartdavn €vavtl autwyv rou Sev EAafav av Kal eixav evoeLén, Le Touc mMPwTouc va epdaviouv
xopunAotepo eGFR (p=0.018)

H moAvoupia qtav o kUpLog Adyocg yLa tnv apvnor toug va AdBouv tnv evoedelyuevn Beparneia.

JTPATNYLKEC YLO TOV TIEPLOPLOMO TNG TIAPEVEPYELAC AUTAC B prmopoloav va Sleupuvouy tn Bepareia e
ToABarmtavn os aoBeveic pe ADPKD.

2.0G euxaploTw!



