Vs

H O€on tnc ToABamtavnc otn Oeparmneio TG AUTOCWOTLKAG
EMKPATOUOAC TTOAUKUGOTLKIC VOOOU TWV VEPPWV:
y Napouciacn KAVIKWVY TEPLOTATIKWY

Mele€omovAou Xplotiva

EmpeAntpraA’, KAwvik NeppoAoyigd & MeTalOGXEVONG Nsd;
latpikn ZxoAn, EKAA, TNA «Aaiko»
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MoAukvuotikn Nococ Neppwv

e ~12.4 ekatoppUpla avBpwrol
TTOLYKOOULWC TTALOYOUV aTto
TMTOAUKUGOTLKN VOOO

e 4n attia XNN teAwkoU otadiou

Analysis of data from the ERA-EDTA Registry Kidney
International,2014:86(6), 1244-1252

RRT incidence 2006-2010: ADPKD patients

Adjusted for age and gender distribution EU27 population
[ 1<7.2p.m.p.

B 7.2-9.0 p.m.p.

B =90pmp.

[:-] EU27 country. but no data available
[ 1 Non-EU27 country




‘Eykpion tolvaptan ava tov KOopo
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lotpeia

MoAuKUGTIKAG Registry ADPKD
Noocou
2UOTNMOTLIKNA * 2uotn HOLTU'(V] |
napakolovBnon Kotaypadn acbevwv
aoBevwv

Centers of Excellence

Epsuvntika
NPOYPAHHATO
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PKD Foundation-
60sk S o€ €peuva




Guidelines KDIGO ADPKD-aAyopitOupoc Oepamneiog

be offered to adult ADPKD patient with:
» Age <55 years
« eGFR 225 ml/min per 1.73 m?

Risk of rapid disease progression™as indicated by:
- Historicalrapid 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-rapidprogression by baseline htTKV indexed for age and:
- Mayo class 1D or 1E
‘Wayo 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

v

evidence of eGFR decline or of a
reduced age calibrated eGFR
PROPKD score >6

family history with onset of KRT <60y
in 22 first-line family members

novel biomarkers




KAwvikoO meplotatiko 1

= Avtpoc 38 eTwV pe BETIKO OLKOYEVELAKO LOTOPLKO yia MKN
- UNTEPQ O alpokaBapon o€ nAkia 45 eTwv Kat oo
5eTiaC LETAHOOYEVEVN VEPPOU
" [vwpilel OTL €XeL TN VOOO aTto 20eTwv, aAAA Oev
TTOPOLKOAOUBELTE CUOTNUATLKA

* Cr=1.71 mg/dL, eGFR (CKD-EPI) =50 mL/min/1.73m2

e Xwplc Taktkn LatpLkn tapokoAovOnon, dev npookouilel
TIHLEC VEDPLKNC AelToupyLaG Ta TEAEUTALA XpOVLDL

Nwc Ba mpoxwpnooupe?




Evhuépwon Yriapxel Bepameia ov entBpaduvel tn vooo-Epeuva oe eEEALEN

lotopikd AVOAUTLKO YEVEQAOYLKO SEVTPO
Eneloodia atpatoupioc/vedppohBiaonc/ovpolotpwéewv/aAyouc
QappakeuTiki aywyn/ouvnBeLeg

KAwvikoc €Aeyyxoc KAk e€étaon —epyaotnplakdc EAEYXOC

ATTELKOVLOTLKOG EAEYXOG NedpLkeEG Kal e€wWVEPPLKEG EKONAWOELG TNG VOGOU

OAloTKn) Bepamneia-Zuvepyaoia acbevouc/tatpov otn AnPn anoddacewv




Métpnon cuvoAikoU oykou vedppwv (TKV)

ADPKD Classification
- Mayo Clinic

OyKoMETpNnoN

ADPKD Classification if Kidney Volume previously calculated by Stereology

Required Data Entrv
Kidney Volume (mL)
Patient Height (m)

Patient Age (vears)

Clear All

Calculated Results

Height Adjusted TKV (mL/m)

ADPKD Classification

| Calculate Classification |

ADPKD Classification - Mayo Clinic




Mayo Classification

P88 e EEEEEEEEEEEEEEEEEEEEEEEEE R R R R
Class 1E
"a000 3| AT
6000 1 — HH s — Lo s
p— | i T4l ; |HHH] e Xtic taéelc 1C, 1D kau 1E kata
. 2000' | IS ! | : "”cnassac Mayo Clinic elval miBavotepn n
2 U Iﬂg 38 5* 0 l HH { | H TAXEWC EEEALOCOEVN TTOPEL
Z "0 e S8l m ise? f;‘ﬂ v”cl:n'assm NG vOooU
T 600 %y L2780 ﬂ“#l* KUOORTIN * [ RAPURRRRRRAR
400 mL |$I|I;a 13¢31 Class 1A
et -
200 At * :
. H Oeparneia
1001520253035404550 55 so b 7.5. ..80
ﬁ Patient Age (Years)

- JAm Soc Nephrol 26,160-170, 2015




e Oykopetpnon, TKV=4518 cm3

‘ 3 ADPEKD Classification if Kidney Volume previously calculated by Stereology |
Required Data Entry Calculated Results
Kidney Volume (mL) |451 3 |
_ _ Height Adjusted TKV (mL/m) |2538.2 |
Patient Height (m) | 1.78 |
Patient Age (years) 38 | ADPKD Classification [1E |
|M| | Calculate Classification |

Series 100 Ax:15

Mayo=1E

Oepaneia pe Tolvaptan

J Am Soc Nephrol 26,160-170, 2015



Benefits

» Reduces eGFR decline
(-=1.3 ml/min per 1.73 m?/year)

« Reduces increase in total kidney volume
(greatest in first year of treatment)

« Reduction in acute pain events
(stone and urinary tract infection)

Tolvaptan

Harms

- Aquaretic side effects (polyuria, polydipsia, thirst)

« Risk of drug-induced hepatoxicity

« Requirement for lifelong blood tests to monitor liver
function tests (monthly for first 18 months and then
3 monthly)

» Drug interactions

« Cost




OdEAn ano tn xpnon Tolvaptan

1 Entifpaduvon tng e€EALENC TNGS VEDPLKNG VOOOU

2 KaBuotépnon tng evtaénc oe e€wvedpikn kabapon

3 Meilwon emelocodiwv alyouc kat AoLweewv




Tolvaptan

TEMPO 3:4 CKD G1-G2
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,

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, VE. etal.:N Engl J Med. 367 (25), 2407-18, 2012

REPRISE CKD G3-G4

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%)

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 <0.0017.

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

Torres VE. N Engl ] Med 2017; 377:1930-1942




ToABamntavn: noco kabuotepel TNV eméAgvon TZIXNN avaloya pe to opxtko eGFR

A Based on TEMPO3:4 B Based on REPRISE
901 604
“=="Trasbmnt wihh Tolvepien -  Treatment with Tolvaptan
— Placebo Placebo
751
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0 5 10 15 20 25 30 0 4 8 12 16 20
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Oepanseia pe Tolvaptan

* YroAoyileta otL pe tn Bepameia pe tolvaptan ol aocBeveic
kaBuotepoUv tn XNNTZ kata 1 £toc yia kaOe 3-4 £tn Oepamneiac
N TEPLITOU KATA 7 €T OUVOALKA OTtav n Bepareia EekvaeL o€
Lkpn nAkia kat pe vpnAo GFR

Ta 7 €tn Bewpovuvtal emttuyia, ov okePToU e OTL TAnoLalovy To
XPOVOo nuiogLag {wng HLoG LETAOOXEVONG veEdpOU aTto
arnofwwoavta 60Tn




AvermOuuntec evépyelec Tolvaptan

RENAL AQUARETIC GASTROINTESTINAL OTHER

Polyuria Thirst Elevated AST Back pain

Nocturia Polydipsia Elevated ALT Headache

Pollakiuria Dry mouth Constipation Fatigue

Kidney pain Hypertension

Diarrhoea

Dehydration

-

Urinary tract infection Hyperuricaemia

Nausea

,/

Haematuria Gout

Reduced/absent
bladder sensation

Upper respiratory
tract infections

>y

Urinary retention Peripheral oedema

Movre commaon side effects ore in bold ond fuchsio

fI
-

-

Raina R, Houry A, Rath P, et al. Drug, Healthcare and Patient Safety 2022: 147-159.




AvermOupuntec evépyelec Tolvaptan

* AU&non nratikwv eviUpwv 1-6%

e Eivat avaotpePiun pe tn Stakomn tov GpopUAKou

e Anapaitntn n mapokoAoUBnon HE EPYACTNPLAKEC EEETAOELC VA
LAV YL TOUC TIPWTOoUC 18 AVEC Kol 0TN CUVEXELOL AV TPLUNVO




Oepaneia pe Tolvaptan

* Apxwkn 6oon (45+15) mg, tithomolOnke pexpt (90+30) mg
* H &lolupnon npo Beparmeiac 3 Aitpo/nNuUéEpa, evw HETA 6.5-7 Altpa/nuEpa

e Juxvoupia KoL VuKtoupia

TuLkEPOLOE 0 aloBevNC?




Oepaneia pe Tolvaptan ywa 4 €tn

4 Prediction of Future eGFR based on Classification
Required Data Entry Calculated Results
Serum Creatinine (mg/dL)T ‘ 1.71 ‘
Age (years) 138 | Current eGFR (mL/min/1.73m2) 497 |
Race (AA/O)} [ |
Gender (M/F) M | @EGFR (mL/min/1.73m2) 269 "t
ADPKD Classification [1E |
Future time (years) ‘ 4 ‘
‘ Calculate Current and Future eGFR

T This equation is only valid with creatinine essays that are traceable to IDMS

T AA = African American; O = All ethnic groups other than African American




Oepaneia pe Tolvaptan ywa 4 €tn

* Cr=2,1mg/dl ) « eGFR=39ml/min/1.73m?2

Avti ywa 26,9ml/min/1.73m?mou Atav n
rate: yearly slope of change npoPAedn xwpic Oeparmeia

percentage increase in eGF

Est. kidney growth Estimated

1 1E >6.0% -4.78
! TIPOYLOTLKN €TROLA peiwon tov eGFR otn dtdpkela TG
1 7 ’ i H
' 45%-6.0% 3.48 Bepaneiog pe toABamntdvn ftav 3 ml/min/1.73m2
: 1C 3.0% -45% -2.63
1
P —\
1B 15%-3.0% -1.33
1A <1.5% -0.23

nits=mL/min/1.73 m?fyr.

Mayo Classification kol
umtoAoyL{opevn peiwon eGFR

Am Soc Nephrol 26,160-170, 2015




Pooled Data Analysis of the Long-Term
Treatment Effects of Tolvaptan in ADPKD

10
5 —
Sc 0-
8o - Mokpoxpovia Ann tolvaptan
£%
: g -15 -
2 Tolvaptan
o L
SQ -20-
o2 Standard of care
© = 25
£ 3
WL .30 - Difference (95% Cl)
in annual rate of change:
-35 1.01(0.75-1.27), P< 0.001
-40 | | | | | |
0 1 2 3 4 5

Time (years from baseline)

- _ XZhou etal. Kidney International Reports (2022) 7, 1037-1048




Oepanseia pe Tolvaptan

Practice Point 4.1.6.3: Treatment with tolvaptan can be maintained until people with
ADPKD approach the need of KRT initiation. Discontinuation may slightly increase eGFR.

KDIGO 2024 CLINICAL PRACTICE GUIDELINE FOR THE EVALUATION, MANAGEMENT, AND
TREATMENT OF AUTOSOMAL DOMINANT POLYCYSTIC KIDNEY DISEASE (ADPKD)-in press




KALVIKO tEpPLOTATIKO 2

e Avipac 35 €TWV, XWPLC YVWOTO KANPOVOULKO LOTOPLKO,
LOLWTLIKOC UTIAAANAOC

e Y& TUXOLO EAEYXO LETA ATIO KOALKO vEdPOU aveLpEBNKAV
TIOAAQTTAEC KUOTELC VEPPWV KaL NTIATOC

e YnEptaon, Evapén aMEA

e Cr=1.2 mg/dl, eGFR CKD-EPI=81 ml/min/1.73m?




Alayvwon ADPKD-Xwpic OLKOYEVELOLKO LOTOPLKO

ATIELKOVIOTLKQL
KplLtApla

>10 kUoTtelC (25mm) os kAOe veppo




Alayvwon ADPKD-XwpL¢ OLKOYEVELOLKO LOTOPLKO

* [10000TO WG 25% TwV ATOUWV TIou dlaylyvwokovtol pe ADPKD
SEV £XOUV YVWOTO OLKOYEVELOLKO LOTOPLKO

* MOVo 5% autwv TwVv MepLTTWoswV odeilovtal o de novo
HeTAAAOEN 1N LWOAIKIOUO

e JTLC UTTOAOUTTEC TIEPUTTWOELG UTIAPXEL KANPOVOULKN TtaBnon, ou
dev glval yvwoTtr). Altapaitntog 0 EAeYXOC TWV YOVEWV N AAAWV
LEAWV TNGC OLKOYEVELOLC




KALVIKO tEpPLOTATIKO 2

* [ovidlakoc eAeyxoc: PKD1

« Oykopétpnon, TKV=1169 cm3 mms) Mayo=1C

PROPKD score >6




Oepaneia pe Tolvaptan

Evapén tolvaptan 45+15 mg

AwoUpnon 6-7 Altpa/pEpa, vuktoupla

Aev emBupovoe tithomoinon 60onC-un avoxn

QopwTIKOTNTA oUPwWV <200 mosmol/kg

1.5 €toc peta tnVv evapén tolvaptan, ywpic kaveva

npoBAnua, dev enaveudaviotnke ooPuiko alyoc




Oepaneia pe Tolvaptan

D Risk of Clinically Significant Kidney Pain

Hazard ratio, 0.64 (95% CI, 0.47-0.89)
- 0.3- P=0.007 by Cox madel
2]
% Placebo H pelwon tng ouyxvotntag epdaviong VeppLlkwy
= p==== ’ ’ ’ ’
g ® I ETUIMTAOKWYV, OTIWC AOLLWEEWV TOU OUPOTIOLNTLKOU,
2 PN veppoABiaonc kot atpotouplag, €nyel ev HEPEL
_m I I
3 01 Tolvaptan NV enidpaon tng tolvaptan otn peiwon tou
¥ AAyouc ota vedpa
0.0 - T 1 I I | |
Baseline 4 3 12 16 20 24 28 32 36
Study Month
Mo. at Risk
Tolvaptan 961 B0 B35 Bll 7e2 T76  Ted 752 744 p4d2
Placebo 483 472 463 454 446 438 428 422 418 359
TEMPO 3:4 trial
——l-ottesE-etal N Engl)-Med. 367 (25), 2407-18,/2Q12 - - Casteleii n N. Am J Kidnev Dis. 2017:69(2):210-219

1 ||
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ORIGINAL ARTICLE

Prescribed Water Intake in Autosomal Dominant
Polycystic Kidney Disease

* Tuxalomolnuevn HEAETN, 3 XPOVWV ]
* 184 0obeveig pe ADPKD, eGFR 2 30 { o
MNpooAnyn vepou wote Uosm < 270 mOsmol/kg § o
VS H R o
MpooAnyn vepou ad libitum :
« Koapia Stadopd otov €TroLo pubpod R
netaBoAnc tov TKV kat oto eGFR ota 3 €tn = .
* XapnAd mooootd cUppApdwong otnv T | i o B g*
opdSo uPnAnc mpooAnYPng vepou Tl %3 ) S vy
* 52% povo metuye to otoxo Uosm < 270 (wg % o ff? =
uéon TN ota 3 £€tn) [ 7
* <50% metuxe pEon amnoPfoAn ovpwv > 3 L/d O PO




KAWviKO meplotatiko 3

fuvaika 35 eTwWV PE YWWOTO KANPOVOULKO LOTOPLKO

Mntepa MKN, évtaén TN o€ nAwkia 51 etwv

Cr=0.98 mg/dl, eGFR CKD-EPI=77 ml/min/1.73m?

Oykopétpnon, TKV=1277 cm3, Mayo=1C




Oepaneia pe Tolvaptan

* Evapén tolvaptan 45+15 mg kot otadlakn titAonoinon €wcg 90+30 mg

* Awoupnon 12 Altpa/pépa

e KaAn avoxn oto ¢apuako. To AapBavel 3€tn, xwpic va avadepel SuokoAia
otn AnYn Twv vypwv

e Aev mapouciooe MOTE NAEKTPOAUTIKEC SLATAPAXEC




Oepaneia pe Tolvaptan

METpa ToU UMOPEL va TTEPLOPLOOUV TNV MOAUoUPLA

e Alatpodikéc aAayéc )  Meiwon alatoc KaL mpwTteivng
(<5gr Na/pépa kat mpwteivn 0,8-1gr/kg/uépa
Kot armmoduyn oLlwe T Bpadvec wpec)
* ANYPn KUPLOU YEUATOC TO LECNUEPL KOLL
erilAoyn eAadpou yevupatocg to Bpadu

. Opa Ajbnc dapudkoy Emmmm)  Aoduyn Andng 21 600Nng Gappakou peta
Tc 17:00




Interaction Between Determinants Governing Urine Volume in

Patients With ADPKD on Tolvaptan and its Impact on Quality of Life

Methods Findings

' German AD(H)PKD registry « Strongest increase occurred
immediately after therapy initiation

Patients with ADPKD
N=75 « Younger patients & those with a better
(Collecting 24-h urine during ‘ . Kidney function experienced a larger
up-dosing with tolvaptan) relative rise in urine volume

@ Urine analysis for volume, No change in QOL

osmolality & osmoles Factors influencing urine volume

in relation to
+ Modifiable - Sodium & potassium treatment & urine
. QOL assessment using SF- intake volume
@ 12 & PRO questionnaires on + Non-modifiable - Age & weight

treatment

ADPKD Autosomal dominart polycystic kidney disease QOL Qualty of ife  PRO Patient related outcomes

Todorova P & Arjune Setal, 2023 Conclusion This study provides an in-detail analysis of factors associated
K | R E PO R T s RN with the degree of polyuria on tolvaptan and puts them into the context of
Kidney Infernational Reports Krithika Mohan. MD. DNB QolL. These findings will contribute to optimized patient counselling

W @knticism regarding this treatment option in ADPKD.




2uvoyilovrac...

H Bepamneia pe tolvaptan eival n mpwtn eykekplpevn Beparmeia yia ADPKD

EmiBpaduvel tnv €€EALEN TNC VEDPLKAC VOCOU

KaBuotepel tnv eviaén os e€wvedplkn kaBapon

Melwvel Tl EMELCOOLA AAYOUC KOl AOLUWEEWV




b 20C EUYOPLOTW




