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Burar. HemomaBHo €Bporeiicbkke areHTCTBO Jli-
KapCchbKUX 3aco0iB CXBaJIMJIO BUKOPUCTAHHSI TOJIBAIlTa-
HY — aHTaroHicra peLernTopiB Ba3orpecuHy V2 s cro-
BiIbHEHHSI TIpOrpecyBaHHSI PO3BUTKY KiCT i HMPKOBOIL
HEIOCTaTHOCTI MpX ayTOCOMHO-IOMiHAHTHOMY IOJiKiC-
T031 HUpoK (AJIITH) y nopociux naui€HTiB i3 XpOHiUHOIO
XBOPOOOIO HUPOK 1—3-1 cTajii Ha MovyaTKy Teparii 3a Ha-
SIBHOCTI JTOKa3iB IIBUIKOTO TIPOTPeCyBaHHS 3aXBOPIOBAH-
Hs. Y 1IbOMY JOKYMEHTI Bifl iMeHi Pobouoi rpymnu 3i cniaa-
koBux 3axBoptoBaHb HUpOK ERA-EDTA i European Renal
Best Practice Mu nmparHeMo 3a0€31e4uTy KePiBHULITBO LIS
MPUIHATTS pillieHHs TTpo Te, akux nauieHTiB 3 AJIITH cin
JIIKyBaTHU TOJIBalITAHOM.

HasBHi 3aTBepIKeHi Mo3ulLlil BKIIOUAIOTh PsiI peKOMeHIa-
1Iii1, y pe3yJIbTaTi 4oro 3’sIBJISIEThCS iEpapXiuYHUiA aITOPUTM pi-
LLIEHHS, 110 BKJTIOYAE MOCTIAOBHICTb OLIHKU (DaKTOPIiB PUBUKY
B ITOPSIIKY 3HWXKEHHS 32 03HAKOI0 HafiliHOCTI. [1eperisiHyBIIN
B IepIily Yepry HalOUIbII BipOTiTHI MapKepy, MU MParHeMo
BUSIBUTU NaLieHTiB 3 A/ITTH, y IKMX TOKyMEHTATbHO ITiATBEP-
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Abstract. Recently, the European Medicines
Agency approved the use of the vasopressin V2 re-
ceptor antagonist tolvaptan to slow the progression
of cyst development and renal insufficiency of auto-
somal dominant polycystic kidney disease (ADPKD)
in adult patients with chronic kidney disease stages
1-3 at initiation of treatment with evidence of rap-
idly progressing disease. In this paper, on behalf of
the ERA-EDTA Working Groups of Inherited Kid-
ney Disorders and European Renal Best Practice, we
aim to provide guidance for making the decision as to
which ADPKD patients to treat with tolvaptan.

The present position statement includes a se-
ries of recommendations resulting in a hierarchical
decision algorithm that encompasses a sequence
of risk-factor assessments in a descending order of
reliability. By examining the best-validated markers
first, we aim to identify ADPKD patients who have
documented rapid disease progression or are likely
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JDKEHO IIBUAKE MTPOrPeCyBaHHS 3aXBOPIOBAHHSI, 200 THX, IO
MAaIOTh TaKUI pU3KMK. MU BBaXaeMo, IO 1151 MTPOLeypa Mpo-
TIOHYE Kpallli MOXJIMBOCTI /IS BiZOOpY MAIliEHTIB, SIKi MEpIII
3a BCE MaTUMYTh TlepeBary Bil BUKOPMCTaHHS TOJIBAITaHY,
TaKUM YMHOM TTOKPAIIyIOUU CMiBBIIHOIIEHHS KOPUCTI 0 pU-
3UKY i EKOHOMIUHO1 €(heKTMBHOCTI IHOTO JIIKyBaHHs1. BaskyinBo
MiAKPECUTH, 1O PILLICHHS LIOJO MTOYATKY JIIKYBAHHS BUMArae
po3rsiay 6aratbox (haKTopiB, OKPIiM MPUIAHITHOCTI, TAKUX SIK:
MPOTUTTOKA3aHHS, MOXJTVBI YCKJIAHEHHSI, 2 TAKOXK MOTUBALLisT
naiieHTa if pakTopu crocoOy KUTTs. ToMy HeOOXigHE CriJIbHE
MPUIAHSATTS pillIEHHS pa30M 3 MALliEHTOM.

Kmouosi cioBa: AIITTH, TonBanTaH, aHTaroHicT peLern-
TOPiB Ba3oIpecuHy V2.

BcTyn

AYTOCOMHO-IOMiHaHTHUM MOJIiKicTo3 HUpOoK (ALTTH)
€ HaMOUIbII TOIMMPEHUM CIAAKOBUM 3aXBOPIOBAHHSIM
HUPOK [1, 2] i BinzHauaeTbess y ~10 % €BpomneiChbKUX Ma-
LIEHTIB Ha Aiani3i 800 3 HUPKOBUM TpaHCIUIAHTAaTOM |3].
[Mpu6nusuo 70 % xBopux 3 AJIITH nporpecyioTs 10 Tep-
MiHanbHOI cTafmii xBopodbu Hupok (TXH) y cepeanbromy
BiLli 58 pokiB [4].

AJITITH — reHeTMYHO HEOAHOPiIHE 3axXBOPIOBAHHSI,
MOoB’s13aHe 3 BUCOKMM CTYIeHeM BapiaOeIbHOCTI repediry
MixX ciM’ssmu. 85 % xBopux 3 mytatisimu PKD1 3a3puuait
MAalOTh OUTBII TSXKKUN mepedir XBopoou, 0COOIUBO SKIIO
HasIBHI cKopoueHi MyTaiiii, 3 po3sutkom TXH Ha 20 pokiB
paHie, Hixx y 15 % xBopux 3 mytartiero PKD?2 [5].

AJIITH xapakTepusyeTbCsl TIPOrPECUBHUM PO3BUTKOM
i pOCTOM UMCJIEHHUX JBOCTOPOHHIX HUPKOBUX KiCT, MpU-
3BOJSIYM 10 AedeKTiB KOHLEHTpallii ceyvi, rinepTeHsii, ro-
CTPOro Ta XpOHIUHOTO OO0, KAMEHIB Y HUpKaX, remMarypii,
KiCT Ta iH(eKIIiil cCeYOBUBIAHUX LIISIXiB i, HAUTOJOBHIlIE,
10 BTpaTH (GyHKILII HUPOK [6, 7]. Po3BUTOK i picT KicT 3a-
3BMYaAil MOYMHAETHCS BHYTPILIHbOYTPOOHO, lieii picT O6e3-
nepepBHUI, ajie (YHKIIS HUPOK, K IMpaBwio, 30epira-
etbest 1o 30—40 pokiB. KommnieHcaropHa rirepdinbrpartis
B KJTyOOUKAaxX 3aBOSIKA HASTBHOCTI KiCTO3HO HEPO3IIMPEHUX
KaHaJbIIB IMITPUMYE PiBEHb IMIBUIAKOCTI KIYyOOUKOBOL
dinbrpauii (ILIK®) y xBoprx B MexkaX HOPMaJIbHOIO JIia-
Ma30HYy MPOTSATOM TpUBajoro yacy [7, 8].

o HemaBHbOIO 4Yacy »KOIHi BTpPYYaHHSI HE CHpUsI-
JIU CIOBUIbHEHHIO MPOTpeCcyBaHHSI 3aXBOPIOBAHHS IPU
ANITH [9]. Otxe, nikyBanHs AJIITH 6yno cumntoMaTny-
HUM 3 METOI0 3MEHIIIEHHST 3aXBOPIOBAHOCTI i CMEPTHOCTI,
OB’ sI3aHKX 3 TIposiBaMM XBopooOu [9]. LIs mymMKa 3MiHUIIaCh
mics myosmikanii gocmimkeHas TEMPO 3:4, mo niepeBipu-
710 e(heKTUBHICTh aHTaroHicTa V2 perenropa Ba3onpecu-
HYy — TojaBanTany [10].

Y npoMy gochimkeHHi Oya10 paHaoMmizoBaHo 1445 ma-
uientiB 3 AJIITH, gki orpuMyBanu rmiane6o ado ToaBar-
TaH y peXXUMi CIUTIT-10341 45 Mr BpaHui i 15 Mr y apyriit
MOJIOBMHI JTHSI, 3 MaKCUMaIbHOIO TUTpauieto 10 90/30 mr,
3a YMOBU IePEHOCUMOCTI. JLOCTiI>KeHHS TPUBAJIO 3 POKU,
1110 MIPUNHSATO M1 AOCTiAXKEHb, SIKi OLiHIOIOTh PEHOIPO-
TEKTOPHI e(heKTN MenMIHUX BTpy4daHs [ 1 1—14]. 3a mpoTo-
KOJIOM YCiM TMali€eHTaMm 0yJ10 PEKOMEHI0BAHO 301IbIINTH
CIIOXXUBAHHS piauHU. KputepigMu BKIIOUEHHS Oyiu: BiK
18—50 poxkiB, ouikyBanuii KiipeHc KpeatuHiHy (OKK) (3a

to have rapid disease progression. We believe that
this procedure offers the best opportunity to select
patients who are most likely to benefit from tolvap-
tan, thus improving the benefit-to-risk ratio and
cost-effectiveness of this treatment. It is important
to emphasize that the decision to initiate treatment
requires the consideration of many factors besides
eligibility, such as contraindications, potential ad-
verse events, as well as patient motivation and life-
style factors, and requires shared decision-making
with the patient.

Key words: ADPKD, tolvaptan, vasopressin V2
receptor antagonist.

Introduction

Autosomal dominant polycystic kidney disease
(ADPKD) is the most common hereditary kidney disor-
der [1, 2], accounting for ~10 % of European patients on
dialysis or living with a renal transplant [3]. Approximately
70 % of patients with ADPKD progress to end-stage renal
disease (ESRD) at a median age of 58 years [4].

ADPKD is genetically heterogeneous and is asso-
ciated with a high degree of inter- and intra-familial
variability in disease course. The 85 % of patients
with PKD1 mutations typically display a more severe
disease course, especially when they have truncating
mutations, with ESRD occurring 20 years earlier than
in the 15 % of patients with PKD2 mutations [5].

ADPKD is characterized by the progressive de-
velopment and growth of numerous bilateral renal
cysts, resulting in urine concentration defects, hyper-
tension, acute and chronic pain, kidney stones, hae-
maturia, cyst and urinary tract infections, and, most
importantly, renal function loss [6, 7]. Cyst develop-
ment and growth usually start in utero and are contin-
uous, but kidney function is typically conserved until
the age of 30—40 years. Compensatory hyperfiltration
by glomeruli serving non-cystic tubules maintains the
glomerular filtration rate (GFR) of affected patients
within a normal range for prolonged periods of time
[7, 8].

Until recently, no interventions were shown to
slow the rate of disease progression in ADPKD [9].
The treatment of ADPKD has therefore been symp-
tomatic, with the aim of reducing morbidity and
mortality associated with disease manifestations [9].
This changed with the publication of the TEMPO 3:4
trial, which tested the efficacy of the vasopressin V2
receptor antagonist tolvaptan [10].

In this trial, 1445 patients with ADPKD were ran-
domized to receive either placebo or tolvaptan in a
split-dose regimen of 45 mg in the morning and 15 mg
in the afternoon, uptitrated to 90/30 mg when toler-
ated. The trial duration was 3 years, which is typical
for trials investigating renoprotective effects of medi-
cal interventions [11—14]. Per protocol, all patients
were advised to increase fluid intake. Inclusion criteria
were age 18—50 years, an estimated creatinine clear-
ance (eCrCl) (Cockroft — Gault) > 60 mL/min and a

N2 3 (17) 2016

www.mif-ua.com, http://kidneys.zaslavsky.com.ua 35



HacrtaHoBu / Guidelines

Cockroft — Gault) > 60 my1/xB i 3arajJbHUIT 00’€M HUPKHU
(B30H) > 750 mur. JlikyBaHHSs OyJ10 MPUIIMHEHO Y 23 % XBO-
puX, IKi puiiMau ToiBamnTaH, i B 14 % i3 rpynu miaue-
00. AHaJli3 BIJIMBY JIiKyBaHHS B LIbOMY JOCJiAXEHHi MO~
KaszaB, 1110 TOJIBAIITaH TPOJEMOHCTPYBAB YIOBUIbHEHHS
temiriB 3poctaHHs 3OH (mepBHMHHOI KiHIIEBOI TOYKM) Ha
49 % (Bin 5,5 mo 2,8 %) Ha pik, a mepeadbayyBaHa BTparta
IIK® (plLIKD) nipu jgikyBaHHi (BTOpMHHA KiHIIEBa TOY-
ka) — Ha 26 % (Bin 3,70 mo 2,72 mn/xB/1,73 M?) Ha piK 3a
cepeaHii 3-piunuii nepion crioctepexeHHs [10]. 3a ymo-
BU JIOCSITHEHHS LIbOTO e(EKTy cxema JIiKyBaHHSI MOXKe 3a-
CTOCOBYBATHUCS KOXKHi 4 pOKH i3 3aTPUMKOIO BUHUKHEHHSI
TXH Ha npubIM3HO OOVH NONATKOBUI piK. PeHompoTek-
TopHUil epekT TosBanTtany npu AJIITH noGpe criBBimHO-
cuthbes 3 15% 3meneHHsaM 3HmkeHHs plIIK® (5,2 npo-
™ 4,4 Mi1/xB/1,73 M? Ha piK) i 15% 3HUKEHHSIM KIlipeHCY
KpeatuHiny (6,5 nmpotu 5,5 mi1/xB/1,73 M? Ha piK) y noci-
mxeHHsIX RENAAL i IDNT BignosinHo, SKi nepeBipsan
AHTATOHICTU PEUENTOPiB aHTIOTEH3UHY-2 y TAIliEHTIB 3
niabeToM 2-T0 TUILYy Ta XBOpoOoio HUpOK [13, 14],13 35%
3MEHILIEHHSM BTPATH KJIipEHCY KPEaTUHIHY B JOCiIKCH-
Hi nikyBaHHg IATI® y manienTiB 3 giadbetoMm 1-ro THITYy Ta
XBOP00O0I0 HUPOK [11].

BinmoBa Big aKTMBHOTO JIIKyBaHHS Y LIMX JOCTiIKEHHSIX
cranoBwia 47, 241 19 % signosinHo [11, 13, 14].

TpaguuiiiHo MEPBUHHOIO KiHLIEBOIO TOUYKOIO B JIOCIIi-
JOKEHHSIX, 1110 BUBYAIOTh PEHOMPOTEKTOPHI edekTH, Oyia
3axBoproBaHicTh HAa TXH abo moaBoeHHST piBHS KpeaTu-
HiHy, 1110 Kopetoe 3 57% sHmkeHHsIM pLIIK®D. 3BepHiTh
yBary, 110 AJIITH € 3axBoproBaHHSIM 3 BiTHOCHO TTOBUTbHUM
MPOTpPeCYBaHHAM. Y TaAKOMY KOHTUHTEHTI, SIK Y JOCITiI3KEH-
Hi TEMPO 3:4, axuii 0yB oopaHuii Ha paHHix etamax AJIITTH
(ITKK > 60 mj1/XB), He MOXHa OYiKyBaTu, 110 15 KiHIIeBa
TOYKa BUHUKHE T/l Yac JOCTiIKEHHS TUIIOBOI TPUBAJIOCTI.
TpuitHATTS i€l KiHUEBOI TOYKM, TAKUM UMHOM, BKJIIOUa-
JI0 © JIMIIe BUTIQJKWA TOCTPOTO YpakeHHsI HUPOK i He MaJlo
0 3HAuYCHHS IJIT BUBYCHHS BIUIMBY BTPYJYaHb Ha IIPOTpe-
CyBaHHSI 3aXBOPIOBaHHS. 11 CTUMYJIAIIIT Iporpecy B po3-
PpoOI1Ii pEHOTTPOTEKTOPHUX aT€HTIB, OCOOIMBO /ISl BUBYCHHSI
paHHIX eTaIliB XpoHiuHOi XBopoou HUPoK (XXH) i BimHOCHO
MOBIJILHUX Y MPOrpecyBaHHI 3aXBOpIOBaHb, He(pPOJIOTiYHA
CMiJIbHOTA MpPOCKWJIa MPO BUKOPUCTAHHST aJIbTEPHATUBHUX
KiHIIEBUX TOYOK y MOCTIIKEHHSIX HUPOK, a CaMe MEHILIOTO
sHmKeHHs pLLIK® [15, 16]. PeryasitopHi opranu npuiiHsUTA
1o npomno3uiiito [17]. ToMy mpu BUBYEHHI 3aXBOPIOBAHOCTI
3i 3HmkeHHsAM pLLIK® na 25 % [anpiopi BU3HAYEHE Y H0-
crimxkenHi TEMPO 3:4 mpuiiMaeThcst €BpOIeiichbKOI0 areH-
1i€ro Jikapchkux 3acobiB (EAJI3)] criocTepirasiocs 3HaUHe
3HWXXEHHS BITHOCHOTO PU3UKY MIPU MPUIIOMi TOJIBAIITAHY —
Ha 61 % (HeoOXiIHe YMCIIO MPOIIKOBAHUX IS 3a1100IraHHSI
OfHi nmofii oymo ~11) [10].

3a migcymxkamu pociigkeHHss TEMPO 3:4, y TpaB-
Hi 2015 €AJI3 3aTBepauyia BUKOPUCTAHHS TOJIBAITaHy
(JINARC®) mna nikysannst AJIITH [18]. PerymoBanbHi
opranu B Anonii, Kanazi, Kopei ta [lIBeiiiapii Heuonas-
HO TaKOX HaJaJIM JO3BiJI Ha mpoxax, Tofi sik B CIIIA FDA
(KOMITET 3 IPOAYKTiB XapuyBaHHS i TpU3HAYEHHST MeIUKa-
MeHTiB) y 2014 polui mogaB 3amuT Ha J0JATKOBE ITiATBEP-
JI>KeHHST e(heKTUBHOCTI i1 6e3reku naHux [19].

total kidney volume (TKV) > 750 mL. Study medica-
tion was discontinued in 23 % of tolvaptan- and 14 %
of placebo-treated patients. The intention-to-treat
analysis of this study showed that tolvaptan slowed the
rate of TKV growth (primary endpoint) by 49 % from
5.5t0 2.8 % per year, and the rate of estimated GFR
(eGFR) loss on treatment (secondary endpoint) by
26 % from 3.70 to 2.72 mL/min/1.73 m? per year dur-
ing the median observation period of 3 years [10]. Pro-
vided that this effect was maintained, it would translate
into every 4 years of treatment delaying the incidence
of ESRD by approximately one additional year. The
renoprotective efficacy of tolvaptan in ADPKD com-
pares well with the 15% reduction in eGFR decline
(5.2 versus 4.4 mL/min/1.73 m? per year) and 15%
reduction in creatinine clearance decline (6.5 versus
5.5 mL/min/1.73 m? per year) in the RENAAL and
IDNT trials, respectively, which tested angiotensin-2
receptor antagonists in patients with type 2 diabetes
and kidney disease [13, 14], and with the 35% reduc-
tion in decline in creatinine clearance in the study that
tested angiotensin-converting enzyme inhibition in
patients with type 1 diabetes and kidney disease [11].

Withdrawal from active treatment in these trials
was 47, 24 and 19 %, respectively [11, 13, 14].

Traditionally, the primary endpoint in trials test-
ing renoprotective effects of interventions has been
the incidence of ESRD or doubling of serum creati-
nine, which correlates to a 57% reduction in eGFR.
Of note, ADPKD is a relatively slowly progressive
disease. In a population such as that of the TEMPO
3:4 trial, which was selected to have early-stage
ADPKD (eCrClI > 60 mL/min), it cannot be expect-
ed that this endpoint will occur within the typical du-
ration of a renal trial. Adopting this endpoint would
therefore only pick up cases of acute kidney injury
and not be of help for studying the effect of interven-
tions on progression of the disease itself. To stimulate
progress in developing renoprotective agents, espe-
cially for studies in early-stage chronic kidney disease
(CKD) and diseases that are relatively slow in pro-
gression, the nephrological community has pleaded
for the use of alternative endpoints for renal trials,
namely lesser declines in eGFR [15, 16]. Regulatory
authorities have accepted this proposal [17]. When
studying the incidence of a 25% reduction in eGFR
[a priori defined in the TEMPO 3:4 trial and accepted
by the European Medicines Agency (EMA)], there
was a significant 61% relative risk reduction with
tolvaptan (number needed to treat to prevent one
event was ~11) [10].

Based on the results of the TEMPO 3:4 trial,
the EMA approved in May 2015 the use of tolvap-
tan (JINARC®) for ADPKD [18]. The regulatory
authorities in Japan, Canada, Korea and Switzer-
land recently also granted marketing authorization,
whereas in the USA the Food and Drug Administra-
tion asked in 2014 for additional efficacy and safety
data [19].
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Pexomendauisa 1. 1. My nponoHyeEMO MPU3HAYEHHS TOJI-
BaITaHy AOpOCaUM MainieHTaMm BikoM < 50 pokiB 3 XXH y
cramii 1—3a (pIIK® > 45 miu/x8/1,73 M?) sgKi MatoTh abo
SIKi, IMOBIpHO, MATUMYTh IIBUIKE IIPOTPECYBAHHST 3aXBO-
PIOBaHHS, ajie NpU iHTeprnpeTyBaHHi cTamii XXH 3 ypaxy-
BaHHSIM BiKY.

Pexomenodauia 1.2. Mu pekoOMeHIYEMO HE TIPU3HAYATU
ToJIBaNTaH namieHTaM BikoMm 30—40 pokiB 3 1-10 cTamieio
XXH (pIIK® > 90 mu/xB/1,73 M?).

Perxomenoauia 1.3. Mu peKOMEHAYEMO He MTPU3HAYATU
ToJIBanTaH maiieHTam BikoM 40—50 pokiB 3 1—2-10 cTanisi-
mu XXH (pIIK® > 60 ma/xB/1,73 M?).

Perxomendauia 2. TlinTBepmxeHe IIOPiUHE 3HUKEHHS
plIK® > 5 mn/x8/1,73 M? 3a 1 pik Ta/abo > 2,5 mi/xB/
1,73 M? Ha piK TIPOTATOM 5 POKiB BU3HAYAE IIBUIKE ITPO-
rpecyBaHHSI.

Pexomenoauin 3. Tlinuinenns 30H (3aranbHMii 00’eM
HUPKU) > 5 % Ha piK, BU3HAYCHE [IUISIXOM ITOBTOPHUX BUMIPIO-
BaHb (GaxkaHo TpU a0 OiIbILIE, IIIOHAMEHILIE KOXKHI 6 MiCSILIiB
i3a goromororo MPT), BU3Hauae 1BUIKe POTrpecyBaHHSI.

Perxomenoauia 4.1. Mu peKoMeHIyEMO BUKOPUCTOBY-
BaTu kiacugikauito Mayo qist AIITH, mo nexnapye pi3-
HUIIIO MiX «TUIOBOIO» i «<HETUIIOBOIO» MOP(OJIOTIEIO i BU-
3Hayvae piBHi 30H y mauieHTiB 3 «TUMOBOIO» MOP(POIOTiEIO
JIJISI pi3HOTO BiKY i 30ibIIEHHSIM Yy IT’SITH KJlacax Mali€HTiB
BiIMOBiAHO 710 TTporHO3y (1A-1E).

Pexomenoauis 4.2. Mu BBaxXaeMo, IO B TAIIi€HTIB 3
AJIITH xmaciB 1C-1E 3a Mayo (BinmoBigHO 0 OUiKyBaHO-
ro 3HmxkeHHs1 LIIK® > 2,5 mi/xB/1,73 M? Ha piK) WMOBIp-
HUM € HIBUIKE ITPOTPECYBAHHS 3aXBOPIOBAHHSI.

Pexomenoauis 4.3. Mu BBaxXaeMO, 1110 B TIAIIIEHTIB 3 HE-
tuoBow Mopdororiero AIITH 3a Mayo mBuake mporpe-
CyBaHHSI 3aXBOPIOBaHHS MaJOIMOBIpHE.

Pexomenoauia 4.4. Mu BBaxkaemo, 1110 B MAIL[i€EHTIB Bi-
KoM < 45 poKiB i TOBXXMHOIO HUPKK >16,5 cM, BU3HAYEHOIO
YJIbTPa3BYKOM, UMOBIPHUM € IIBUIKE MPOrpecyBaHHS 3a-
XBOPIOBaHHSI.

Pexomendauia 5. Mu BBaxkaeMmo, 110 B MAIli€HTIB 3i
ckopoueHoro Mytaitietro PKD1 y noenHaHHi 3 paHHIM mo-
YaTKOM KJIIHIYHUX CHUMITOMIB BilIOBiAHO JO IIKaJU
PRO-PKD > 6 iiMOBipHUM € LIBUIKE IIPOTrPECYBAHHS 3a-
XBOPIOBaHHS.

Pexomenoauia 6. Mu BBaxkaeMo, 1110 MallieHTaM i3 cCi-
MeiiHoi ictopiero TXH y Billi 10 58 pokiB cJli MPOXOAUTH
MepeBipKy 3 MPUBOAY LIBUAKOTO IMPOrPeCyBaHHS 3aXBOPIO-
BaHHS KOXHi 3—5 poKiB.

Pexomenoauis 7. My pOIIOHYEMO BUKOPUCTAHHS ajl-
TOPUTMY i€papXiYHUX pillleHb 3 METOI OLIHKWA PU3UKY
MIBUIKOTO TIPOTPEeCyBaHHsS ab0 WMOBIpPHOTO MIBUIKOTO
MIporpecyBaHHS XBopoou y manieHTiB 3 AIITH 3 Bimmosiza-
HUMHJ PEKOMEHIALISIMU JIIKyBaHHS.

Pexomenoauia 8.1. Mu peKoMeHIYEMO OOTOBOpPEHHS
Mo06iYHUX e(PEeKTiB i BIIUBY Ha CITOCIO KUTTS 3 TalliEHTaMU1
TP PO3TJISAIL ITOYATKy Tepartii ToJIBalNTaHOM.

Pexomenoauia 8.2. Mu peKOMeHIYEMO BpaxoBYBaTu
MpPOTUITIOKAa3aHHS W MOOiIYHI edeKkTu, Taki K remaro-
TOKCUYHICTh, Ta iHIIi 3amo0iXHi 3axoau, sKi 3a3Have-
HO B TabJjI. 2, TIpY pO3IJISAAi TOYaTKy Tepalrii ToJBamTa-
HOM.

Recommendation 1.1: We suggest that tolvaptan can
be prescribed to adult ADPKD patients aged < 50 years
with CKD stages 1—3a (eGFR > 45 mL/min/1.73 m?)
who have demonstrated or who are likely to have rapidly
progressing disease, but that CKD stage must be inter-
preted in conjunction with age.

Recommendation 1.2: We recommend not start-
ing tolvaptan in patients aged 30—40 years with CKD
stage 1 (¢eGFR > 90 mL/min/1.73 m?).

Recommendation 1.3: We recommend not start-
ing tolvaptan in patients aged 40—50 years with CKD
stages 1 or 2 (¢eGFR > 60 mL/min/1.73 m2).

Recommendation 2: A confirmed annual eGFR
decline > 5 mL/min/1.73 m? in 1 year, and/or
> 2.5 mL/min/1.73 m? per year over a period of
5 years, defines rapid progression.

Recommendation 3: A TKV (total kidney volume)
increase of > 5 % per year by repeated measurements
(preferably three or more, each at least 6 months
apart and by MRI), defines rapid progression.

Recommendation 4.1: We recommend the use of
the Mayo classification of ADPKD that makes a dis-
tinction between «typical» and «atypical> morpho-
logy and adjusts TKV in patients with «typical» mor-
phology for age and height to define five classes of pa-
tients according to prognosis (1A-1E).

Recommendation 4.2: We suggest that in ADPKD pa-
tients with Mayo classes 1C-1E disease (corresponding
to a predicted eGFR decrease > 2.5 mL/min/1.73 m? per
year), rapid disease progression is likely.

Recommendation 4.3: We suggest that in patients with
atypical morphology of ADPKD, as described in the
Mayo classification, rapid disease progression is unlikely.

Recommendation 4.4: We suggest that in a patient
with age < 45 years and a kidney length of > 16.5 cm
as assessed by ultrasound, rapid disease progression is
likely.

Recommendation 5: We suggest that in patients
with a truncating PKD1 mutation in conjunction
with early onset of clinical symptoms, consistent with
a PRO-PKD score of > 6, rapid disease progression
is likely.

Recommendation 6: We suggest patients with a
family history of ESRD before age 58 years be reas-
sessed for rapid disease progression on a 3—5 yearly
basis.

Recommendation 7: We suggest using a hierar-
chical decision algorithm to assess whether ADPKD
patients are rapid progressors or likely to be rapid
progressors, and accordingly may qualify for treat-
ment.

Recommendation 8.1: We recommend discussing
adverse effects and impact on lifestyle with patients
when considering starting tolvaptan.

Recommendation 8.2: We recommend taking
into account contraindications and adverse effects
such as hepatic toxicity and other precautions as
listed in Table 2 when considering starting tolvap-
tan.
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Pexomenoauia 8.3. Mu pekoMeHIyeEMO, 11100 MpU3HA-
YeHHS i oliHKa 0e3MeKu MpuiioMy ToJIBaNTaHy 3MiCHIO-
Bajach Mif HATJISIOM JIiKapiB, 110 MalOTh AOCBill y BeAeHHI
AJIITH.

Pexomendayia 9.1. Mu mpornmoHyeEMO TTOYATOK JIiKY-
BaHHS TOJIBAIITAHOM i3 1031 45 MT BpaHIli i 15 MT BBe-
yepi.

Pexomenoauia 9.2. My mportoHyEMO MaKCUMaJIbHE TH-
TpyBaHHs 1034 TojBanTtaHy xo 60/30 i 90/30 mr 3a yMOBU
J00pOi TepeHOCUMOCTI.

Pexomenoauia 9.3. My nporioHyeEMO NMPUMTUHEHHS JTi-
KyBaHHS TOJIBANTAHOM, KOJIV TTAIliEHTU HAOIMKAIOTHCS 10
TXH. =

Recommendation 8.3: We recommend that pre-
scription and documentation of safety monitoring
of tolvaptan is performed under supervision of
physicians with expertise in managing ADPKD.

Recommendation 9.1: We suggest tolvaptan treat-
ment to be started with a dose of 45 mg in the morn-
ing and 15 mg in the evening.

Recommendation 9.2: We suggest uptitrating the
dose of tolvaptan to 60/30 and 90/30 mg when tole-
rated.

Recommendation 9.3: We suggest tolvaptan treat-
ment to be discontinued when patients approach
ESRD. =

lNepeknag: k.m.H. M./[]. IBaHOBa
Pegaktop: akagemik HAMH Ykpainu,
qyneH-kop. HAH Ykpainu, npog. JI.A. lvpir
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