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Pekomenpanisi 1.1. Mu BBaxaemo, 110 JIKYBaHHS TOJI-
BalTaHOM MOXHa po3IovyaTu y gopociux naiieHTis 3 AITTH
BikoM < 55 poxiB i3 pIIIK® > 25 mn/xB/1,73 M?, y aKux 0yJ0
MPOAEMOHCTPOBAHO 200 € IMOBIPHUM IIBUJIKE MTPOTPECYBAHHS
3aXBOPIOBAHHSI HAa OCHOBI i€EPApXiyHOTO AJTOPUTMY DillIeHHS
(nuB. PexomeHpatiiio 6).

Pekomennamisi 1.2. Mu pekoMeHIyeEMO He IPU3HAYATH
TOJIBANTAaH MalieHTaM 3 okazHukoMm plIIK®, ingekcoBaHMM
3a BiKOM, III0 CBiIYUTH IIPO MOBIIBHO IIPOrpecylouy XBOPO-
oy (< 40 pokiB, Hemae Mexi pLIIK®; 40—44 poku, > 90 ma/
xB/1,73 m?; 45—49 poxis, > 75 mu/x8/1,73 m?; 50—55 poxis,
> 60 mu/xB/1,73 M?).

Pekomennamiss 2.1. Mu peKOMeHAYEMO MOYMHATH JIKY-
BaHHSI TOJIBAIITAHOM, SIK TiJIbKM MOHA BU3HAYMTH IIBUIKE
MpOrpecyBaHHS 3aXBOPIOBAaHHS y TALIIEHTIB BikoM > 18 poKiB.

Pekomennamist 2.2. My mporoHyeMo IpUITMHUTH JIiKyBaH-
H$I TOJIBAIITAHOM, KOJIV TIAIli€EHTH HAOIMKAIOThCS 10 HUPKOBOT
HemocTaTHOCTI (ToOTO rmoTpedyroTs H3T).

Pekomenpania 3.1. ITigTBepmkeHe MIOpiYHE 3HMKEHHS
pIIK® Ha > 3 mi1/x8/1,73 M?> BU3HAYAE HIBUIKE IIPOrPeCyBaH-
Hs1 3axBopioBaHHs1. Ouinka Brpatu plIIK® noBuHHa OyTH Bi-

Recommendation 1.1. We suggest that treatment
with tolvaptan can be initiated in adult ADPKD patients
< 55 years of age with an eGFR > 25 mL/min/1.73 m?
who have demonstrated or who are likely to have rapidly
progressive disease based on a hierarchical decision al-
gorithm (see Recommendation 6).

Recommendation 1.2. We recommend not to start
tolvaptan in patients with an eGFR indexed for age
suggesting slowly progressive disease (< 40 years, no
e¢GFR limit; 40—44 years, > 90 mL/min/1.73 m?; 45—
49 years, > 75 mL/min/1.73 m?; 50—55 years, > 60 mL/
min/1.73 m?).

Recommendation 2.1. We recommend tolvaptan
treatment be started as soon as rapid disease progression
can be determined in patients > 18 years of age.

Recommendation 2.2. We suggest tolvaptan treat-
ment be discontinued when patients approach kidney
failure (i.e. the need for RRT).

Recommendation 3.1. A confirmed annual eGFR
decline > 3 mL/min/1.73 m? defines rapid disease pro-
gression. The estimation of eGFR loss should be reli-
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porimgHolo i 6azyBaTuCs Ha IIIOHAWMEHIIIE I1°ITU BUMipIOBaHHSIX
MPOTSITOM > 4 POKIB.

Pexomennamist 3.2. Mu peKOMEHIYEMO OLIIHUTH i BUKJTIO-
yuTH iHII npuarHY 3HKeHHS plLIIK® Ik OCHOBHI YUHHMKM,
0COOIMBO Y BUTIAAKY HeMiHiitHoTOo 3HMKeHHs pLITK®, y miTHIX
MauieHTiB Ta/ab0 Malie€HTIB i3 YMCICHHUMHU CYMYTHIMU 3aXBO-
PIOBAHHSIMM, sIKi MOXYTb BrutuBaTtu Ha plITK®.

Pekomennanisi 4.1. Mu pekoMeHIyeEMO BHKOPHMCTOBYBa-
T Kiacudikamito Mayo IK OCHOBHUI METON IMPOTHO3yBaHHS
PU3UKYy B PYyTMHHOMY KJIiHiYHOMY crioctepexxeHHi. 11106 3a-
0e3IeunT MpaBUIbHY Kiacudikallilo Ta BUKJIIOYUTU aTUIIOBI
BUITIa[K1, PEHTTEHOJIOTU/HedPOoJIOTH, SIKi MaloTh JIOCBIi/ 11010
ANITH, noBunHi neperisinatu naHi MPT (a6o KT) Ha Binno-
BiIHIiCTh Kiacuikallii Ta 11 BUKJIIOUCHHS aTUMIOBUX BUIAI-
KiB (KJ1ac 2, AMB. peKoMeHalilo 4.3).

Pekomennamist 4.2. Kiracu 3a Mayo 1D i 1E Bkasyiots Ha
IIBUIKE TMporpecyBaHHsS 3axBopioBaHHs. [laiieHTiB Kiacy
1C 3a Mayo ciig yBaxXHO po3mIsimaTé dyepe3 30ir i3 MOBiIb-
HO TIPOTPECYIOUMM 3aXBOPIOBAHHSAM, i y LIUX TALIEHTIB CJIi[T
IIyKaTH JI0JAaTKOBi TOKa3U MIBUIKOTO MPOTPeCcyBaHHS 3aXBO-
pPIOBaHHSI.

Pekomennanis 4.3. Mu BBaxkaemo, 1110 IIBUIKE ITPOTPECY-
BaHHsI 3aXBOPIOBAHHS MAJIOMMOBIpHE y MAILiEHTIB 3 aTUIIOBOIO
mopdodorieto AJIITH, sk onucano B ki1acudikauii Mayo (a6o
3a Ki1acamu Mayo 1A i 1B).

Pekomennanis 5.1. Koau mepBruHHA OIliHKA TOTO, YK CJTif
JIIKyBaTH TOJIBAIITAHOM, € HENEPEKOHJIMBOIO, MU PEKOMEH/IY-
€MO OTPMMAaTH TOBHY KJIiHIYHY KapTUHY ISl ONTUMAaJIbHOTO
KOHCYJIBTYBaHHSI Ta IPUMAHSITTS PillICHHS.

Pekomennamist 5.2. ¥V 3B’513Ky 3 UMM MU IIPOIIOHYEMO BH-
kopuctoByBatu ouiHKy PROPKD y Bunanxkax, Koiu OLiHKU
pIIIK® Ta/abo knacudikaiii Mayo € HemepeKOHIUBUMU abo
cynepewuBuMH. O1iHKa > 6 € MOKa3HUKOM IIBHUIKOTO TPO-
rpecyBaHHS 3aXBOPIOBAHHS.

Pekomennania 5.3. Mu pekoMeHIyEMO He BUKOPHUCTOBY-
BaTU 3MiHM 3arajibHOro 00’€My HMPOK 3 4aCOM SIK MapKep Ipo-
rpecyBaHHs B OKpEeMUX Ialli€HTIB.

PekomeHnnaniss 6. Mu npormoHyeMO BUKOPUCTOBYBATH i€-
papXiyHUI aarOpUTM TPUUHSTTS pillleHb, 100 OLIHUTU, YU
MatoTh nauienty 3 AIITH mBuake mporpecyBaHHs abo MO-
BipHO IIBUIKE MPOTPECYBaHHS i, BiIIMOBIAHO, MOXYTh MiJIsI-
raTH JIikyBaHHIO.

Pexkomennanis 7. Mu 3a0X04yeMO 10 MPOBEIEHHS TIOIAITb-
X JOCTiMKeHb, sIKi BUBYAIOTh HOBI METOAM Bidyasi3allii Ta
KaHAUOATIB Y MOJIEKYJIIpHI OioMapKepu, IO € JETKUMU I
BUMipIOBaHHS, HEAOPOTi iIHCTPYMEHTH [JIsI IIPOrHO3YBAHHSI PU-
3UKY, aJie HasIBHUX Ha JAHUI MOMEHT JI0Ka3iB HEIOCTATHbO JUIS
MiATPUMKHU iX BAKOPUCTAHHS B KJIiHIUHIN MPaKTULIi.

Pekomennania 8. Mu BBaxaemo, 110 MOHITOPUHT edek-
TUBHOCTI JIIKyBaHHS TOJIBAIITAHOM Ha CbOTOIHI Ma€ OOMEXEHY
LIIHHICTh B OKPEMHUX MALI€HTIB, Ki OTPUMYIOTh [UIAHOBE JIiKY-
BaHHSI.

Pekomennaniss 9.1. Mu pekoMeHIyeEMO IOYMHATH JIKY-
BaHHS TOJIBANITAHOM i3 1031 45 Mr BpaHiii Ta 15 Mr y apyrii
MOJIOBUHI JTHS.

Pekomennamisi 9.2. Mu peKOMEHIYEMO LIJIbOBY I03Y
90/30 mMr/mo0y, sk TpaBuIIO, ISl BCiX MALIIEHTIB, 32 BUHSITKOM
BUMAAKiB, KOJIY BUHMKAE HEIIEPEHOCUMICTh a00 € IIPOTUIIOKA-
3aHHS IIPY B3a€EMOI1 3 iHIIIMMMU JIiIKapChbKUMU 3aCO0aMU.

able and based on at least five measurements over a pe-
riod of > 4 years.

Recommendation 3.2. We recommend that other
causes for eGFR decline should be assessed and ex-
cluded as major contributing factors, especially in case
of non-linear eGFR decline, in older patients and/or
patients with multiple comorbidities that can have an
impact on eGFR.

Recommendation 4.1. We recommend the use of
the Mayo Classification as the primary method for risk
prediction in routine clinical care. MRI (or CT) scans
should be reviewed by radiologists/nephrologists ex-
perienced in ADPKD to ensure correct classification
and exclude atypical cases (Class 2, see Recommenda-
tion 4.3).

Recommendation 4.2. Mayo Classes 1D and 1E
indicate rapid disease progression. Mayo Class 1C pa-
tients should be carefully considered due to the overlap
with slowly progressive disease and additional evidence
for rapid disease progression should be sought in these
patients.

Recommendation 4.3. We suggest that rapid disease
progression is unlikely in patients with atypical mor-
phology of ADPKD, as described in the Mayo Classifi-
cation (or with Mayo Classes 1A and 1B).

Recommendation 5.1. When the initial assessment
whether or not to treat with tolvaptan is inconclusive,
we recommend that a full clinical picture should be
obtained to allow for optimal counseling and decision-
making.

Recommendation 5.2. In this regard, we suggest
that the PROPKD score should be used in cases in
which the eGFR and/or Mayo Classification estimates
are inconclusive or contradictory. A score > 6 is an indi-
cator of rapid disease progression.

Recommendation 5.3. We recommend not to use
TKYV changes over time as a marker of progression in
individual patients.

Recommendation 6. We suggest using a hierarchical
decision algorithm to assess whether ADPKD patients
are rapid progressors or likely rapid progressors and ac-
cordingly may qualify for treatment.

Recommendation 7. We encourage further studies
examining novel imaging and molecular biomarker
candidates as easy to measure, inexpensive tools for risk
prediction, but currently available evidence is not suf-
ficient to support their use in clinical routine.

Recommendation 8. We suggest that monitoring
tolvaptan treatment efficacy has currently limited value
in individual patients in routine care.

Recommendation 9.1. We recommend tolvaptan
treatment be started with a dose of 45 mg in the mor-
ning and 15 mg in the afternoon.

Recommendation 9.2. We recommend that a target
dose of 90/30 mg/day should generally be aimed for in
all patients unless this becomes intolerable or is contra-
indicated by drug interactions.

Recommendation 9.3. We suggest that titration to
the target dose should be performed directly after ini-
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Pekomennanig 9.3. Mu nponoHyeMO TUTPYBaHHS OO0 Lii-
JIbOBOI 1031 0€3M0CcepeHbO MiCsl MOYaTKy JIikyBaHHs. [1igxo-
JIUTh SIK LIOTHMKHEBA, TaK i MicsSTdHA cXeMa TMTiABUIIEHHS T03M.

Pekomenganig 10.1. Mu pekomMeHIyeEMO 0OroBOpIOBATH 3
naiieHTaMu Mo0OivHi e()eKTH Ta BIUIMB Ha CMOCIO KUTTSI, KON
PO3MJISIIAI0Th MOKJIMBICTD TOYATKY JIIKyBaHHSI TOJIBAlITAHOM.
Jlixapi moBMHHI 3HATH IIPO MOOiIUHI ePeKTH, IIPOTUITOKA3ZAHHS
Ta JIiKapchKi B3a€EMO/Ii1 TOJIBaIITaHY.

Pekomenmamisi 10.2. Mu peKOMEHIYEMO IIE€PEBIPSATH
(YHKIIIO MEeYiHKM IIOMICSILS MPOTATOM Mepiiux 18 micsiiB
JIIKyBaHHSI Ta KOXHi 3 MicCsI1Ii ITiC/IsT LbOTO.

Pekomennania 10.3. TTamienTam, y IKUX CIIOCTEPIraroThCst
O3HAKU IeYiHKOBOI TOKCUYHOCTI ITiC/Isl IPUIAOMY TOJIBaNTaHY,
npenapar He MOBUHEH MpU3HayaTucs MoBTopHO. CIliJ BUKIIO-
YUTH aJIbTEPHATUBHI TPUYMHU YpaXkKeHHs MeYiHKU.

Pexkomenganig 10.4. Mu peKoMeHIyEMO PETYIAPHO TIEPE-
BipsITU piBeHb HATPIIO B IJIa3Mi, a TAKOX CMiBBiTHOILIEHHS Kpe-
aTUHiH/CEYOBMHA Y CUPOBATIIi KPOBi Ta Macy Tijia y MalliE€HTIB,
SIKi OTPUMYIOTD TOJIBANITaH.

Pekomennania 11.1. Tlepex modaTkoM JIiKyBaHHSI TOJI-
BaIlTAHOM BCiX TMAILiEHTIB CIIiI MOBIZOMUTH IIPO MOJIiypito Ta ii
MpaKTUYHI HACTIAKH.

Pekomennania 11.2. IMamienTam, sIKi MOYMHAIOTH JIIKyBaH-
HSI TOJIBANTaHOM, CJIifl HagaBaTU KOHCYJbTALlil 111010 3aXO/iB,
SIKi MOXYTb 3MEHILUTHU MOIiypilo, 3 aKIIEHTOM Ha 3MEHIIEHHS
CIOXUBAHHS HATPIlO.

Pexomennamiss 11.3. INoreHuiitni cutyanii, y SKUX CJin
TUMYACOBO MPUITMHUTU ITPUITOM TOJIBANITAHY Yepe3 PU3KNK 3HE-
BOJHEHHSI, CJIiJi OOTOBOPUTH 3 yciMa TalliEHTaMHU TIepej1 movart-
KOM JIiKyBaHHSI.

Pexomennamisi 12. Mu mporioHyeMO He PEKOMEHIyBaTH
30UTBIICHHS CTIOXKWBAHHST PITMHM SIK aJTbTePHATUBY TOJIBAITTaHY.
He3ssaxaioun Ha 11e, Xo4ua oiliiHIX O0KAa3iB OpaKye, 3Ma€ThCs
IOLIbHUM pekoMeHmyBaTy naiientaM 3 AIITH, sxi He otpu-
MyBau 6mokatop V2R, 1oTpuMyBaTUCs JiETU 3 HU3bKUM BMiC-
TOM coJii (3—5 r/aeHb) Ta cioxkuBaty 6arato Boau (3—4 ji/neHb)
JUISI TaJIbMYBaHHSI IIBUAKOTO TIPOTPeCcyBaHHSI 3aXBOPIOBAHHSI.

Pekomenpauisi 13. Mu nponionyemo, o6 npuiitMaB Tep-
BUHHE PiLLIEHHS TTPO JIIKYBaHHSI Ta MPOBOANB KOHCYJIBTYBaHHS
nalieHTa 1040 IbOTO BapiaHTa JIiKyBaHHs He(poJor, SIKHUit
Mae J0CBiJI 3acTocyBaHHs TosBanTady mpu AJITTH. M

tiation of treatment. Both a weekly and a monthly dose
escalation scheme are appropriate.

Recommendation 10.1. We recommend discussing
adverse effects and impacts on lifestyle with patients
when considering starting tolvaptan. Treating physi-
cians need to be aware of the adverse effects, contrain-
dications and drug interactions of tolvaptan.

Recommendation 10.2. We recommend measur-
ing liver function monthly during the first 18 months of
treatment and every 3 months thereafter.

Recommendation 10.3. Patients showing signs of
relevant liver toxicity upon exposure to tolvaptan should
not be re-exposed. Alternative causes of liver damage
should be excluded.

Recommendation 10.4. We recommend that plas-
ma sodium levels as well as serum creatinine/BUN and
body weight should be checked regularly in patients on
tolvaptan.

Recommendation 11.1. Polyuria and its practical
consequences should be addressed specifically with all
patients before starting tolvaptan.

Recommendation 11.2. Counseling should be pro-
vided to patients starting tolvaptan regarding measures
that can decrease polyuria, with a focus on reducing so-
dium intake.

Recommendation 11.3. Potential situations in
which tolvaptan should be temporarily stopped due to
the risk of dehydration should be discussed with all pa-
tients before initiation.

Recommendation 12. We suggest that increased
fluid intake should not be recommended as an alter-
native equal to tolvaptan. This notwithstanding, al-
though formal evidence is lacking, it seems prudent
to advise ADPKD patients not treated with a V2R
blocker to adhere to a low-salt diet (3—5 g/day) and
high water (3—4 L/day) intake to improve the rate of
disease progression.

Recommendation 13. We suggest that the initial
treatment decision and patient counseling regarding this
treatment option should be performed by a nephrologist
experienced in the use of tolvaptan for ADPKD. M
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