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Table 1. Eliglbility criterla for the approved use of tolvaptan according to country or reglon.

Chronic
Country kidney diseaze Diseaze activity
stage
TEV >750 ml
Japan 1-4 ATRY =5% per
annum
Canada Mat spacified Mot specified
Evidance of
Ewrape 1-3 rapid diseasa
progression
England, Waloz, Evidancea of
and Morlbarn -3 rapid dissasa
Irefand progression
Evidance ol
South Korea 1-3 rapid disoasa
prograssion
Evidance of
Scotland 1-3 rapid diszasa
prograssion

TEY, total kicney volume

Regulatory body

Pharmaceuticals and
Medical Devices Agency

Heatth Canada

European Medicines
Agency

Mational Institute for Health
and Clinizal Excellence
(MICE)

Miresiry of Food and Drug
Salety/Mealth insurance
Review and Assessment
Service

Scottish Medicines
Consortium

Approval dale  Guidance (if any)

March 2014

Febriary 2015
Eurapean Ranal
, Association-European
i a2l Déalysis and Transplant
Assnaiation

Ccicber 2015 Renal Associafion

December 2015

January 2016 Renal Aszociafion
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FIGURE 1; Markers used 1o assess prognosis in ADPKD. Shaded n:-;!lnngles represent the best-validated markers (adapted from ref. [24]).
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CKD stage by age”:

at age 18 - 30 yr: CKD 1-3a (eGFR > 45 mlimin/1.73m?)

at age 30 - 40 yr: CKD 2-3a (eGFR 45 - 50 miimin/1.73m?)
atage 40 - 50 yr: CKD 3a  (eGFR 45 - 60 mifmin/1.73m?)

Yes ‘ Mo

Historical e GFR decling®, with no other confounding cause than ADPKDE:
1) confirmed eGFR decling = § miimin/1,73 m? in one year? and/or
2) confirmed eGFR decline 2 2.5 mifmini1,73 m® per year over a period of five years or more®? Mo

| Data not available or not reliable (e.g. in CKD 1)

Historical kidney growth in typical ADPKD:
(h)TKV increase more than 5% per year by repeated measurements (= 397
Preferable by MRI (ellipsoid equation)”, If not available then by another reliable method (CT) Mo

Data not available or not reliable

Predicted progression by baseling hITKV indexed for age andfor genotype;
1) hiTKY compatible with Mayo class 1C, 10, 1E" or US length >=16.5 cm and/or
2) truncating PKD1 mutation + eary symptoms (i.e., a PRO-PKD score =6)7 Mo

| Data not available or not reliable

Predicted progression by family history:
Family history with ADPKD patients reaching ESRD = 58 yr*

Yes ! Yes Yes Yes Mo

Possibly rapid progression

Re-gvaluale
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