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available packaging of 45/15, 60/30 and 90/30.
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for titration (15/15) which will likely improve tolerability.
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Supplemental figure 1: Classification of ADPKD cases based on imaging criteria. Typical cases constitute the majority
of cases and are characterized by bilateral cystic burden where kidney cysts contribute equally to TKV. Class 1 is
divided into 5 categories (A through E) based on TKV rate of growth. Class 2 or atypical cases represent 5% of the
cases and have either focal disease or parenchymal atrophy. Examples of each of these classes are shown.




[ Enroll and consent patient for REMS program J

[ Consider enrolling patient in MyPass (Personalized ADPKD Support Service) ]

Send prescription to one of three U.S. specialty pharmacies through paper or
electronic prescription (consider enrolling in iAssist)
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Supplemental figure 2a: Practical example for initiation and titration with currently available packaging of 45/15, 60/30
and 90/30. After consenting the patient and enrolling them in REMS, it is highly recommended to ask them to enroll in
MyPass which includes several financial resources as well as services from the specialty pharmacy such as follow up
phone calls and reminders to perform their REMS-mandated blood testing. An additional patient assistance form is
available for patients without commercial insurance. Prescriptions could be sent through paper forms available from
JYNARQUE REMS or electronically (Electronic medical records system or iASSIST which allows sending prescriptions
and consenting patients under the same web-application). The provider can send to the specialty pharmacy a series of
prescriptions to keep on file and hold until given instruction to fill them. This will ensure timely access of the patient to
the right dose and avoid gaps in treatment during titration. Given that the pharmacy is allowed to dispense 4 weeks’
worth of medications at a time, the first step is to start 3 weeks of 45/15 followed by one week of 60/30. The patients
are educated about the expected aquaresis effect and methods to improve tolerability as delineated in step 8 of the
manuscript. If the patient does not tolerate the 45/15 dosing, the therapy will be stopped unless other measures to
improve tolerability have not been exhausted. Lower maintenance dose of 30/15 or 15/15 could be considered if these
doses are able to lower Uosm to less than 280. In the second of titration, the dose is either increased to 60/30 if tolerated
or if only 45/15 was tolerated, a maintenance dose of 45/15 is prescribed. In the third step of titration, the ability to
increase to 90/30 is assessed and prescribed as maintenance dose if tolerated; otherwise the patient will continue
60/30 as a maintenance dose. Safety and tolerability check involves blood testing (LFTs, sodium and creatinine) as
well as phone calls from supporting staff of provider to assess tolerability and encourage/advise patients to implement
measures to improve tolerability.
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Supplemental figure 2b shows a similar practical example starting with a lower dose for titration (15/15) which will
likely improve tolerability.




