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1. BACKGROUND v e 4. WHAT IS THE STUDY DESIGN? B) Study design 5. ACHIEVEMENTS/LESSONS LEARNED

open label active run-in period

*The average life expectancy on dialysis is only 3 years i-dentification + exclusion |
*40% of dialysis patients will die from heart disease ° A E| i b | i i " 1) high blood levels of potassium
o 0 Igibility Criteria

*Dialysis causes heart disease due to: ) 5 Y 2) non-adherence
*Pressure and fluid overload
*Heart muscle injury and scarring 1. Age
*Narrowing of blood vessels to the heart a) >45 years or —._
eAbnormal heart rhythms leading to sudden cardiac death b) 218 with a history of diabetes E
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Publications

Recruitment in Canada = largest to date, inclusion of new centers
Countries nearing activation:

Inclusion e Spring 2019 = Brazil, the Philippines, others

Eligibility Assessment & Informed Consent Add|t|0na| funding: MRRF S2,850,898
v

Active Run-in

7 Open label spironolactone 25 mg daily for >8 weeks

° - - JUE - - 2. On dialysis 2 90 days
Effective trea.tments for heart d.lsiease.ln dlaly5|s are IaFklng o 3 On either o e | - — E"gibm*tyAssessmem CHAI_LE N G ES
*Aldosterone is a hormone that is implicated in heart disease related to dialysis ;-l I

(Serum potassium <6.0 mmol/L and >80% adherence

i e Regulatory and ethics approval internationally
Randomization ¢ Drug Supply

o , _ _ a) Hemodialysis at >2 tx/week or
*Drugs that block aldosterone are effective in non-dialysis settings b) Peritoneal dialysis >1 exchange/day
*A large clinical trial is needed to study these medications in dialysis because 4. Provides informed consent | . |
extrapolating evidence from non-dialysis can be misleading A/}[\~ * Ongoing recruitment targets
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Spironolactone 25 mg Matching Placebo
daily daily

Resea I'C h q u e5ti0 N Excl usion Follow-up Assessments (moﬁtﬁs 3, 6, then every 6 months)

Does SpironOIaCtone improve SurVivaI and ) Hyperkalemia Outcome assessments, safety assessments, diugadherence monitoring, and drug resupply P.atlent pa.rtners.can prOVId.e.vaIua.bIe
a) Serum potassium >5.8 mmol/L in 6 weeks prior Final Visit information to improve clinical trial
preve nt hea rt failu re in d ia IySiS patientS? b) Serum pOtassium >6.0 mmoI/L during active run-in ) /\/ (Common close out approximately 3 years after last participant randomized)

. Currently taking & unable to withdraw MRA recruitment and retention

. Known sensitivity or allergy to spironolactone : ..
. Current or planned pregnancy or breastfeeding . double blind pOSt_randomlzatlon
. Scheduled living related donor renal transplant spironolactone 25mg orally daily vs placebo

. Life expectancy < 6 months in the opinion of a treating nephrologist follow-up every 6 months during dialysis

2. PROJECT GOAL e ot araion oo Bt
Primary Outcome: composite of cardiac death or hospitalization for heart failure 6. P ROJ ECT TI M E LI N E

e To determine if spironolactone reduces cardiovascular morbidity and Secondary Outcomes: safety and efficacy
mortality for patients treated with chronic dialysis Hemodia |ySiS AND Peritoneal Dia IYSiS Cause specific death (cardiac, other vascular, non-vascular)

Hospitalization for heart failure

T . B Malaysia M Turke B China
All-cause hospitalizations y y

dare | N Cl U d e d I nt h e stu dy All-cause death 'E : lCJ?SZSgy : @fasztﬁa"a : |Cnoo:ic;mbia N IEE?I?S;;eS

Severe hyperkalemia

3. PROJECT TEAM
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: C) Sample size One of the largest clinical
* Role of pat|ent partnerS N=at least 2750 trials in dialysis aver

Explore barriers to recruitment and potential solutions: 20+ centers across Canada —
Focus on simplicity of study: 1 pill per day, minimal study visits and data collection over 10 countries pe rfO I'Mm Ed
Preparing study medication in blister packs to minimize its daily impact First Pt. Last Pt. Last Pt.

Emphasize the importance of participant contribution to research | | Run-in | | | Run-in I | I LastVisi;
Engage dialysis nurses, nurse practitioners and pharmacists as stakeholders ~- 2 | - sl - 5 T T 2023 T

- - T Ry, " 11 2016 2017 2018 2019 2020 2021 2022 2024
Explore the possibility of including satellite dialysis units . = e e M ore Ca nd d lan pa rtICI pa ntS

July 7t 2017 March 31st 202071 July 31st 2023

Re-approach initial screen fails

If a participant is not open to discussion, approach them at a later date F A o ._ } e e tha nd ny Othe r prEVIOUS trlal 10
Patient partners: -- ; oy =S ‘ . - | . o o d Ia Iys I S Wlt h d SI m I | ar d eSIg N

GVL’S:yHDe;';;‘iO” 3 - q_s- 3 F : £ ’ - 7. CO M M E NTS ’ @Ilastwalsh

Paul Duperron | P T - yes, write here!!! @PHeresea rCh
Other: Roger Hillier QL o, ._ N | Wil

Steering committee

2 safety monitoring committe ey /N Nfetags. Applicable to almost all dialysis patients
e Adfjut(;Iicatior:corfmittee ’ . o o A pp y p IaStW3|Sh1975@gmai|.C0m

Statisticians = ‘ .
Programmers : | | renal@phrl.ca
National Leaders ' 5
Qualified Investigators
Research Coordinators Principal Investigator:
Michael Walsh

ChinicalTrials.gov

Project Team:
Study Chair: PJ Devereaux

Scientific Officer: David Collister httpS://C“nicaItrials.gOV/CtZ/ShOW/N CT03020303 Ask me about our study within a trial

APM: Jessica Tyrwhitt regarding the ACHIEVE run-in period
Research coordinator: Joanne Wilkinson, Kayla Pohl
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