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Disclosures

* Off label medication use:
 prednisone / prednisolone / methylprednisolone for glomerular diseases

* Only time for sample of exciting, high quality work
* Shameless plugs for some of my own work



* Why we need randomized controlled trials
* Some important RCTs from the last year
* Some potentially important trials underway



Does this
treatment
improve lives?

e Human health is

complex

* Genetics
* Environment
* Behaviour

 Need to isolate effects
of treatment




21% of observational studies disagree with randomized studies
(Ioannidis et al. JAMA. 2001)
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No. of RCTs

Quantity of Randomized Controlled Trials in
Nephrology and Other Specialties
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Chronic Kidney Disease is a Rapidly Increasing
Cause of Death Globally
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End-stage Kidney Disease is Increasing

ESRD incidence and prevalence per million population
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Decreasing the

ESKD, Doubling of Serum Creatinine, or Renal or CV Death

. _—
25 5
i Hazard ratio, 0.70 (95% CI, 0.59-0.82) , 340 participants
¥ P = 0,00001 ~
@ 20
‘ 245 participants
. . § s
| : =
2
e u I r I ; =
I . 3
c
g 5 4 ~—— Placebo
° ° = = Canagliflozin
,
wm 0O v - - T - )
D I a ‘ S I S o 0 6 12 18 24 30 as 42
Months since randomization
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Placedo 2199 2178 1R 2047 172% 1129 621 170
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Summary
5 Hazard ratio
Primary (95% CI) P value
I n 4200 pat I e ntS Wlt h Ty pe 2 D IVI 1. ESKD, doubling of serum creatinine, or renal or CV death  0.70 (0.59-0.82) 0.00001 v
d eGFR 30 to 60 g
a n e O 2. CV death or hospitalization for heart failure 0.69 (0.57-0.83) <0.001 v
Ca n a I ifl OZi n 100 m VS Ia Ce bo 3. CV death, MI, or stroke 0.80 (0.67-0.95) 0.01 v
g g p 4. Hospitalization for heart failure 0.61 (0.47-0.80) <0.001 v
5. ESKD, doubling of serum creatinine, or renal death 0.66 (0.53-0.81) <0.001 v
6. CV death 0.78 (0.61-1.00)  0.0502 ot significant
7. All-cause mortality 0.83 (0.68-1.02) - Not formally




On the Horizon
Tl |patentsmcuded  loug___|Newknowledge

Dapa-CKD 4000 pts with CKD Dapagliflozin Extends to non-diabetic
eGFR 25 to 75 or UACr 200-5000 CKD, lower eGFR, lower ACR
’ ‘o t EMPA-KIDNEY 5000 pts with CKD Empagliflozin  Extends to non-diabetic
Se e eGFR 20 to 45 or UACr >200 CKD, lower eGFR, lower ACR
SCORED 10,500 pts with diabetic CKD and high risk  Sotagliflozin New agent, lower eGFR,
of CV disease removes ACR

eGFR 25 to 60



Glomerulonephritis and CKD

Counts
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Steroids for moderate IgA Nephropathy: The TESTING Study @p

Effect of Oral Methylprednisolone on Clinical Qutcomes in Patients With IgA Nephropathy
Lv ], Zhang H, Wong MG, Jardine M, Et al. JAMA 318(5); 2017. #Neph)C

. Steroids

523 Biopsy proven IgA 136 patients

- GFR 20-120 ’,

- Urine protein > 1g/d

4-12 week nun-in - methylprednisone

:mf a 0.6-0.8 mg/kg/day

NNT NNH NMNH

Tindpatients # = & »
urine protein R ? ! * 21 5 1 0
fell to < 1g/d

262 patients [

randomized

China and Australia

*Stopped early due to excessive SAE




Prednisone Exposure in ANCA
Associated Vasculitis
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Risk of death or end-stage kidney disease
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Reduced dose

Standard dose _— 479
35%

2500 —

Proportion with an event (Death/ESRD)
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_ Time (Years)
At Risk
Reduced dose: 353 256 185 133 a0 48 9
Standard dose: 351 240 184 138

Reduced Standard Incidence Rate Ratio
Dose Dose (95% Confidence Interval)

Year 1 Serious Infections, n (%) 96 (27) 116 (33) 0.70 (0.52 — 0.94)



mproving Heart Health for Patients that
VSIS

Require Dia
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B Withdrawal

@ All other causes

Heart Related Deaths
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Proactive, high-dose IV iron arm .

New+to KD IV iron 400 mg/montll_'isgl_\ll_ith;)gg/d) if ferritin >700 pg/L; i
>

(0-12 months) R> 3 |
|
OnESA |
Reactive, low-dose IV iron arm :
IV iron only administered if ferritin <200 pg/L or TSAT<20% -

<4 weeks

screening

2631 primary
endpoint events
(i.e., all-cause
mortality, Ml,
stroke, or HF
hospitalization)



#NephlJC
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Cumulative Incidence of the Primary Efficacy End Point, of
Death from Any Cause, and of Death from Any Cause and a
Composite of Cardiovascular Events as Recurrent Events.
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Mineralocorticoid Antagonists in Patients Receiving Dialysis

Study Events, Events, %

ID RR (95% Cl) Treatment Control Weight
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Only 54 outcome events

~600 needed to be convinced
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Favours Spironolactone Favours Control



JACHIEVE

4 N
Eligibility Assessment & Informed Consent
& J
( i )
Active Run-in
. Open label spironolactone 25 mg daily for >8 weeks )
4 . . - ¢ N
Final Eligibility Assessment
(Serum potassium <6.0 mmol/L and >80% adherence )
v
4 N
Randomization
& J
4 - - N
Spironolactone 25 mg} [ Matching Placebo
.. daily daily
At least 2750 participants N J
from 12 countries ( Follow-up Assessments (moﬁfhs 3, 6, then every 6 months)
L Outcome assessments, safety assessments, diug adherence monitoring, and drug resupply
-

Final Visit

L (Common close out approximately 3 years after last participant randomized)
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What's the efficacy of cognitive behavioral therapy (CBT)

Vs. Sertraline for treating depression in ESRD?
Phase 1: Participants who started depression treatment

Proportion of

v
41 _‘ ‘: 92 patients ) o 66 % participants who

initiated treatment
dialysis facilities in 28 after the

X.
| A |

Engagement visit

3 U.S. metropolitan
areas.

: 0 engagement or
92 pa.tler‘\ts days 64 A) control visit did
Control visit :
not differ
Multicenter, parallel- 2
group, open-label, Phase 2: Depressive symptoms measured by QIDS-C
randomized controlied

9y 10.9 5.9

60 patients | ) & @ ‘ Compared with

AN points CBT, sertraline
Cognitive 1 2 treatment resulted
Inventory-ll behavioral 1 2 2 weeks 8 1 :elor\::’se;igriossc-ocres
score 215 therapy (CBT) - - P

60 patients points points

Conclusions: An engagement interview had no effect on patient Mehrotra R, et al. Comparative Efficacy of Therapies for Treatment of
acceptance of depression treatment. Patients who received Depression for Patients Undergoing Maintenance Hemodialysis: A
sertraline had modestly better depression scores and other patient- Randomized Clinical Trial. Ann Intern Med. doi: 10.7326/M18-2229
reported outcomes than those in the CBT group. W @Errantnephron




Evaluation of routinely Measured PATient reported outcomes in
HemodialYsis care (EMPATHY): Implementing a cluster randomized
controlled trial at the health system level

Johnson JA' e Buzinski R?e Corradetti B”e Davison S°e Duperron P?e Klarenbach S°e Manns B*%e

Sh ort H 1 ® Thoma S C5 ® wal S h M 6 [1] School of Public Health, University of Alberta, [2] Patient Partner, [3] Faculty of Medicine and Dentistry, University of Alberta, [4] O’Brien Institute
for Public Health, University of Calgary, [5] Department of Medicine, University of Calgary, [6] Department of Medicine, McMaster University

43 dialysis units with
~3200 patients

Routine screening ever 2
months

VS
Standard care

Clinician reviews the results
with the patient and discusses
where management is needed

Patient completes
PROM(s)

MANAGEMENT

Clinician uses the
treatment aids to manage
symptoms

Improved clinician-patient
communication, symptom
management, health

outcomes & quality of life

ol

IMPROVED
OUTCOMES




Summary

* (Large) randomized controlled trials are the best way to determine if a
treatment “works”

* Nephrology needs more RCTs to improve care

* In the last 12(ish) months we saw advances in treating patients with:
* Diabetic kidney disease progressing to dialysis
* Glomerulonephritis
e Complications of dialysis

* Exciting next five years!
* More trials
e Larger trials
* Treatments for problems most important to patients



