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...next: impressions from observing >400 times on average >40 patient-years (total >3600 years) of life with ADPKD



data crunching... 126 patients | 117 variables | 14’742 data entries

/ /

/7 /

Statistics and

Stata license:
serial number:
Licensed to:

P A S

Data Science

Single-user 4-core perpetual

501706304278
Stefan Russmann
ETHZ

GFRO  GFR@_fut w GFRdated stage GFR1  GFR1 GFR1_fut  GFRdatel  stage GFR2 GFR2 GFR2_fut  GFRdate2 stage GFR3  GFR3 GFR3_fut  GFRdate3 stage GFR4  GFR4 GFR4_fut  GFRdated  stage GFRS
34.6 -13.57143 12/18/2016 4 27.4  11.85714  6/6/2017 4 25.7  27.28572  9/22/2017 4 27.9  51.28571  3/9/2018 4 23.4  77.28571  9/7/2018 4
67.4 -16.71428  1/12/2017 3 56.1 4.428571  6/9/2017 3.5 39.8  18.42857  9/15/2017 3 58.7  31.42857 12/15/2017 3 54.2  58.42857  6/22/2018 3
69.7 0  5/5/2020 2 69.7 ) 5/5/2@2@ 2 71.2 4 6/2/2020 2 67 14 8/11/2020 2 67 26.28572  11/5/2020 .
DRUGSAFETY.CH
wee 54.2 _ -8.571428  12/3/2016 3., 57.1 4142857 __3/2/2017 3 s45 20 §/21/2017 3 e 461 33 _9/2002017 , 3 56.7 _ 539.28571 _3/23/2018 3
= S0 e 1@7@%@ = eliouE
Tl EEresreare BEEEE 2 e 5 p ___IIIIIIIIIIIl___IIII.
® 75—!_?!T1p231 MN—H T L.oae. 1@aes. o e In? Variables
17.8 3/31/2028 2 75  25.14286  B/26/2020 73 38.85714 11/30/2020 .
- 7/772017 2 63 15.85714  9/20/2017 2 75.1 32.57143  1/24/2018 2 72.4 Namea Label
MP-Parallel Edition 6!;3,,:281? 2 63.7 25.85714 9:2912917 2 63.5 49.57143 3.‘:14jzms 2 68.1
: : : : : ID ADPKD patient ID
_ 57272017 3.5 40.7  28.85714  __B/2/2017 1.5 38.1._ 5514286 . 2/2/2018. a5 .7
Copyright 1985-2021 StataCorp LLC 8/8/2017 4 21.9  63.28571  4/20/2018 4 18.9  88.85714 18/16/2018 a 15.9 IDanony
StataCorp 4/7/2017 3.5 39.2  15.57143  6/28/2017 3.5 43.7  27.85714  9/22/2017 3.5 .6 IDanony_n
4905 Lakeway Drive 6/13/2017 1 9  19.71428  10/2/2017 1 90 35.71429  1/22/2018 1 98 DOB DOB
College Station, Texas 77845 USA 3/27/2017 3.5 38.9  16.85714  6/30/2017 3.5 30.3  28.85714  9/22/2017 3.5 31.7 A0 .t hassline it b
SO S TATAPL https:/ wew. stata. com 5/5/2017 2 68.3 31.57143 10/18/2017 2 69  52.57143  3/14/2018 2 n.— -1 AEAIN2EIL R ..
979-696-4600 ps: : : 1715 13000 2 FLaBe8ETIAN mepmmme PR agecai_dec— b Lo 5 B s el
-696- stata@stata.com
l=male, 2=femalz__
etght— eTght {em)—
folvst_date start date fovaptan
starting dose-flvapian—
mayo 1=A, 2=B, 3=C, 4=D, 5...
i st i 5o i Tt O
1§ hun
rrgs, ston., EN2SOR fardrhs=22znm.

fut_ic:I'.r_\l.r follow:-up time on toh
(Mo 01U p-HTEsTass
fut_idl_w follow:—up time under
e A — ey R T
stage. GFRO 1=00+, 2=60-89, 3=4
sere s

GFRG' fut_w
B‘Em_ (==
stage_GFR1 1=90+, 2=60-89, 3=/

GERZ GER=l

I I
GFR1_fut time visit0 to GFR1 (w
GERdatal GERdate
stage_ GFR2 |

| |

B _
GFR2_fut |

aamu:_

stage GFR3 N




O

DRUGSAFETY.CH
| |
Tolvaptan bei ADPKD
P nans B s g PTomans EEEm e TR
Rl e T
JINARC® ER ¥ JINARC’
JINARC® ‘ [ JINARC’ /
comprimés / o0 o N B ot v oo .
tolvaptan = Rl ieneeten = -
JINARC"®
JINARC® ELEER /
comprimés
tolvaptan
Voie orale. sk



Hepatotoxicity surveillance of tolvaptan in phase lll clinical trial O
(ADPKD patlentS) DRUGSAFETY.CH

( a) ADPKD
(Trial 156-04-251)

2 of 957 subjects taking tolvaptan (0.2 %) met
the Hy’s Law criteria (ALT >3x ULN, total

/ bilirubin >2x ULN
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Data from SUISSE ADPKD cohort

2018 analysis, 76 patients

Representative Samples of 4 Patients
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The x-axis represents time in weeks from start of tolvaptan. The y-axis represents eGFR (mL/min/1.73 m2). These samples were selected because there
were more than 2 visits within 11 weeks and 5 visits from 11 weeks after start of tolvaptan.
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Hepatotoxicity monitoring in SUISSE ADPKD cohort O

2018 analysis, 76 patients

DRUGSAFETY.CH

Initial delta eGFR and analvsis of Drug-Induced Serious Hepatotoxicitv

Box and scatter plot of delta eGFR from baseline to 4 week visit eDISH - Evaluation of Drug-Induced Serious Hepatotoxicity
after start of tolvaptan .
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Hepatotoxicity monitoring after 2018

- ALT increases in two patients in March and April 2019 during tolvaptan treatment
- 5 and 10 times upper limit of normal, respectively
- No likely explanations other than tolvaptan found

-> STOP TOLVAPTAN

-> Full recovery without complications soon after stop



Characteristics of our tolvaptan patients - age

2021 analysis, 126 patients DRUGSAFETY.CH

Age at start of tolvaptan

2 3 4 5 6 7
3=20-20, 4=30-39, 5=40-49, 6=50-59, 7=60-69, 8=70-79



Characteristics of our tolvaptan patients - renal function O

2021 analysis, 126 patients PRUGSAFETY.CH

eGFR at start of tolvaptan
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Characteristics of our tolvaptan patients - kidney volume

2021 analysis, 126 patients

Total kidney volume (ml) at start of tolvaptan
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Tolvaptan start calendar date O

2021 analysis, 126 patients DRUGSAFETY.CH

Start date tolvaptan
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Compliance with tolvaptan treatment O

2021 analysis, 126 patients DRUGSAFETY.CH
Therapy course
Therapy course Freq. Percent Cum.
.................. o e e e e e o e o e
Aigogntinues | I s = 555 5 56
[t e p he . | 11g HEi DA
loss of follow-un | 3 .38 §5.24
paussd | 2 1.58 us. 83
renal failure | 4 3.17 00,00
.................. S
Total | 126 100.00
Tolvaptan maximum maintenance dose
Tolvaptan dose | Freq. Percent Cum.
............... e e —————
45/15 | 8 6.35 6.35
60/30 | 8 .35 12.70
90/30 | 109 86.51 99.21
90/0 | 1 0.79 100.00
............... e —— ——————
Total | 126 100.00
Note: Among the 8 patients with a dose of 45/15 and the 8 patients with a dose of 60/30, this may not be the final 13

maintence dose yet if patients started tolvaptan therapy only recently.



O

Progression of eGFR under treatment with tolvaptan

2021 analysis, 126 patients

Delta eGFR vs. baseline after 1, 2 and 3 years

Follow-up time | Obs Mean Std. dev. Min Max
--------------- o s -
1 year 61 -6.085246 6.646524 -20.1 9.900001
............... o e e e e e e e e
2 years 54 -5.87963 6.762504 -22.2 10.9
............... A o e e e e e e o o o e o o e e e e o o o e e e
3 years 30 -B.456667 7.293866 -23.1 5.500001

Note: for calculation delta eGFR max = 90 ml/min/1.73m?
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Progression of eGFR under treatment with tolvaptan O

2021 analysis, 126 patients

DRUGSAFETY.CH
Mayo class D, course of eGFR
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Tolvaptan bei Hyponatriamie durch SIADH

N Qt§uko
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Chlorthalidone for Hypertension
in Advanced Chronic Kidney Disease

Rajiv Agarwal, M.D., Arjun D. Sinha, M.D., Andrew E. Cramer, B.S.,
Mary Balmes-Fenwick, M.S., Jazmyn H. Dickinson, B.S.,
Fanggian Ouyang, M.S., and Wanzhu Tu, Ph.D.

CONCLUSIONS
Among patients with advanced chronic kidney disease and poorly controlled hy-
pertension, chlorthalidone therapy improved blood-pressure control at 12 weeks as
compared with placebo. (Funded by the National Heart, Lung, and Blood Institute
and the Indiana Institute of Medical Research; CLICK ClinicalTrials.gov number,
NCT02841280.)
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