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AKI in ECMO patients; hemolysis

*  Shearstress directly related to ECMO circit pressures
* Envthrocyte deformability; oxidative stress

* Disrupts homeostasis of oxygen, NO and ROS
clevated levets o free circulating erythrocyte constituents
essentialfor normal kidney signaling, immuntty, and microvascular function

*  Plasma-free hemoglobin (fHb) and free iron; main contributors of Oxidative damage
fHb reacts with hydrogen peroxide and scavenges NO
> redox cycling to form toxic free
o&lobin and subsequently precipitates. ‘within renal tubules
free iron forms ROS (hydroxyl radicals and superoxide anions), Particularly in acidic
environments such s the renal tubular urine
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Spotlight Stage of WCN 2023
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WCN Intervention nephrology course.
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o
£
o
3
<
'S 401
2
2 501
S —&— Nefecon 16 mg —0— Placebo
£ s
E - Treatment phase Follow-up phase
0 :I! 6 9 1'2
m
Patients at risk, n
Placebo 102 98 94 Ll 65*
Nefecon 16 mg 97 a3 89 80 60*

]
s &
n

Mean (absolute) change in eGFR
from baseline (mimin/1.73 m?)
ho&

S

4

Lo
P

—4— Nefecon 16 mg —0— Placebo

o
o

Treatment phase Follow-up phase
0 3 [] 9 2

=125

Patients at risk, n
Placebo 102 100 95 9 67"
Nefecon 16 mg 97 92 89 91 58

NeflgArd G7101A @ Hili(a), 2 Y22U(b), AFAIK2HE(c)2] HEt H]
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3. The Lancet. 2017;389(10084):2117-2127.
4. Kidney Int. 2023;103(2):391-402. 5. CEOR. 2023;15:213-226.
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HIF-PH JAA]

7|1&0] T2 FHE HIE AE= FE FEHE
%, AP A AA|(erythropoiesis-stimulating
agent, ESA) Fof, = 8 & o]Fo|A gt} 53], A
%3} Q7 AE TR S 2 B erythropoietin, EPO) A|A
7} 7R o2 X 300 WX ESA= THdEE ol o
g I X 59] 27kS o] Fo] ot 17 < HhE 7]
Hog didxgof Hdsk= AAIQl HIF-PH(hypoxia-
inducible factor-prolyl hydroxylase) GA|A|7} 7R =]
1, AR ATE Hol= vt 34 A+ 2ol T
HEHA B2 AAofso] A4S 7HAA = ol
HIF= A4ta A4RollA e-unit?t p-unito] A5}
/38t EPO 44K} EPO 58A4|9] TS S7H171 1,
hepcidin A 5 A2 thAtol] Tofste] 2F2E-S FX
Sl AT 2k BA AL FEol A= HIF-a7} prolyl
hydroxylase©] s £al=L, HIF-PH SAA+= prolyl
hydroxylase®] 8- AJA|sto] HIFE &/8HA17]2L &
H AR AANE fdoke] 2@2HE-S S3sH] Hot!
HIF-PH 9AIAl= WAA<1 EPO A4S SX5kar A
LEEE THARLRA QR4 EPOE T3k ESA
o v 2] AQl Tk o] EPO A5Tte = FMA 4
A& A7, T HET FAAAAE 7]&2] ESA9t
2] 7= AT AA R S 2=

2018 S04 roxadustato] 50 B2 A2 AL
2 JEAE HE HIF-PH JAAE0] 59 vk,

R ok

N,

HIF-PH JAA7} =] Al 972l Q1o o] disf &
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Roxadustat

RoxadustatZ BIFA THIFEH W@ SAolA ek
tjH] EYHOLYMPUS)'®} darbepoietin-a HH| H|E&
J(DOLOMITES)’ "<& Yeiglar, 919k ofv] A
Al 5ol T7IHA 922 HolFdoh B3, R4 5
9l 3RO M % epoietin-e HH] H|E5/AS UEFHAL
(ROCKIES), " AE¥A S Aol FArS Ho
A"

33 A 5-85k= 8HoE FHoflA= T4 E H[EA
SERpoll A ARE-Z &1 7F AT

- Roxadustat
~o-Darbepoetin alfa

Hemoglobin (g/dL)

LT e 3 3 e Pt ] et e o s e e Pl s e Bt i |
BL 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100 104 EOT EOS
Visit (weeks) +2

2 B Roxadustat (n=1051) M Epoetin alfa (n=1055)
20
18 : d . 5 .
° ° ® ° ° 8 ° % L
16 . . . . . - T
g i :
212
210
8 °
6 LI S LA H 4 w3 3 - .
4] ¢ .
2
Baseline Week Week Week Week Week Week Week Week Week Week Week Week Week
4 12 24 36 52 68 84 100 116 132 148 164
Visit
Roxadustatn= 1051 996 970 948 894 827 707 653 609 566 516 463 392 103

Epoetinalfan= 1055 988 980 966 928 876 761 709 673 625 550 491 420 111




Enarodustat

A7 = L& HollA 9] A7t dEE o] Jlal, HIEA
(SYMPHONY HD)’ ¥ F43?1(SYMPHONY ND)'* ®l
dZ FHkeE w2 SEXjo|A] darbepoietin-e HH]
H|F54E Bt oA E 34 A7t XY= it
S 13] A4 E-85k= 8O 2 oA T4 At
A A& S| 7P

Vadadustat

H|EA Od 521 SAHPRO2TECT) & 4 521 2+
(INNO2VATE)"?"““o]| A dabepoietin-a HH] H|GSA
I A A PEFo] TTFSHA] e ool

oFF 13] A B-&ol= &H o2 FY o A= T4 2t

A A8 S7hgL

—6— Vadadustat —©— Darbepoetin alfa

A Incident DD-CKD Trial
4

Change in Hemoglobin Concentration
(g/dl)

2 4 6 & 10 12 16 20 24 28 32 36 40 44 48 52 64 76 88 104 16
Weeks since Randomization

No. at Risk
Vadadustat 181 165 165 162 162 156 163 160 156 151 147 145 139 127 113 101 92 82 55 43 26 21
Darbepoetinalfa 188 180 170 174 169 167 167 166 169 165 162 157 151 139 112 106 100 82 67 46 24 19

B Prevalent DD-CKD Trial
2-

TR il

— T T
2 4 6 8 10 12 16 20 24 28 32 36 40 44 48 52 64 76 88 104 116
‘Weeks since Randomization

(g/dl)

Change in Hemoglobin Concentration

No. at Risk
Vadadustat 1777 1663 1625 1609 1590 1582 1585 1590 1548 1510 1483 1457 1434 1391 1325 1253 1232 1066 881 628 422 286
Darbepoetinalfa 1777 1658 1668 1654 1619 1603 1605 1625 1604 1557 1514 1511 1485 1456 1395 1323 1294 1134 1002 714 510 352

Daprodustat

H 54 wgFE SRHASCEND-ND) “oA& darbe
poietin-e t¥], T4 FA FAHASCEND-D) ‘of| A=
GHEMQ] H§- epoietin-e, FHHFAR] 7-F darbep
oietin-e%} tiv[sto] H|F53 AEA 5] 57
SHA] 52 Hof 9ot

S 13] A7 E-85l= SHO 2 23 % u|= FDAS] &

Qg ket

oHet, HIFQ] /d5k= vascular endothelial growth fac
tor(VEGF), VEGF 484 1, plasminogen-activator in-
hibitor-13} £ ¥4 455 £4I5t1, endothe-
lin-13}F 22 L5 2Ho| = Fofsto] o] et T F
& T, TS 22 52 7ol iR $=7t
AT ZF eFA|9] 34 A A+ ARE T =FolA
= A8 B 7T S7HE HolAl= ko,

¢

4 ol wet AEA S S7HE Hol7|k St
931, daprodustat AFHE & A% U E-Z0] vhgstict

BIE ek 7120 34 A AT A 10457
%) ZAfstol, oba] 7|7 ALgo] HE AL TP A vy
A % Qlome, G5 o4 AMg A] 0] 27 P B
a7t At

fr

Cl&o], HIF-PH AIA7} 71&0f ESA A 2E stlon
AURSAlS H ol SRjol| A a7} 1S ZQ1A], 71EF YAt
3 = tEIFLA a3Kpleiotropic effect)
7F Q2 ARIA] HisfiA = F7HAQ1 A7 BT A e

o
:
=
)
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Nephrol. 2016:27;1234-1244. 4. J Am Soc Nephrol. 2021:32;737-755. 5. Nephrol Dial
Transplant. 2021:36;1616-1628. 6. Clin J Am Soc Nephrol. 2021;16:1190-1200. 7.J Am Soc
Nephrol. 2022;33:850-866. 8. Adv Ther. 2021;38:5345-5360. 9. Kidney Dis 2021;7:494-
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Engl J Med. 2021;384:1601-1612. 13. N Engl J Med. 2021;385:2313-2324. 14. N Engl J
Med. 2021;385:2324-2335. 15. Kidney Dis. 2023;9:1-11. 16. Circ J. 2023,87:378.
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Glucose Control & CV Event Reduction!

M 28d St 2HA = o
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22 MpAH
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- @48t HbA,, 25t 51
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" SI20] ZHE QOB TS : So|Lt BfEZ2] 7/ IHX1 S H2 B e

VAR MRS 2 ASIRIRII UGS S, HIES LSS, 4P-MACEE neutraldt 238 SRS S5 -Si £t Qst
3P-MACES] 4t 912 9I9F CiB] 14% 2AB14ALICHHazard ratio, 0.86 [95.02% Cl, 0.74-0.99]; P=0.04 for superiority) == — TT =i
3P-MACE (primary outcomel: &/247] A, BIX|BE A2, HXIZX LE5. 71" _il:l‘7 r—l,x."7
4P-MACE (key secondary outcome): 71| A, HIXIYX dZ 34, HIX|YH LIZF, 20rdd o i 5

* EZX|2: Anti-diabetic agents, RAAS blocker and other anti-hypertensives, statins, and aspirin.

3P-MACE, 3-point major adverse cardiovascular events; 4P-MACE, 4-point major adverse cardiovascular events; Cl, confidence interval; GV, cardiovascular; HbAr, glycosylated haemoglobin; RAAS, renin-angiotensin-aldosterone system.

References 1.Zinman B, etal. N Engl J Med. 2015;373:2117. 2. Roden M, et al. Lancet Diabetes Endocrinol. 2013;1:208. 3. Roden M, et al. Cardiovas Diabetol. 2015;14:154.
4. Ridderstrale M, et al. Diabetes Obes Metab. 2018;20(12):2768. 5. Hadjadj S, et al. Diabetes Care. 2016;39(10} i
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J Trajenta’

(lnaglitin) 5mg tablets.
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ADVAGRAF

tacrolimus prolonged release

TAKE CONTROL. FOR LIFE.
ONCE DAILY DOSIN
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START TRANSPLANT
MANAGEMENT
WITH TACROLIMUS!

KramerBK et Efieaey and safety of tacrolimus compared with ciclosporin-A in renal transplantation: 7-year observational results. Tran. 1t 2016 Mar;29(3):307-14
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Your Partner in Health Care
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Calcium polystyrene sulfonate
Powder / Granule / Suspension
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only treatment proven to slow cyst progression
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