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BAC KG RO UND B ES U LTS Figure 3. Mean Hemoglobin Over Time Up to Week 156 Table 3. Study Treatment Modifications Throughout the Study SAEs Requiring Hospitalization
15.0 } Weeks 2—8 Weeks 10-20 PEP (Weeks 24-36)  SEP (Weeks 40-52) e Most SAEs by system organ class were more frequent in the DA treated group
e Chronic kidney disease (CKD) is estimated to affect nearly 10% of the global population, Baseline Characteristics 14.5- VADA DA VADA DA VADA DA VADA DA e The most common SAEs resulting in hospitalization were peritonitis (11.2%), pneumonia
and is frequently associated with anemia’? e Of the 3923 patients randomized in the 2 INNO,VATE trials, 309 (7.87%) were receiving PD . I liElez)  omesr)  Edse)  Eled)  Wnsdsa)  (eledy el {ELsd) (8.6%), and sepsis (5.3%) in the VADA group; while in the DA group, peritonitis (19.7%),
5 c o 1 (0) 1 0 0 1 (0)
o | - at baseline (VADA, N=152; DA, N=157). 52.4% of these patients were male with a mean - dose modification, [152 (10001157 (100.0)| 140 (52.1)| 152 (96.8){ 123 (80.9) | 141 (29.8) | 101 (66.4) | 128 (81.5) pneumonia (5.7%), sepsis (5.7%), acute Ml (5.1%), and hyperkalemia (5.1%) were most
e The oral hypoxia-inducible factor prolyl hydroxylase inhibitor (HIF-PHI) vadadustat age of 54.7 years =] n (%) common (Table 5)
(VADA) stimulates endogenous erythropoietin and red blood cell (RBC) production and _ . o . o = 13.0- i Number of dose changes
is currently approved for the treatment of anemia in patients with CKD in Japan, and is Table 1. Selected Demographic Baseline Characteristics of Patients Receiving 2 125- T I Mean (SD) 1.4(0.89) [ 1.5 (1.18) [ 1.4(1.18) [ 1.9 (1.32) | 1.3(1.2) [ 2.0(1.6) | 1.2(1.3) [ 2.1 (1.8) Table 5. Summary of SAEs Resulting in Hospitalization of 5% of Patients
i under review by the United States Food and Drug Administration3 Peritoneal Dialysis at Baseline = . i . Median 1.0 1.0 1.0 2.0 1.0 2.0 1.0 2.0 T —
N Characteristic VADA (N=152) DA (N=157) éb R rr LT Ta+TTRT r [ [ . Min, Max 0,4 0,6 0,4 0,7 0,5 0,7 0,5 0, 10 (N=152; Exposure=242.0 PY) (N=157; Exposure=262.2 PY)
g . Ilj 2 rece.ntly completed global phase 3 trials in patient§ wit.h dialysis—dependent.chronic Mean age, years (SD) 54.8 (13.4) 54.6 (13.9) 3“;_’ Sy ot T r Reasons for dose modifications, n (%) ) — ) S—
kidney disease (DD-CKD) (INNO,VATE), VADA was non-inferior (NI) to darbepoetin alfa Sox male,n (% 76500} % (54.9) 2 11091 Increased or - n (%) (per 100 PY) n (%) (per 100 PY)
. . . . . . X, ; ( - - o |
'\" (DA) for the primary safety endpoint (time to first major adverse cardiovascular event . _ o 9 1054 g:g;ZaZEde 102 (67.1)| 96 (61.1) | 65 (46.4) | 98 (64.5) | 46 (37.4) | 89 (63.1) | 34 (33.7) | 83 (64.8) Any hospitalization, TEAEs 77 (50.7) 235 (97.1) 113 (72.0) 328 (125.1)
| [MACE]: a composite of all-cause mortality, non-fatal myocardial infarction, and non-fatal Racial or ethnic group, n (%) s < coccment Infections and infestations 41 (27.0) 83 (34.3) 66 (42.0) 114 (43.5)
<t stroke) and the primary efficacy endpoint (correction/maintenance of hemoglobin [Hb])* White 87(57.2) 86 (54.8) s 10.07 | E— EP— 17 (11.2) 18 (7.4) 31 (19.7) 34 (13.0)
: L[ irr 0 0 0 0 0 0 0 0 ' ' ' '
Qh) ’ et s ot ot CUADA o DA the sut f Asian 35 (23.0) 37 (23.6) SN LAl L - | I due to AE PReumonia 13 (8.6) 15 (6.2) 9 (5.7) 9 (3.4)
® 9 : 4 1 1 )
S S GISRETIE s S5lE ST CULLERIE o SRR D i S ARGl € Black or African American 2113 8) 24(153) 9.09 “L}|1] -- interrupted due | 55 (15.1) | 47 (29.9) | 28 (20.0) | 31 (20.4) | 21 (17.1) | 42 (29.8) | 22 (21.8) | 31 (24.2) Sepsis 8 (5.3) 11 (4.5) 9(5.7) 10 (3.8)
o patients who received peritoneal dialysis (PD) Other? 9 (5.9) 10 (6.4) 8.5- . ; . ;coteleva'ieczlj :b Gastrointestinal disorders 16 (10.5) 22 (9.1) 19 (12.1) 27 (10.3)

QE) Hispanic ethnic group, n (%) 8_0_' tr; ngjfesecuel’:e 13 (8.6) 0 18 (12.9) 0 12(9.8) | 1(0.7) |14(13.9) | 1(0.8) Cardiac disorders 15 (9.9) 26 (10.7) 23 (14.6) 36 (13.7)

1 H 2 ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! Acute MI 7 (4-6) 7 (2.9) 8 (5.1) 10 (3-8)

S 0 Bj ECT'V E Hispanic/Latino >2 (34.2) °6(35.7) (l) zlz 1|6 2|4 3|2 4|o 4|8 5|6 6|4 7|2 8|O 8|8 9|6 1(|)4 112 150 158 156 1214 1&2 1(|50 ItthrErUpted due | g (5.3) 2(13) | 9(6.4) 5(3.3) 8(6.5) | 4(2.8) 2 (2.0) 2 (1.6) T T

Not Hispanic/Latino 96 (63.2) 99 (63.1) Visit (Week) . 12 (7.9) 20 (8.3) 21 (13.4) 25 (9.5)
: Restarted 17 (11.2) | 23 (14.6) | 51 (36.4) | 52 (34.2) | 39 (31.7) | 39 (27.7) | 32(31.7) | 36 (28.1) procedural complications
< e To describe key efficacy and safety data of VADA in the subgroup of patients receiving PD itgion el emrelmER, 1 {4 —— VERERNEER o [DEEReEhll At Other 2(13) | 3(19) | 2(14) | 12(7.9) | 5(41) | 428 | 1(10) | 7(5.5) Nervous system disorders 11 (7.2) 13 (5.4) 11 (7.0) 13 (5.0)
; in the IN NOZVATE program United States 73 (48.0) 90 (57.3) SD, standard deviation. *Starting at week 6, patients in both treatment groups could receive ESAs as rescue therapy if they had worsening symptoms of anemia and a Vascular disorders 12 (7.9) 14 (5.8) 20 (12.7) 23 (8.8)
m E 14 (9 2) 5 (3 2) hemoglobin concentration of less than 9.5 g per deciliter. In the darbepoetin alfa group, an ESA was defined post hoc as a rescue medication if E thoracic. and
: : the dose was at least double that of the previous dose of darbepoetin alfa. ’ ’

: Non—US/Europe 65 (42.8) 62 (39_5) ¢ Of the patients undergoing PD WhO were treatEd Wlth VADA and DA; 554% (n=84; AE, adverse event; DA, darbepoetin alfa; ESA, erythropoietin-stimulating agent; Hb, hemoglobin; PEP, primary evaluation period; SD, standard mediastinal disorders ° (5.9) 10 (4-1) ’ (4.5) ’ (2'7)
t M ET H O DS Miean time since dialysis started, years (SD) EE E 95% Cl: 51.97, 58.55) of patients treated with VADA and 56.4% (n=89; 95% Cl: 54.14, deviation; SEP, secondary evaluation period; VADA, vadadustat. Musculoskeletal and 2(13) 2(0.8) 9(5.7) 9 (3.4)
J— _ _ Y al 58.60) of patients treated with DA maintained Hb levels within the geography-specific IncidenEelof TEAESIandISer puslAdverseIEventsHSAES] connective tissue disorders
> | | i . - N o Disease history, n (%) target ranges during the PEP (weeks 24-36; difference, % [95% Cl]: —0.0 [-0.1, 0.1]; o ] ) ) o wetballern srE FurEer ciesraars
\—? o ng randomllzled (1.1),. |oI ase 3, global, open-la €|, sponsor- ind, parallel-group, Diabetes mellitus 75 (49.3) 87 (55.4) odds ratio [95% CI]: 1.0 [0.6, 1.6]) (10-11 g/dL in the United States; 1012 outside the e The incidence of overall TEAEs was 88.2% vs 95.5% and of SAEs was 52.6% vs 73.2% in T — 0(0.0) 0(0.0) 8 (5.1) 9(3.4)
o~ achve-cpntro ed NI tria s.(INN.OzVAT.E) comparlng VADA vs DA were co'n.ducte.d to. e e e 46 (30.3) 56 (35.7) United States) the VADA and DA groups, respectively (Table 4) Hoed e il e 0 (e (31
o determine safety and efficacy in patients with anemia of DD-CKD receiving dialysis VEA G ) « The most common TEAEs were peritonitis (17.8%), hypertension (14.5) system disorders (4.6) (2.9) (5.1) (3.1)

(either PD or hemodialysis) (Figure 1) AEPR W .. . o0 ’ Y g . DA, darbepoetin alfa; MI, myocardial infarction; PY, patient-years; TEAEs, treatment-emergent adverse events; VADA, vadadustat.
N Class 0 (no CHF) or | 141 (92.8) 147 (93.6) Hb-Related Safetv Endooints nasopharyngitis (13.8%), and pneumonia (11.8%) in the VADA group; while in the i ! PeRET i
s y P DA group, peritonitis (27.4%), hypertension (19.1), nasopharyngitis (12.7%), and
Tor i 11(7.2) 10(64) e Hb ions >12.0-14.0 g/dL imilar bet the VADA and DA duri -
@ Fisurel. INNO,VATE Study Desizn oo BV e/ (5D) 5062 —— ’ excur(5|onsl,< : ) : g, v(vere Zlml ar ()e(webeln )e an groups during hyperkalemia (14.0%) were most common CO N C LU S I O N S
Q g 2 el Bl 5 . A ek the PEP (weeks 24—-36) and SEP (weeks 40-52) (Table 2
Mean Hb concentration, g/dL (SD) 10.1 (0.9) 10.0 (0.9) _ o _ o Table 4. Overall Summary of TEAEs, SAEs, and TEAEs Occurring in 210% of Patients
_ e — e Hb increases >1.0-2.0 g/dL within any 2-week interval were similar between the VADA VADA >
INNO,VATE (N=3923) : Iron-related parameters, mean (SD . _ B . . . . . . .
> g P o35 s e P —— and DA groups during the PEP (weeks 24-36) and SEP (weeks 40-52) e o e P ) i e A ) e |nasubgroup analysis of patients receiving peritoneal dialysis

U '”C‘derltgzg'CKD Vadadustat (oral tablets) § — ] e —p— S — e Hb excursions below 9 g/dL were similar between VADA and DA groups during the PEP Events Events in the INNO,VATE phase 3 trials, the safety and efficacy of

: (n=369) - 'b(ljots-iid :arﬁ(rlgs:/iéggoo r}ndg o)n;:)e d;:jily, V\I,_:th . E erritin (ng/mL) .85 (450.4) .17 (507.5) (weeks 24—36) and SEP (weeks 40_52) Category n (%) (Events per 100 PY) n (%) (Events per 100 PY) VADA e Iargely comparable to DA
“© Randomized? EXIDIE TErERON | SoL—oll ME/ddy) Da>ed ON HD eve : TIBC (ug/dL) 224.12 (36.2) 222.52 (38.2) Overall Summary of TEAEs
e (1:1) : . Any TEAES 134 (88.2) 1069 (441.7) 150 (95.5) 1464 (558.4) . .. : ..

: N : Serum iron (pg/dL) 81.60 (28.6) 87.11 (35.3) i ) ) ) ) y o
e Storting Cs bt oo £ e o ot abel | S— 36.85 (12.9 39,04 (13.9 Table 2. Hemoglobin Excursions and Rate of Rise During the Primary and Any drug-related TEAEs 15 (9.9) 25 (10.3) 8 (5.1) 9 (3.4) Among patients receiving PD, the risk of MACE was similar
E for adults with DD-CKD® e t:) — S —— o — : : : : Secondary Efﬁcacy Periods Any severe TEAEs 52 (34.2) 148 (61.2) 75 (47.8) 218 (83.1) IN the VADA and DA grOUpS
: ncludes Na ve. awa.uan or other aFI C s.an er, mu e.o.r not reported. o . o Any SAEs 80 (52.6) 263 (108.7) 115 (73.2) 347 (132.3)
m < > < > < > < > > BMI, body mass |.nd.ex,'DA, darbepgetln a'llfaf Hb, hem.og.lobln, NYHA-CH.F, New quk I.-|eart Association Congestive Heart Failure; - o Hb Ievels were Wlthln the tar et rance |n the maOrlt Of
Screening  Correction/Conversion Maintenance Long-term Follow-up SD, standard deviation; TIBC, total iron-binding capacity; TSAT, transferrin saturation; VADA, vadadustat. PEP (Weeks 24—36) SEP (Weeks 40-52) Any drug-related SAEs 2(1.3) 2 (0.8) 2(1.3) 2 (0.8) g g J y
< (up to 8 weeks) or Conversion (weeks 24—52) Treatment (4 weeks) . ] Any TEAEs leading to study . :
~ i o  wesks3en MACE in PD Patients VADA (net28 oA (vt VADA (net11 oA (vt o s O 6 (3.9) 6 (2.5) 5(3.2) 5 (1.9) patients in both the VADA and DA groups

- Primary Secondary ¢/ treatment e Among patients receiving PD, the risk of MACE was similar in the VADA and DA groups Any drug-related TEAESs > VADA th . : :

- - . . . . erapy was associated with fewer dose adjustments

%0 Fualuation  Evaluation (hazard ratio [HR] 1.10; 95% confidence interval [Cl]: 0.62, 1.93) Hb >12.0 g/dL, ” - 57 - Lﬁig;r;i_az:\;yodny treatment 4 (2.6) 4(1.7) 2 (1.3) 2(0.8) | pY | | J
3 (weeks 24-36) (weeks 40-52) Efficacy in PD Patients (% [95% Cl]) (19.2[12.7, 27.2]) | (20.3[14.0, 27.8]) | (24.3[16.7, 33.4]) | (21.4 [14.7, 29.4]) e —— T T T G o Patients recc?wl .ng VADA exper.len.ced. fewer SAEs

el eratifiod b & e AVHA GHF clace: Hb level at study ent e During the primary efﬁcacy period, the mean Hb concentrations were 10.5 (|\/|in’ Hb >13.0 g/dL, n 4 - 9 3 All deaths 16 (10.5) 16 (6.6) 20 (12.7) 20 (7.6) and d |Ower |nC|dence Of hOSpIta|IzatI0n than thOse

aStratified by: Geographic region; class; evel at study entry. . . . 0 ’ .. o . ..
: bStudyhdrug.g ii't;jitratedd_ to achievedt.alrge.t :b Ievzls (L.JS: 10—11§/dL; 'no_n-US: 1(|)—%2 g/dL).' - S | k Max: 7.8, 131) in the VADA group, and 10.5 (Mm; Max: 7.4, 125) in the DA group (% [95% Cl]) (3.2 [0.9, 8.0]) (4.9 [2.0, 9.8]) (8.1 [3.8, 14.8]) (6.1[2.7,11.7]) -|rEfAES- Occur:;r'lgfm 219" of Pauent;4 — e YTy YYCEER rece|V|ng DA
Q fIKD,rcAronlci | rr:ey n|seas.(\e/, DHD, r|aFys”|sre.pen ent; ES,:, ery‘f rop0|nei5|s-st|mu ating agent; Hb, hemoglobin; IV, intravenous; NYHA CHF, New Yor o The Ieast squares mean difference in change in Hb from baseline was —0.10 g/dL (95% Cl: n ectl.ons.a-n Intestations ( . ) ( . ) ( . ) ( . )
m eart Association Congestive Heart Failure; SC, subcutaneous; US, United States. . . ) Peritonitis 27 (17.8) 34 (14-0) 43 (27'4) 53 (20'2)
—0.33, 0.12) during the PEP and —0.19 g/dL (95% Cl: —0.43, 0.05) during the SEP (Figure 2) Hb >14.0 g/dL, n 0 0 1 2 —
P : : oy (% [95% Cl]) (0.0 [0.0, 2.9]) (0.0 [0.0, 2.6]) (0.9 [0.0, 4.9]) (1.5 [0.2, 5.4]) Nasopharyngitis 21 (13.8) 28 (11.6) 20 (12.7) 29 (11.1)
o Hb concentration remained within target range throughout 156 weeks of treatment Preumonia 18 (11.8) 22 (9.1) 17 (10.8) 18 (6.9) ACKNOWLEDGMENTS
h|6 o El|g|.b.le patients were adults (agegl >18 years) with DD-CKOD, who had anemia with .serum (Figure 3) P S P 61 (40.1) 126 (52.1) 74 (47.1) 164 (62.5)
ferritin 2100 .ng/m'L a.nd transferrlr.m saturation (TSAT) 220%, and who had not received an e Primary and key secondary efficacy endpoints met the prespecified NI margin of —0.75 g/dL L T e vy — 1 1 2 2 Metabolism and nutrition 6 (36.8 04 (388 26 (50.3 79 (656 This study was funded by Akebia Therapeutics, Inc., and Otsuka Pharmaceutical. Medical writing

- RBC transfusion within 8 weeks prior to randomization n (% [95% Cl]) (0.8[0.0, 4.4]) (0.7 0.0, 3.8]) (1.80.2, 6.4]) (1.5[0.2, 5.4]) disorders B B 1205, 1856, assistance, provided by Cadent Medical Communications, LLC, a Syneos Health® group company,
"a's > [ar s e e BIBLEXD sy, seifais ware resulies) e eve e meieimnes Figure 2. Mean Change in Hemoglobin From Baseline Hyperkalemia 9 (5.9) 10 (4.1) 22 (14.0) 26 (9.9) was supported by Akebia Therapeutics, Inc.

o mum dialvsis (h dialvsi PD ' hin 16 K , _ ith baseline Hb 1.0 — Hb increase >2.0 g/dL Vascular disorders 47 (30.9) 70 (28.9) 58 (36.9) 94 (35.9)

(&) lalysis ( €modia Y§|S or _ )_Wlt In WEEKS prior t.O S_Cree_nmg’ \_Nlt aseline Difference = —0.10 + 0.11 Difference = —0.19 + 0.12 within any 2-week interval, / 10 6 3 Hypertension 22 (14.5) 25 (10.3) 30 (19.1) 33(12.6)

(@) 8—11 g/dL and receipt of limited doses of erythropoiesis-stimulating agents (ESAs) (95% Cl: —0.33, 0.12) (95% Cl: —0.43, 0.05) n (% [95% CI]) (5.6[2.3,11.2]) | (7.0[3.4,12.5]) | (5.4[2.0,11.4]) (2.3 [0.5, 6.6]) General disorders and DISCLOSURES
N 0.8 — I S 58 (38.2) 74 (30.6) 44 (28.0) 77 (29.4) B RE EE 1T : .

o For the prevalent DD-CKD study, patients were required to have received maintenance , PC, CG, LK, and KAN were study investigators. GC and KUE currently serve as study consultants

[ - dialvsis ?or Jt least 12 weeks l}i/oFr) to screenin ancji to be currentlv receiving anv form 3 Hb <9 g/dL, n 29 28 25 28 Asthenia 16 (10.5) 21 (8.7) 7(4.5) 11 (4.2) for Akebia Therapeutics, Inc. WL, TM, and DV are employees of Akebia Therapeutics, Inc.

y ) _ P 8 y s any w 0.6 — (% [95% Cl]) (23.2 [16.1, 31.6]) | (19.6 [13.4, 27.0]) | (22.5[15.1,31.4]) | (21.4 [14.7, 29.4]) Nervous system disorders 43 (28.3) 63 (26.0) 41 (26.1) 64 (24.4) . . . .

(q¢] 7

QO of ESA therapy, with baseline Hb 8-11 g/dL (US) or 9—-12 g/dL (non-US) & - S The results presented here have not been published previously in whole or part, except in

c njury, poisoning, and
.: 8 Hb <8 g/dL q 6 10 5 - procedural complicat‘ions 38 (250) 77 (318) 45 (287) 88 (336) abstract format.
Q * The primary and key secondary efficacy endpoints were the mean change in Hb from = (% [95% CI]) (4.8[1.8,10.2]) | (7.0[3.4,12.5]) | (6.3[2.6,12.6]) | (5.3[2.2,10.7]) Musculoskeletal and Presented during American Society of Nephrology (ASN) Kidney Week 2021, Virtual
. . . . . 4 e ) 36 (23.7) 48 (19.8) 47 (29.9) 75 (28.6) ’ ’
E baseline to the primary evaluation period (PEP) (weeks 24—-36) and from baseline to the — T TINE e T ———— connective tissue disorders November 4-7, 2021.
secondary evaluation periOd (SEP) (WEEkS 40_52)1 reSpeCtiVe'V, in eaCh trial 0.2 — Cl, confidence int;—zr\jgal; DA, darbepyoetin alfar;)Hb, hemoglobin; PEP, primgry e'valuation period; SEP, secondary evaluation p:geriod; | Resp.irat.ory, thoradc’ and 32 (21_1) 50 (20_7) 42 (26_8) 57 (21_7)
< VADA, vadadustat. mediastinal disorders
e The prespecified primary safety endpoint was time to first MACE 0.0 — Cardiac disorders 29 (19.1) 60(24.8) 40 (25.5) 76 (29.0) REFERENCES
ADA A VADA oA Study Treatment Modifications oxin ang subutancous 21 (13.8) 22 (9.1) 31 (19.7) 41 (15.6) 1. GBD Chronic Kidney Disease Collaboration. Lancet. 2020;395:709-733.
* We assessed the incidence of treatment-emergent adverse events (TEAEs) | o | =143 L =1l | =131 e During the PEP (weeks 24-36), patients receiving VADA required fewer mean dose Blood and lymphatic 15 (6 e i i Lo SlRUIET WIE; PRI 16 (e Cle: Z00ARC IR B s,
Primary Evaluation Period Secondary Evaluation Period mOdiﬁcathnS than thOse reCGIVing DA (VADA: 1.3; DA: 2.0) (Table 3) system disorders 3. Markham A. DrugS 2020,801365_1371
e The present pre-specified analyses includes only data from patients undergoing PD ' Psychiatric disorders 14 (9.2) 14 (5.8) 23 (14.6) 29 (11.1)
memssm  Vadadustat s Darbepoetin Alfa e During the SEP (weeks 40-52), patients receiving VADA required fewer mean dose Eye disorders 15 (9.9) 18 (7.4) 16 (10.2) 24(9.2) 4. Eckardt KU, et al. N Engl J Med. 2021;384:1601-1612.
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° Efflcacy endpomts and TEAE analyses were conducted post hoc Cl, confidence interval; DA, darbepoetin alfa; LS, least squares; SEM, standard error of the mean; VADA, vadadustat. modifications than those receiving DA (VADA 12, DA: 21) DA, darbepoetin alfa; PY, patient-years; SAEs, serious adverse events; TEAEs, treatment-emergent adverse events; VADA, vadadustat. 5.Chertow GM, et al. N Eng/J Med. 2021;384:1589-1600. download this poster






