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BAC KG RO U N D Table 1. Demographics and Other Baseline Characteristics—Pooled DD-CKD e Cumulative incidence of TEs was were not significantly different between treatment groups (P=0.1608) MedDRA Category: Device/Shunt Thrombosis

Characteristic VADA (N=1947) DA (N=1955) (Table 4) e Between treatment groups, similar rates were observed for device/shunt thrombosis AEs (Table 6)

° ic ki i i ; 0 : i Age, years, mean (SD) 57.8 (14.0) 58.1 (13.9) . . . L. L. o : - L. ] . . - 1.
]Shronlctklldney d.ISfaje ('ihKD) s e§t1r2r1ated to affect nearly 10% of the global population, and is >65 years, n (%) 667 (34.3) 663 (33.9) Table 4. Cumulative Incidence of Thromboembolic Events? (CEC-Adjudicated Positive) AE relative risk: 0.94 event/100 PY; serious AE relative risk: 1.06 event/100 PY (data not shown)
requently associated with anemia™ — ‘ ‘ _ _ . _ . . '
€, male, i) R [5.2), SRIdE b ____________  Cumulativeincidence(95%cCl)® Table 6. Device/Shunt Thrombosis TEAEs and Serious TEAEs (Investigator-Reported
e Vadadustat (VADA) is an oral hypoxia-inducible factor prolyl hydroxylase inhibitor (HIF-PHI), a class of Race, n (%) | WiAlPE bix Preferred Term)
d that stabilizes HIF and stimulat d th ieti d red blood cell duction®* White 1255 (64.5) 1231 (63.0) Study Duration (N=1947) (N=1955)
rugs that stabilizes and stimulates endogenous erythropoietin and red blood cell production Black 470 (24.1) 478 (24.5) 52 weeks 0.06 (0.049, 0.071) 0.05 (0.042, 0.062) VAR A
. .. . L : e i 104 week 0.09 (0.080, 0.110 0.08 (0.070, 0.098 _ _
e VADA is being investigated for treatment of anemia in patients with incident or prevalent Asian _ _ S5 WO 54) — ( ) ( ) (N=1947) (N=1955)
Telbeis-cmenden direme Kdiey dsesms (B American Indian or Alaska Native 20 (1.0) 30 (1.5) |1516dWiTe Dﬁ/T — 0.12(0.101, 0.143) 0.10(0.082, 0.115)
- - N ®Includes AT+DVT+PE+VAT. . .
y p y Other - 114 (5'9) 110 (5'6) ®Based on non-parametric analysis. For the analysis of pooled data (Incident dialysis + Prevalent dialysis trials), Gray’s test stratified by study. Any TEAE Serious TEAE Any TEAE Serious TEAE
. . . . . Region, 1] (%) AT, arterial thrombosis; CEC, Clinical Endpoint Committee; Cl, confidence interval; DA, darbepoetin alfa; DVT, deep vein thrombosis; PE, pulmonary embolism; VADA, vadadustat;

e In2 globa} phase 3, open-!abel, randomlzed, non-mferlorl.ty trials (INNOZVATE),- VADA was S 1180 (60.6) e o0 VAT, vascular access thrombosis. CatEEeny o Events o Events o Events o Events
non-inferior to darbepoetin alfa (DA) with respect to cardiovascular safety (major adverse T 277 (14.2) 295 (15.1) e A recurrent event analysis for TEs showed similar outcomes between the 2 treatment groups (Figure 2) MedDRA Preferred Term (per 100 PY) (per 100 PY) (per 100 PY) (per 100 PY)
cardiovascular event [MACE] hazard ratio (HR), 0.96; 95% confidence interval [Cl], 0.83 to 1.11) and Non-US/Europe 490 (25.2) 479 (24.5) . .

. ) _ ’ ’ . ’ : : : : : Device/shunt thrombosis® 185(9.5) | 274 (8.5) 91 (4.7) 115(3.6) | 161(8.2) 295 (9.1) 77 (3.9) 109 (3.4)
correction and maintenance of hemoglobin (Hb) concentration® BMI, kg/m? mean (SD) 28.5 (7.1) 28.4 (7.1) e |Inthe VADA treatment group, 242 TEs were reported in 169 patients, with a median of 1 event/patient
. . o . Diabetes mellitus, n (%) 1070 (55.0) 1088 (55.7) (maximum 9 events/patient); in the DA treatment group, 249 TEs were reported in 148 patients, with a Arteriovenous 11 141 - - 88 116 " -
o The prespecified non-inferiority margin for MACE was 1.25 Statin use, n (%) 943 (48.4) 969 (49.6) median of 1 event/patient (maximum 13 events/patient) fistula thrombosis
i ) o ) ) ) ) i Type of dialysis vascular access, n (%)°

* HIF has a role in coagulation, fibrinolysis, and thrombus resolution, and activation causes a potential Not applicable (peritoneal dialysis) 159 (8.2) 159 (8.1) e The median time to TE (first quartile, third quartile) was 42.86 weeks (18.43, 70.43) and 48.43 weeks Arteriovenous graft i - 5 e > o o -

risk for thromboembolic events® Arteriovenous fistula 1370 (70.4) 1349 (69.0) (20.14, 69.43) in the VADA and DA treatment groups, respectively, with an HR (VADA/DA) of 0.99 thrombosis

. . . . _ o _ _ Arteriovenous graft 158 (8.1) 180 (9.2) 95% Cl 0.831 1.186 _
e Given the historical safety concerns associated with currently used erythropoietin-stimulating agents Temporary (ie, non-tunneled dialysis) catheter 47 (2.4) 48 (2.5) (95% Cl, 0.831, 1.186) Y::g::\';g:;cess site 34 48 3 9 41 53 16 21
ESAs), an important safety endpoint of the INNO,VATE trials was to evaluate thromboembolic events Tunneled dialysis catheter 235 (12.1) 226 (11.6) . . e . i !

( ) e . > ? Figure 2. Number of CEC-Adjudicated Recurrent Thromboembolic Events Per Patient

(TEs) during treatment with VADA Other 2(0.1) 3(0.2) Graft thrombosis 11 13 5 5 9 16 1 1
’Includes Native Hawaiian or other Pacific Islander, multiple race, or race not reported Vadadustat Darbepoeﬁn Alfa
®PEurope (DD-CKD population) included Bulgaria, France, Germany, Italy, Poland, Portugal, Serbia, Ukraine, United Kingdom; Non-US/Europe (DD-CKD population) included Argentina, Australia, ) .
Brazil, Canada, Israel, Mexico, Russia, South Korea. Device-related thrombosis 3 3 0 0 0 0 0 0
“Type of dialysis vascular access that was used for the most recently completed hemodialysis treatment.
BMI, body mass index; DA, darbepoetin alfa; DD-CKD, dialysis-dependent chronic kidney disease; SD, standard deviation VADA, vadadustat. Shunt thrombosis p) p) p) p) 1 1 1 1

O BJ E CT I V E CEC-adjudicated events = 1 Event/Pt Vascular graft thrombosis 2 2 1 1 2 3 1 1

: e : : : : ° ' it judi -+ +PE+ ' ] %) | . .

e Here we describe the prespecified pooled analysis of the secondary safety endpoints of time to first A first positively adjudicated event Oof a|-1y TE (AT+DVT+PE+VAT) occurred in 169 paotlents (8.7%) in the " 2Events/Pt Thrombosis in device 1 1 1 1 3 3 1 1

TE’ including (1) any TE (a Composite Of events Of VaSCUIar access th rombosis [VAT]’ arterial th rombosis VADA treatment group and 148 (766) In the DA treatment group’ HR was 12 (95A) CI’ 096’ 150’ 3 EventS/Pt DA, darbepoetin alfa; MedDRA, Medical Dicﬁf)naryff)r Regulatory Activities; PY, patient-years; TEAE, treatment-emergent adverse event; VADA, vadadustat.
P value of Gray’s test=0.161: Table 2) Type of access varied throughout the study time points, hence, n/events for preferred terms may not add up to the category total.
[AT], deep vein thrombosis [DVT], and pulmonary embolism [PE]), (2) AT, DVT, or PE, and (3) venous TE y e 4 Events/Pt

(DVT or PE) o VAT was reported as 6.6 events/100 PY in both treatment groups ® >5 Events/Pt

LIMITATIONS

Table 2. Patients With First Thromboembolic Events (CEC-Adjudicated Positive)

( VADA ) ( DA ) (9:/""23")‘1;‘3“"0 Pt, patient. e The INNO,VATE studies included 2 safety databases — one database for the CEC-Adjudicated events, and
N=1947 N=1955 % Cl); P value? B— : : —
M ET H O DS  n(%)  Events(per100PY)  n(%)  Events(per100PY) e 30-day mortality rate from any TE was 9/169 (5.3%) and 12/148 (8.1%) in the VADA and DA groups, a second safety database. AEs were only adjudicated, and thus included in the CEC-Adjudicated event

database, if necessary clinical information was available (eg, imaging reports of thrombosis and clinical
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: : . . . respectively (proportion difference [VADA-DA], —0.029 [95%Cl, —0.085, 0.027
e Data were pooled from 2 completed global phase 3, open-label, randomized (1:1) non-inferiority trials Any thromboembolic event (composite) 169 (8.7) 242 (7.5) 148 (7.6) 249 (7.7) 1'20;269(’13'61'49)' P v (prop | | | ) description of TE). Conversely, the Safety database included all investigator-reported AEs, regardless of
(INNO,VATE), which compared the safety and efficacy of VADA with that of DA in adult patients with DD-CKD Vascular access thrombosis® 146 (7.5) 212 (6.6) 120 (6.1) 214 (6.6) — Investigator-Reported AEs (MedDRA preferred terms) clinical documentation. This may have led to differences between the 2 databases in similar terms
° INNO,VATE studies randomized a total of 3923 patients with DD-CKD> Arterial thrombosis 7(04) 8(0.2) 4(0.2) 4(0.1) - MedDRA Category: Thrombosis e Patients’ vascular access type may have changed throughout the INNO,VATE study, and the number of
i . i . . . . Deep vein thrombosis 15 (0.8) 17 (0.5) 20 (1.0) 21 (0.6) - : : : : :
o The safety population included 3902 patients (21 randomized patients did not receive study drug) e BT e 0] PIeE] e — e The most common treatment-emergent thrombosis events occurring in >3 patients in the VADA patients with access also varied throughout the study time points
— NCT02865850: Correction/Conversion study, incident dialysis population (N=365) Atorial thrombosie DVT or PE L —_ 0.86 (0.51, 1.44); treatment group were arteriovenous fistula thrombosis, acute myocardial infarction, arteriovenous
reeria romposils, , Or . - . - _ . 5 c
— NCT02892149: Conversion study, prevalent dialysis population (N=3537) p 71%%? 7 graft thrombosis, and vascular access site thrombosis (Table 5) CO N C LU S I O N
i i . i i ) Venous thromboembolic events (DVT or PE) 19 (1.0) - 28 (1.4) - ' o ‘o . _ .
e The primary Safety endpomt of the INNO,VATE trials was time to first MACE (a composite of all-cause _ SR P=0.206 e Similarly, in the DA treatment group, the most common treatment-emergent thrombosis events
. . . . . . 2P value assessed using Gray’s test. . . . . . . . . .
mortality, nonfatal myocardial infarction, or nonfatal stroke), which was prespecified as a pooled “Number of patients with access varied throughout the study time points. occurring in 23 patients were arteriovenous fistula thrombosis, acute myocardial infarction, e In the phase 3 INNO,VATE trials in patients with anemia and DD-CKD, the rate of TEs
. . . CEC, Clinical Endpoint Committee; Cl, confidence interval; DA, darbepoetin alfa; DVT, deep vein thrombosis; PE, pulmonary embolism; PY, patient-years; VADA, vadadustat.. - g i i
) arteriovenous graft thrombosis, and vascular access site thrombosis e :
event-driven analysis of both trials Canlan-Meier estimates of time £o first TE (any) S emtront Figure 1 £ was similar in both the VADA and DA treatment groups
. . . . . . e Kaplan-Meier estimates of time to firs any) was similar between treatment groups (Figure ° imi ' ive ri
e The Clinical Endpoint Committee (CEC) adjudicated all potential cardiovascular events; they were P / SIOERS RS gegt;/veen 'i;elzz;c(;nlf;)t grgupsf sm:&r r(atelsgverg (I)(bslecr)\ied fort’;fiz)oompk\)(c)ms AEs (relative risk,
. . : R . ) ) ) ) ) o . .93 even and serious AEs (relative risk, 1.01 even
blinded to patient treatment assignment, and adjudication outcomes were not provided to the Figure 1. Kaplan-Meier Curve for Time to First Thromboembolic Event (CEC-Adjudicated Positive)
mvestlgato.rs. durmg.thej course of the .studles. Thg formal cardlovascu.lz.ar safety apalyses onIY |.n-cluded . - azard Rotio (95% ) 1.20 (0,96, 1.49 Table 5. Thrombosis TEAEs and Serious TEAEs Occurring in 23 Patients (Investigator-Reported ACKNOWLEDGMENTS
events positively adjudicated by CEC (ie, CEC confirmed that the specified endpoint met definitions). 2 ' Preferred Term) This study was funded by Akebia Therapeutics, Inc., and Otsuka Pharmaceutical. Medical writing assistance was provided by
Among adjudicated cardiovascular events, TEs included AT, DVT, PE, and VAT g e VADA DA Cadent Medical Communications, LLC, a Syneos Health® group company, and was supported by Akebia Therapeutics, Inc.
(o)
0 - -
e Treatment-emergent adverse events (TEAEs) were identified by investigators and summarized by: £ e B —
9 0.10- Any TEAE Serious TEAE Any TEAE Serious TEAE
o Medical Dictionary for Regulatory Activities (MedDRA) system organ class and preferred term £ Category " (%) Events " (%) Events (%) Events (%) Events DISCLOSURES
overall, seriousness, relationship to study drug (related or not related as assessed by the r= R reterred Jery (per 100 £Y) (per 100FY) (per 100 £Y) \per 100 PY) PP and PM serve as members of the executive committee of INNO,VATE trials for Akebia Therapeutics, Inc. WL, TM, and DV are
. . C 0054 Thrombosis® 306 (15.7) | 466 (14.5) | 206(10.6) | 276(8.6) | 312(16.0) | 504 (15.5) | 210(10.7) | 276 (8.5) , _ 2 p e TR T
investigator), and whether the TEAE led to death s = T —— employees of Akebia Therapeutics, Inc.
. . = . 112 141 59 69 88 116 44 52
— TEAEs were defined as adverse events (AEs) that started (or a preexisting AE that worsened) on or = thrombosis The results presented here have not been published previously in whole or in part, except in abstract format.
- 8 i Arteriovenous graft
after the first dose of study drug § 0.00 Vadadustat e R 43 64 22 28 42 98 21 32
e All analyses were performed using the safety population, which included all enrolled patients who 0 16 32 48 64 80 96 112 128 144 160 176 192 208 224 Vssculgr access site 34 48 8 9 o o - 51 Presented during American Society of Nephrology (ASN) Kidney Week 2021, Virtual, November 4-7, 2021.
. thrombosis
received 21 dose of study drug Week Graft thrombosis 11 13 5 5 9 16 1 1
. . . . Vadadustat 1947 1910 1858 1805 1761 1703 1563 1433 1310 1198 980 818 658 547 456 350 236 148 84 39 7 1 O Acute myocardial REFERENCES
e Duration of exposure was defined as the number of days between the date the patient received the parbesoetinAlfa 1955 1916 1868 1818 1775 1731 1592 1461 1352 1240 1015 §35 687 572 468 361 29 160 92 3 13 3 2 0 e 87 104 84 101 84 95 82 93
first dose of study drug and the date the patient received the last dose of study drug CEC. Clnical Encooint Committee: O, confidence interval. Deep vein thrombosis 20 73 13 13 17 17 10 10 1. GBD Chronic Kidney Disease Collaboration. Lancet. 2020;395:709-733.
Ischemic stroke 14 14 14 14 13 13 13 13 2. Stauffer ME, Fan T. PLoS ONE. 2014;9:e84943.
i 1 1 imi i Thrombophlebitis
e Median time to first TE (any) was similar in both treatment groups (Table 3) ooortion - 9 ) 3 4 4 0 0 3. Haase VH, et al. Nephrol Dial Transplant. 2019:34:90-99.
R E S U LTS Table 3. Median Time to First Thromboembolic Event (CEC-Adjudicated Positive) L“gf"‘:‘]r Vel"‘ tthrombOS‘S 2 c 3 4 11 11 8 8 4. Pergola PE, et al. Kidney Int. 2016;90:1115-1122.
eripheral artery
VADA DA thrombosis 5 6 4 4 3 3 3 3 5. Eckardt KU, et al. N Engl J Med. 2021;384:1601-1612.
e A total of 1947 patients received VADA and 1955 received DA in the 2 studies Time to first event, median (Q1, 3), weeks (N=1947) (N=1955) Lacunar infarction 2 2 0 0 7 7 4 4 6. Gupta N, et al. Thromb Res. 2019;181:77-83.
. . o - Any thromboembolic event (composite)? 35.4 (15.43, 62.86) 38.9 (14.79, 58.79) Cerebral infarction 3 3 3 3 5 5 4 -
e Overall, demographics and other baseline characteristics in the pooled DD-CKD populations for the AT DVT, or PE 49.4 (16.43, 70.29) 48.8 (19.50, 63.50) i Venoustt:ro?;bto;is L >31ﬁ _ TEA]I-E - ToEAE - 0 t i c|_4 - I4d 1 3 B — 3
2 gIObaI phase 3 StUdIeS were We” balanced dCross the VADA and DA treatment groups (Table 1) Venous thromboembolic events (DVT or PE) 514 (31.43, 76.29) 49.6 (26.36, 63.50) atrialthprombosis, brachiocephalic vei:thrombo_sisl,ocerebellarianrction, embolic stroke, intracardiacythrombus, IgacunF;r.stroke, shgu»rl;t thrombosis, subclavian vein throm.bosis, thrombophlek;itis,
2Any TE includes AT+DVT+PE+VAT. thrombosis, thrombosis in device, vascular graft thrombosis, vena cava thrombosis, and venous thrombosis limb. *Type of access varied throughout the study time points; hence, n/events for
° Tota| exposure to VADA and DA was 3222.0 pat‘ient_yea rs (PY) and 3245.8 PY' respecﬁvely AT, arterial thrombosis; CEC, Clinical Endpoint Committee; DA, darbepoetin alfa; DVT, deep vein thrombosis; PE, pulmonary embolism; Q1, 3, first quartile, third quartile; VADA, vadadustat; preferred terms may not add up to the category total. Please scan QR code to

VAT, vascular access thrombosis. DA, darbepoetin alfa; MedDRA, Medical Dictionary for Regulatory Activities; PY, patient-years; TEAE, treatment-emergent adverse event; VADA, vadadustat.. download this poster






