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TREATMENT <
Iron
Erythropoiesis-stimulating agents
* Indications and contraindications
* Route of administration
» Dosing
« Target hemoglobin value

» Adverse effects

Investigational agents

® Vadadustat - The safety and efficacy of vadadustat was compared with

darbepoetin in two trials, one each for -untreated and ESA-treated patients,

e

receive vadadustat (300 to 600 mg) or d&bepoetin to aim for a target Hb of 10 to

with a combined total of 3476 patien Patients were randomly assigned to
11 g/dL in the United States and 10 to 12 g/dL in other countries. Between weeks
24 and 36, the mean change in Hb concentration was comparable between
vadadustat and darbepoetin groups in the ESA-untreated (1.43 g/dL and 1.38
g/dL, 95% CI -0.04 to 0.15) and ESA-treated (0.41 g/dL and 0.42 g/dL, 95% CI -0.09
to 0.07) patients. The need for red cell transfusion between weeks 24 and 36 was
slightly higher with vadadustat in both trials (2.7 versus 2.2 percent in ESA-
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Table 1. Selected Demographic, Clinical, and Laboratory Characteristics of the Patients at Baseline (Randomized Population).*

S A 3, F{E ¥ A Characteristic ESA-Untreated NDD-CKD ESA-Treated NDD-CKD
E - E 1 7 5 1 Vadadustat Darbepoetin Alfa Vadadustat Darbepoetin Alfa

(N=879) (N=872) (N=862) (N=863)

\¢ —“ \\ Age —yr 65.2+14.3 64.9+13.7 67.3+13.1 66.5+13.5
} \ ; ’\ J 8 7 9 Female sex — no. (%) 475 (54.0) 506 (58.0) 468 (54.3) 488 (56.5)
Race or ethnic group — no. (%)

1SN “w O ~
g} I//\/ I_\ 9: / 8 7 2 A White 546 (62.1) 571 (65.5) 631 (73.2) 603 (69.9)

Black 188 (21.4) 172 (19.7) 93 (10.8) 131 (15.2)
Asian 48 (5.5) 37 (4.2) 62 (7.2) 55 (6.4)
American Indian 22 (2.5) 23 (2.6) 32:(3:7) 26 (3.0)
Other 75 (8.5) 69 (7.9) 44 (5.1) 48 (5.6)
E SA{% _ E¥ 1 7 2 5 A Hispanic ethnic group — no. (%)
Hispanic 306 (34.8) 310 (35.6) 255 (29.6) 255 (29.5)
} (9 — b Zg \\J I\ 8 6 2 A ::tn-Hispanic 566 (64.4) 554 (63.5) 584 (67.7) 591 (68.5)
reported 2 (0.2) 5 (0.6) 8 (0.9) 5 (0.6)

Unknown 5 (0.6) 3(03) 15 (1.7) 12 (1.4)

A\ W O ~ ; ; ; :
g} I//\/ | \ } / 8 6 3 A Estimated GFR — ml/min/1.73 m? 21.2£12.0 21.9+£12.6 22.6x11.6 22.8+12.0

Disease history — no. (%)

Diabetes mellitus 581 (66.1) 599 (68.7) 517 (60.0) 518 (60.0)
Cardiovascular disease 406 (46.2) 412 (47.2) 375 (43.5) 402 (46.6)
Hemoglobin — g/dI 9.1+0.8 9.1:0.8 10.4+0.9 10.4+0.9

Blood pressure — mm Hg

A\ \
g¥ Fﬁﬁ 0)/ \j //(( I Systolic 139.1418.5 139.2:17.8 137.118.0 136.417.5

Diastolic 73.9+12.0 73.4x12.6 73.4+11.4 74.2+10.9
% < t n \ 5 t EE iﬁ 5 D Serum potassium — mmol/liters: 4.9:0.8 4.9:0.7 4.9+0.7 4.9:0.8
- t L A E (o) Supplemental iron use — no. (%)
Not receiving any iron 483 (54.9) 467 (53.6) 418 (48.5) 459 (53.2)

Receiving intravenous iron only 22 (2.5) 20 (2.3) 43 (5.0) 49 (5.7)
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ESA-Unreated NDD-CKD Trial

Patients screened: 4708

—  Screen failures: 2957

A

Patients randomized but
not treated: 1 (0.1)

Total number of randomized patients: 1751

Vadadustat

Unacceptable toxicity: 115 (13.1)
Investigator’s decision: 31 (3.5)
Pregnancy: 0 (0.0)

Kidney transplant: 13 (1.5)

Lack of efficacy: 15 (1.7)

Patient no longer wanted to
receive study medication: 99 (11.3)
Death: 38 (4.3)

Other: 100 (11.4)

Lost to follow-up: 18 (2.0)

Vadadustat: Darbepoetin alfa:
879 872
| '
Patients treated (safety population):
1748 (99.8)
Vadadustat: Darbepoetin alfa:
878 (99.9) 870 (99.8)
! |
Patients completed the study:
1345 (76.8)
Vadadustat: Darbepoetin alfa:
670 (76.2) 675 (77.4)

]
L

Patients randomized but not
treated: 2 (0.2)

¥

Patients completed treatment:

982 (56.1)

Darbepoetin alfa

Bnacceptaﬁie toxicity: 1§§ 21% Iﬁ;

Investigator's decision: 26 (3.0)
Pregnancy: 0 (0.0)

Kidney transplant: 8 (0.9)

Lack of efficacy: 6 (0.7)

Patient no longer wanted to receive
study medication: 64 (7.3)

Death: 43 (4.9)

Other: 103 (11.8)

Lost to follow-up: 21 (2.4)
I

Vadadustat:

466 (53.0)

Darbepoetin alfa:
516 (59.2)
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ESA-Treated NDD-CKD Trial

Patients screened: 2961

|  Screen failures: 1236

A 4

Patients randomized but
not treated: 1 (0.1)

Total number of randomized patients: 1725

Vadadustat

Discontinued dosin : 338 (39.2
Investigator’s declsmn 42 (4. 9)
Pregnancy: 1 (0.1)

Kidney transplant: 21 (2.4)

Lack of efficacy: 11 (1.3)

Patient no longer wanted to receive
study medication: 74 (8.6)

Death: 30 (3.5)

Other: 60 (7.0)

Lost to follow-up: 4 (0.5)

Patients randomized but not
treated: 1 (0.1)

Vadadustat: Darbepoetin alfa:
862 863
| '
Patients treated (safety population):
1723 (99.9)
Vadadustat: Darbepoetin alfa:
861 (99.9) 862 (99.9)

Patients completed the study:

1415 ( 82.0)

Vadadustat:

704 (81.7)

Darbepoetin alfa:
711 (82.4)

|
v

¥

Patients completed treatment:

1108 ( 64.2)

Darbepoetin alfa

Discontinued dosin
nacceptable toxicity:

Investigator’s decision: 30 (3.5)

Pregnancy: 0 (0.0)

Kidney transplant: 15 (1.7)

Lack of efficacy: 0

Patient no longer wanted to receive

study medication: 66 (7.6)

Death: 39 (4.5)

Other: 64 (7.4)

1279 (32.3

Lost to follow-up: 6 (0.7)
I

Vadadustat:

524 (60.8)

Darbepoetin alfa:
584 (67.7)
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Mean Ch ng m Baseline (g/dl)
I:I: BNY I:I |

%

%

o
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2 4 6 1 12 16 16 6 16
eeks
No. at Risk
Vadadustat 821 804 776 779 742 770 750 734 712 676 675 641 594 555 543 530 469 396 334 252 201 148 110 76 48
Darbepoetin alfa 811 806 778 772 758 769 766 743 731 698 690 671 614 583 559 543 496 422 355 271 216 176 138 97 62 I - . g
(95%CI, -0.04 to 0.15)
, | | [ ]
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811 801 791 781 778 773 771 76l 744

‘Weeks since Randomization

718 712 674 617 586 545 542 477 415 362
811 807 792 799 781 794 786 773 767 751 744 713 637 604 573 519 519 459 399 326 276 234 181 107

300 235

190 143

89 49
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8 70 S LY\ W | \
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5 g JI\FFT 1 AT
|9 )
c 50—
= Vadadustat (382 events) 3 8 / 3 9 A ( O 0) )
2 40 Hazard ratio, 117 (95% CI, 1.01-136) .t 2 1 7 2 2 " /0
= 304
E 204 ; 3 A R ~
Y104 Darbepoetin alfa (344 events) 9} I//\/ | \ , S
o717 T TT T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 5658 344/1732A(19 90/0)
Months since Randomization
No. at Risk
Vadadustat 17391668 1587 1301 1108 931 759 588 459 311 185 97 30 4 10
Darbepoetin alfa 1732 1674 1618 13291129 961 774 621 505 346 213 103 43 6 0
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