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Effect of Etelcalcetide vs Cinacalcet on Serum Parathyroid
Hormone in Patients Receiving Hemodialysis

With Secondary Hyperparathyroidism

A Randomized Clinical Trial

Geoffrey A. Block, MD; David A. Bushinsky, MD; Sunfa Cheng, MD; John Cunningham, MD; Bastian Dehmel, MD; Tilman B. Drueke, MD;
Markus Ketteler, MD; Reshma Kewalramani, MD; Kevin J. Martin, MB, BCh; Sharon M. Moe, MD; Uptal D. Patel, MD;
Justin Silver, MD; Yan Sun, MS; Hao Wang, PhD; Glenn M. Chertow, MD, MPH

1006 Patients undergaing hemodialysis with
PTH concentrations 2500 pg/mL screened

323 Patients excluded (did not
meet inclusion criterion)?

683 Randomized

340 Randomized to receive 343 Randomized to receive
etelcalcetide cinacalcet

338 Received etelcalcetide as 341 Received cinacalcet as
randomized randomized

2 Did not receive etelcalcetide 2 Did not receive cinacalcet
as randomized as randomized

Y ) Y
287 Completed study 294 Completed study
53 Discontinued study 49 Discontinued study
31 Withdrew consent 32 Withdrew consent
12 Lost to follow-up 9 Lost to follow-up
10 Died 6 Died JAMA, 201 7

2 Decision by sponsor




Effect of Cinacalcet on Cardiovascular
Disease in Patients Undergoing Dialysis

The EVOLVE Trial Investigators*

3883 Underwent randomization

l

1948 Were assigned to receive cinacalcet
1938 Received study drug
10 Did not receive study drug

'

l

1935 Were assipned to receive placebo
1923 Received study drug
12 Did not receive study drug

1300 Discontinued study drug
738 Had protocol-specified reasons
260 Underwent kidney transplan-
tation
47 Underwent parathyroidectomy
101 Had low PTH
22 Had calcium <7.5 mg/d|
308 Had adverse event
562 Had non—protocol-specified reasons
272 Discontinued on patient's request
130 Were withdrawn by administrator
158 Had other reasons including
loss to follow-up and withdrawal
of consent
2 Were determined to be ineligible
222 Started commercial cinacalcet

l

1365 Discontinued study drug
619 Had protocol-specified reasons
230 Underwent kidney transplan-
tation
148 Underwent parathyroidectorny
& Had low PTH
2 Had calcium <7.5 mg/d|
229 Had adverse event
2 Were pregnant
746 Had non—protocol-specified reasons
308 Discontinued on patient’s request
287 Were withdrawn by administrator
146 Had other reasons including
loss to follow-up and withdrawal
of consent
5 Were determined to be ineligible
440 Started commercial cinacalcet

NEJM, 2012
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Nephrology Dizlysis Transplantation

One-year safety and efficacy of intravenous etelcalcetide in
patients on hemodialysis with secondary hyperparathyroidism

David A. Bushinsky', Glenn M. Chertow?, Sunfa Cheng’, Hongjie Deng®, Nelson Kopyt’, Kevin J. Martin®,
Anjay Rastogi’, Pablo Urena-Torres®, Marc Vervloet @ ” and Geoffrey A. Block'®

Table 2. AEs

AEs, n (%) [rate per 100 patient-years) OLE trial
Etelcalcetide
(n = 890)

799 (89.8) [356.9]

All trealment-emergent ATs

Pain in extremity
Fall

Hypocalcemia (symplumaﬁc)h

SAEs 356 (40.0) [55.4]
Treatment-related SAE 13(15)[1.6]
AE leading Lo disconlinualion of elelcalcelide 41 (4.6) [4.9]
Fatal AEs 51 (5.7) [6.1]
Common AEs (patient incidence =5% in either group)
Blood calcium decreased (asymptomatic)® 385 (43.3) [69.1]
Diarrhea 06 (10.8) [12.2]
Vomiting 93 (10.4) [11.8]
Nausea 85 (9.6) [10.7]
Muscle spasms 79 (8.9) [9.9]
Hypotension 75 (8.4) [9.3]
AV fistula site complication 68 (7.6) [8.5]
Hypertension 65 (7.3) [8.1)
Hyperkalemia 56 (6.3) [6.9]
Upper respiratory tract infection 56 (6.3) [6.9]
Cough 55(6.2) [6.8]
Headache 53 (6.0) [6.5]
Back pain 50 (5.6) [6.1]
Dyspnea 50 (5.6) [6.1)
Arthralgia 49 (5.5) [6.0)

47 (5.3) [5.8)
45 (5.1) [5.5)
33 (3.7) [4.0]
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A total of 4.6% (n=41) of patients, 4.9/100 patient-years,
had AEs that led to discontinuation of etelcalcetide; the

exposure-adjusted rate was 3.4/100 patient-years for the
placebo-controlled trials. The most commonly reported AEs
leading to discontinuation of etelcalcetide in more than one pa-
tient were cardiac arrest (n = 4 patients; 0.5/100 patient-years)
and nausea, vomiting, cellulitis, hypocalcemia (defined as a
symptomatic decrease in blood Ca or decrease in Ca <7.5 mg/
dL) and Seizure (n =2 patients each; 0.2/100 patient-years).
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ANTIKATAZTAZH THz ZINAKAAZETHZ ME TO ENAO®AEBIO
AZBEZTIOMIMHTIKO ETEAKAAZETIAH

Evtaxbnkav otn peAetn 11 aoBeveic (5 avdpeg) ue peon nAtkia 57 €tn

H peon 060N TNC olvakaAceTng mpv T dtakorm) tng ntav 81,8 mg/
nuepa

H peomn 000N NG €TEAKAACETIONG OTO TEAOC TOU TPITOU puNva TNG

IEAETNC NTAV 6,5 mg/ouvedpia

MapdAANAa ye tn owvakaAoetn 8 aoBeveic eAduBavav Kat
TMAPLKAACITOAN pe ueon 6oon 3,46 pg/ouvedpia, evw 3 pNveg HETA TN
XopnNynon tnc eTeAKAACETIONC HOVO ol 5 cuvexlav va Aappavouv

MAPLKAACITOAN pe ueon 6oon 3,30 pg/ouvedplia
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Ertireda iPTH mpv Kat 3 priveg Yeta tnv
AVTIKATAOTAON TNG OlVAKAACETNG ATTO TNV
ETEAKAACETION

p=0,02

2 IVOKAAOETN ETEAKQAOETION



sCa (mg/dl)
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Ertireda aofeoTtiov mplv Kat 3 PYNVeg YETA TNV
AVTIKATAOTAON TNG OlVAKAACETNG ATTO TNV
ETEAKAACETION

p=0,02

2 IVOKAAOETN ETEAKQAOETION



Phosphorus (mg/dl)

Ertireda dwodpopou mplv Kal 3 ynveg YetTa tnv
AVTIKATAOTAON TNG OlVAKAACETNG ATTO TNV
ETEAKAACETION

p=0,25

2 IVOKAAOETN ETEAKQAOETION
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Ertireda yivopevou aoPeotiov-owaodopou TPV Kal
3 UNVEC YETA TNV AVTIKATAOTAON TNG OIVAKAACETNG
Ao TNV ETEAKAACETION

p=0,01

2 IVOKAAOETN ETEAKQAOETION



AvTipeTwriion Tou AYTNO npwv Kalt HETA TNV KLUKAOdopia TNS
eTEAKQAOETIONC

MPIN THN ETEAKAAZETIAH




AvTtipetwrton tou AYTIO mpiv Kal HETA TNV KUKAodOopia TNG
ETEAKOAOETIONC

1 ETOZ META THN KYKAO®OPIA TH2
[MPIN THN ETEAKANA2ETIAH ETEAKAAZETIAHZ




AvTipeTtwriion Tov AYTO mpiv Kat HETA TNV KUKAodOopia TNG
eTEAKAACETIONG

1 ETOZ META THN KYKAO®OPIA THZ
[MPIN THN ETEAKANAZETIAH ETEAKANZETIAHZ




AvTipeTwriion Touv AYTO npiv Kat HETA TNV KUKAodopia NS
ETEAKAACETIONG

1 ETOX META THN KYKAOOOPIA THZ
[MPIN THN ETEAKAAZETIAH ETEAKAAZETIAHZ




AvTipeTwrtion Tov AYIO npwv Kat peTa TNV KLKAodopia TnG
ETEAKOAOETIONC

1 ETOZ META THN KYKAO®OPIA THX
[MPIN THN ETEAKAN2ETIAH ETEAKANZETIAH2




