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Xovoyn noloyeverns, NETOPOMKOY
oLaTOPUYOV Kot otayeipions AYIIO.

Opowoctacio 06TIKOD

petaforopov.
°  Awtipnon
wopponiog Ca, P

"Eleyyog Ca

* "Ekeyyog mpocinyng

*  AwpOBmon Ca droidportog

* Eav Ca younié copminpopa
Ca, )/xan vitamin D

Avenon yopiiyneng
Vitamin D ywo peioon
PTH Meiowon Tov emnédowv P
Mg £reyy0 OLILTNTIKNG

TPOCINYIG
Xpnon osopsvTik@y P

H Ogpamevtiki mpocsyyion oty dwayeipion AYIIO TTEPIAAMBANEI dwrypnon emrédov etoyov Ca, P, PTH, ko vitamin D

Xpnon prrapivig D kon deopevtikay P .
Ca = calcium; P = phosphate; PTH = parathyroid hormone; SHPT = secondary hyperparathyroidism.

Tomasello S. Diabetes Spectrum. 2008;21:19-25



AoPeoTiopunTIKA-

__[cinacalcet? __[Etelcalcetide’<?

/- (= Class Calcimimetic Calcimimetic

Description Small organic molecule Synthetic 7-amino acid
peptide agonist linked
to L-cysteine

~ Etelcalcetide

. Size molecular weight = molecular weight
? Cinacalcet 393.9 g/mol =1048.3 g/mol

MOA Interacts with Interacts with and
: _ e membrane-spanning activates the CaSR
parathyroid Y _ S S A " \ segments of CaSR and thereby reducing PTH
Gl an d \ : ’ : enhances signal secretion
? transduction, thereby
reducing PTH
secretion

Administration Daily oral IV at the end of each
G Proteins HD session

_ _ Increased Intracellular
CaSR = calcium-sensing receptor

Da = Dalton Signaling Decrea_sed

ESRD = end-stage renal disease Secretion

HD = hemodialysis of PTH
Nucleus

1. Mimpara® (cinacalcet) Summary of product characteristics, Amgen. 2. Goodman WG. Adv Ren Replace Ther. 2002;9:200-208. 3. Cunningham J, et al. Presented at
the 52"d ERA-EDTA Congress; May 2015; London, UK. 4. Chen P, et al. J Clin Pharmacol. 2015;55:620-628. 5. Goodman WG, et al. Kidney Int. 2008;74:276-288. 6.
Moallem E, et al. J Biol Chem. 1998;273:5253-5259. 7. Brown EM. Rev Endocr Metab Disord. 2000;1:307-315. 8. Walter S, et al. J Pharmacol Exp Ther. 2013;346:229-
240. 9. Amgen Media News Release. Amgen submits new drug application for novel intravenous calcimimetic etelcalcetide (AMG 416).



http://wwwext.amgen.com/media/news-releases/2015/09/amgen-submits-marketing-authorization-application-for-novel-intravenous-calcimimetic-etelcalcetide-amg-416-to-the-european-medicines-agency/

Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

2 XEOIOOMOG HEAETWYV

H aioAéynon tng dpdong IV aoBeoTIONINNTIKOU ETEAKAACITION OTNV
MEIWON TWV CUYKEVTPWOEWV PTH TOU 0pOU.

H KAIVIKR} QTTOTEAEOHATIKOTNTA TNG XOPYNONG TNG OCUYKEKPIMEVNG
AYWYNS MEAETAONKE O 2 eEAeyXOMEVESG OITTAEG TUPAEG TUXAIOTTOINMEVEG
MEAETEG OUYKPIONG ETEAKOACITIONG HE EIKOVIKO pAPMAKO, 1
TUXOIOTTOINMEV EAEYXOHEVN HEAETN OUYKPIONG ETEAKAACITIONG HE
OIVAKOACETN, 2 single-arm PMEAETEG ETTEKTAONG TWV TTAPATTAVW
MEAETWYV, Kal MIa single-arm JEAETN TTOU ASIOAOYOUOE TO ATTOTEAEC A
TNG AAAAYNG ATTO CIVOKAACETN O€ ETEAKAACITION.

‘OAol o1 aoBeveic aveEApTNTA TNG TTAPEXOMEVNS UTTO MEAETN AYWYNAG
eAduBavav TNV KaBIiEpwHEVN AywyR ME OECHEUTIKA WO POPOU,
Bitapivn D ka1 avaAoya Tng 6TTWG TAV CUVTAYOYPA@PNUEVA ATTO TOUG

‘Study 20120 PEHMREES -
t Study 20120230 (NCT01788046)
Block GA, et al. JAMA. 2017:317:146-155.



Etelcalcetide Xyeoraopn0g KMVIKOV HEAETOV GE
ac0evelg pe XNN vrto awpoxkaBapon ne AYINO

DB = double-blind; H2H = head-to-head; OLE = open-label extension
PC = placebo-controlled; R = randomized

Phase 3 Study 20120229
(N =508)
R, DB, PC
Single-Arm OLE Study Single-Arm Switch Study
20120231 - 20120359

(N ~1120) (N = 148)

Phase 3 Study 20120230
(N = 513)

R, DB, PC

Phase 2,

Safety Extension Study
20120334
(N =30)

Long-Term,

Head-to-Head Study
Etelcalcetide vs Cinacalcet
20120360
(N = 683)8

Single-Arm OLE Study
20130213
(n ~815)

oGRS RN

. Martin KJ, et al. Poster Presented at the 2015 ASN Annual Meeting;November 3-8, 2015;San Diego, CA (# SA-PO1115). 6


https://www.clinicaltrials.gov/ct2/results?term=20120229&Search=Search
https://www.clinicaltrials.gov/ct2/results?term=20120230&Search=Search
https://www.clinicaltrials.gov/ct2/results?term=20120334&Search=Search
https://www.clinicaltrials.gov/ct2/results?term=20120231&Search=Search
https://www.clinicaltrials.gov/ct2/results?term=20120359&Search=Search

Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

[MAnOuo oIl TWV PeEAETWYV

Kpithpia €10660u oTnVv PEAETN
Adults = 18 years old receiving HD thrice a week for = 3 months

Two consecutive PTH levels > 400 pg/mL (500, 300) and cCa = 8.3 mg/dL on separate days within 2 weeks before
randomization

No more than a maximum dose change of 50% for calcium supplements and phosphate binders, or vitamin D
sterols within 4 and 2 weeks, respectively before screening

Dialysate calcium concentration = 2.5 mEq/L and stable for = 4 weeks prior screening, and throughout study period
No participation in another study of an IP

KpIThp1a atroKAEIOHOU

Treatment with another IP study within 8 weeks prior to screening
Received cinacalcet within within 4 weeks prior to laboratory screening
Parathyroidectomy within 3 months prior to dosing

Anticipated or scheduled kidney transplant during study period

Known sensitivity to any of the products or components during dosing
Prior participation in a clinical trial of etelcalcetide

Unstable medical condition based on medical history, physical examination, and routine laboratory tests, or judged
unstable in the investigator’s opinion

History of any illness, which in the investigator’s opinion, might confound the results of the study or pose additional
risk

Anticipated of scheduled parathyroidectomy during the study period

cCa = corrected calcium; HD = hemodialysis; IP = investigational product; PTH = parathyroid hormone.
Block GA, et al. JAMA. 2017;317:146-155;supplementary appendix.

7



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

BaoIika XOpAKTNPIOTIKA CUYKPIoNHO

Trial A

Trial B

Age (years, mean * SD)

Sex (n (%) female)

Race (n (%))

White
Black
Other or missing

Primary cause of ESRD (n (%))

Diabetes mellitus
Hypertension

Glomerulonephritis
Polycystic kidney disease

Other or Unknown

History of kidney transplant (n (%))

History of cinacalcet use (n (%))

Dialysate calcium (n (%) <2.5 mEq/L)

Calcium (albumin-corrected, mg/dL, mean £ SD)

Phosphate (mg/dL, mean + SD)

PTH (pg/mL, median [Q1, Q3])

FGF23 (pg/mL, median [Q1, Q3])

Bone specific alkaline phosphatase (mcg/L,

median [Q1, Q3])

Collagen type | cross-linked C-telopeptide

(ng/L, median [Q1, Q3])

Block GA, et al. JAMA. 2017; 317:146-155.

Etelcalcetide (n=254) Placebo (n=254)

58.4 +14.6
103 (40.6)

57.1+14.5
114 (44.9)

173 (68.1)
72 (28.3)
9 (3.6)

175 (68.9)
69 (27.2)
10 (4.0)

67 (26.4)
63 (24.8)
39 (15.4)
19 (7.5)
66(25.9)
30 (11.8)
103 (40.6)
13 (5.1)
9.65 + 0.66
5.95 + 1.59
706 [552, 950]
6134 [1210, 16439]

78 (30.7)
65 (25.6)
30 (11.8)
20 (7.9)
61 (23.9)
34 (13.4)
109 (42.9)
18 (7.1)
9.61+0.60
5.78 + 1.60
706 [563, 994]
3355 [811, 11939]

23.0[15.2, 33.9]

25.8 [17.4, 38.2]

2960 [1990, 4090] 3100 [2290, 4340]

Etelcalcetide (n=255)

58.4 + 14.6
93 (36.5)

163 (63.9)
64 (25.1)
28 (11.0)

79 (31.0)
64 (25.1)
30 (11.8)
16 (6.3)
66 (27.9)
28 (11.0)
137 (53.7)
24 (9.4)
9.63 +0.65
5.76 + 1.60
740 [552, 949]
3181 [969, 12771]

23.5 [15.4, 35.0]

2940 [1970, 4260]

Placebo (n=260)

59.0 + 13.9
95 (36.5)

169 (65.0)
80 (30.8)
11 (4.3)

84 (32.3)
58 (22.3)
45 (17.3)
22 (8.5)
51 (19.6)
30 (11.5)
126 (48.5)
28 (10.8)
9.70 + 0.69
5.83 +1.45
726 [553, 969]
3311 [865, 12898]

24.4[16.7, 36.5]

3055 [2235, 4100]




Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

2 XEOIOOMOGC MEAETNG ETEAKACIOITIONG ME

IP initiation

Randomization?2 ¥

Etelcalcetide:Placebo
(N =1,023)

placebo

Etelcalcetide (n = 508)
Etelcalcetide with phosphate binders and calcitriol or active
vitamin D analogs, if prescribed

Etelcalcetide starting dose was 5 mg and could be
increased in 2.5 or 5 mg increments at weeks 5, 9, 13, and
17 to a maximum dose of 15 mgP

Placebo (n = 515)
Placebo with phosphate binders and calcitriol or active
vitamin D analogs, if prescribed

Placebo starting dose was 5 mg and could be increased in
2.5 or 5 mg increments at weeks 5, 9, 13, and 17 to a
maximum dose of 15 mgP

Screening Phase

Treatment Phase (EAP weeks 20-27)

8 weeks

PARNVEELS

aRandomized 1:1 to placebo or etelcalcetide by IXRS. Permuted block randomization with a block size of four was employed, stratified by
geographic region, prior cinacalcet use within 8 weeks of randomization, and screening PTH.
bDose adjustments were based on PTH and calcium results obtained during the prior week to achieve predialysis PTH < 300 pg/mL.

EAP = efficacy assessment phase; IP = investigational product; IXRS = interactive voice/web response system; PTH = parathyroid hormone.

Block GA, et al. JAMA. 2017;317:146-155.


Presenter
Presentation Notes
Key Points:
The trials were identical, with the exception that pre- and postdialysis laboratory data and electrocardiograms were obtained in trial A, whereas only predialysis measurements were performed in trial B.1


Reference:
Block GA, Bushinsky DA, Cunningham J, et al. Effect of etelcalcetide vs placebo on serum parathyroid hormone in patients receiving hemodialysis with secondary hyperparathyroidism: two randomized clinical trials. JAMA. 2017;317:146-155. 


TEAIKA oONUEIA HEAETWYV

Primary Endpoint
* [looooT1d aoBevwyv pe peiwon PTH > 30% kai > 50%

Key Secondary Endpoints

* lNoocooT1d aoBevwy pe péon mip PTH < 300 pg/mL

* lNooooTiaieg peiwoelig PTH, cCa, cCa x phosphate, and phosphate

Exploratory Endpoints

* AMNayEc o€ 00TIKOUG OcikTeC FGF-23, GANoug

cCa = corrected calcium; EAP = efficacy assessment phase; PTH = parathyroid hormone.

Block GA, et al. JAMA. 2017;317:146-155.
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Presenter
Presentation Notes
Key Points:
The primary endpoint for these trials was chosen in agreement with the US Food and Drug Administration (FDA).1 
No published data specifically documented overt clinical benefits related to a 30% or greater reduction in parathyroid hormone (PTH); however, several observational studies showed that PTH concentrations > 600 pg/mL were associated with higher rates of death, cardiovascular events, and fracture than PTH concentrations in the range of 150–300 pg/mL.1

Reference:
Block GA, Bushinsky DA, Cunningham J, et al. Effect of etelcalcetide vs placebo on serum parathyroid hormone in patients receiving hemodialysis with secondary hyperparathyroidism: two randomized clinical trials. JAMA. 2017;317:146-155. 


Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

OePATTEUTIKES TTOPEUPRATEIC

* H eTeAKaoITidOn ) TO €IKOVIKO PAPPAKO XopnyeiTo o€ éveon bolus otnv @AERIKN
YPAUMI TOU KUKAWMATOG KABapong HETA atrd KABe cuvedpia aipokdbBapong.

« Adocic ammd 5 mg kal augnoeig 1 uelwoelg ava 2.5 1 5 mg o€ diaoThuaTa 4
gBOopadwy €101 woTe va emTeuxOei PTH < 300 pg/mL* kai Ca >8,3 mg%

* To pApuako TNG MEAETNC dIAKOTTITOTAV TTPOCWEIVA OTav PTH (< 100 pg/mL X
2), Kal XapunAo Ca < 7.5 mg/dL, i} UTTPXE CUUTITWHATIKI UTTACRECTIAIMIO KAl
METETTEITA avaTTpooapuoloTav n 000N O€ MIKPOTEPQ ETTITTEDQ.

*Investigators were blinded to PTH and phosphate results.

TInvestigators remained blinded to conditions that required etelcalcetide dose suspension, as the IXRS algorithm randomly selected a matched
patient on placebo in whom to suspend dosing. Sites were instructed to suspend routine local PTH monitoring during the study. Sites were not
blinded to serum calcium to ensure the safety of trial participants.

IXRS = interactive voice/web response system; PTH = parathyroid hormone.

Block GA, et al. JAMA. 2017;317:146-155.
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Presenter
Presentation Notes
Key points:
Investigational product (IP) will be administered thrice weekly with each hemodialysis (HD) treatment for 26 weeks. The starting dose of IP is 5 mg. The dose of IP may be increased in 2.5 mg or 5 mg increments at weeks 5, 9, 13, and 17 based on intact parathyroid hormone (iPTH) and corrected serum calcium (cCa) results obtained during the prior week to achieve predialysis iPTH ≤ 300 pg/mL, but no lower than �100 pg/mL on two consecutive samples at least 1 week apart.1,2
Serum iPTH and cCa levels will be monitored regularly. Dosing with IP may be temporarily suspended, and dosing resumed at a lower dose according to �protocol-defined rules for low iPTH, low cCa, symptomatic hypocalcemia, or other drug-related adverse events.1,2
The minimum IP dose is 2.5 mg, and the maximum dose is 15 mg.1,2
IP will be administered by bolus injection into the venous line of the dialysis circuit at the end of HD and prior to or during the rinse back with each HD session. At least 150 mL of saline rinse back must be administered after IP administration to ensure IP reaches the systemic circulation. If rinse back is completed and IP was not administered, then IP may be administered intravenously followed by at least 10 mL saline flush volume.1,2


References:
Block GA, Bushinsky DA, Cunningham J, et al. Effect of etelcalcetide vs placebo on serum parathyroid hormone in patients receiving hemodialysis with secondary hyperparathyroidism: two randomized clinical trials. JAMA. 2017;317:146-155; supplement 1.
Block GA, Bushinsky DA, Cunningham J, et al. Effect of etelcalcetide vs placebo on serum parathyroid hormone in patients receiving hemodialysis with secondary hyperparathyroidism: two randomized clinical trials. JAMA. 2017;317:146-155; supplement 2.


ATToTEALOUOTO
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Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

Mean (95% CI) Percent Change from Baseline
PTH (%) by Study Week

—8—Etelcalcetide-Trial A Trial A and Trial B
40 - —8—Placebo-Trial A
=@-Etelcalcetide-Trial B
20 =@=—Placebo-Trial B
s O
=R
(b} -
T 20
S o
£ c -40
@) '5
=
o= -60
S n
o ©
O Mm '80 T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Study Week

Etelcalcetide Trial A
Placebo Trial A

207 217
182 191
198 204
186 201

Etelcalcetide Trial B
Placebo Trial B

Error bars are 95% CI

Adapted from: Block GA, et al. JAMA. 2017; 317:146-155. 13



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

Mean Change in cCa Concentrations Over Time

—@— Etelcalcetide-Trial A Trial A and Trial B
0,9 7 —e=Placebo-Trial A
= —— Etelcalcetide-Trial B
(b} —=@— Placebo-Trial B
£ 0 e it
= e
%)
©
28]
= -0,5 A
~—~ N = 24
% g 1 - N I~ 1 o —
% Naw”
]
GQ
-1,5 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L}
0] 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Study Week

Etelcalcetide Trial A 206 216
Placebo Trial A 181 191
Etelcalcetide Trial B 197 206
Placebo Trial B 184 203

Treatment with etelcalcetide resulted in a greater reduction from baseline
in mean cCa compared to placebol?

cCa = corrected calcium; Error bars are 95% CI

Adapted from: Block GA, et al. JAMA. 2017; 317:146-155. 14



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

Mean Change in Phosphate Concentrations Over
Time

—8—Etelcalcetide-Trial A Trial A and Trial B
0,5 1 —@—Placebo-Trial A

=@-Etelcalcetide-Trial B

=@—Placebo-Trial B

Change from Baseline in
Phosphate (mg/dL)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Study Week

Etelcalcetide Trial A 194 215
Placebo Trial A 175 190
Etelcalcetide Trial B 190 205
Placebo Trial B 175 199

Treatment with etelcalcetide resulted in a greater reduction from baseline
in mean phosphate compared to placebo!?

Error bars are 95% CI

Adapted from: Block GA, et al. JAMA. 2017; 317:146-155. 15



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

>30% Reduction from Baseline PTH Over Time

100- =@ Etelcalcetide-Trial A Trial A and Trial B
904 =8®= P|acebo-Trial A
=@= Etelcalcetide-Trial B
80~ —@= Placebo-Trial B

70
60
50
40+
30+
20
10+

0_

Percent of Patients with Events (%)

| | | | | | | |
Baseline 4 8 12 16 20 24 26

Study Week

Etelcalcetide Trial A
Placebo Trial A
Etelcalcetide Trial B
Placebo Trial B

More than half of etelcalcetide-treated patients achieved >30% reduction
in PTH in fewer than 6 weeks

Adapted from: Block GA, et al. JAMA. 2017; 317:146-155. 16



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

Use of Calcium Supplements or Calcium-
Containing Phosphate Binders over time

Trial A and Trial B

80 ~ =@—Etelcalcetide-Trial A
= =@—Placebo-Trial A
> —8—Etelcalcetide-Trial B
N—’ 70 = .
n —8—Placebo-Trial B
c
o 60 - ’I
©

-

o
w50 - Z
SN
c
o 40 7
.
S
o 30 F
2
o

20 1 1 1 1

BL 2 4 6 8 10 12 14 16 18 20 22 24 26
Study Week

Etelcalcetide Trial A
Placebo Trial A

Etelcalcetide Trial B
Placebo Trial B

BL = baseline

Adapted from: Block GA, et al. JAMA. 2017; 317:146-155. 17



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

Percentage of Patients Receiving Active
Vitamin D Analogs

Trial A and Trial B

85 7 —e—Etelcalcetide-Trial A
—@—Placebo-Trial A

80 - —8—Etelcalcetide-Trial B
—@—Placebo-Trial B

S

(%

3 75

T

= 70

(@]

S 65

2 60 -

o

o 55 S—

B 2 4 6 8 10 12 14 16 18 20 22 24 26
Study Week

Etelcalcetide Trial A
Placebo Trial A

Etelcalcetide Trial B
Placebo Trial B

B = baseline

Adapted from: Block GA, et al. JAMA. 2017; 317:146-155. 18



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

Effect of Etelcalcetide Treatment on FGF23

Trial B*

100 000 7 o . ° B Etelcalcetide-Trial B
B Placebo-Trial B
800004 o °
60 000 °

40 000 -

20 000 - *Similar results were obtained in trial A.
Closed circles represent means; solid lines, medians;
boxes, interquartile ranges; whiskers, 1.5 times
0] interquartile ranges; top and bottom open circles,

maximum and minimum observations.

FGF23 Concentrations (pg/mL)

Baseline Week 12 Week 27
No. of patients
Etelcalcetide 249 231 213
Placebo 255 238 202

Treatment with etelcalcetide yielded significant reductions in FGF23 relative to

placebo at weeks 12 and 27 compared to baseline

Two-thirds of patients in the etelcalcetide group experienced > 30% reductions in FGF23 at week 27 compared with 30% patients in the placebo group

Full analysis set (ie, all randomized patients included for analysis). Early termination or unscheduled visits that did not fall in the window of Weeks 12 and
27 were not included. FGF = fibroblast growth factor; error bars are IQR (interquartile range)

Adapted from: Block GA, et al. JAMA. 2017; 317:146-155. 19



Head-to-Head Study: Etelcalcetide Vs Cinacalcet

Alayég Brodoerktov: FGF-23, BSAP, kon CTX
(Avapeon ekotooTioio aAlayi] oo THY apyn) otV Efdondada 27)

H Etelcalcetide ovvodcitnke amd peyordtepes perwoerg o FGF-23, BSAP, kan CTX amé v apyn otnv

gpoopada 27 oc oyéon pe v cinacalcet

® Cinacalcet = Etelcalcetide
FGF-23 BSAP CTX

~12
(~40, 20)

~14
(=42, 13)

—29

(=50, 2) —36
(=57, -6)

41
(=76, 25)

Percent Change

68
-80 - (~87, -26)

BSAP = bone-specific alkaline phosphatase; CTX = type 1 collagen C-telopeptide; FGF = fibroblast growth factor; SE = standard error.

Martin KJ, et al. Poster Presented at the 2015 ASN Annual Meeting;November 3-8, 2015;San Diego, CA (# SA-PO1115). 20



D Head-to-Head Study: Etelcalcetide vs Cinacalcet

Proportion of Patients Achieving > 30% Reduction in
Serum PTH During the EAP
80 ~

70 -
60 S7.7%

68.2%

50
40
30
20
10

0 -

> 30% Reduction From
Baseline in Serum PTH (%)

Proportion of Patients With

Cinacalcet Etelcalcetide
n= 198 232

= 343 340

« The proportion of patients achieving > 30% reduction from baseline in serum PTH was greater
with etelcalcetide vs cinacalcet (68.2% vs 57.7%)

» The estimated treatment difference (cinacalcet — etelcalcetide) was —10.5% (95% ClI
—17.5%, —3.5%; noninferiority was met; P = 0.004 for superiority)

EAP was defined as weeks 20—-27. Cl = confidence interval; EAP = efficacy assessment phase; PTH = parathyroid hormone.

Block GA, et al. JAMA. 2017;317:156-164. 21


Presenter
Presentation Notes
Key points:
Etelcalcetide was noninferior to cinacalcet since the upper bound of the 2-sided 95% CI �(–3.5%) was < 12% (the prespecified noninferiority margin).1
The estimated treatment difference (cinacalcet – etelcalcetide) was –10.5% (95% CI: �–17.5%, –3.5%).1 

References:
Block GA, Bushinsky DA, Cheng S, et al. Effects of etelcalcetide vs cinacalcet on serum parathyroid hormone in patients receiving hemodialysis with secondary hyperparathyroidism: a randomized clinical trial. JAMA. 2017;317:156-164. 


Head-to-Head Study: Etelcalcetide vs Cinacalcet

AocoAoyia @apUAKOU

o Alaueon Tiun Boopadiaiag d6ong eTeAKaoITiONG 15 mg (9.2-30.0
mg)

e H didueon TiunR KaBNUEPIVAS Xoprnynong oIvakaAo£ETNG OTTOU AUTH
xopnynonke nrav 51.4 mg (26.4-80.4 mQ)

Block GA, et al. JAMA. 2017;317:156-164.
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MeAETN XopNynong ETAAKACITIONG META
a1TO OIAKOTT) CIVOKAACETNG. Single-
Arm, Phase 3 Switch Study:

© 2017 Amgen Inc. All rights reserved.



Etelcalcetide Initiation After Cinacalcet Discontinuation

2XEOIOOMOG MEAETNG

— ACIoAOynon PETATPOTING aywyng o€ aoBeveic pe XNN
o AMK/on pe AYTIO atré oivakaAo€Tn per 0os o€
eTeAKaaITion IV

— MeAETN aopaAgiag autnG TG METATPOTING

— ®daon 3, ToAAaTTAWY dOOEWV €VOC Bpaxiova(single-
arm), open-label peAéTn aoc@aAleiag

CKD = chronic kidney disease; HD = hemodialysis; sHPT = secondary hyperparathyroidism.

Liss K, et al. Poster presented at: 2015 American Society of Nephrology Annual Meeting; November 3-8, 2015; San Diego, CA. #TH-PO871.
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Etelcalcetide Initiation After Cinacalcet Discontinuation

2XEOIOOMOG MEAETNG

Screening Baseline
(prewashout) (postwashout)
4-week
. . treatment with
4-Wee_k Minimum Washout | 30-day
screening  gnrol| 7-day B 5mg IV TIW
: safety
on cinacalcet washout
e follow-up
and eligibility of .
o : visit
criteria cinacalcet

o [leprypa@ikry ueAETN Agv eAEyXBNKav UTTOBEOEIC EpyaTiag

o Ta dedopEva CUYKEVTPWONKAV TTEPIYPAPIKA VIO KABE ouada KAl CUVEKPIVAV
TIC OUADEC HE TIC DIAPOopPES doooAoyieg alvakaAo€ETNG (prewashout cinacalcet
dooeic Twv 30 mg, 60 mg kai = 90 mgTr

a|f the cCa was not = 8.3 mg/dL after four attempts, the patient was deemed ineligible and not treated with etelcalcetide.
cCa = corrected calcium; IV = intravenous; TIW = thrice weekly.

Liss K, et al. Poster presented at: 2015 American Society of Nephrology Annual Meeting; November 3-8, 2015; San Diego, CA. #TH-PO871.
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Etelcalcetide Initiation After Cinacalcet Discontinuation

2XEOIOOMOG MEAETNG

o Metd atmd 7ruepn mepiodo ¢eTTAUPATOC (Washout) atrd Tnv xopriynon
OIVaKOAOETNG o€ aoBeveic TTou diatnpoucayv cCa = 8.3 mg/dL xwpig
aAAayEG otnv xopriynon Bitapivng D kal avaAdoywv, CUPTTANPWHATWY
aoBeoTiou 1] OECPEUTIKWY PwoPoOpou, Xopnynonke eTeAkaAoiTion 5 mg
IV TIW petd v ouvedpia AMK/ong yia 4 eBoouadeg

e [lpoocappooelg aywyng karta 2.5 mg 1nG d00NG Qv 2 QOPES
TouAdayxiotov n PTH Atav < 100 pg/mL, to cCa < 7.5 mg/dL, kai
UTTAPXE CUUTITWMATIKA UTTaoBEeaTIalyia 1] KATTola avetTiouuntn dpdon

o AlaxwpiocOnkav oe ouadeg Bdon TnG 000NG X0PNYyNoNnG OIVOKAACETNG
(30 mg [minimum n = 30}, 60 mg [minimum n = 30], or =2 90 mg
[minimum n = 10]).

Liss K, et al. Poster presented at: 2015 American Society of Nephrology Annual Meeting; November 3-8, 2015; San Diego, CA. #TH-PO871.
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Etelcalcetide Initiation After Cinacalcet Discontinuation

Mean (SE) Percent Change in PTH From Baseline*
by Prewashout Cinacalcet Dose Group

20 A

=N —— 30 mg (n = 63)
10 A 60 mg (n = 47)

=90 mg (n = 35)

Percent Change in
PTH From Baseline

Week 2 Week 3 Week 4

H peyaAuTtepn peiwon yia kGBe doooloyia Tponyouuevng AqWne oIVOKAACETNG OUVERN OTNnV 4n

eoOouada.
*Baseline is defined as the value after cinacalcet washout.
PTH = parathyroid hormone; SE = standard error.
Liss K, et al. Poster presented at: 2015 American Society of Nephrology Annual Meeting; November 3-8, 2015; San Diego, CA. #TH-PO871.
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Etelcalcetide Initiation After Cinacalcet Discontinuation

2UYKEVTPWON aoBecTiou OIGAUNATOG K
Xxenon Birapivng D

e 2UYKPIOIUEG OUADEC

o Katd tnv apxn 1nG MEAETNG N MEan eOouadiaia doon BiTauivng D
(lcodUvapo TrapikaAoiToAng ) Arav 19.00 mcg kar AAAage TTOAU Aiyo
Kata Tnv Bepartreia Kal o1o TEAOG TNG 4 €fdoudadocg (18.83 mcg TNV
eBOopada 1 o 19.40 mcg oTtnv £fOoudada 4

o Kappia aAAayny oTnv ouykEvTpwon diaAUpaTog acBeaTiou

Liss K, et al. Poster presented at: 2015 American Society of Nephrology Annual Meeting; November 3-8, 2015; San Diego, CA. #TH-PO871.
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Etelcalcetide Initiation After Cinacalcet Discontinuation

Aoc@aA&gia xopnynong

e 2UVNBEOTEPN TTAPEVEPYEIQ AOUUTITWHPATIKA UTTACBEOTIOIMIO
(3.4%)

e 2TO OUVOAO, AES ouvéBnoav o 49% Twv aoBevwyv

e 2 ao0eveic dIEKOWAV TO PAPPAKO ECAITIOC dIAPPEOIWY Kal
ammoppagng fistula

o 20Bapec AEs og 12% Twv acBevwyv

e 1 aoBevric Bavatn@opa oNTITIKA KATAOTAON ATTO Ta XOANPOpa
TTou Ogv aTTO000NKE OTO PAPUAKO

Liss K, et al. Poster presented at: 2015 American Society of Nephrology Annual Meeting; November 3-8, 2015; San Diego, CA. #TH-PO871.
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Head-to-Head Study: Etelcalcetide Vs Cinacalcet

20voyn acQUAEloS: QavaTn@opes EMTAOKEG.

o KotoyopiOnkav 9 (3%) ko 6 (2%) ac0cveig otic opadsg etelcalcetide ko cinacalcet
aovtiotoryo. Kapia ocv 0copnOnke arotéreopa tng Oepameiog

e Mo apOunTikn) aOENG1 Y10 AVETOVUNTES TUPEVEPYELES TTOV CYETICTIKOV NE
KOPOLUKN aveTapkelo, cuvépnoav oty opaoa g etelcalcetide (3.0%) o¢
cVOyKpLon pe avtiv T cinacalcet (0.6%)

— O avem@OpnTeg mapevéPyareg KOPOLOKNG AVETAPKELNS TOV 6oPapéc 6€ S

ac0seveic (3 Oavatneopsg) kot 1 acOeviy (un Bavatnedépo) otig opdosg etelcalcetide
Ko cinacalcet avrictovya

—  Kopia avem@ountn mapevépyera Oavatneopa 1 cofapi) oev 0m0d00nke o¢
vracfeotiopia 2 un cofapic mapevipyeleg otny opnddo tng etelcalcetide
cvoyeTicOnKav pe youniés Tinég acpeotiov 8.0 mg/dL ko 8.1 mg/dL

AE = adverse event; cCa = corrected calcium; IP = investigational product.

Martin KJ, et al. Poster Presented at the 2015 ASN Annual Meeting;November 3-8, 2015;San Diego, CA (# SA-PO1115).

30



Head-to-Head Study: Etelcalcetide Vs Cinacalcet

20VOYN A0QPUAELOS KOL OTTOTEAECUUTIKOTNTOS

 H O¢gpancia pe etelcalcetide wétvye peimon > 50% kot > 30% ¢
PTH otovg meprocotepovg acdevels o€ oOykpion pe v opada
cinacalcet, ev®d 1} voutio Kot o1 UETOL €V OLEPEPAY NETUED TOV
OGO V.

e  Ymip&e mo aprtOunTtiki) vrePoyN TNV ELPAVIOT KOPOLOKNS
OVETAPKELUS YLO. TNV 0TTOL0. 0EV 0T0000NKE 6TO VIO dLEPEVVIION
PAPLOKO.

* YnooPeotTionio fjTav cuyvotepn oty opdda tng etelcalcetide

* |V etelcalcetide eivan TeprocoTeEpo dpacTiKn TaPd 1) PEr 0S ayoyn
ne cinacalcet etovg acOseveic pe AYIIO mov vrofairovral o€
glpoxka0apon.

AE = adverse event

Martin KJ, et al. Poster Presented at the 2015 ASN Annual Meeting;November 3-8, 2015;San Diego, CA (# SA-PO1115).



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

Ao@aAsia xopnynong

o [lapOuolec aveTTIOUUNTEC EVEPYEIEC OTTOU JEAETABNKAV O€ OUYKPION UE EIKOVIKO
PAPMAKO 1] OIVAKAATETN

* Nauria, €uetol, dIAPOIEC OUVNBECTEPEC OTNV XOPNYNOoN £TEAKAOITIONG
OUYKPIONMEG O€ OXEON ME TNV OIVAKOACETN

°  2UMTITWMATOAOYIO TTOU CUCXETICOTAV PE UTTAORECTIAIMIO OTTWC MUIKOI
OTTAOMOI, TTOVOKEPAAOC Kal TTapaIocBnaicc ATav ouvnBECTEPES KATA TNV
xoprynon €TeAKacITidnC.

* [liBavry cuoxéTion xaunAou Ca opou Kai dieupuvong QT diaoTApaTog. MNMaviwg
Ol BepaTTeEUTEC Ba TTPETTEI VA TTPOCTEXOUV OTAV XOPNYOUV £TEAKACITION O€
OuvOUOQO MO PE pApuaKa TTOu duvavTal va dieupuvouy 1o QT didoTnua

* PuBuocg 6avarwv, EM, AEE | ottacuoi Trapouola TTooooTd

Block GA, et al. JAMA. 2017; 317:146-155. 32



Etelcalcetide Phase 3, Placebo-Controlled Clinical Studies

ATTOTEAECHATIKOTNTO

* H eteAkaaITion atmoteAeopaATIKA 0TN Peiwan TnG PTH opou >30% kai 50% Kal
KOAUTEPN O€ OXEQN ME TNV OIVOKAATETN

* To To000TO TWV ACBEVWYV TTOU XPEIAoOnKav TTPOCANWN CUUTTANPWHATWY
aoBeoTiou, aoBECTOUXWYV OECHEUTIKWY QWOPOPOoU Kai Bitauiv D ATav
MEYAAUTEPO OTOUC a0BEVEIC TTOU EAAUBava ETEAKOOITION.

* H Bepartreia pe eTeAkaoITidon 0dynoe o€ onuavtik ueiwon Ca, P kai FGF23
KOl GAAWV OOTIKWYV OEIKTWV

AE = adverse event; cCa = corrected calcium; FGF = fibroblast growth factor; PTH = parathyroid hormone

Block GA, et al. JAMA. 2017; 317:146-155.

33



O¢pamevtikég Evoeilealc:

Cinacalcet hydrochloride?
O¢epartreia Tou deutepoTTaOOUG UTTEPTTAPaBUpeoEIdIouoU (HPT) o€ acBeveic pe veppikr vooo TeAIKoU oTadiou
(ESRD), o1 otroiol uttopaAAoOVTaI O€ aIMOKABAPON, WG BepaTreia ouvTPNoNgG.

To Cinacalcet ptropei va XpnoihoTToin0ei wg HEPOG EVOG BEPATTEUTIKOU OXNMATOG, TO OTTOIO TTEPIAAUPBAVEI
OECUEUTEC PWOPOPOU Kal/f) OTEPOAES BiTapivng D, avdAoya Pe TIC ATTAITHOEIG.

Meiwaon TNG UTTEPACPRECTIAINIAG O QOBEVEIC E:

*KAPKIVWHQA TTapaBupeoeidoug.

*TTPWTOTTAON UTTEPTTAPABUPEOEIBIONUS VIO TOUG OTTOIOUG TTapaBupeocIdeKTOUN Ba Tav evOedeIyUEVN, BAOEI
TWV ETTITTEOWY TOU AOPBECTIOU TOU 0poU (OTTWG KaBopileTal atrd TIG OXETIKEG 0ONYieG BepaTTEiag), aAAAG oToug
OTTOIOUG N TTaPaBUPEOEIDEKTOUN OEV €ival KAIVIKA KATAAANAN 1) avTevOEikvuTal.

Etelcalcetide?
To Etelcalcetide evdeikvuTtal yia Tn Bepartreia Tou deuTEPOTTABOUG UTTEPTTAPABUpPEOEIdIoNOU (AYTIO) o€
evnAikoug aoBeveig pe xpovia veppikr) vooo (XNN) 1Tou uttopdAAovTal o€ BeparTreia aipokadbapong.

1. Mimpara® (cinacalcet hydrochloride) MepiAnwn XapaktnpioTikwv Tou Mpoidvtog (M)
2. Parsabiv® (Etelcalcetide) MepiAnwn XapakTtnpioTikwy Tou Mpoidvtog (MxIT)
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Bonbnote va yivouv Ta ApHOKa TTIO aopaAn
Kal Ava@EpeTe
OAEZ 11G aveTTIBUUNTEG EVEPYEIEG
yia OAA Ta pappaka
ZuptrAnpwvovtag Tnv “KITPINH KAPTA”

Avagpépete KABe UTTOTITN AVETTIBUPNTN EVEPYEIX CUPQWVA PE TO EBVIKO
cloTnpa avagopdc oto Tupa AvemBuountwy Evepyeiwyv Tou EBvIKoU
Opyaviopou ®apudkwy (EOP) Tnh. 2132040380, Fax 2106549585,
pe TN Xprion Tng Kitpivng Kdptag OSiaBéoiun kal otnv I0TooeAida Tou
EO®, www.eof.gr yia éviuttn /| NAEKTPOVIKH UTTOBOAR 1| eVOAAGKTIKA
otnv AMGEN EAAdg Pappakeutikd E.M.E. TnA.: +30 210 3447000.
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