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Study Design for IV Reglmens

Follow-up period

DBTP (24 weeks) OLTP (48 weeks) (20 weeks)
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Run-in visit N=39 Evinacumab Evinacumab &
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Evinacumab administered visits (weeks)

Primary endpoint: Percent change in LDL-C with evlnag:BnT\_:b versus placebo from baseline to Week 16 during the

OLTP, open-label treatment period; Q4W once every 4 weeks,
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DBTP (16 weeks) Follow-up period (23 weeks)
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Run-in visit N=40 Evinacumab

<
(up to 8 weeks) 450 mg QW
N=43 Evinacumab o
[ 300 mg QW
. l
N=39 Evinacumab -
300 mg Q2W'
Screening period N=41
(up to 2 weeks) Placebo QW et
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Evinacumab administered visits (weeks)
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(450mg QW; 300mg QW; 300mg

Q2W; R4

Primary endpoint: Percent change in LDL-C with Mnagusr;PaF versus placebo from baseline to Week 16 during the

' Placebo injections were administered on alternate weeks to maintain the blind.
DPTB, double-blind treatment period, QW once weekly, Q2W, every 2 weeks.
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Evinacumab Evinacumab Placebo |

15mg/kg IV Q4W 5 mg/kg IV Q4W IV Q4W Total

(n=38) (n=35) (n=33) (N=106)
Age, years, mean (SD) 52.1(12.1) 55.7(9.6) 56.2(109) 54.6(11.0)
Female, n (%) 19 (50.0) 22 (62.9) 18 (54.5) 59 (55.7)
Race, white,n (%) 35(92.1) 32 (91.4) 27(81.8) 04 (88.7)
BMI, kg/m2, mean (SD) |29.3(4.9) 28.8 (4.6) 288(52) 20.0(49)
HeFH 31(81.6) 29 (82.9) 26 (78.8) 86 (81.1)
By genotyping 10 (26.3) 11(31.4) 11(33.3) 32(30.2)
By clinical diagnosis 21(55.3) 18(51.4) 15 (45.5) 54 (50.9)
CHD, n (%) 21(55.3) 20 (37.1) 25(75.8) 66 (62.3)
LLT,n (%)
Any statin 33(86.8) 27 (77.1) 28 (84.8) 88 (83.0)
High-intensity statint 23 (60.5) 17 (48.6) 15 (45.5) 55(51.9)
Ezetimibe 13(34.2) 15(42.9) 12 (36.4) 40 (37.7)
PCSKD9 inhibitor 37(97.4) 33 (94.3) 32 (97.0) 102 (96.2)

DdSC

Baseline Lipids for IV Regimens

Evinacumab
15 mg/kg IV 5 mg/kg IV Placebo
Q4w Q4w v Q4w Total
(n=38) (n=35) (n=33) (N=106)

LDL-C mg/dL, mean 144.5

Evinacumab

(D) 143.1 (54.4) 146.0 (61.0) (4o0) S (540)
ApoB, mg/dL, mean (SD) 41, . (524 1134 (33.8) (12176‘07) 114.1 (31.1)
?S%‘i'c' mg/dL, mean 51.5 (17.4) 582 (16.8) 554 (18.0) 54.9 (17.4)
Non-HDL-C, mg/dL, - 176.2
wean (SD) 169.4 (54.2) 170.6 (61.5) (480) 17+ (54.5)
Total cholesterol, mg/dL, 231.6
mean (SD) 220.9 (56.8) 228.8 (60.2) (50.4) 226.8 (55.7)
Fasting triglycerides, 126.5 102.0 147.0 122.0
. mg/dL, median (Q1:Q3)  265.1060) (86.0:156.0) (104‘5)’200‘ (92.0:171.0)
. -
- & ?gﬁ%g’“"‘/ L. median 34.0 27.0 a 635_'105 » 31.0 |
. : (15.0:157.0) (12.0:20.0) o (3mo3270) |




IVZEL DL

RSN,

Arrancor Yeort A L b

ﬁer‘éé?ft‘ Change in LDL-C with IV I T
> JHBEEELITLDL-CFIK IR
Regimens > BEBRMREEE N A L IR

|_.|o

-e—Placebo IV Q4W -a-Evinacumab 5 mg/kg IV Q4w
g —+Evinacumab 15 mg/kg IV QW o - > SELEUREMELE, 15 mg/kg Q4WZHLDL-
E L pasine CIKTFEAE T 49.9%; 5 mg/kg QAWA
R o LDL-CIKFBEME 1 23.5%,
§ ,° - ot Sanvy- > SERFIHEMELE, 15 mg/kg Q4Wiﬁ$|]5
§ %Z . + Placebo: +0.6% mg/kg Q4W2HLDL C7_K_l/\7DJU|ZZF1EET
é%o q . 50.5%. 24.2%.,
H ! : | placebo -
s 2 Pl T "l
‘E’ 50 4 . e | . i . Evmuumlh 5 mg/kg
9 60 . : : 24.2%, P=0.0109!
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Hang&s in other Lipids with IV
Regnnens

Non-HDL-C  Total cholesterol  Triglycerides
0

| 3 FE A MBEIEHT, BEEESAT16
it ARt EERREENTE, A5
e _16.6 l6 5-16.5 mg/kg Q4W4A TEIBEEEINAS.

-50 -

-45.9

Mean difference vs placebo
from baseline to Week 16, %t

-60 -

m Evinacumab 15 mg/kg IV Q4W Evinacumab 5 mg/kg mg IV Q4w

'LS mean difference versus placebo shown for ApoB, non-HDL-C, and total cholesterol. Adjusted mean difference versus placebo
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Safety of IV' Reglmens

Evinacumab 15 Evinacumab 5
mg/kg IV Q4W mg/kg IV Q4W Placebo

N (%) of patients GEEY) (n=36) IV Q4W (n=33)

ZEEHHE, MA{ERAEvinacumabj

Patients with =1 TEAE 31(83.8) 27 (75.0) 23 (69.7) rh & A

Patients with =1 serious 6 (16.2) 2 (5.6) 1 (3.0) rm'“"% Z% \'H’],I BRAEAR E$
TEAE - : :  (TEAE) 73l796f (16.2%) #I2
T Bl (5.6%) , FANIFREAMETEAE
discontinuation of 2(5.4) 2(5.9) 1G.0) %‘E&E"]%to

treatment

Patients with any TEAE 0 0 0

resulting in death
TEAEs with =10% incidence’

Nasopharyngitis 6 (16.2) 3 (8.3) 2(6.1)
Headache 5(13.5) 2 (5.6) 6(18.2)
Myalgia 2 (5.4) 4(11.1) 4(12.1)
Fatigue 1(2.7) 4(11.1) 2 (6.1)
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Pé"'tenf Change in LDL-C with SC
Regimens

-e-Placebo SC QW

ST Yo

-a-Evinacumab 300 mg SC Q2w

E —a— Evinacumab 300 mg SC QW —«—Evinacumab 450 mg SC QW
o 30 - LS mean change versus
—
& baseline
§,20 - . (vagd(umab 450 mg QW
) 87.2%
{3 :;; 1 e Evinacumab 300 mg QW
U L.V
- « Evinacumab 300 mg Q2W
- % o 29.7%
— . Pl +8.8%
5 ZE ) acebo: +8.8
“ LS mean difference versus
-30 4 |
p S : - : ' placebo
5_40 - E I 1 . /*\ : 1  Evinacumab 450 mg QW
o N = J 1 i x L 1 - . "
. _—1 —t— —' ? 56.0%, £<0.0001
E"SO " . \\\\$;#J/’ A . : 1 e Evinacumab 300 mag QW
::1—6() : 52.9%. P<0.0001
2 3 = . tvm acumab 300 mg Q2W: -
0 5 10 15 38.5%, P<0.0001
Analysis visit (weeks)
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Changes in other Lipids with SC

Regimens > WTHEAMAEIEIR, BHEEEZ
ApoB Non-HDL-C Total cholesterol Triglycerides ﬁEXIﬁI*EIEE’\]'FB%, B,%Lp(a)&300mg

& A TRRIAE I, HRFZISIRLA450mg QWEE
=10 4 el _FB%mEIZEE_ij%o
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Mean difference versus placebo
from baseline to Week 16, %!
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m Evinacumab 450 mg SC QW » Evinacumab 300 mg SC QW m Evinacumab 300 mg SC Q2W

'LS mean difference versus placebo shown for ApoB, non-HDL-C, and total cholesterol, Adjusted mean difference versus :
placebo shown for triglyceri des and me ' g )nz» B& M;j‘}g %j—[-‘ A % ]E‘ B‘b
% 4 B o J%¥Y e g 7 d ] % | I T
. 192

Shanghai Ninth People’s Hospital affiliated to Shanghai JiaoTong University, School of Medicine




Safety of SC Regimens

Evinacumab 450 mg Evinacumab 300 mg Evinacumab 300 mg Placebo
N (%) of patients SC QW (n=40) SC QW (n=42) SC Q2W (n=39) SC QW (n=39)
Patients with 21 TEAE 27 (67.5) 28 (66.7) 32(82.1) 21 (53.8)
Patients with 21 serious TEAE 3(7.5) 3(7.1) 2(5.1) 3(7.7)
Patients with 21 TEAE
:::l:::l discontinuation of 0 0 2(5.1) 2(5.1) Zﬁ% R@ EHE &-FIIQ:I-&}- EI]
p— ~ S
resultin
e $5BIEE300 mg QWA300 mg QIWAE
Nausea 4 (10.0) 1(2.4) 4(10.3) 3(2.7) EE1HIETEAESERNFET :
Constipation 0 0 4(10.3) 1(2.6)
Abdominal pain 0 0 1(2.6) 4(10.3)
Injection site erythema 4 (10.0) 1(24) 2(5.1) 1 (2.6)
Fatigue 4(10.0) 1(24) 0 3(7.7)
Urinary tract infection 4(10.0) 4(95) 5(12.8) 3(7.7)
Nasopharynpm 4(10.0) 4(95) 4(10.3) 6(154)
Back pain 2(5.0) 4(9.5) 3(7.7) 5(12.8)
Headache 4(10.0) 3(7.1) 2(5.1) 4(10.3)
Dizziness 1(2.5) 2(4.8) 1(2.6) 5(12.8)
"TEAL S occurning i 210% of patients i a0y proup for each MedDRA prefecied term

Med DA, Medec sl Dxctionary lor Reguiatory Activities, TLAL treatment emerpent Jdverse event
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Chfe in LDL-C with SC and IV
Reglmens

—e—Placebo SC QW —a— Evinacumab 300 mg SC Q2w
—a— Evinacumab 300 mg SC QW —a— Evinacumab 450 mg SC QW

» - Placebo IV Q4w --m - Evinacumab 5 mg/kg IV Q4w it_l'%;"é‘ : Zﬁﬁ% ttﬁ__”‘1£;)b,

E ;2 ‘ EvinacumabfB%% 7% &I 57l nT BF 2 PE 4K
%0 . ,/T\l LDL-CHI7KE, EZ'F,IEJ‘ &%‘Eﬂt j
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