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[ ABSTRACT | Aim To assess the efficacy and safety of PCSK9 antibody AMG145 on lipid-lowering by a meta-anal-
ysis. Methods Such database as PubMed, Cochrane Library, EMBase, Web of Science, CNKI, CBM were searched
from 2003 to Mar 13, 2015 for randomly collecting case-control clinical trial of AMGI145 on lipid-lowering.

Meta-analysis

Assessment
and data extraction were conducted by two reviewers independently, meta-analysis was performed by RevMan5. 3 software.

Results 9 studies involving 2965 patients were included, including 5 Phase 2 and 4 Phase 3 clinical trials, all litera-
tures were published by English. The results of meta-analysis showed that: compared with PBO AMG145 can significantly
lower LDLC, Lp(a), ApoB/ApoAl and elevate HDLC after 12 weeks medication ( P<0.01) ; there were no significant
differences of total adverse events, myodynia, nasopharyngitis, injection sites reaction, headache and ALT/AST=3 times

ULN between AMG145 and PBO(P>0.05). Conclusion AMGI145 can lower lipid effectively and safely.
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Figure 1. Flow chart of literature screening
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Table 1. Baseline characteristics of included studies

. FRZ) Ht \ B RIT 1,

NI IR n FERIARTT Jrst FELE Gov number
PBO  AMGI45 PBO  AMGI45

LAPLACE-TIMI57 2012 4] LANCET 629 63 63 53% 55% ;T;JT KBTS TR SC 12 J4 W NCT01380730
MENDEL 2012 [5] LANCET 406  60+9 6310 3% 45%  TIERRAIT SC 12 )8 W NCT01375777
YUKAWA 2014 6] CIRCULATION 307  60.9+9.8 61.3+9.9 28% 2% =4 IRy SC 12 i WL NCT01652703
RUTHERFORD 2012 (7] CIRCULATION 167 49.3+11.3 51.8+13 57.1%  37.5% ;?ﬁ}gﬂwﬂ’ﬁﬁjﬁmﬁ‘ SC 12 8 ATk NCTO1375751
TESLA PartB 2014 [8] LANCET 49  32+14 3012 50%  48% ;?é}imm”'ﬁﬁimﬁ‘ SC 12 ] Ak NCT01588496
GAUSS 2012 9] JAMA 157 60£8.6  62.4+6.6 56.3%  62.5%  JC,SURFIEATTIRTY SC 12 J8 W NCT01375764
RUTHERFORD-2 2015 3] LANCET 329 46.8+12.1 51.9+12 4% 2% @f@%@%&?ﬁlﬁiﬂwm{ﬂ SC 12 Ak NCT01763918
MENDEL-2 2014 [10] JACC 614 5311 53£12 60%  66%  FeHEAlAIT SC 12 ] AT NCT1763827
GAUSS-2 2014 [11] JACC 307 60=9 63+10 43%  45%  TC, SRR AT IRTY SC 128 Wl NCT01763905
2. INEKEREITN
Table 2. Quality assessment of included studies
PN pibnk skl gk U SERON R v
LAPLACE-TIMIS7 2012 ™' 1 EEHLE = RS HE ME = ek 2 5
MENDEL 2012 "* HRHFERG HE OME 2 S8k fé 5
YUKAWA 2014 NG HE OME e SEHE = 4
RUTHERFORD 2012 7! ARG HE OME = SE 8% 2 4
TESLA PartB 2014 ' HEHEERS HE OMH = SEHE 2= 5
GAUSS 2012 ¥/ HEHEERS wE WE 2 SEHE e 5
RUTHERFORD-2 2015 */ 1RSI RS W OMHE e TR = 5
MENDEL-2 2014 "/ AN WE OMH = SEHE b 4
GAUSS-2 2014 1" AN HE OME & i 2 4
2.3 Meta FTHIER ZRAGEE X[ WMD =-50.81,95%CI( -57.00,

2.3.1 AMGI45 5 PBO 4% LDLC # b4z %
WFFE AR S T (P<0.10, 12 = 87% ) , 5 4 [f] Bk 2k
GBI AT L, AT RE A AHRE RS A R 43
G2 EC, R Bl AL ARSI AT A IR A b
45 R . 5 PBO AH L AMG145 W] B 3 44K LDLC,

AMG145 PBO

-44.62) ,P<0.00001] (1€ 2) , AASTR] I PR 40309 A
RER AT, T WHSM, 2R 65T 2B X
[ WMD = - 50.81,95% CL ( —54.97, —46.65) , P <

0.00001] (& 3) .

Mean Difference Mean Difference

Sludl or Subgroup Mﬁn S0 Total Mean SD Totil ‘Weight IV.Hindom.QS‘.‘f_;CI IV,Random,85%C|

GAUSS 2012 -63 231 30 -14.8 221 32 913% -48.20(-59.47,-36.93] —

GAUSS-2 2014 -526 158 102 -151 15 51 12,29 -37.50[-42.63,-32.37] -

LAPLACE-TIMIS7 2012 -50.3 258 80 -2 258 79 10.9% -48.30[-56.32,~40.28] ——

MEMNDEL 2012 -48 171 45 45 17.6 45 11.3% -52.50[-59.67,-45.33] —_

MENDEL-2 2014 -56.1 138 153 -13 135 78 127% -54.80[-58.51,-51.09] -

RUTHERFORD 2012 -55.2 154 56 1.1 154 56 120% -56.30[-62.00,-50.60] -

RUTHERFORD-2 2015 -55.7 236 110 55 239 55 11.1% -61.26[-68.90,-53.50] —_

TESLA PanB 2014 -231 219 33 7.9 202 16 8.7% -31.00[-43.40,-18.60] —

YUKAWA 2014 -63.9 162 53 -1.5 162 50 11.8% -62.40[-68.66,-56.14] —

Total(95%Cl) 462 1000°% —50.81 [-57.00,-44.62] ’

Heterogeneity: Tau?=74.67:ChF=63.39,df=8(P<0.00001): P=87% ! + + 1
Test for overall effect: Z=16.09(P<0.00001} -100 -50 0 50 100

Favours AMG145 Favours PBO

B 2. FHAI/E AMG145 5 PBO B&{f% LDLC HItLE
Figure 2.Comparison of LDLC reduction between AMG145 and PBO

2.3.2 AMGI145 5 PBO # & HDLC 9 b %
WG I AN 7E S o M SR FH [ 2 500 A 80 43, 4%

IR, 5 PBO #H L AMG145 7] i 3 7} & HDLC,

ERAE G F = X[ WMD = 7.20, 95% CI (4. 85,



300

ISSN 1007-3949 Chin J Arterioscler, Vol 24,No 3,2016

9.55),P<0.00001] (¥ 4)

233 AM

G145 5 PBO B4k Lp(a) # Hb %

TGS TR ASTEAE S B, R P ] S 20k o A Y 43 #4685
REIR AMG145 5 PBO AH AT i K Lp(a) ,

%#ﬁéﬁﬁ‘

L, 2

- &

& [ WMD=-27.53,95%CI(-31.19,

-23.86) ,P<0.00001] (&l 5)

234 AM

G145 5 PBO 4% ApoB/ApoAl #J 1Ak

BHFIERIAEAE M (P<0.10, 17 =56%) , P 4[] ik
LRBORMM AT L, AT ABE RS AE A G RS S

R SEL RIS
ZE R . AMG145 5 PBO A ttﬂ@%ﬁ’%& ApoB/
ApoAl, ZE AT it 2%

2R FH BEA L3 0 5 7Y E A

L, P

- &

% X[ WMD = -4

(-51.46,-42.82) ,P<0.00001] (Kl 6)

2.3.5 AMGI145 5 PBO #AL B0y R R 44 A& &
ST (B AN FETE S M R FH 1 500
RIS, 45 5 7R . AMG145 5 PBO AH LA BLR
X [OR=1.07,95% CI

7 le iR

PR R IE S gt

L 2
- &

(0.84,1.36) ,P>0.05] (& 7).

Mean Difference
IV, Random,95%C|

Mean Difference
IV, Random,95%ClI

3. FHniE

AMG145 PBO
Study or Subgroup Mean SD Total Mean SD Total Weight
1.1.2 PHASE2
GAUSS 2012 -63 231 30 -148 221 32 45%
LAPLACE-TIMI 2012 -50.3 25.8 80 -2 258 79 54%
MENDEL 2012 -48 171 45 45 176 45 57%
RUTHERFORD 2012 -552 154 56 1.1 154 56 6.0.%
YUKAWA 2014 -63 162 53 -15 162 50 59%
Subtotal{95%Cl) 264 262 27.6%
Heterogeneity: Tau?=16.71; Chi*=8.89,df=4(P=0.06);"=55%

Test for overall effect: Z=21.69(P<0.00001)

1.1.3 PHASE3

GAUSS-2 2014 -52.6 15.8 102 -15.1 15 51 6.2%
MENDEL-2 2014 -56.1 13.8 153 -13 135 78 6.5%
RUTHERFORD-2 2015 -55.7 23.6 110 55 239 55 55%
TESLAPARTB 2014 -231 219 33 79 202 16 4.2%
Subtotal(95%Cl) 398 200 22.4%

Heterogeneity.Tau’=138.34; Chi*=46.25,df=3(P<0.00001);F=94%
Test for overall effect.Z=7.54(P<0.00001)

1.1.4 NUMBERI

GAUSS 2012 -63 231 30 -148 221 32 4.5%
MENDEL 2012 -48 171 45 45 176 45 57%
TESLAPARTB 2014  -231 219 33 79 202 16 4.2%
Subtotal(95%Cl) 108 93 14.5%

Heterogeneity:Tau?=88.90; Chi*=B.68,df=2(P=0.01);1*=77%
Test for overall effect: Z=7.16(P=0.00001)

1.1.5 NUMBER2

GAUSS2 2014 -526 158 102 -151 15 51 6.2%
LAPLACE-TIMI 2012 -50.3 258 80 -2 258 79 54%
MENDEL-2 2014  -56.1 13.8 153 -13 135 78 6.5%
RUTHERFORD 2012 -552 154 56 11 154 56 6.0%
RUTHERFORD-2 2015 -55.7 236 110 55 239 55 55%
YUKAWA 2014 -639 16.2 53 -15 162 50 59%
Subiotal(95%C1) 554 369 35.5%

Heterogeneity:Tau?=78.14; Chi*=51.50,df=5(P < 0.00001);F=90%
Test for overall effect:Z=13.92(FP <0.00001)

Total(85%CI) 1324 924  100%

-48.20 [-59.47,-36.93]
-48.30 [-56.32,-40.28)
-52.50 [-59.67,-45.33]
-56.30 [-62.00,-50.60]
-61.50 [-67.76,-55.24]
-54.21 [-59.11,-49.31]

-37.50 [-42.63,-32.37]
—-54.80 [-58.51,-51.08]
-61.20 [-68.90,-53.50]
-31.00 [-43.40,-18.60]
-46.70 [-58.84,-34.55]

-48.20 [-59.47,-36.93]
-52.50 [-59.67,-45.33]
-31.00 [-43.40,-18.60]
—44.65 [-56.87,-32.43]

-37.50 [-42.63,-32.37]
-48.30 [-56.32,-40.28)
-54.80 [-58.51,-51.09]
-56.30 [-62.00,-50.60]
-61.20 [-68.90,-53.50]
-62.40 [-68.66,-56.14]

-53.33 [60.84,-45.82]

-50.81 [-54.97 -46.65]

Heterogeneity.Tau?=65.97; Chi*=125.02,df=17(P<0.00001);F=86%

Test for overall effect:Z=23.96(F < 0.00001)

Test for subgroup differenes:Chi?=2.97,df=3(P=0.40),F=0%

o{l

7.14,95%C1

-100 -50 0
Favours AMG145

AMG145 5 PBO [%{K LDLC BILL BB T 4H 53 #f

Figure 3.The subgroup analysis of comparison of LDLC reduction between AMG145 and PBO

50 100
Favours PBO

E 4. FWdE

AMG145 PBO Mean Difference Mean Difference
Study or Subgroup _Mean SD Total Mean SD Total Weight |V, Fixed 95%ClI IV Fixed,95%Cl|
TESLA PARTE 2014 4 159 33 41 145 0 Mot estimable
RUTHERFORD-2 2015 54 172 110 -37 172 55 17.8% 9.10 [3.53,14.67) ——
RUTHERFORD 2012 91 1041 56 23 1041 56 39.5% 6.80 [3.06,10.54]
MENDEL-2 2014 41 436 153 -53 302 78 6.0% 9.40[-0.23,19.03] ——
MENDEL 2012 11.5 163 45 57 166 45 12.0% 5.80([-1.00,12.60] - —
GAUSS-2 2014 6.5 163 102 1.6 155 51 19.7% 4.90[-0.40,10.20] -
GAUSS 2012 12 222 o 11 192 32 51% 13.10 [2.74,23.46] ——
Total (95%Cl} 529 317 100.0% 7.20[4.85, 9.55) ’
Heterogeneity: Chif=2.82,df=5 (P=0.73): I’=0% . N . .
Test for overall effect: Z=6.00 (P<0.00001) _1'00 _5'0 0 5' 106

AMG145 5 PBO #& HDLC b3k

Figure 4.Comparsion of HDLC increasement between AMG145 and PBO

0
Favours PBO Favours AMG145
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AMG145 FBO Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Random,85%CI IV,RandumﬁS%Cl
GAUSS 2012 -29.1 351 a0 -79 252 32 5.7% -21.20 [-36.50,-5.90] —_—
GAUSS-2 2014 -221 373 102 58 3614 51 8.9% _27.90 [-40.17,-15.63 ——
MENDEL 2012 -19.9 24 45 9.2 242 45 13.6% _2010[-39.06,-19.14] ——
MENDEL-2 2014 -17.8 1209 153 0 446 78 2.9% -17.80 [-39.36,-3.76] —_—
RUTHERFORD 2012 -27.4 164 56 4.1 164 56 364% _31.50[-37.57,-25.43) -
RUTHERFORD-2 2015 -21.6 225 110 6.7 23 55 24.6% _28.30 [-35.60,-20.91) -
TESLA PARTB 2014 9.4 236 33 24 21 16  79%  _11.80 [-24.87.1.27] —
Total(95%Cl) 529 333 100.0% -27.53[-31.19,-23.86) ’
Heterogeneity.Chi’=8.79,di=6(P=0.19);1°=32% . . ) )
Test for overall effect:Z=14.72(P<0.00001) _1’ 00 _ éo 0 5'0 1 0'0
Favours AMG145 Favours PBO
B 5. FHiaifE AMG145 5 PBO F&{K Lp(a) RytL %
Figure 5.Comparsion of Lp(a) reduction between AMG145 and PBO
AMG145 FBO Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random,95%CI IV, Random,85%CI
GAUSS 2012 -52 20,5 30 -11.4 17.7 32 13.2% -40.60[-50.16,-31.04] —_—
MENDEL 2012 -453 159 45 01 163 45 19.9% -45.40[-52.05,-38.75] -+
MENDEL-2 2014 -483 17.3 153 45 166 78 2B6.4% -52.80[-57.39,-48.21] *
RUTHERFORD 2012 -48.7 13.2 56 -4.1 132 56 253% —44.60[-49.49,-39.71] -+
RUTHERFORD-2 2015 -45.3 252 110 4.2 269 55 15.2% -49.50([-58.03,-40.97) —
Total(95%Cl) 394 266 100.0% -47.14 [-51.46,-42.82] .
Heterogeneity:Tau’=12.93;Chi*=9.03,df=4(P=0.06);1°=56%
Test for overall effect:Z=21.39(P<0.00001) L | , ,
r T T 1
=100 -50 4] 50 100
Favours AMG145 Favours PBO
& 6. FFHT/E AMG145 5 PBO F&{K ApoB/ApoAl HyLLEE
Figure 6.Comparison of ApoB/ApoAl reduction between AMG145 and PBO
AMG145 FEO Odds Ratio Odds Ratio
Study or Subgroup Events Total Eventsl Total Weight M-H Fixed 95%CI M-H Fixed 95%CI
YUKAWA 2014 H B0 21 79 10.1% 1.75 [0.89,3.42] +—
TESLA PartB 2014 12 33 10 16 6.7% 0.34 [0.10,1.18] B
RUTHERFORD-2 2015 63 110 30 55  13.4% 1.12 [0.58,2.14] —
RUTHERFORD 2012 37 56 33 56 8.8% 1.36 [0.63,2.92) 4
MENDEL-2 2014 61 153 34 78 21.2% 0.86 [0.49,1.49) —sa}—
MENDEL 2012 19 45 22 45  10.0% 0.76 [0.33,1.75] —
LAPLACE-TIMIS7 2012 48 B0 38 79 12.0% 1.62 [0.86,3.03] R —
GAUSS-2 2012 72 102 39 51 12.0% 0.74 [0.34,1.60] —_—
GAUSS 2012 18 30 19 32 5.8% 1.03 [0.37,2.83) [ —
Total(95%Cl) 689 491 100.0% 1.07 [0.84,1.36]
Total events 361 246
Heterogeneity:Chi*=9.49;di=8(P=0.30);I°=16% , + + + J
0.01 0.1 10 100

Test for overall effect:Z=0.54(P=0.59}

B 7. THnE

AMG145 5 PBO It ERNAREUR ERILE

Favours AMG145

Figure 7.Comparison of incidence rate of total adverse events between AMG145 and PBO

2.3.6 AMGI145 5 PBO A b UUJR & 4 F &
AR RAS A TE S5 T 1, SR P [0 2 380 AR 43, 45
RN AMG145 5 PBO A LU & AR, 25 700
Giil2F L [OR=0.58,95%CI1(0.30,1.12),P>
0.05] (K 8),

2.3.7 AMGI145 5 PBO A8k 78 £ & 4 F b ik
B AGE RIASFEAE 57 M R A [ 5 28007 A5 80 43 A
ZEHL R AMG145 5 PBO A HL 80 48 K A2 R £ 57
TG X[ OR=1.51,95%CI(0.74,3.09) , P>
0.05](&9),

Favours PBO

2.3.8 AMGI145 5 PBO #8 M iE 4% 304 R & A &
ek SFSEIRANAEAE S B SR 1 R0 A
RIYHT 45 B R . AMG145 5 PBO A b v 5 3 437
N KR 22 IS 2= 3 L[ OR = 1.03,95% C1
(0.44,2.38) ,P>0.05] (& 10)

2.3.9 AMGI145 5 PBO A8t sk Jm & & F i

S FFEIRNAS A8 S5 B, R 1T [ 7 2680 g A5 2 43 A

gEHL R AMG145 5 PBO Ml i R AE R E R T
Siit2# 3 X [OR=0.97,95%CI(0.50,1.87), P>
0.05](E 11),
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AMG145 PBO Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total  Weight M-H,Fixed,95%ClI M-H,Fixed,95%CI
GAUSS 2012 10 30 10 32 27.9% 1.10[0.38,3.19] P
GAUSS-2 2014 9 102 11 51 57.9% 0.35 [0.14,0.92] _._
MENDEL 2012 0 45 0 45 Not estimable
MENDEL-2 2014 1 153 2 78 11.4% 0.25 [0.02,2.80] .
TESLA PartB 2014 1 33 0 16 2.8% 1.52 [0.06,39.48]
Total(95%:Cl) 363 222 100% 0.58 [0.30,1.12] -
Total events 21
Heterogeneity:Chi=3.24,df=3(P=0. 36) 12=7%
Test for overall effect:Z2=1.62(P=0.10)
L 1 1 ]
I U T 1
0.01 0.1 1 10 100
Favours AMG145 Favours PBO
B 8. FHa/E AMG145 5 PBO #HLt BB E £ RILE
Figure 8.Comparison of incidence rate of myodynia between AMG145 and PBO
AMG145 PBO Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H,Random,95%ClI M-H,Random,95%Cl|
GAUSS-2 2014 2 102 0 51 5.5% 2.56 [0.12, 54.37]
MENDEL 2012 2 45 0 45 5.5% 5.23 [0.24, 112.06] "
MENDEL-2 2014 3 153 2 78  15.7% 0.76 [0.12, 4.65] [ E—
RUTHERFORD 2012 7 56 5] 56 38.3% 1.19 [0.37, 3.80] — .
RUTHERFORD-2 2015 11 110 3 55  29.6% 1.93[0.51, 7.21] N I E—
TESLA PartB 2014 2 33 0 16 5.4% 2.62 [0.12, 57.80]
Total (95%Cl) 499 301 100.0% 1.51 [0.74, 3.09] ’
Total events 27 11
Heterogeneity: Tau?=0.00: Chi*=1.73,df=5 (P=0.89); I°=0%
Test for overall effect:Z=1.12 (P=0.26)
I i t {
0.01 0.1 1 10 100
Favours AMG145 Favours PBO
B 9. FFHi/E AMG145 5 PBO Lt BIEK K £ RILE
Figure 9.Comparison of incidence rate of nasopharyngitis between AMG145 and PBO
AMG145 PBO Odds Ratio QOdds Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H,Fixed,95%CI
GAUSS-2 2014 2 102 3 51 36.3% 0.32 [0.05,1.98] — ]
LAPLACE-TIMI57 2012 1 80 1 79 9.2%  0.99[0.06,16.07]
RUTHEFORD 2012 2 56 1 56 8.9% 2.04[0.18,23.13]
RUTHEFORD-2 2015 8 110 2 55 22.9%  2.08[0.43,10.14] —
TESLA PantB 2014 ] 33 1 16 18.2% 0.15[0.01,4.00] + =
YUKAMA 2014 1 80 0 79 4.6%  3.00[0.12,74.76]
Total(95%Cl) 461 336 100.0% 1.03 [0.44,2.38] -‘-
Total events 14 8
Heterogeneity:Chi=4.37,df=5(P=0.50);1°=0%
Test for overall effect:Z=0.07(P=0.95) ! ' ' i
0.01 0.1 1 10 100
Favours AMG145  Favours PBO
B 10.FHHI /5 AMG145 5 PBO #ALL SR & 4 R b

Figure 10.Comparison of incidence rate of injection sites reaction between AMG145 and PBO

2.3.10 AMGI145 5 PBO #8rt ALT/AST # &>3 4%
B AERE WS RIANAELE S R e
NI AT, R AMG145 5 PBO AL ALT/AST
Thm>3 A AR EZR TG I #E L[ OR =0.48,
95%CI(0.13,1.77) ,P>0.05] (& 12) ,

2.4 WMANXEHIRESHT

2.4.1 AMGI145 5 PBO 4% LDLC #9 Wb
BWE I A7 AE SR M (P <0.10, 17 = 87%) , X
AMG145 F#AIX LDLC 7K P19 9 F Sk 22 il U =} 151

(K 13),

B P>ltl

[ JC i 4

2.4.2 AMGI145 5 PBO s+ 4% ApoB/ApoAl #) 1k
P (P<0.10,1°=56%) , %
AMG145 1% ApoB/ApoAl 7K1 5 % Sk 22 4

S5 R B A KRR 43 A0 AE TCAL
LW, Egger K280 P> 111 =0.129,95%CI( -4.96,

S

SHEI(E14)

FAWTFE AT AE 57 5

BER IR B AR R A TE TR M
M0, 2718 SCRRAT7E S 3 D £ 114 7T i

B, Egger £
=0.160,95%CI(~7.99,2.60) , L3RI
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AMG145 PBO Odds Ratio Odds Ratio
Study or Subaroup Events Total Events Total Weight M-H,Fixed 95%CI M-H.Fixed,95%CI
GAUSS-2 2014 12102 6 51 39.5% 1.00 [0.35,2.84]
MENDEL 2012 1 45 1 45  55%  1.00[0.06,16.50]
MENDEL-2 2014 5 153 1 78 7.09, 2,60 [0.30,22.66) R
RUTHERFORD 2012 3 56 5 56 26.5% 0.58 [0.13,2.54] —_———
RUTHERFORD-22015 5 110 3 55 21.4% 0.83[0.19,3.59] R, S
Total(95%Cl) 466 285 100.0% 0.97 [0.50,1.87] R
Total events 26 16
Heterogeneity:Chi*=1.32,df=4(P=0.86};1°=0%
Test for overall effect:Z=0.10(P=0.92) t f - {
0.01 0.1 1 10 100
Favours AMG145 Favours PBO
11. T8 E AMG145 5 PBO #8LtLLBER £ R LK
Figure 11.Comparison of incidence rate of headache between AMG145 and PBO
AMG 145 PBO Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H,Fixed,95%ClI
GAUSS-2 2014 0 102 0 51 Not estimable
LAPLACE-TIMI 2012 0 80 0 79 Not estimable
MENDEL-2 2014 0 1588 3 78 725% 0.07[0.001.38) «—J——7
RUTHERFORD 2012 1 56 0 56 7.7% 3.05[0.12,76.59]
RUTHERFORD-2 2015 0 110 0 55 Not estimable
TESLA PARTB 2014 2 33 1 16 19.9% 0.97[0.08,11.54] —
YUKAWA 2014 0 53 0 50 Not estimable
Total (95%Cl) 587 385 100.0% 0.48[0.13,1.77) e
Total events 3 4
Heterogeneity:Chi*=3.18,df=2(P=0.20);I*=37%
Test for overall effect:Z=1.11(P=0.27) : i . §
I T T 1
0.01 0.1 1 10 100
Favours AMG145 Favours PBO
B 12.F R/ AMG145 5 PBO #Htt ALT/AST A 5>3 EEERMILE
Figure 12.Comparison of incidence rate of ALT/AST =3 times ULN between AMG145 and PBO
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& 13. AMG145 5 PBO %f ([ LDLC HiF &
Figure 13. Funnel plot of LDLC reduction between
AMG145 and PBO
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Figure 14. Funnel plot of ApoB/ApoAl ration reduction be-
tween AMG145 and PBO
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AR, AR B AR VE T AMG145 J2& H R 5T
i) PCSK9 HripEhiikz —,

H A ARFFR LDLC (1) 3= 22254 2 T s vk i 72
I IR A (HMG-CoA ) i JEBEHIN ) 771) ( 772
258, B R BT ORI 2 MR ER I R
FEAE R O LA B PR 38 1 R, A A 75 B2 4k
FENRIRYT , T2 YRR 215 50 F AR B & 1
il LDLC 3545, 3% & B A v 7E (0 &4 FH s JHF A 46
1, BB XTI SZ 42 24, 55 AT 2259
AR [E R R A5 TCF4S G 8 2 (SREBP-2) R 3A
98, SREBP-2 J&Xf LDLR J PCSK9 & K #4 #6
P FH 0 e 5 R 115 PCSK9 36 3k 88 fim 4 i i
NARC-1 (4 B A, i NARC-1 2 H Al & Bl i —
— TR N 2S5 AH OC 1Y 2 11 5% AL, NARC-1 7E
—EFRRE L HIES T T 225 R AR 1R

A Meta S AT 45 SRR B, 5% R (PBO) AH L,
AMG145 223 12 J8 B T #ia 97, ol i 25 B AR i
LDLC 7K, 22 %A gi it 2% & L [ WMD = -50. 81,
95%CI( -54.97,-46.65) ,P<0.00001 ] , A W55 F
PCSK9 i 7] LA 38 4k A% AP %% B i 2 11 JIH [ s 7 R
(VLDLR) , ApoB , ApoE %5 Ifij ] 47 fig B AR i ' . A&
WFFE Meta 43#7 [F] T & BL AMG145 5 PBO AHHL T &
FTHE HDLC, 22 %A it 2473 L [ WMD = 7.20,
95%CI(4.85,9.55) ,P<0.00001]; AMG145 5 PBO
AL AT B E AR Lp (a) , Z R A G022 2 L[ WMD
=-27.53,95%CI( -31.19,-23.86) , P<0.00001 ] ;
AMG145 5 PBO # Al B 3 PR AKX ApoB/ApoAl, 25
SAEG = X[ WMD = -47.14,95% CI ( -51.46,
-42.82) ,P<0.00001] ,

RERRIRYT 19 FE 25 H A B AR 48 35 R 1 &
A KRR R I T T 28 259 ] LAY /D00 1 45 4
kA, R T AN R, hiT 25
i e el b AR 59K DLk — 20 AR T, W] LA
2 EE A AR R AR Meta 4387 14 )5
FRPEAE T, ti T ARRAG O I 35 1 & A R A 2 B 8
P, ORGP ASE AT, B E PCSKO B 5w BBt 14
AMG145 3@ 5 it — D FEAR LDLC {855 100 1l 78 =
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POZ SO M A B FAFE D

AT R I AMG 145 HLAT B i (042 4k
AMG145 5 PBO AHHL & KA R FAF 0 R A R %= 7
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25 FARBFIGE LT 9 MR RCT, 255 & 71 .
AMG145 A BT 1 B BT 20O 2 4 1k (B Sl AR
AR T B ATE & 20 2 I 3 309 R, H.
PAAWFFEREAR R — A W58 FEAS B AR /0N, TR
T R Z 54 CHR AMG145 (420 mg QM) BT iy 7
RORZE 4 M (R DT 5% B8040 5 50 38, AR Meta 43 BT UK
AMG145 420 mg QM {9 T T 437, AKX 70 mg
02W 105 mg Q2W . 140 mg Q2W 280 mg QM350
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PE BRGS0 R A | e o 2 1 [
WA RCT i — 2D BFGEIESE AR BFIE T gy AR ST 34
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