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AELEIOf| Z245t A|L{Z| O|HE, PCSK9 Z{HA|

LECE
orstE el Staxtegld

AtI] D2 E (Praluent™, MEW: 242|222 (alirocumab)zt Q| 2f|IiEHRepatha®, HEY: o0&
230 evolocumab)= PCSK9 (HFCHEil HsteA MEERZ|AM/AA 9%, proprotein  convertase
subtilisin/kexin type JSiAZ2 20159 7€ 82 22t O] FDASZEE £0Ig%en, 1= g oiEl=

9) %
DEALHIS

4ol oA =Y 2 st SHAY NIZY DBYAEBEE A T= H2EA,
22 S HUS AU BYALES £:S 2712 LH0F T WeJt U IHFS HEEA Vs BA S
of Ao|2% U Erh Lot AEtEl AY or2eo] WHSOI| SO, RUols 02 A%z o
oIt

Praluent™ 75 mg (alirocumab)  Repatha® 140 mg (evolocumab)

T YA LstEAMA EIY SHAHE ASHMZ 7|&2] statinAl fA|(statins) 2 HUE Z|THHE FAHE

(low density lipoprotein-cholesterol, LDL-C) £2|& Z&AS £ Q= 3AI0|AH AIEE 4 QICt

712 D2 AHESEZ(familial hypercholesterolemia, FH)2 LDL-C £X|7} &2 LIEfLl= SAM SA9|
UZCZE I LDL-C 2|7t = LIELIH MEatA Aeto| Llsh {&40| =O0tx|A| STk A FHOll A}
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NEW DRUG
CRITICISM

235t= AH 2= 2|0 29| statins, ezetimibe, ©EAt 42| 50| QIC},

PCSK9 HAAH= 2o €& LDL-CE AAsts #EAQ PCSK9 HHMAS BAOZ2 510 A&St= HEE
2| FFZ0ITE A PCSK9 AAAS2 statinset HESIH dEaA LS d2A7l=

US AU TS BIIst7| 28 AIFol A 2™ SO|Tf.

oot

rek

QE O|F 7t AlM0] S U= PCSKI AAAS2 &

2tM 19874 lovastatinO] 2 | A st

sy
o
1 Qe AdMARTI FHEHoZ OFRe|EH statins2 LDL-CE o=z UzZ| Z3HE FH 2|0f| statins

2UY, 2= HYEE 20|z SASHA &7|AHQ ABAZ 22| OidY A2 Of gttt

—

O|MR|ZEZ2 Z|CHH(lipoprotein)2| CHAF O|AHO| 2|5 YHAlist= 2isto R o Zof 2|2 E= 2|EAHE0|

— —
CHstA ol BREIO U= HEkE T Ol BAAEIST ZHAW(triglyceride) SUHBHE A/Chol
W 270 EE 2a 240 o5 DBAAEISUS, DEYALES, S HDL-BLHIBES SO e
2 UErp ict
O UHBO YOI A T IR IAY(LY) T IIEY(primary = familia) B 234 (S2Y)

et D2|dZ(primary hyperlipidemia)2 19673 FredricksonO|| 2|5 57t B33 (phenotype)O| 211

E B 20 0| CHAl 19709 WHOO| ola =4 22t=|0f WHO &2 A7HE BF ACH =, WHO &

& ZF 2o AS5E LMo w2t type | (chylomicron), type lla (LDL), type llb (LDLZ} VLDL). type

Il (beta-VLDL), type IV (VLDL) & type V (chylomicron2} VLDL)Q| 67t%| BEJFCZ LH=1 QT 1
o

Lt o2 ol2iet 2Re A9l AMEEA &1 ULL Ol 44 FHoM o =2

—~

Ct22| LEILE 971 A0 22 SA0ME O AZ[of met #HE & JAS & OofLfet £ Hghgi &2

f &
of ZEL &[A| A 2= U0 Tt B0 Y 4+ 7| WE0|C

AELEIO| 2435 A|HZ| O|HE PCSK9 A3f|A|, Z22EQ} &yutet a
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NEW DRUG

AELEIOf 24215t A|LHZ| O|HE AaiA|, TeHEQ} 2mE
CRITICISM LEFEIO]| A2 OIHE, PCSK9 oA, Z&EL} 2fTtE}

Fredrickson Classification of Primary Hyperlipidemias

My il posr il e vt i Svnonyins Dl type ncreased CTR T T Seriim
appanrance

Ty 1 o Myt e Decromed hpoproten % CUte paner Croamy top lmver
5 e o lhpase (LPL)

Alrered AppC2

hepatenplenomealy

LI L anhibsio

Type 1 i Famulial LDL receptor deficency | LDIL Manthelmmn, arows o
by petehsl exteralemia .

Frunilind il Deemed LI recepior | LDL and VLI
by e 1 i e epsed Apob

Familind efect in Apo E2 113

dy aberalipoprotancnn | metaboliam

Familid g ed wodues | VLIN
by pertnigly cendeimi o
I LT

Increpsed VLDL produe: | VLDL and Creamy top laver
non and Decreased LPL Chylomicrons A turbed bottom

58 ASLHEES(FH)2 HE2d 124

gt

SO YT2=2M, SEMA 249

= =
M MU= Z|THEHL25 (low-density lipoprotein receptor, LDLR) |RZZ2| SHHO|0| ofa Yls= A
o=z AHA U2, EEA apoBL} PCSKI (proprotein convertase subtilisin/kexin type 9) SZZ =¢
BHolof 23l W7ICt FH= 95 LDL-Col S7tet det SdAIY, o &MZ(tendon xanthoma), Zgd &

Ct.

>
O

g
o
fon
Ol
opn
mjo
am
X
o
tu
ror

FH= CHA| S 220M HZA RHUXE SHEE Ol 712 1DEYAH|ELS (heterozygous familial
hypercholesterolemia, HeFH)Z} & EZ0|M |RZME HZEA SUSH HRo| RUAE SHES SYE

7124 D2YAHEE S (homozygous familial hypercholesterolemia, HoFH) 22 2% 4 QUCt.

ASHYS 7124 D2 AHEEZ(homozygous familial hypercholesterolemia, HoFH)
HoFH= 21 MIAIOfA B42t HE

O] st =LOAME
4 &, BE, HEA, B8, €552, YYo| S0 LEITE & Z2|AHE0] 28 500 mg/dL 0]40|1

2 1,000 mg/dL O|&0| =T},

P IYo2 Ot 2|7t Wl J2|AEA 2fHh=0Ql, AN FHLICIRIoNAM B

[

lolh

o
|Hage=2 ZFE0 UCL HoFHE AOMMFE ZAZG, LT ZAMZO0[ S5A|

o T10

Th453HE SUHBIZS HOFHOIM 7HY XIBHQI B8Z0i0) 2010 FojLt AYe| YQI0| Lt F4FSHE
2 S0l ChSY JIAOIA AIZEH0] CHSUTO|L CHSUTH A% HAZS YOy ] BASY YR &

YEIC HoFHOIM &0h= AFEZ| O &2 eo] SES LUEILLY, S0 BIAHA0|0M SAZH BCH

gt ge| 25 4~8Hi 0|4 LDL-C 557t S7t&l=0|, LDL 24 |FAt #H0[of 2fsl Ll
SICE LDL-Ce| &7t= F&2 IDL-C & O HFAel ¥F AAH AN, IDLL LDL &40 2|5 MZZLf EFAl
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ofE Woz
B4, Ol kA,
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(cholesteryl ester)2 FAEZ|0| QCt O & A

Z(polygenic hypercholesterolemia)
2

O &Ct.
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Z(hyperlipoproteinemia)ollA  &AH=Z(tendon xanthoma), 7t
C

A|EHel(lipoprotein) O]
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NEW DRUG
CRITICISM

Ol24st Z|CHHE ULt APHE L [IIGES L0 Wt chylomicron (CM), ZAULX|THER (very low
density lipoprotein, VLDL, prebeta), =7t E=X|CHEl(intermediate density lipoprotein, IDL, slow

prebeta), AHYE=ZX|HE (low density lipoprotein, LDL, beta), DZUEZ=X|CHEH(high density lipoprotein,

HDL, alpha) 2 lipoprotein (a) [Lp(a)]e 6 &EFZ LI+ QIC},

Hewele o B30 w2t 2{oiM ofi7tA| Z2|ElCh H|IS0| AY Y2 VLDL2 Al
CHaH

LDL2 S30l 2IzIstH, BHIEO0| 718 =2 HDLZ oS0 {IRISC. OlF AT

¢l S0l fl=Ieta, !
SAHS=Z CAtZ|BAM 2|2o| 0|32t CHAL SOIM M2 THE dgs Tt

Chylomicron IDL

8%
22% 3 22%
0,
24% 18%
Apolipoproteins:
B100, C, E

50%

Apoplipoproteins:
B100, C, E

Apolipoproteins:
B48, A1,A2,Cand E

M Cholesterol M Protein M Phospholipids []Triglycerides []Free fatty acids

Lp(a) HDL Albumin

LDL
2% 22% 50% D

2
21% 21% ’
8% %
11%’16% 11% 46% 20% 22%

" L Apolipoproteins:
Apoplipoproteins: apo(a)

B100 A1,A2,C E
Apoplipoproteins: Subgroups:

Subgroups:
B100, apo(a) HDL2, HDL3

small dense,
large bouyant

Lipoprotein and Apolipoprotein
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NEW DRUG
CRITICISM

15d 13YAHZFES(FH)= oH =2 |=F 5t=71?

SESASOSHS| (European atherosclerosis society, EAS)O| TI2H, FHE AZI274Y = FHE RItHEl2

AHEO| = B A8 & ZYAHEZE % 310 mg/dL 0|4 ALOF Y3 S AHE o
A

Old az7| HYSY H2e A FME(tendon xanthomas) AZISTFEH & 546 27| JYAILS At

5 22 ZHE= 8~10M 209

st QUL A0t AR Alga U dEg JH0| JHY SR, =280t HRY 39 MEF statins
£ A8sSt=5 ot e, golo] Fe AIARE 18 statins2 A Z2ALEES el AS E=
CH W2t Y2AH o2 statinsE AMESIH, statinsPte2 =HX|O| ZEs6IR| Rot7LE 22480 47|

Z-I:rI.E|-HHZI Mt A MEEIZ|A/AIA 98 (p
subtilisin/kexin type 9. PCSK9)% £l
EMIE (hepatocyte) EHO| Q= LDL £84l= ES0A &8st Qe LDL-C (circulating LDL-C)2t 28
501 endosomeOf 2la MIZE ¢te2 S0{9} LDL-Ce ME W2 EQUED, DL £23|= A A (recycling)

ECf

GolgiolM  HdE PCSKO2 ME ez Lot ZHE HHH U= LDL &2 EGF-A domain
(epidermal growth factor-like domain A) 2&1F Zgst0 LDL £8%4|-PCSK9 complex (LDLR-PCSK9
complex)E ¥@Mdst2, endosomedf| 2|5 MIZ 9tz Z0{2} lysosomeO|M =dl(degradation)ECt. 2=
dZ0| LDL-C2H g =0 ¥F S 2HE #2[7t 3715t &Lt £3l, FH= PCSK9 |FAAt0f 2fsf &4
Tl PCSK9 THEMAO| |3 LDL 2|7t =2 LIEtL= F 20|t

o]}
i

LOH-C wp-tabos & recycling of LOLR LOLR degradatian by PCEKD

Circulating LBL-€ 0 ‘ Spcrited PPOSKY

o o

R Yﬂ !m'i:t! ‘Tymﬂ o0 ©

4 .
PCSK9 and LDL receptor 5.—";‘““ Lm é)i

(EA:

T
www.researchgate.net) n ﬁ 4
SO0

AELEIO Z&et A|HA| O|HE, PCSK9 Aofi|, ZHAHE} 2 Itet a
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NEW DRUG
CRITICISM

DIHEQ} gmEl= AHA| o{TA SU=U=71?

AteI| T2t E (Praluent™, M8 22|22 alirocumab)@t Aol 2f|ItEH(Repatha®, MEH: o222

F2  evolocumab)= PCSK9 (MCtEdd HMates  MEEZ[M/ZAL 98, proprotein  convertase

subtilisin/kexin type 9) A3{A|2 20159d 7€} 88 2zt 0| FDAZEE £QlEol, THHE= ZLHO

M 20179 1€0f {7t BtH, 2 OiEH= OF2 = LHO| AJHE|R| QIQLCE

ODSHEE IDL-Col 27tHQ Hot7t 24&= Ol 7154 1NIEYAHEES(HeFH) = dyddc=z
SAZSHE AMETA 2Eo| Mol BRtof| Alo|BH b 2o LHeFM statin 28 (maximally tolerated statin
therapy)2| E7t2#o= SQlL|/UCt

AIHERS LDL-COl 27b2Ql X{3l7t RPES HeFH S QANHOZ ZAHSHY ABEA ale| 4ol 8
of Alo|2%at 2ok oM statin 20| R7taw0l 271510 LDL-CO| 27129l A5t 2REs SH
B JtEY DIAAENZEZ(HOFH) B0l AlO|2#T Jlet CH2 LDL AL MR, statins,

ezetimibe, LDL apheresis)2te| E7t80|= £QI=|ACH.

T A= LISTAMA EtY Z2LHE AMSHHZM 7|29 statins2 LDL Z|I2EIE 28 22 4+ gle
SR ALEE £ A=, ZHHUEE Of 2F0iCt 75 mg £= 150 mg, 2{TER= Of 2015k 140 mg
L= OHE 420 mg A7t FAFSICE 2Lt & ofA 2% YA REE L AIYE0 tist 2its 435
A| SAUCtE AS0| ULt

PCSK9 YAAl= oftH k2[7|HdS 71| UA=71?

PCSK92 ZHM|IZ (hepatocyte) EHO| LDL £24|(LDL receptor, LDLR)2} ZAE5t0 LDLR-PCSK9 complex
£ gt 2 DL 84l 3 LDL-CE AH7st= dgs $3otA| ZotAl =0 EF LDL-Co &
2|7t S7tEICE Olof PCSK9 AAMAH= PCSK9 TS BHo=z= 510 28s5t= HHEE SA2A, 0|2
PCSK92t Z&5tHAl LDLR-PCSK9 complexE& 2tEtstct. 1 23, LDL 84z €& LDL-C2t 23K A
Hete=2M SZF IDL-C £2|8 ZAA|ZICH

AELEIO| 235 A|HZ| O|HE PCSK9 Aal|A|, Z2HEQ} 2ymtEt ﬂ
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NEW DRUG
CRITICISM

Receptor
PCSK9

Evolocumab (&*: www.pharmacodia.com)

PCSKO A2 i S7)= 2017}

Statins'= LDL-C {3 Z7} £0] 80| 25101 Z7I512| o= O|RJ} LDL 28BS UAAZ|S PCSKI

o 30| FAlOf S7t=7| WHEO|RACt OF22] statinsPteE HF LDL-C £2|E 70~100 mg/dL O|st=
S0l ASHAAZ 5| d2BM 22 A2 SO AMAS 40% HE=S0| ofEstr| Rste 2E

S = (residual risk)7t AUCEH,

£35| FHE SR 7t 2 2YHY0| DEY statins?t ezetimibel| HE Y HZO|Z|2, LDL-C £2|7}
HYA 2ol /YRS HE US ENHC2 LR s FR7t HREE0I0A 220 B2 02130
UULE

PCSK9 A|A|= lovastatinO] & SQlEl 1987 Ol 7t HY¥HO| A= AAHZ statins LHFO[AHLE
o
=}

statins2= LDL-C AstEE S&5| ¥S + s SAL0i|A of

DTEQ} YutEts o Y& ALIF HE[RA=71?

EJIE.I-

AStudy 1
25 OE2 XAYstH S80| 2A Q0| statins Z|CHEZO| Lerdel 2R2 271422 DL SHAHE £

AELEIO Z&et A|HA| O|HE, PCSK9 Aofi|, ZHAHE} 2 Itet n
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NEW DRUG
CRITICISM

29| Mot7t RFEE SAS UY2Z A[ASIACE A B, 24F0|M [ Cib] ZHE 150 mg 2
T 128 RFOZ 3<% LDL Z|2HE Bd WEE St 7|HRLEL -58% (95% Cl: -61%, -56%:
p-value: <0.0001)2] 2}0|& EC},
Table 2 Mean Percent Change from Baseline and Difference” from Placebo in Lipid
Parameters at Week 24 in Study 1"

Treatment Group LDL-C Total-C Non-HDL-C ApoB

Week 24 (Mean Percent Change from Baseline)

Placebo 1 0 1 1
ATUEN

PR_ALLEI\T -58 -36 -49 =30

(150 mg)

Difference from i i

placebo (LS -58 -36 -50 .51

Mean) (-61. -56) (-37.-34) (-52. -47) (-33, -48)

(95% CI)

? Difference is PRALUENT minus Placebo

Ea pattern-mixture model approach was used with multiple impurtation of missing post-treatment values
based on a subject’s own baseline value and multiple imputation of missing on-treatment values based
on a model including available on-treatment values.

AStudy 2

Study 12f 22 29| Ciao=2 A[dlEH A7 Zat, 1270 Qobzt CHH| ZAE 75 mg 23 13 &9
o] Z2 LDL S AHE H WEE VeIt 7[HR|EC -46% (95% Cl: -53%, -39%)2| 20| EX
Ct. LDL S22EIE 2|9 A5t O Q&= 8tAte] 4% 150 mgl 2 S0 125 7t ¢4tet 2
1t ot CHH| THHE 150 mg 25 12 FO{=Ql 2% LDL S AHE B HES HEIL 7[H2 20

-43% (95% Cl: -50%, -35%: p-value: <0.0001)2| 2}0|§ ECY.

AStudies 3/4

25 HeFH SHA2M, THE A HUstAl S0 A Q0| statins Z|THEO| LHFEHQl 22 LDL Zai|2F|

A Z, 12F0|M Lokt ofH| ZEA
u

7t 7|1M2| 2L -48% (95% CI:

E £32|9] 317} BIlHoz Q7= A2 Ao 2 A|SH5HHC
E 75 mg 23 13 £0izel 22 LDL SYAHE B HEE

-52%, -44%)°| 20|22 E L}

LDL SYAHE £2(9] A5t 2IMHCR 27Ls FR, THAE 150 mglE IS0 1253 27t A3

Zif, f{ef7 CHH| LDL =2 AHE T #HEE Bt/ 7|AMREL -54% (95% Cl -59%, -50%:

ro

p-value: <0.0001)9| z}0|& ERC}.

©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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NEW DRUG
CRITICISM

AEEIO| 225t A|4Z| O|HE, PCSK9 A{sHA|,

ODHAHEQ} of|TEf

Table 3 Mean Percent Change from Baseline and Difference” from Placebo in Lipid
Parameters at Week 12 and Week 24 in Patients with HeFH (Studies 3 and 4 Pn:)oled)tl

@_

Treatment Group LDL-C Total-C Non-HDL-C Apo B
Week 12 (Mean Percent Change from Baseline)
Placebo 5 4 5 2
PRALUENT (735 3 a7 38 34
mg)
Difference from A8 31 A2 36
placebo (LS - R
. -5 o e o L, 2k o) o b

Mean) (95% CT) (-52, -44) (-34. -28) (-46. -39) (-39, -33)
Week 24 (Mean Percent Change from Baseline)
Placebo 7 5 7 2
PRALUENT

= - -47 -30 -42 -40
(75/upl30 mg")
Difference from 54 36 49 e
placebo (LS " 4 . s

3 -5 W 2 .2 St (Y7, o, o]

Mean) (95% CT) 59,-50) (39,33) (53, -43) .39
* Difference is PRALUENT minus Placebo
ba pattern-mixture model approach was used with multiple imputation of missing post-treatiment values

based on a subject’s own baseline value and multiple imputation of missing on-treatment values based

on a model including available on-treatment values.

€ Dose was up-titrated to 150 mg Q2W in 196 (42%) patients treated for at least 12 weeks

AStudy 5

CHe A|2ZstA =

M HeFH &2t5

o F% LDL

2 2EIE BT HEES

20| ZAQU0| statins 2|CHE2F LAl HARE DL Y AHE 160 mg/dL O|At0|H
A ZAnt 24F0|M QU CHH| ESE 75 mg 23 13 E0&

H3IF 7|2 2Ct -36% (95% Cl: -49%, -24%; p-value: <

o= AlSHRACE

0.0001)2] z}0|E ERULCH.

AOI-7O:I§|JH Al

gt

A Aes st

el
o
e
ox
k)
by

ol
ol

(primary hyperlipidemia in patients

o O

with clinical atherosclerotic cardiovascular disease)

« Study 1
Atorvastatin 80

=

12| £0=Z9

mg, rosuvastatin 40 mg, %+ simvastatin 40 mgS AF2%t atherosclerotic CVD &H&t

S Y22 A[AHSIAUCE 7 2ah, 12F00M 2{efZ CHB| 2TEF 120 mg 25 18] F0F1} 420 mg &
8% LDL 22 2HE o #ES HoPt J|MRLL 424 -71% (95% Cl: -81%, -61%:
0<0.0001) & -63% (95% ClI: -76%,

-50%; p<0.0001)=2 LI{EHRCE
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NEW DRUG

AEIEIO| 2215t A|{Z| O|HIE oA, TZHHEQ} 2 mE
CRITICISM LELEIO]| ot A|HZ| O|HE, PCSK9 Aaliz|, ZTAES} 2fmtet

Table 3. Effect of REPATHA on Lipid Parameters in Patients with Atherosclerotic CVD on
Atorvastatin 80 mg, Rosuvastatin 40 mg, or Simvastatin 40 mg (Mean % Change from Baseline to
Week 12 in Study 1)

; ; Total

Treatment Group LDL-C Non-HDL-C Apo B Cholesterd
Placebo every 2 weeks (n=42) T 2 5 4
REPATHA 140 mg every 2

weeks” (n=105) | ek | #36 | _49 | =38
Mean difference from placebo -71 -38 -55 -42
(95% CI) (-81, -61) (-67, -49) (-62, -47) (-48. -36)
Placebo once monthly (n=44) 5 5 3 3
REPATI;[A 420_1ng once 58 47 46 32
monthly’ (n=105)
Mean difference from placebo -63 -52 -49 -36
(95% CI) (-76, -50) (63, -41) (-58, -39) (-43, -28)

Estimates based on a multiple imputation model that accounts for treatment adherence
"140 mg every 2 weeks or 420 mg once monthly vield similar reductions in LDL-C

+ Study 2
Atorvastatin 80

rﬁ

mg ©H= E£= ezetimibe 10 mg2te| HE2HE St atherosclerotic CVD EHALE CHAS
E AT AF 2L, 52F0AM T CfH] 2IiEl 420 mg & 18] E0FQ F% LDL S2AHE
H YES BISIIL 7| X220 -54% (95% Cl: -65%), -42%; p<0.0001)°| 20| £t

Table 4. Effect of REPATHA on Lipid Parameters in Patients with Atherosclerotic CVD on
Atorvastatin 80 mg with or without Ezetimibe 10 mg daily (Mean % Change from Baseline to
Week 52 in Study 2)

s . Total
Treatment Group LDL-C Non-HDL-C Apo B Cholesterol
Placebo once monthly (n=44) 2 3 0 3
R]:ZPJ_ATHA 420 mg once monthly 52 41 40 28
(n=95)
Mean difference from placebo -54 -44 -40 -31
(95% CI) (-65, -42) (-56, -32) (-50, -30) (-39, -24)

Estimates based on a multiple imputation model that accounts for treatment adherence

AO|HHE It=2H DNE2AEHZEEZS(heterozygous familial hypercholesterolemia, HeFH)

« Study 3

12F0)|lM Qo CHH| 2TIEF 120 mg 2F 13 £0iF1 420 mg & 13 £ ZL LDL 22AHESE
B MEEg BeUt J|MRED A2 -61% (95% Cli -67%, -55%.; p<0.0001)2t -60% (95%Cl:
-68%, -52%; p<0.0001)2| 2l0|& ERC}.
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NEW DRUG

AEIE| 2t2dst AlHZR] o|HIE 240 A :IIE.I- 2IIE
CRITICISM AELEIO| 2=t A|HZ| OJHE, PCSK9 A{5HA, EQo} 2TtEt

Table 5: Effect of REPATHA on Lipid Parameters in Patients with HeFH (Mean % Change from
Baseline to Week 12 in Study 3)

= i Total
Treatment Group LDL-C Non-HDL-C Apo B Cholesterol
Placebo every 2 weeks (n=54) -1 -1 -1 -2
REPATHA 140 mg every 2
weeks® (n=110) 42 e - 2
Mean difference from placebo -61 -54 -49 -40
95% CI (-67, -55) (-60, -49) (-54, -43) (-45, -36)
Placebo once monthly (n=553) 4 4 4 2
R]EPATHA 420 mg once monthly’ 56 49 44 37
(n=110)
Mean difference from placebo -60 -53 -48 -39
95% CI (-68, -52) (-60, -46) (-55.-41) (-45, -33)

Estimates based on a multiple imputation model that accounts for treatment adherence
"140 mg every 2 weeks or 420 mg once monthly yield similar reductions in LDL-C

ASYHEE Jt2d DEAHEEZS(homozygous familial hypercholesterolemia, HoFH)
* Study 4
120 2|ofzt CHH| 2i|THEF 420 mg & 12| F0Z9| 2% LDL S AHE " WEE HaIt 743

2Ot -31% (95% CI: -44%, -18%; p<0.0001)2| 2I0|& EiC}.
Table 6: Effect of REPATHA on Lipid Parameters in Patients with HoFH (Mean % Change from
Baseline to Week 12 in Study 4)

\ ’ Total

Treatment Group LDL-C Non-HDL-C Apo B Ehalesterdi

Placebo once monthly (n=16) 9 8 4 8

ﬁEi&)THA 420 mg once monthly 22 20 17 17

Mean difference from placebo -31 -28 =21 -25

95% CI (-44. -18) (41, -16) (-33,-9) (-36. -14)

Estimates based on a multiple imputation model that accounts for treatment adherence

JeiLt emel SoiR0IM  HIISY, AVIE 2YS, 52, 2F, YHWS, £5, FARe ¥, ¥ U £
27| & Ze27] gs 2 FA80| g =2 A=t OAF ST Ll=7| 230| LiEtHE #ats2
OfA| ArES SHe = 2Ate] =25 ROIOF Sttt M5t QACE
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CRITICISM

AELEIO Z&et A|HA| O|HE, PCSK9 Aofi|, ZHAHE} 2 Itet @

Zz2=
S statinsO] DZYHAHSEIS 2 =20 71 Z0| AtEst U= 2AAO|X|B statinsBtez2 HF S AH|
E £2|E HAo| RAAZ|ID MHHA Aeto| QEEE Z0|= Hofl= §AZF QU 1 O|f= LDL &84
£ U2AZ|E PCSKIQ| &30| FAI0 S7tx|7| WE0|0{, W2t statins® PCSK9 AHAHE Fotde=z
HESHIH X5 EUE 4SAIZE 22 oy & ATt

20158 PCSK9 AaiAH2 &0QI1E Z2tAE (Praluent™, MEH: 242|222 alirocumab)?t |ItEHRepatha
® MEH: o|2232, evolocumab)s PCSK9%} LDL 483 =
S0| ¥Z |DL-CI} O 20| ABSIN [DL-CS MIE 902 SO{QA 3510 HZ ZYAHZE 232 Uzt

J1MS ZHA2 UL,

n o
10
JT
09t
ot
0x

Ateto 24, LDL =84

Ol Ale 7IZ 2BR2s 2l EA| 2ot /154 L=2HEES(FH) 20 statins 2Ud, 224

S WOl A S2 CjHoR & o2 YLAIHOIM U3t LDL-C A3t HBO| OISOt E3t FH 20
= A2ZMOIL UEE S DL BAEIE 438 2712 YA0F @ Tavt At FHYSH NEmA 2
ASOIAE EHo|Ct

0|5 A& lovastatinO] & Q1= 19

statins@ 2= LDL-C A5t2utE &5 €2 & o= Ao 20|22, statini} ezetimibe HEQH,
statindt  PCSK9  AAAete] HELMO| HlwO|M uAIFES ARSI PCSK9 AAA HEQHO|
ezetimibe HELYEC Hgatds 2 A MO o0 ¢ 5= At QICh ThEkA SHAY
PCSK9 AAMAS| Mt of=of &tet SAHE &E5t7| LM e O[of gt H7t of TRst =0l Y

Yo SOl AT T}

87 Ol 7t FHO| Uz HAH=ZA, statins =U-FO[AHL

>
gt

OIME PCSKI AMAE I1ZY DIZYAEHBES BASOIL statinsZ LDL B2AEIE 43S L2E
Of2420| U= MY BASS 9B MRS AYo| AR CHOOjRHE HS AU HO2 UYL

O FDA 3{7tAtE

2015 O|MZ|AEZ 2222 J Lipid Atheroscler 2015;4(1):61-92
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