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FOURIER - Further Cardiovascular Outcomes Research with PCSK9 Inhibition
in Subjects with Elevated Risk —

[anbHenwee nccnepoBaHme cepaevHoO-CoCyaAnCTbIX UCXOO0B
npu nHrmbmposanmm PCSK9 y ntoaen ¢ nosbiLLEHHbIM PUCKOM

FOURIER 6b1n10 ucnbiTaHnem, npeaHa3Ha4YeHHbIM A8 U3YYEHUA CEPAEYHO-COCYAUCTbIX UCXOA0B,
B KOTOPOM OLEHMBaNACb 3PPEKTUBHOCTb N Be30nacHOCTb 3BONIOKYMaba,
no6aBNEeHHOro K Tepanmm CTaTUHOM BbICOKOM AN YMEPEHHOW MHTEHCUBHOCTHU
Y NALUMEHTOB C KJIMHNYECKN ABHbIM aTEPOCKAEPOTUYECKUM CEPAEYHO-COCYAMNCTbIM 3aboneBaHneM.

FOURIER was a dedicated cardiovascular outcomes trial that tested the clinical efficacy and safety of evolocumab when added
to high-intensity or moderate-intensity statin therapy in patients with clinically evident atherosclerotic cardiovascular disease.

Sabatine MS et al for the FOURIER Steering Committee and Investigators. published on March 17,2017, at NEJM.org.




FOURIER — Bblaep»Ka 13 pestome nydbankaumu.

... 1IBOMHOE cnenoe, KOHTPOAMPOBaHHOE naauebo ncnbiTaHme,
BK/ItoUMBLLEe 27564 naumeHTa c aTepOCKNEepPOTUYECKMM CepaeYHO-CcoCyancTbiM 3aboneBaHnem
n yposHem XC JIHN 70 mr/an (1.8 mmonb/n) nnum Bbile, Noay4YaBLUMX TEPANUIO CTaTUHaAMM.
[MauneHTbl bbln cay4arMHbiM 06pa3om pacnpeaeneHbl K Noay4YeHUo
3B0/IOKyMaba (140 mr/2 Hea unm 420 mr/mec) nnm nnauebo B BuAe n/K MHbEKLUUNA.

Pe3ynemamel.
Yepes 48 Hea BbIYMCIEHHOE METOAOM HaMMeHbLUUX KBaApaToB cpeaHee cHUXeHne XC JTHT
Ha 3BO/1I0KYMabe vs. nnauebo coctaBnno 59%, c nucxogHbix 92 (2.4) no 30 mr/an (0.78 mmonb/n)
(MeamnaHbl, p<0.001). CpaBHUTENBHO C Naauebo 3BOSIOKYyMab 4OCTOBEPHO YMEHbLLWN/T PUCK NEPBUYHOM
(1344 [9.8%] vs 1563 nauuneHTa [11.3%], oTHOweHue puckos [OP] 0.85, 95%/1U, 0.79-0.92; p<0.001),
N KNOYEBOM BTOPUYHOMN KOHEYHOM ToYKM (816 [5.9%] vs 1013 [7.4%], OP 0.80; 95%/W, 0.73-0.88;
p<0.001). B KntoueBbIX NoArpynnax noayy4eHbl COrnacyrowmecs pesybTaTbl, BKAOYaAA noarpynny
¢ ucxogHbim XC JIHIM B HUXKHeit KBapTUAKM pacnpegeneHus (megmnana 74 mr/an [1.9 mmons/nl).

He 6b110 4OCTOBEPHOM Pa3HULbI MEXKAY FPynnamMmu B OTHOLLEHUMN HeBAAronpuATHbIX cobbIiTUI

(BKNtOYaA BHOBb pa3BUBLLUNINCA AMabET M HEMPOKOTHUTUBHbIE COObLITUA).

Peakunun B mecTe MHBbEKLUMIM Bbinn 6onee ob6blYHbIMM Ha 3BO/IOKYMabe (2.1 vs 1/6%).

Sabatine MS et al for the FOURIER Steering Committee and Investigators. published on March 17,2017, at NEJM.org.




FOURIER: Trial Consort Diagram —
nporpecc no ¢asam paHAOMU3INPOBAHHOIO NUCMNbITaHUA B ABYX NapannenbHbIX rpynnax

PangomusunpoBaHbl (N=27 564)

PaHaomusupoBaHbl K 9BoN0KymMmaby (n=13784) PaHaomusupoBaHbl K NMnauebo (n=13,780)
L. Monyumnun xota 6b1 1 go3y (n= 13769, >99%) . Monyumnnun xota 6b1 1 go3y (n=13,756, >99%)
. He nonyunnu Hn oaHom ao3bl (n=15) . He nonyumnun Hu oaHom ao3bl (n=24)

MpexxaeBpemeHHO NpeKkpaTuan nekapcreo (n=1682, 12%) MpexxaespemeHHO NpeKpaTunu nekapcrso (n=1746, 13%)
. N3-3a HeBharonpumaTHOro cobbiTna (N=628) . N3-3a HeBnharonpuaTHoro cobbiTns (n=581)
L Mo »kenaHuto naumeHTa (N=786) . [Mo »kenaHuto naumeHTa (N=881)
. lNo pelweHunto Bpaya (n=34) . o pelweHunto Bpaya (n=47)
. B cooTBeTCTBUM C KpUTEPUAMM NPOoTOKoNa (n=14) . B cOOTBETCTBUM C KpUTEPUAMM NpoToKona (n=11)
. M3-3a 3aKpbITUA LeHTpa / No peLleHunto cnoHcopa (n=22) . 3-3a 3aKpbITUA LieHTpa / No peLueHunto cnoHcopa (n=37)
L Opyrne npuymnHbl (n=198) L [pyrne npnymnHbl (n=189)

Ymepnau Bo Bpemsa HabnogeHua (n=444, 3.2%) Ymepnau Bo Bpema HabaoaeHusa (n=426, 3.1%)

Oto3Banu cornacue (n=88, 0.6%) OTto3Banu cornacue (n=105, 0.8%)

L "Kn3HeHHbIN cTaTyc n3BecteH (n=58) | *Kn3HeHHbIN cTaTyc n3BecTeH (n=86)

. CornacHoO NOMUCKY He 3aperncTpmpoBaH Kak ymepwmnii (n=3) | CornacHo NOMCKY HE 3aperncTpupoBaH Kak ymepwumn (n=1)

. "KM3HEeHHbIN cTaTyc He n3BecTeH (n=27) . *KM3HEeHHbIN cTaTyc He n3BecTeH (nN=18)

Y1epsaHbl agna HabaoaeHusa (n=5, <0.1%) YTepAHbl agna HabawaeHua (n=13., <0.1%)

BKAlOYeHbl B NnepBUYHbIA aHanu3 a¢pPpeKkTuBHocTU (N=13784)| BKAloueHbl B NnepBUUHbI aHanu3 appeKkTtusHoctu (n= 13780)
BKAlOYeHbl B NepBUYHbIA aHanu3 6esonacHoctn (n=13769) | BKaloueHbl B nepBUUHbIN aHanu3 6e3onacHoctn (n=13,756)
e /ICKNOYEHbI, HE NPUHUMaNKU nccneagyemoe nekapctaso (n=15) |[® NckntouyeHbl, He NpUHKUMaNK nccnegyemoe nekapctso (n=24)

Sabatine MS et al for the FOURIER Steering Committee and Investigators. Published on March 17,2017, at NEJM.org. Supplemental Figure S1



FOURIER. N3meHeHuA yposHa XC JIHI (meaunaHbl)
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Evolocumab 13,784 13,288 13,144 12,964 12,645 12,359 10,902 6958 3323 768
AbcontoTHas pasHuua (mr/an) 54 58 57 56 55 54 52 53 50
PasHuua B % 57 61 61 59 58 57 55 56 54
P value <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

Sabatine MS et al for the FOURIER Steering Committee and Investigators. published on March 17,2017, at NEJM.org.



FOURIER. lMepBu4Has KOHeYHasA TO4Ka 3GPEeKTUBHOCTH

(cepaevHo-cocyamcTan cmepTb, MHPAPKT MUOKapaa, MHCYAbT, rocnuTanmsauma ns-3a HC,
N KOPOHaPHaA peBacKynApu3aums)

100 - i OTHOLWeHMe pUCKoB 14.6
0.85 (95%A41 0.79-0.92) [ Nnaue6o
904 14- P<0.001 $ -2%
S s0d 50 iz | JBOJIOKYMab
£ 704 10+
=
8) | 8- 9.1
? 60 6.0
6_
x50 :
g 4 5.3
40-
= 30-
> 0 T T T T T |
2 204 0 6 12 18 24 30 36
X
= /
0 —rame== I T T T T |
0 6 12 18 24 30 36
Mecaupbl
No. at Risk
Mnauebo 13780 13,278 12,825 11,871 7610 3690 686
9BONOKYMab 13,784 13,351 12,939 12,070 777 3746 639

Sabatine MS et al for the FOURIER Steering Committee and Investigators. published on March 17,2017, at NEJM.org.




FOURIER. KntoyeBaa BTOPUYHAA KOHEYHAA TOYKa 3G PEKTUBHOCTH
(cepaevHo-cocyamnctan cmepTb, UM, Unu MHCYNbT)
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Sabatine MS et al for the FOURIER Steering Committee and Investigators. published on March 17,2017, at NEJM.org.



FOURIER. CmepTH

3BosoKyMmab | TMnauebo | OTHOWEHME PUCKOB
(N=13,784) | (N=13,780) (95% OW)

CeppeuyHo-cocyaucran

(CC) cmepTb 251 (1.8) 240 (1.7) 1.05 (0.88-1.25) | 0.62

OTUM| 25(0.18) 30(0.22) 0.84 (0.49-1.42)

OT uHcynbta| 31 (0.22) 33 (0.24) 0.94 (0.58-1.54)

[lpyras CC cmepTb| 195 (1.4) 177 (1.3) 1.10 (0.90-1.35)

CmepTb OT BCceX NPUYUH 444 (3.2) 426 (3.1) 1.04 (0.91-1.19) 0.54

Sabatine MS et al for the FOURIER Steering Committee and Investigators. published on March 17,2017, at NEJM.org.
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PesynbTtathl FOURIER. KoOmMmeHTapuu
J1OCTaTOYHO N1 CHUXKEeHWe cepae4YHO-COCYaUCTOro pUCKa npenapaTtom Penara,
4yTobbl CAeNaTb COOTHOLWEHUE LUeHa-KayecTBO 3PPEKTUBHbLIM?
AHA/IUTUKU TOBOPAT: HET.

Did Amgen's Repatha cut CV risks enough to make it cost-effective? Analysts say no.
by Tracy Staton | Mar 17, 2017 7:38am (www.fiercepharma.com)

.... [lencTBME NeKapCcTBa Ha NEPBUYHYIO KOHEYHYIO TOYKY ... — CHUXKeHue Ha 15%,
N OTCYTCTBUE YMEHbLUEHUA PUCKA CEPAEYHON CMEPTH,
BbI3Ba/IN CKENTULIM3M CPeAM aHaIMTUKOB, 3KCNEePTOB NO LeHoobpa3oBaHUIO, U UHBECTOPOB.

AU Amgen cHU3nMAnCb bonee yem Ha 6% Ha MOMEHT NybanKaunm

... But the drug's performance on the primary endpoint, a composite measure, came in at a 15% reduction, and it didn't deliver
a decrease specifically in cardiac death risk. Those figures triggered skepticism among analysts, pricing experts and investors;
Amgen's shares were down by more than 6% at press time.

http://www.fiercepharma.com/pharma/amgen-plots-new-payer-assault-after-repatha-slashes-heart-attack-risks-
by27?mkt_tok=eyJpljoiWldSbVpUazFOV1ppTVdVMCIsInQiOilyMEg2MXB5YUZXYkdib2FZT2REeUVIRktySFB2alkwS21wUXNCZitjdU9RODczaUJaZlImUFJIRFZIdGppZHILSVNGTO1sWEdKYXY5c3RSRIIb2IXanREWTV2TWIENHVmMeXlyRVpONHcwMURXWW 1
YOEpUVGZ6MjZRSmJKdEILbCI9&mrkid=828643&utm_medium=nl&utm_source=internal



Pe3synbTathl FOURIER. KOMMeHTapuu

10 6bicTpbiXx Mbicnen o FOURIER
Ten Quick Thoughts on FOURIER, Dr. J. Mandrola, March 17, 2017

...
9. 3acnyXmnBaeT yNnoMnUHaHMA KpaTKocTb Habatogenmna B8 FOURIER. Kpueble KannaH-Menep
KaK 418 NePBUYHOM, TaK M ANA BTOPUYHOWN KOHEYHbIX TOYEK BbIrNAAAT PACXOAALLLMMMCA
CO BpemeHeM. bUonornyeckn sTo MMeeT CMbICA, TaK KaK JOCTOMHCTBA 3KCNOo3uumm K [Hn3komy] J1HI
HaKan/MBatoTCA CO BpemeHeM. Ho TaKXe byayT n noteHumasnbHblie NOH6OYHbIE 3PPEKTbI, TaKUe,
KaK AnabeTt n HeMpPoKOrHUTUBHbIE apPekTbl. CpeaHn Bo3pacTt naumeHTtos B FOURIER 6bin 63 roaa.
CHuxeHue JIHI — 310 npeasnoXeHne He Ha ABa roaa.
CepaLe v KpoBEeHOCHbIe CocyAbl - He eAUHCTBEHHbIe Ba*KHble YaCTU OpraHnu3ama.

9. The shortness of follow-up of FOURIER deserves mention. On the upside, the Kaplan Meier curves for both the primary and secondary end points looked to
be separating over time. This makes sense biologically, as the benefits of exposure to LDL would accrue over time. But so would potential side effects, such as
diabetes and neurocognitive effects. The mean age of patients in FOURIER was 63 years; LDL lowering is not a 2-year proposition. The heart and blood vessels
are not the only important parts of the body

http://www.medscape.com/




Pe3synbTathl FOURIER. KOMMeHTapuu

10 6bicTpbiXx Mbicnen o FOURIER
Ten Quick Thoughts on FOURIER, Dr. J. Mandrola, March 17, 2017

«...
10. Mbl He moXKem No3B0UTb cebe nHrmbutopbl PCSK9 no nx Tekylien ueHe.
Mopa, «Mbi» 1 NOAPa3yMEBAt0 Kak OTAE/IbHbIX NH0AEN, TaK U Hally CUCTEMY 34paBOOXPaHEHUA.
Echm Hawa moaenb 34paBOOXPAaHEHUA - 3TO «MNaaTa 3a pe3yabTaT»™ -
TO 1% - 2% yMmeHblIeHUA HeCMepPTeNbHbIX CODbITUIM YEro-To CTOAT.
Ho OHM He CTOAT MHOTUX TbICAY A0113aPOB B roa.

10. We can't afford PCSK9 inhibitors at their current price. By we, | mean either individuals or our healthcare system. If our model of healthcare
is pay for value, 1% to 2% reductions in nonfatal events are worth something. But they are not worth many thousands of dollars per year.

* He coBcem TOYHbIN, HO 6M3KKUIA NO cMmblcy nepeBoa popmynnpoBKu «pay for value»

http://www.medscape.com/




Pesynbtathl FOURIER 1 EBBINGHAUS*. KommeHTapuw.

Robert A. Harrington; Clyde W. Yancy
March 23, 2017

«FOURIER/EBBINGHAUS: NoKa BCcé xopoLuo
Ho moxem N1 mbl cebe 3TO N03BOAUTL?»

FOURIER/EBBINGHAUS: So Far, So Good. But Can We Afford It?

http://www.medscape.com/viewarticle/877613#vp_3

* NognccneposaHne B FOURIER. OueHKa KOFTHUTUBHOM GYHKUMKM Y nauneHTos (n=1974)
C U3BECTHbIM CEPAEYHO-COCYANCTbIM 3aboneBaHnem Ha $oHe cTaTUHOB, Habntogaswmxca o 20 mec.
1. He 6b110 pa3HUUbI MeXXay 3BONOKYyMabom mn nnauebo:
a) no 6aTtapee KOrHUTUBHbIX TECTOB;
6) No COOBLWEHHBIM NAUMEHTOM CBeAEHUAM O NOBCEeAHEBHOM NO3HaBaTeNbHOM CNOCOBHOCTY;
B) NO COOBLLEHHbIM BpaYamMmn HeH6NaronpUATHbIM KOFTHUTUBHbIM CODbITUAM.
2. He 6b1010 YKa3aHUW Ha pa31nymMA B KOTHUTUBHbIX TECTAX B 3aBUCUMOCTM
OT JOCTUIHYTOro camoro HM3Koro yposHa XC/THIM, aaxke <25 mr/an (<0.65 mmonb/n).

http://clinicaltrialresults.org/Slides/ACC2017/EBBINGHAUS _Giugliano.pdf
Giugliano RP et al. ACC 2017 Scientific Sessions; Abstract 17-LB-16161-AC.




Pe3ynbtathl FOURIER. Hekomopesie nocnedcmeus
Amgen fenaeT CKUAKY Ha X01eCTepUHOBOeE JIeKapCTBo,

HO NNaTeNblUMNKU XOTAT bonblero
Amgen Discounts Cholesterol Drug, but Payers Want More

Reuters Health Information. By Deena Beasley and Caroline Humer, March 20, 2017

Amgen NpoaaET CBOE CHMKatoLLee XonecTepuH nekapcteo PenaTta (3BOﬂOKyM86)
CO CKMAKoM 0Kono 30% oT LeHbl Mo npelnckypaHTy (Kkatanory) 8 CLLUA 14000 S B roga,
HO aAMWUHUCTPATOPDbI Hanbonee KPYNHbIX NPOorpamm onaatbl NPONMUCAaHHbIX J1IEKapCTB
3aABAAIOT, YTO XOTAT 60/1e€ HU3KOM LUEeHbI,
TaK KaK HOBble AaHHble a1 OCHOBaAHMA Npeanosiarathb,
UYTO YMCNO0 NaUunMeHTOoB, KOTOPble A0/ KHbI J1IeYUNTbCA S TUM NEKAPCTBOM, YBEJTMYUNTCA.
Amgen Inc sells its cholesterol-lowering drug Repatha (evolocumab) at a discount of about 30 percent to its U.S. list price of $14,000 a year,

but the largest pharmacy benefit managers say they want lower prices
after new data suggested more patients should be treated with the drug

http://www.medscape.com/viewarticle/877396?nlid=113516_3863&src=WNL_mdplsfeat 170321 _mscpedit_card&spon=2&implD=1312558&faf=1




PesynbTtathl FOURIER. KommeHTapuw.

AnbtepHatma FOURIER: aneta u ynpaxkHeHuA vs nHrmbutop PCSK9
Alt FOURIER: Diet and Exercise vs PCSK9i?
Melissa Walton-Shirley, 24 mapma 2017

«Benun 6bl Mbl TaKOM Pa3roBOp 0 MapriHaNbHbIX NPEMMYLLLECTBAX, €C/IN Obl B 3TOM MUCMbITaHUK Oblna
rpynna CpeansemHomopckon gmetbl n 30 MUHYTHbIX GU3NYECKUX YNParKHEHUW 5 AHEN B Heaento?
He agymato.

Ecnun 6bl oHn cnepoBann CpeamnseMHOMOPCKON ANeTe N BbINOAHANN GU3MYECKUE YNPaXKHEHUS,
pe3yabTaTbl B 3TOM KoropTte 6b1/1n 6bl NopasuTebHbIMU. YTO TPAHC/IMPOBAOCh Obl
BO MHOrO MeHbLLMe 3aTpaTbl Ha 3Ty MOJIeKYNy [3BoN10Kymab] B cneaytowme 10-15 ner.

Mbl 0O/I3KHbI BEPHYTbCA Ha3a K 06pa3oBaHMIo AeTel B Haya/lbHOM LLKOAeE
M NpenoaasaTb UM O NpeaynpexaeHnn u pacnosHaBaHMU bonesHew,
O TOM, KaK NUTaTbCA, KaK BbIMOJAHATb GU3MYECKME YNPaXKHEHUS.
BOT Ha YTO Mbl JO/IKHbI PAacX0A0BaTb AEHbINY.

www.medscape.com/viewarticle/877645#vp 2




