[TpoekT TaxbIpbIObl: BnnsHue Losmapimod Ha cepaeyHo-cocyancTt
ncxodbl Y 60MbHbIX, FOCNUTANU3NPOBaHHbIX C OCTPbIM MHAPKTOM
MUOKapaa

PaHaoMun3npoBaHHOE KNMHUYECKOEe MccneaoBaHune



AypyxaHara ousuKarnblK XXYKTemMe HaTuxXeciHae
XYPEK MMokapa MHapKTbl aypybiHa yLlparaH 55
XacTarfbl ep Kicl anbin KeniHai. byn Haykacka
BanNuaosl npenapatbiH TafambiHOadbl, emM Oip anTta
XYPri3inreH CoH HaykacTa e3repic Ky3eTtinmea,.
[lapirep KkongaHygarbl npenapartTtbl Losmapimod
npenapartbiHa aybicTbipabl. 10 KyH OSpPIHI
kabOblngaraH COH HayKacTbIH XaFaanbl XXakcapa
bacTtagbl.



Her13r1 cypaxk:

OU3UKAIBIK )KYKTEMEHIH )KYPEKKE ocepl KaHaaum ?

KocheiMina cypak:

Bamunonasl Losmapimod nipenaparbsiHa aybICTHIPY
HOTHXKEIIMa ?




1. Haykac 55 xacTtafbl MMokagp nHdapTbl aypybiHa
yuiparaH ep Kici

2. Bannpgon taranbiHganabl
3. Losmapimod npenapaTblHa aybICTbIpbIAab

4. 10 KyH OapiHi kKabblngafaH COH HayKacTbIH
Xargaunbl XKakcapa bactagbl.
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. Mitogen-activated protein kinase (MAPK)-stimulated inflammation is implicated in atherogenesis, plaque destabilization, and
ses in myocardial infarction (MI). Pilot data in a phase 2 trial in non-ST elevation MI indicated that the p38 MAPK inhibitor
ates inflammation and may improve outcomes.

aluate the efficacy and safety of losmapimod on cardiovascular outcomes in patients hospitalized with an acute myocardial

, AND PATIENTS: LATITUDE-TIMI 60, a randomized, placebo-controlled, double-blind, parallel-group trial conducted at 322
5 from June 3, 2014, until December 8, 2015. Part A consisted of a leading cohort (n = 3503) to provide an initial assessment
ratory efficacy before considering progression to part B (approximately 22,000 patients). Patients were considered potentially
nt if they had been hospitalized with an acute MI and had at least 1 additional predictor of cardiovascular risk.

Patients were randomized to either twice-daily losmapimod (7.5 mg; n = 1738) or matching placebo (n = 1765) on a background
1ended therapy. Patients were treated for 12 weeks and followed up for an additional 12 weeks.

AND MEASURES: The primary end point was the composite of cardiovascular death. MI. or severe recurrent ischemia
onary revascularization with the principal analysis specified at week 12.

\, among the 3503 patients randomized (median age, 66 years; 1036 [29.6%] were women), 99.1% had complete
1e primary outcome. The primary end point occurred by 12 weeks in 123 patients treated with placebo (7.0%) and 139 patients
imod (8.1%: hazard ratio, 1.16; 95% CI, 0.91-1.47; P = .24). The on-treatment rates of serious adverse events were 16.0%
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MakaaaHbIH TaKbIPbIObI

! Bausuaune Losmapimod Ha cepaeuHO-COCYAUCTHIE NCXO b
OOJIBHBIX , TOCIIUTAIM3UPOBAHHBIX C OCTPHIM HH(PapPKTOM
MHUOKapaa

| PaHIOMM3UPOBAHHOE KIMHUYECKOE UCCIIEOBAHUE

1 Effect of Losmapimod on Cardiovascular Outcomes in
Patients Hospitalized With Acute Myocardial Infarction

1 A Randomized Clinical Trial
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Llenb. OueHnTtb adopeKkTMBHOCTL U 6E30MacHOCTb
losmapimod Ha cepae4YHo-coCcyanCTble ucxoabl y
NayMeHToB , FOCNUTANNU3NPOBaHHbIX C OCTPbIM MHMPAPKTOM
Munokapaa .

Obijective. To evaluate the efficacy and safety of
losmapimod on cardiovascular outcomes in patients
hospitalized with an acute myocardial infarction.



BwmemiarensctBa. [lanueHTsl ObUIM paHAOMHU3UPOBAHBI B JIBa pa3a B JeHb losmapimod
(7,5wmr ; m= 1738 ) nm nnane6o (n = 1765 ) Ha poHE OCHOBHOIO MOJIOKCHUS
PEKOMEHIOBAaHHOU TepanuH . [lareHTsl monyJany Je4eHre B TeueHne 12 Heaenb u
HaOJIIONAINCh B TeUeHHUE elle 12 Heaeb

Interventions. Patients were randomized to either twice-daily losmapimod (7.5 mg;
n= 1738) or matching placebo (n=1765) on a background of guideline-recommended
therapy. Patients were treated for 12 weeks and followed up for an additional 12
weeks.



OcHoBHBIC pe3yabTaThl U MEphI. IlepBrUHas KOHEUHAs: TOYKa Oblla COCTaBHOM
CepJICYHO-COCYIUCTOM CMEpPTH , HH(papKTa MUOKap/ia WIH TSHKEI0M peluAuBUPYIOIICH
UILIEMUH , TPEOYIOIIeH HEOTI0KHOIO0 KOPOHAPHOM PEBACKYIIpHU3AIUN ¢ OCHOBHBIM
aHAJIN30M YKa3aHHOM B 12-i1 Hexene

Main Outcomes and Measures. The primary end point was the composite of
cardiovascular death, MI, or severe recurrent ischemia requiring urgent coronary
revascularization with the principal analysis specified at week 12.



Pesynbratel B yactu A, cpeau 3503 nmanueHToB, paHIOMU3UPOBAHHBIX (CpEAHUAM
Bo3pacT 66 jet; 1036 [29,6%] ObL1n skeHIIMHBI), 99,1% uMenr NoaHOE BhISICHEHUN
JUIs1 IEPBUYHOIO pe3yibpTara. [lepBudHas kKoHeUHast ToYKa mpour3oniia 12 Heaenp y
123 nmanueHToB, nojy4yaBmux miaieoo (7,0%) u 139 nanueHToB, Mojy4aBIInX
losmapimod (8,1%; otHomeHue puckoB 1,16; 95% JI 0.91-1.47, p = .24). CraBku
MO-JICYECHUS CEPbE3HBIX MTOO0YHBIX AP dekToB ObLIN 16,0% ¢ losmapimod u 14,2% B
rpymIe miameoo.

Results. In part A, among the 3503 patients randomized (median age, 66 years; 1036
[29.6%] were women), 99.1% had complete ascertainment for the primary outcome.
The primary end point occurred by 12 weeks in 123 patients treated with placebo
(7.0%) and 139 patients treated with losmapimod (8.1%; hazard ratio, 1.16; 95% CI,
0.91-1.47; P =.24). The on-treatment rates of serious adverse events were 16.0% with
losmapimod and 14.2% with placebo



BbiBoAbl M aKTyanbHOCTM Cpean naumMeHToB C OCTPbIM MHAPKTOM MMOKapAa,
npuMeHeHne losmapimod No cpaBHEHMIO C naauebo He CHMXKaeT PUCK
OCHOBHbIX MLIEMMUYECKUX CEPAEYHO-COCYAMCTbIX COObITUN. Pe3ynbTaThl
[AaHHOr0 MOMCKOBOro UccsieaoBaHUA 3PPEKTUBHOCTU He onpaBAblBaeT
nepenTu K 6oaee KpynHoro nccaeaoBaHma 3hPeKTMBHOCTU B
CYLLECTBYIOLLEM MOMYASUMM NALMUEHTOB.

Conclusions and Relevance Among patients with acute MI, use of
losmapimod compared with placebo did not reduce the risk of major
ischemic cardiovascular events. The results of this exploratory efficacy
study did not justify proceeding to a larger efficacy trial in the existing
patient population.



Losmapimod npemnaparbl IpOTEHHKHHA3AHbI
CTUMYJIJICY HOTHKECIHJIC )KYPEK KAOBIHYJIapbIH
azalTajbl, COHbl HOTHKECIHIE KYPEK OYIIIIBIK
ETTEPIHJIE ©3rePICTEP KIHE KAOBIHY MPOIIECCTEPIH
aJIJIbIHBI ajlajpbl.



