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CTtaHoapThl

«B cTaHpapTax AaH nepevyeHb YyCnyr, JIeKapcTs,
KOTOpble rapaHTupytoTcsa 6ecnaatHo. DTN CTaHAAPThI
3a4al0T "MUHMMANbHO-A0CTAaTOYHbIN" YPOBEHb
KayecTBa NOMOLLMN, HNXKE KOTOPOro 3anpeLleHo
OMyCKaTbCs>».

«B ToM cny4ae, ecnmn 60n1bHOMY HEOb6XO0ANMBI
neKkapcTBa, He Bolwleawue B cTaHaapT, OHU MOTyT
6bITb HAa3HAYEeHbI MO peLleHNnt0 KOHCuAanyMma. B atom
c/lydae OHU TaKXKe npeaoctaBfiatoTcs becnnaTtHoO».




OPPEKTUBHOCTL MHAUBUAYANN3UPOBAHHbIX
pekoMeHaaunm No rmnepTeH3nn

YacTtota UM,

MHCYNbLTDI
CToumocTb 3a =CTOMMOCTb

Eddy DM, et al. Ann Intern Med 2011;154:627-34.



Medical Management of Hyperglycemia in
Type 2 Diabetes: A Consensus Algorithm
for the Initiation and Adjustment of
Therapy

A consensus statement of the American Diabetes Association and the
European Association for the Study of Diabetes

ADVANCE
ACCORD

VADT

Reviews/Consensus Reports/ADA Statements
PO SITION STATEMENT

Management of Hyperglycemia in Type 2
Diabetes: A Patient-Centered Approach

Position Statement of the American Diabetes Association (ADA) and
the European Association for the Study of Diabetes (EASD)




BbIOOp rmMmMKkeMmn4ecKkoro KOHTpPOss

HbA1c

Mo3uyua nayueHTa
PUCK runornukemMmumn

OnuteneHocTb AnabeTa

Oxnpaemasn
NPOAOIKUTENBHOCTL XKWU3HK

COG)',EIHCTI:IE OCHO@

Pecypchl, nogaexka

KecTKuin KOHTpOnb MSArkMm KOHTpOnb
6‘?"‘0 ?t}‘D 89’0

BbICOKaA MOTWBALUA, HU3KaA MOTUBaUWA,
npueepeHHoOCTb NpuBepPXEHHOCTb

HU3KWUIA BbICOKWH

BnepBble ﬂHEFHDCTHpOBaHHbIﬁ AaBHUK

ANnTENbHaA KOpPOTKaA

OTCYTCTBYET HEMHOro/nerkan TAXEenNnad

4__‘

OTCYTCTBYHOT HeMHoro/nerkue TAXKENbIE

NEerko JocTynHbl orpaH14yeHsbl




BbiObop aHTUrMNEpPrinmkeMmnyecKmnx
npenapartoB npu NbC

INleyueHue guabeta

MpeanouyTuTenbHO HexenarenbHo

MeTdopMuH,
NUOrNUTa30H,
rmukKknasug,
CUTarnUNTUH,
akap6o03a,
penarnuHua,
3K3eHaTug

PocurnurasoH,
npenaparbl CyNb(OHUIIMO4YEBUHbI

KpanHe Ba>XeH yyeT KoOMopbuaHbIX COCTOSSHUM.

ADA, 2007, 2010; K/DOQI, 2007; IDF, 2009; PA3, 2011; AACE/ACE, 2009



[OnHammnka cmepTHOCTU B VIpKyTCKOW 0bnactu

cMepTHocTb Ha 100000 HaceneHUA
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OunHamuka cmepTtHOoCcTU oT BC B VpKyTCKe

HaunoHanbHbIN NPOEKT «340POBbLE»

«Cocyauctasa» nporpamma

MNMpuka3 N389, 357

«CaxapHbin guabeTt»

I <ApTepuanbHasi runepTeH3us»

MNMpuka3 N599, 362
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NMHanBnayannsnpoBaHHoOeE ieyeHue
apPpeKTuBHEE CTaHAAPTHOrIO

N MOXET CHU3INTb CMEPTHOCTD
HaCeJiEHNS.
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YacToTa anm3oaoB ULWEMUU MUOKapaa U
ypoBeHb remornodbuHa npu MMnST
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aHeMus Sabatine MS, et al. Circulation. 2005;111:2042-49.



Puck nwemun mnokapga npu OKC n aHemunm
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Rousseau M, et al. The American journal of cardiology. 2010;106:1417-22.



AHemMus u cepaeyvHo-cocyanucTtble OCJITIOKHEHUA

ﬂnﬁﬁ

Crounkas CC cobbITUS CwmepTb
CTeHoKapaus

[lpocriekmuesHoe ko2opmHoe uccriedogaHue 310 nayueHmos ¢ IBC.

da Silveira AD, et al. Coronary Artery Disease 2008;19(1).



AHeMuro y naumeHToB € UBC

Heo6xoaAMMO BbLIABJIATb U J1IEYUTDb!




MBC n HeankorornbHas
Xnposaga 60ne3Hb NEYEHN

1 Y naumeHToB ¢ HXXBI puck
3HAa4YMMOro KOpoOHapPHOro CTeHo3a
noBbilWeH B 2,3 pa3a npuv HabnwageHun
B Te4YeHue 7 ner.

Wong VW-S, et al. Gut 2011;60(12):1721-7.



YacTtoTa KOPOHApPHOro CtTeHo3a

o6onee 70%, %
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Patel S, et al. The American journal of cardiology. 2011;108:1552-5.



NMpokoarynsaHTbI

AHTUKOArynsiHTbI

NMpoteuHsbl C, S,
AHTUTPOMOGMUH III

I, II, V, VII, X,
VIII, ¢.
BunnebpaHara

KpoBoTeueHus
Tpomb603bI



AHTUKOAQrynsHTbI

lNpokoarynsaHTbl NMpotenns C, S,
I, II, V, VII, and X AQHTUTPOMOGUH III

NMpokoarynsaHTbI
VIII, ¢p. BunnebpaHara

Y

He oueHuBalroTcs
B nporpoMbuHosoMm BpemeHnu, MHO.



lMppo3 NeYeHn n TpomMoOO3bl

J Y naumeHTOB C LMppPOo3oM nevyeHu puck TIANA
noBbiweH (0,5-8,2%), ocobeHHOo Ha ctagum C,
npu Hanuunn XCH uwnu XbBI1.

J MNnoTte3a «ecTecTBEHHOW» rMNoKoarynsauum

HeBepHa — HeT kKoppensauuu NB/MHO u pucka
TIJlA.

Koliscak L, Maynor L. Am J Health Syst Pharm. 2012;69(8):658-63.



NMpu TA>XXenoM umppo3e neyeHm pumckK
TPOM6030B NOBbLILIEH NMPU HAIMYNU

haKTOpOB pPUCKa 1

B CTaLMOHape BO3MOXXHa NpPodUIaKTUKa,
€CJZIM HeT HeflaBHEero KpoBoTe4YeHMUs.




CoBpemeHHoe rnedveHne VbC
CTaHOBUTCS aKTUBHeE

] Bonee akTUBHbIE NPOTUBOTPOMOOTNYECKUE
npenapaTbl U CXeMbl:

J [1Ba gesarperanTa + aHTUKOArynsHT +
TPOMOONUTUK.

] 600 mr knonngorpena ecnu nnaHupyetcsa YKB.

] Tukarpenop BmecTo knonuaorpena.

1 PuspokcabaH e dornoriHeHue K 0e3azpeaaHmam
(ATLAS ACS 2 TIMI 51)?

R /A O EURO] [AN MEDICINES AGENCY
CIENCE MEDICINES HEALTH



OASIS-5: dpoHaganapuHyke npmn OKConST

bonbline KpoBOoTEYEHUA HA 9 CyT.
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The New England Journal of Medicine 2006;354:1464-76.



OASIS-5: dpoHaganapuHyke npmn OKConST

CwmepTb Ha 9 Mec

OTHoLLeHue pucka 0.89 (95% Cl, 0.80-1.00)
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The New England Journal of Medicine 2006;354:1464-76.



[103a acnmnpuHa n pUCK KpoBOTEYEHUU

,maﬁ

0,5-1,5 6-14 >14
T./Hen T./He,EI, T./Hen T./Hen

[TpoCcneKkTUBHOE nccnegoBaHue
87680 xeHwunH. 1 1. = 325 wmr.

Huang ES, et al. The American Journal of Medicine. 2011;124:426-33



Puck kpoBoTe4yeHnn npu
aHTUTPOMDOTUYECKON TEpanun

Adjusted
Regimen RR (95% CI)
ASA antiplatelet monotherapy — 1.79 (1.57-2.03)

Clopidogrel without ASA 1.48 (0.96-2.27)
Clopidogrel + low-dose ASA 3.71 (2.38-5.76)
Oral anticoagulants without ASA —_— 1.77 (1.36-2.30)
Oral anticoagulants + low-dose ASA . 3.62 (2.09-6.29)

L 4

»

CEBEPO-AMEPUKAHCKWWU NAPAOKC

Garcia Rodriguez LA, et al. Circulation 2011;123(10):1108-15.



UTto penatb npu KpoBoTe4YeHUN HA poHe OAT?

drac, vudgpysuna UMM,

TpomMmbomacca
Puck Tpombo03a Puck Tpombo3a
HU3KUU BbICOKUM
Mpekpatute OAT 303062H<7)BMT|= OAT
PaccmoTpeTh B 4epes -/ CyT nocne
nepcnekTuee reMocrasa
Acnnpun+Urin

Ben-Menachem T, Dominitz JA. Clin Gastroenterol Hepatol. 2011;9(8):649-52.



I nocne nHdpapkta Mnokapaa
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PeTpocnekTnBHOe uccnepgoeaHne 19925 nauneHtoB B rocnutangax

bBenbrnn.
Charlot M, et al. BMJ 2011;342.



PLATO: UI'lN nocne nudapkra mmokapaa
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Goodman SG, et al. Circulation 2012; 125(8):978-86.



AHTUTPOMbGOTHNUECKana Tepanus

CTaHOBUTCA Bce 6os1ee arpeccCMBHOU M
BO3pacTaeT PUCK KPOBOTEYEHMUM.




[[acTpoayoaeHarnbHble A3Bbl

6 Management of Helicobacter pylori infection—the
Maastricht IV/ Florence Consensus Report

Peter Malfertheiner,” Francis Megraud,? Colm A 0'Morain,® John Atherton,*

Anthony T R Axon,” Franco Bazzoli,? Gian Franco Gensini,® Javier P Gisbert,®
David Y Graham,'™ Theodore Rokkas,'" Emad M El-Omar,” Ernst J Kuipers,'? The
European Helicobacter Study Group (EHSG)

EDITOR'S
CHOICE




YTO4YHEHHas cxema npounaKkTmkn
raCTPOUHTECTUHANbHbLIX KPOBOTEYEHUU

OueHKa racTpouMHTeCTUHalNbHbIX
c¢hakTOpOB pUCKa NpUn
nevyeHnn gesarperaHramm

]

HA3BeHHas 0onesHb,
racTpoayoneHanbHoe KpoBOTEYEHME
B aHamMHese

+ ‘ -
=1 pakTopa pucka:
>65 nem,

rnpuem Kopmukocmepouaoos,
HIIBIll, aHmukoaaynsHmoa.

JleyeHue H.pylori
UHrMouTopbl NPOTOHHOU NMOMIMbI

ESC, 2011



OcHoBHble cxeMbl MaacTpuxT-4

J 10-14-aHEBHbIN pexum.

d Bbicokune ao3bl AT agByxKpaTHO.

J KBaapu-tepanus:
AT + BUCMYT + TeTpauuKInH + MeTpOoHUAa301/1.

J MoandumumpoBaHHana CTaHAaApTHaNA Tepanus§:
UMM + aMmokcnumnanH + nesodnokcaunH 500 mr
2 pa3sa.

J MocnepoBaTenbHan Tepanusa:
MM + amokcnumnnunH 5 aHen,
UMM + neBodnokcaunuH + MeTpoHnaa3osl 5 aHen.



JleueHue H pylori appekTuBHee
cXeMaMM C KBagpurtepanmeu

Uan neBoMdIOKCaLMHOM,

6onee onurtenbHoe U C BbICOKUMM
anosamu UIII.




[1aburaTtpaH B pearnbHOW NpaKkTukKe
nocne nepesoga c BapdapuHa

JleyeHune BappapuHoM - 0,9% npekpatunn BBmnay
Bblcokoro MHO.

JleyeHne gaburatpaHom npekpatuam B 11,5% -
cmeptesibHoe KK KpoBoTedYeHune, HecMepTeslibHble
KDOBOTEUEHUS, BHYTPUMO3roBasi remopparus ripu

Tpasme, TpoMbo3 rnybokmnx seH, TUA, XK cmMmnTOoMBblI,
CbiMb.

BO3MOXHbIe MPpU4YnNHbI — KOMOPOMAHOCTb, HapylueHune
MYHKUMN MOYeK.

[1o3nTNB — KOPOTKUW Nepunoa nNoay>XMU3HU Mo
CpaBHEHWIO C BapdapuHOM.,

Wurster MW. Am J Hematol 2012; 87:5146-5200.



[laburaTtpaH noBbILLAET PUCK
MHdapKTa Mrnokapaa?

Study, y
RE-NOVATE,™ 2007
RE-MODEL," 2007
PETRO,™ 2007

RE-LY original,>* 2009
RE-COVER,™ 2009
RE-DEEM,™ 2011
RE-NOVATE 11,"® 2011

FE model

Dabigatran, No.
ACEv  No Event

13 2296
10 1372
2 443
175 11916
4 1269
32 1458
1 1009

Control, No.
ACEv No Event Odds Ratio (95% CI)
9 1133 — 0.71 (0.30-1.67)
- 690 —--— 1.26 (0.39-4.02)
0 70 0.79 (0.04-16.73)
63 5959 -—I— 1.39 (1.04-1.86)
2 1264 > 1.99 (0.36-10.90)
- 313 —-—-— 1.72 (0.60-4.89)
1 1002 0.99 (0.06-15.90)

‘> 1.33 (1.03-1.71)

004 020 100 500
Odds Ratio (Log Scale)

Uchino K, Hernandez AV. Arch Intern Med. 2012;172(5):397-402.
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¥y >4
I've been in this business for long
enough to know that when a new drug
comes out you need to take it on
slowly.

You may find out new things about it
that no one knew when it was
approved.

Steven Nissen



* Y 4830 nauneHTOB B TeyeHune 8 ner
HabnaeHns nnoxasa rurmeHa pTa
NnoBbiLLIana PUCK cepaeyHo-
cocyancTbixX cobbiTn Ha 70%.

de Oliveira C, Watt R, Hamer M. BMJ 2010;340(may27_1):c2451.



[lepnoaoHTUT

heec iy
gums

advanced
periodontitis




[TepnogoHTUT 1 puck MbC

Number of Risk Factor Followup
Outcome Subjects® Measurement Quality Gender (in yrs) RRA (95% CI)
Risk Factor = Periodontitis
Mormison, 1999 CHD Death 2297 Dental axam Fair B** 21 1.37 (0.80, 2.35) —
Tuominsn, 2003 (M) CHD Death 2518 Dental axam Fair M 12 1.00 (0.61, 1.63) ——
Tuominen, 2003 (Fy CHD Death 2392 Dental axam Fair F 12 1.18 (0.60, 2.31) —
DeStefano, 1993 CHD Events 5041 Diental Exam Good B 14 1.25(1.06, 1.48) ——
Beck, 1996 CHD Events 1221 Dental Exam Fair M 18 3.40(1.20, 7.40) ——
Ajwani, 2003 CVD Death 175 Dental Exam Fair B 5 2.28(1.03, 5.05) — &
Howall, 2001 CVD Evants 22037 Salf report Fair M 12 1.01 (0.88, 1.15) —
Periodontitis Studies Combined 1.24 (1.01, 1.51) —— Test for hateroganaity
fior periodontitis studies:
R Q= 13.03, df= §, P=(.048.
Risk Factor = 0-10 teath
Mormison, 1999 CHD Death 3330 Dental axam Fair B 21 1.90 {117, 3.10) —a—
Tuominsn, 2003 (M) CHD Death 1510 Dental axam Fair M 12 0.90 (0.50, 1.60) —a—
Tuominen, 2003 (F} CHD Dieath 1470 Dental axam Fair F 12 0.30 (0.10, 1.00) ——
DaStefanc, 1993 CHD Events 5398 Dental Exam Good B 14 1.23(1.05, 1.44) ——
Hung, 2004 (M) CHD Events 41407 Self report Good M 12 1.36 (1.11, 1.67) ——
Hung, 2004 (F) CHD Events 58974 Self report Good F 20 1.64 (1.21, 2.05) ——
Ajwani, 2003 CVD Death 175 Diental Exam Fair B 5 1.46 (0.69, 3.09) —a—
Combined excluding Tuominen 1.41(1.22, 1.63) —» Test for heterogensity
Studies of 0-10 Teeth Combined 1.34(1.10, 1.63) —— e itram
Risk Factor = Gingivitis
Morrison, 1999 CHD Dieath 3g21 Dental axam Fair B 24 1.82(1.24, 2.68) —a—
DaStefanco, 1993 CHD Events 5537 Dental Exam Good B 14 1.05 (0.88, 1.26) —— Test for heterogansity
Gingivitis Studies Combined 1.35 (0.79, 2.30) ——4#——— for studies of gingivitis:
Q= 6432, di= 1, P=0.011.
* Number of subjects included in the analysis
*“* Abbrevafions: B, Both gender; M, Male; F, Female. | | | | |
0125 0.250 0.500 1.000 2.000 4.000
Risk Ratio (95% CI)

MeTa—-aHanm3 nccnegoBaHnmn BbIABUJI
nosbilleHne pucka MbC npu pa3HbiX popMax
nepnoaoHTUTa Ha 24-34%.

Humphrey LL, et al. J Gen Intern Med. 2008;23(12):2079-86.



[lepnogoHTUT

« B 24% npn UM Ha TpoMbe aHTUreHbI
6bakTepunin, obutTarowmnx B poTOBOM MOJSIOCTM.

« bakTepuun Moryt conob6crBoBaTb BOCMA/IEHUIO
61AWKN 1N pa3pbiBaM.

Ohki T, et al. Am Heart J. 2012;163(2):164-7.



NMepoAOHTUT accoumMUupyeTcs C
noBbiwweHneMm pucka UbBC.

BanssHUe rmrueHbl pta Tpebébyer
M3Y4YEeHMUHS.




XpoHunyeckasa 6one3Hb no4vek

KDIGO CLINICAL PRACTICE GUIDELINE
FOR EVALUATION AND MANAGEMENT OF CKD

CONFIDENTIAL: DO NOT DISTRIBUTE

KDIGO Public Review Draft
May 2012




[TonoxeHna KDIGO
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XpoHun4yeckas bonesHb NoYekK

Ctagna Xapaktepuctuka

CKo

Mn/Mun/1,73 m?

PekomeHayeMble MeponpUATHS

[MoBpexaeHne nodek ¢

INevyeHne ocHoBHOro 3abonesaHus,

1 y > 90
HopManbHoi unn TCK® KOHTPONb (0akTOPOB puUCKa.
) [MoBpeXxaeHne nNoYek C 60 — 89 + OL/eHKa CKOPOCTM NpOorpeccmnpoBaHus,
nerkum 4 CK® 3ameaneHve Temnos 4 CK®.
3a YmepeHHoe {CK® 45 — 59 + oLeHKa U CHuXXeHue pucka CC3.
+ akKTUBHasA n MNaKTUKa u
36 CywectBeHHoe JCK®  30-—44 a 6 WA IR ETELE
neyeHue CC3.
4 BoipaxeHHoe L CK® 15 -29 + NOAroToBKa K 3aMeCcTUTENLHOW Tepanuu.
5 odeuHas <15 [TovyeyHas 3amecTuTernbHasa Tepanus.

HeJOCTaTO4YHOCTb




[TonoxeHna KDIGO

« [leTanbHaa knaccudpukaums nporHosa Xbll B
oTHoweHun cmepTtHocTn, CCC wn TI1H.

Albuminuria Categories,
. Description and Range
Prognosis of CKD by GFR m " .
and Albuminuria
Categories: normal to mildly | moderately severely
KD|GO 201 2 increased increased increased
<30 mglg 30-299 mgig 2300 mg/g
<3 mg/mmol 3-29 mg/mmol | =30 mg/mmaol

normal or

G1 high =00

mildly

G2 decreased 60-89
GFR mildly to

Categories, G3a | moderately | 45-59
Description decreased
and Range moderately

{mL/min/ G3b | toseverely | 30-44
1.73 m%) decreased

severely
G4 decreased 15-29
kidney
G3 failure <15




[TonoxeHuna KDIGO

« ®opmyna CKD-EPI v umctatvH C.

 MpodunakrTuka:

Al <130/80 MM pT. CT. Npu anbbyMnHypum
>30 Mr/cyrT.

NATD nnn BPA y naumeHToB ¢ AnabeTtoMm u
anbbymnnypumen >300 mr/cyr.

HbA1lc ~7% wnwn BblWe Npu BblIpa>XeHHOW
KOMOPO6MAHOCTN NN HEBOMbLLION OXUAAeMOU
NPOAO/IKNUTENBHOCTU XXU3HMW.

JleyeHune aucnununaemmm npmn CKO <60
MS/MUH/1.73 M2 N pUCKe cepaeyHo-CoCyaAnNCTbIX
cobbIiTUMN.



HoBoe B NMHCTPYKUUNAX K CTATNHAM

 CTaTUHbI - ccnegoBaHne TpaHCaMMHa3
00 Hayasia nevyeHusd, a ganee no
KIMHNYECKNUM nokasaHusaMm (paHee -
DEryJiISipHO).

* BO3MOXHOCTb 06paTMMOM NOTEPU MaAMATU U
CNYTAHHOCTU CO3HAHUA.

 [loBbilLEeHME TNNKeMnn.

FDA



Bbixoa okeHepuKoB — yXo4 opurMHanos

Market Entry of
Generic Atorvastatin
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U.S. Statin Market Share before and Projected Market Share after the Entry of Generic Atorvastatin.
Data for 2002 through 2009 are from IMS Health National Prescription Audit.

Jackevicius CA, et al. New England Journal of Medicine 2011;366(3):201-4.




Bbixoa okeHepuKoB — yXo4 opurMHanos
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ceet N So long, Plavix, what a ride! Clopidogrel patent expires
FDA approves generic versions of blood thinner Plavix

The U.S. Food and Drug Administration today approved ger MAY 16, 2012 Michael O'Riordan EiRecommend - 38 | | 3 Tweet - 41 g+ 0 m Share | 13
and stroke by making it less likely that platelets in the blood =

Clopidoarel is FDA-approved to treat patients who have hac E Comments Read later f [G] LTJ F‘. Print r_;j Send Font size A A A i Cite

“For people who must manage chronic health conditions, h
Office of Pharmaceutical Science in the FDA's Center for Dr

Clopidogrel has a baxed warning to alert health care profes | Hamilton, ON - For years it was the second-best selling drug in the world, with

e g e o e an more than $9 billion in global sales in 2010 alone, but the golden era of a patented
inhibitors Prilosec (omeprazole) and Mexium (esomeprazol

i ) : ) clopidegrel (Plavix, Bristol-Myers Squibb/Sanofi) is drawing to a close. Like
Clopidogrel may cause bleeding, which can be serious anc X Z € 3 X
have nose bleeds, and it may take longer for all bleeding to ' b A atorvastatin, which for years held the global crown as the most widely prescribed
and drug safety information. <o Ariin elanidnaral wnll ke auailahla ta natiante ac a rleneric drug as of May 1?1 2012,

Dr. Reddy's Laborataories, ©
Corporation, Aurobindo Phi Goodbye Plavix, hello clopidogrel
for 75 mg clopidogrel.

Generic drugs approved by
quality standards as those With clopidogrel now available as a generic medication, many expect the antiplatelet to continue to play a role in

Information about the avail: cardiovascular care, especially since branded Plavix may have been cost-prohibitive in patients without health insurance.

This often led to patients discontinuing their clopidogrel early, which in turn put them at risk for thrombotic events.

"Cost was a major barrier for longer-term use of clopidogrel in some patients,” Dr Shamir

Mehta (McMaster University, Hamilton, ON) told heartwire. "So now that it is generic, there will likely
be an increase in compliance with long-term therapy. | think in any population where there are going
to be affordability issues, clopidogrel will still be used.”

Mehta, one of the investigators of the CURE trial that led to the approval of clopidogrel plus aspirin in
patients with ACS-NSTEMI, said it is hard to predict how quickly clopidogrel will disappear from
regular use given the approval of other agents, some of which have shown superiority to clopidogrel in
certain settings, such as prasugrel (Efient, Lilly/Daiichi Sankyo) in the TRITON-TIMI 38 trial of ACS
patients scheduled for PCI {albeit with an increased risk of bleeding) or ticagrelor (Brilinta,
AstraZeneca) in the PLATO trial.




[TpemMbl COXpaHEHUS KN3HN OPUTMHANOB

NDA
approval
NDA First ANDA l
approval submitted | Trilipix (45-mg, >
NDA  First ANDA v 4 135-mg capsules)
approval  submitted ,
Tricor-3 (48-mg, 145-mg tablets
Market  First ANDA 4 & i (Boing, Lo mgianlets)
launch submitted Tricor-2 (54_mg! *
v v 160-mg tablets) Tricor-2
Tricor-1(67-mg,134-mg, 4 generics
200-mg capsules) Tricor-1
generics
1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011

Figure 2. Evolution of Abbott Laboratories’ fenofibrate franchise relative to generic competition.
ANDA indicates abbreviated NDA; NDA, new drug application.

Downing NS, et al. Arch Intern Med. 2012;172(9):724-730.




ESC GUIDELINES

Eurcpean Heart Jourmal
e L doi10. 1093/ eurhearti/ehs 104
CARTHCREHGT

ESC Guidelines for the diagnosis and treatment
of acute and chronic heart failure 2012

The Task Force for the Diagnosis and Treatment of Acute and
Chronic Heart Failure 2012 of the European Society of Cardiology.
Developed in collaboration with the Heart Failure Association (HFA)
of the ESC




cknodeHne cepgevyHon ogblLLKK
TectoM Ha MHYIT

NMokasaTenb Havyano cepaoe4yHon HeQOCTaTOYHOCTHU
OcTpoe NocTeneHHoOe
BNP <100 nr/mn <35 nr/mn

NT-proBNP <300 nr/mn <125 nr/mn



[IpoKanNbUMTOHMH NPU oAblLLKe
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Maisel A, et al. European Journal of Heart Failure 2012;14(3):278-86.



<0.1 Hr/mn 0.1-0.25 Hr/mn 0.25-0.5 Hr/mn >0.5 Hr/mn
AHTUOUNOTUKMN AHTUOUNOTUKMN AHTUOUNOTUKN AHTUONOTUKN
HE HY>XHbI HeL,enecoobpasHbl pekoMeHayTCH obs3aTenbHbl

[Tpn ncnonb3oBaHUN NPOKaNbLUNTOHNHA aHTUOMOTUKU
HasHa4vyanu Ha 17% pexe n Ha 1,5 cyTOK Kopo4ye cTal. fledeHmne.

PrOREAL Albrich WC, et al. Arch Intern Med. 2012;172:715-22.



MpoKaNbLUTOHUH NJZ1Ia3Mbl NO3BOJIAAET
YTOUYHUTb Hainume 6akrtepmasbHOro

BOCnaJieHUa " Heo6bxoaAMMOCTb
aHTMGMoTuKoTEepanmm.




Diuretics to relieve symptoms/signs of congestion®

+

ACE inhibitor (or ARB if not tolerated)®

ADD a beta-blocker®

< Sinus rhyl:l'lm and HR. 270 beats/min!__—>

C ADD mlhnldine' $

St|]| class [I-1V and LVEF <35%?
QRS duration 2120 ms!
Consider CRT-PICRT-D' Consider ICD=

l
. Mo furth: ifi

Consider digoxin® and/or H-ISDN'
If end stage, consider [VAD and/or transplantation

\ 4




MoxxHo nn cHM3nTb YCC aANrokCUHOM?

 AHanmn3 nccneposaHnsa DIG, npoBeaeHHbIN
aHanornyHo SHIFT noka3an, 4yTo
cHmxXeHne YHCC AUrOKCMHOM CHUXKAaeET
NepBNYHYIO KOHEYHYIO TOYKY B TON XKe
CTeneHu.

Castagno D, et al. Eur Heart J 2012;33(9):1137-41.



CpaBHeHMe KaHaecapTaHa ¢ nocaptaHom npu XCH

Figure 2. Hazard Ratios for All-Cause Mortality for Losartan vs Candesartan From the
Multivariate Model Stratified for Propensity Scores and Interaction With Selected Subgroups

Subgroup
Year
2001-2005
2006-2009
Sex
Women
Men
Age, y
=70
>70
Creatinine, pmaol/L
=100
=100
MYHA class
-1l
-1V
LVEF, %
<40
240
Diabetes mellitus
s
Mo
B-Blocker
s
No
Aldosterone antagonist
Yes
No
ACE inhibitor
Yes
Mo
Target dose, mg/d
<50

>50

Target dose at 150 mg/d
<50
=50

No. of Deaths/Total No.

[
Candesartan

86/214
355/2425

177/1006
264/1633

100/1014
341/1625

156/1416
285/1223

186/1587
255/1052

243/1519
198/1120

169/767
272/1872

379/2208
62/341

151/807
290/1832

61/421
380/2218

341/1684
100/955

341/1684
100/955

Losartan

406/701
482/1799

3481017
540/1483

153/706
¥35/1794

267/1080
621/1420

304/1262
D48/1238

541/1398
3471102

325/848
563/1652

B697/2057
1917443

351/910
537/1590

2177
BEBT7/2423

268/534
620/1966

792/2050
96/450

i Favors
Gandesartan

Favors
Losartan

t T T T T
0.75 1.0 125 15 1.75 20 25 3.0
Hazard Ratio (95% Cl)

PeTpocnekTtuBHoe

nccneposaHue LLiBeackoro perucrpa.

Eklind-Cervenka M, et al. JAMA 2011;305(2):175-82.



CpaBHeHMe KaHaecapTaHa ¢ nocaptaHom npu XCH

Figure 2. Survival and Follow-up of Candesartan and Losartan Users With Heart Failure
1.0-
o 0.8+
L
= .
=
a 067
E —
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= 0.4
Q
O .
o
o 0.2
D.I:I I I I I I I I I I I I
o 1 2 3 4 5 6 7 8 9 10 11
Follow-up, y
Mo. at risk
Candesartan 2082 983 384 161 46 7
Losartan 4397 2654 1568 782 256 48

[1lpocnekTnBHOE [1aTCcKoe KOropTHOEe uccrnegoBaHme.

Svanstrem H, Pasternak Br, Hviid A. JAMA 2012;307(14):1506-12.



CpaBHeHne KaHaecapTaHa ¢ nocaptaHom npu XCH

Figure 3. All-Cause Mortality in Candesartan and Losartan Users With Heart Failure

Candesartan
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8 mg
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Losartan
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8818
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HR (95% Cl)

2.12 (1.61-2.80)
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1 [Reference]
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—.—
"
=
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Svanstrem H, Pasternak Br, Hviid A. JAMA 2012;307(14):1506-12.




CepaeyvHble pUCKU BapEeHUKITMHA

Events/No of patients

in study group
Author Varenicline Placebo

Fagerstrém 2010 0/214 1/218
Rennard 2012 0/493  0/166
A3051072 2012 0/85 0/43

Hong 2011 0/20 0/21

Ebbert 2011 0/38 0/38

Garza 2011 0/55 0/55

Hughes 2011 0/107 0/111
Wang 2009 0/165 0/168
Poling 2010 0/13 0/18

Steinberg 2011 1/40 1/39
Jorenby 2006 1/344  1/341
Gonzales 2006 2/352  2/344
Rigotti 2010 10/355 10/359
Oncken 2006 2/518 0/129
Nides 2006 1/383 0/127
Nakamura 2007 1/465 0/154
Bolliger 2011 1/394 0/199
Tsai 2007 1/126 0/124
Niaura 2008 2/160 0/160
Tonstad 2006 2/603 0/607
Williams 2007 6/251 1/126
Tashkin 2011 4/250 2/254

Overall: I’=0%, P=1.00 34/5431 18/3801

Fig 2 Difference in risk of
22 double blinded, placeb
unequal) numbers of evel

Risk difference Weight
(95% CI) (%)
5.12
5.89
1.35
0.49
— 0.90

; 1.30
2.58
3.95

0.36
0.94
8,13
8.25
8.47
4.90
4.53
5.49
6.27
2,97
3.80
1435
3.98
5.98
100.00

-0.12  -0.08 -0.04 0 0.04 0.08 0.12

Conclusions This meta-analysis—which included all trials published to
date, focused on events occurring during drug exposure, and analysed
findings using four summary estimates—found no significant increase
in cardiovascular serious adverse events associated with varenicline
use. For rare outcomes, summary estimates based on absolute effects

Risk difference
(95% CI)

-0.0046 (-0.0173 to 0.0081)

0.0000 (-0.0087 to 0.0087)
0.0000 (-0.0352 t0 0.0352)
0.0000 (-0.0902 t0 0.0902)
0.0000 (-0.0499 t0 0.0499)
0.0000 (-0.0348 t0 0.0348)
0.0000 (-0.0178 t0 0.0178)
0.0000 (-0.0117 t0 0.0117)
0.0000 (-0.1210 t0 0.1210)

-0.0006 (-0.0699 to 0.0687)

0.0000 (-0.0081 t0 0.0081)

-0.0001 (-0.0114 to 0.0111)

0.0003 (-0.0239 t0 0.0245)
0.0039 (-0.0083 t00.0161)
0.0026 (-0.0099 t0 0.0151)
0.0022 (-0.0082 10 0.0125)
0.0025 (-0.0067 t0 0.0117)
0.0079 (-0.0139 t0 0.0297)
0.0125 (-0.0084 t0 0.0334)
0.0033 (-0.0023 t0 0.0089)
0.0160 (-0.0085 t0 0.0404)
0.0081 (-0.0108 t0 0.0271)
0.0027 (-0.0010 t0 0.0063)

Judith JP, Joan FH. BMJ 2012;344.



CepaeyvHble pUCKU BapEeHUKITMHA

Events/No of patients
in study group
Author Varenicline Placebo Risk difference Weight Risk difference
(95%Cl) (%) (95% C1)

Nides 2006 1/383  0/127 4.53  0.0026 (-0.0099 t0 0.0152)
Oncken 2006 2/518  0/129 = 4.90  0.0033 (-0.0055 to 0.0120)
Jorenby 2006 1/344  1/341 = 8.12  0.0017 (-0.0043 to 0.0078)
Tonstad 2006 2/603  0/607 —_— 1435  0.0024 (10.0017 t0 0.0066)
Gonzales 2006 2/352  2/344 — e 8.25  0.0019 (-0.0021 to 0.0060)
Nakamura 2007 1/465  0/154 —_—— 5.49  0.0019 (-0.0018 to 0.0057)
Wwilliams 2007 6/251  1/126 _— 3.98  0.0031 (-0.0009 to 0.0070)
Tsai 2007 1/126  0/124 —.— 2.97  0.0033 (-0.0006 to 0.0073)
Niaura 2008 2/160  0/160 —— 3.80  0.0040 (0.0000 to 0.0079)
Wang 2009 0/165 0/168 — 3.95  0.0037 (-0.0001 to 0.0075)
Fagerstram 2010 0/214  1/218 R 5.12  0.0031 (-0.0006 to 0.0067)
Poling 2010 0/13 0/18 —_—— 0.36  0.0030 (-0.0006 to 0.0067)
Rigotti 2010 10/355 10/359 —_— 8.47  0.0027 (-0.0015 to 0.0070)
Tashkin 2011 4/250  2/254 —_— 5.98  0.0031(-0.0011 t0 0.0073)
Bolliger 2011 1/394  0/199 —_— 6.27  0.0031 (-0.0009 to 0.0070)
Hughes 2011 0/107  0/111 - 2.58  0.0030 (-0.0009 to 0.0069)
Steinberg 2011 1/40 1/39 —a 0.94  0.0030 (-0.0009 t0 0.0068)
Ebbert 2011 0/38 0/38 —_— 0.90  0.0029 (-0.0010 to 0.0068)
Hong 2011 0/20 0/21 _n 0.49  0.0029 (-0.0010 to 0.0068)
Garza 2011 0/55 0/55 —_ 1.30  0.0029 (-0.0010 to 0.0067)
Rennard 2012 0/493  0/166 _ 5.89  0.0027 (-0.0010 to 0.0064)
A3051072 2012 0/85 0/43 = 1.35  0.0027 (-0.0010 t0 0.0063)

-0.12  -0.08 -0.04 0 0.04 008 0.12

More serious adverse More serious adverse

events in placebo group events in varenicline group
Fig 3 Cumulative estimated difference in risk of cardiovascular serious adverse events attributable to varenicline use.
Studies ordered by publication year

Judith JP, Joan FH. BMJ 2012;344.
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