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CmepTHOCTb B UpKyTCKe B 2017 roay
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BHELUHME 46'%" Top 10 leading causes of death, 2015
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nHammnKka KomopbuaHbix 6bonesHen

B Individual comorbidities

pIP Anaemia
pty Cancer
217 Chronic kidney disease

500+

Dementia
L Depression
< ~2L5 Diabetes
Dyslipidaemia
Obesity
ed’A Osteoarthritis
Thyroid disease
( Asthma
{ 07 COPD
Atrial fibrillation
Hypertension
. L78 |schaemic heart disease
Peripheral arterial disease

L Stroke

Other

-

Cardiovascular Respiratory

2002 2004 2006 2008 2010 2012 2014

Year

Conrad N, Judge A, Tran J, et al. Temporal trends and patterns in heart failure incidence: a population-based study of 4
million individuals. The Lancet. 2018;391(10120):572-580.
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3arpAsHeHue Bo3ayxa U CMepPTHOCTb

m Cooking fuel

Rate Difference

Mortality Rate per 100000
No.of per100000  Person-Years Hazard Ratio
Deaths Person-Years (95% Cl) (95%Cl)
Cardiovascular mortality
Always clean fuels 61 144 [Reference] 1.00(0.77 to 1.31)
Solid fuels
1-19 yuse 522 254 110(-4to 224)  1.50(1.36t01.65)
20-39 y use 980 239 95 (-9to 199) 1.49(1.39t01.59)
240 y use 1455 323 179(74t0284) 1.73(1.61t01.86)
Trend: x¢=18.1 (P <.001)
All-cause mortality
Always clean fuels 361 391 [Reference] 1.00(0.89t01.12)
Solid fuels
1-19 y use 1632 640 249(117t0 381) 1.16(1.10t0 1.22)
20-39 y use 2987 690 299(179t0419) 1.25(1.20t0 1.30)
240 y use 3336 837 446 (322t0570) 1.33(1.27t01.39)

Trend: x#=30.0 (P<.001)

Heating fuel

Rate Difference

OpoBa u yronb
NOBbLICUNN
cepaeyvyHO-COCyAUCTYIHO
CMEePTHOCTb Ha 20-29%,
o0l Y0 CMEPTHOCTb

Ha 11-14%

*

0.5

Mortality Rate per 100000
No.of per 100000  Person-Years Hazard Ratio
Deaths Person-Years  (95% Cl) (95% CI)
Cardiovascular mortality
Always clean fuels 101 172 [Reference] 1.00(0.75t0 1.34)
Solid fuels
1-19 y use 208 394 222 (35t0 409) 1.34(1.16 t0 1.53)
20-39 y use 509 317 145(-25t0315) 1.18 (1.08to 1.29)
240 y use 3092 401 229 (62 to 396) 1.33(1.26 to 1.40)
Trend: x§=8.4 (P=.004)
All-cause mortality
Always clean fuels 468 773 [Reference] 1.00(0.87 to 1.14)
Solid fuels
1-19 y use 510 865 92 (-555t0739) 1.31(1.19t0 1.43)
20-39 y use 1439 799 26 (-614to666) 1.26(1.19t01.33)
240 y use 6831 942 169 (-469 to 807) 1.30(1.26to0 1.35)

Trend: x§=17.1 (P<.001)

Yu K, Qiu G, Chan K, et al. Association of Solid Fuel Use With Risk of Cardiovascular and All-Cause Mortality in Rural China. JAMA. 2018;319(13):1351-1361.
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ObyyeHune nauymeHToB 1 CMEPTHOCTb
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8 0 365 730 1095 1460 1825 2190 2555 2920
il T T T T T T T T Days Post 1st COACH Session
0 365 730 1095 1460 1825 2190 2555 2920 Number at risk
Days Post 1st COACH Session Treatment = control 512 477 454 433 417 386 362 258 15
Number at risk Treatment=Upto3sessions 151 144 135 127 120 M3 106 80 7
Control 512 477 454 433 417 386 362 258 15 Treatment = 4 or more sessions 361 355 347 338 326 307 293 233 45
Treatment 512 499 482 465 446 420 399 313 52 Godée Up to 3 sessions
— Control Treatment 4 or more sessions
1)
O6yyeHune naumeHTOB CHU3UIO cMepTHOCTb OT CC3 Ha 30%
COAC H Byrnes J, Elliott T, Vale MJ, Jelinek MV, Scuffham P. Coaching Patients Saves Lives and Money.

Am J Med. 2018;131(4):415-421.e411.



Consultation model

Step1

Discussing factors that influence goals,

treatment options and professional
support with the patient

Patient's life related factors:
+ Age
+ Education level
+ Ethnicity
+ Stage oflife
+ Quality of life
+ Lifestyle
+ Pregnancy (wish)
+ lliness perceptions
« Motivation
+ Patient's preference
+ Self-management:
- knowledge and skills
- self-confidence
- opportunities for development
+ Social context: home,
school, work, ‘leisure time’

Health related factors:

« Glucose control

+ Cardiovasculair risk factors

= Complications

- Comorbidity

+ Disease duration

+ Hereditary factors

+ Medication use

» Results of previous treatments

© NDF Amersfoort September 2017

[MayneHT-OpUeHTUPOBAHHbIN

Step 2

Setting personal and
health related goals
together

Based on:

+ Results of step1

+ Guidelines

noaxon npu anabete

Step 3

Discussing treatment

options to reach the goals
and making decision

Based on:

+ Results of step1and 2
« Guidelines

« Expert (center)

Step 4

Assessing professional
support

Based on:

+ Results of step1,2and 3

Support of:

+ Physicians

+ Paramedics

+ Pharmacist

+ Lifestyle coach

Mogernb npumeHuma B 72% cny4vaen, >50% BpemMeHn roBOpuUT NauneHT

Rutten G. et al. Implementation of a Structured Diabetes Consultation Model to Facilitate a Person-
Centered Approach: Results From a Nationwide Dutch Study. Diabetes Care. 2018;41(4):688.

Nationwide Dutch Study



Knaccnpumrkauma FORTA y cTapuKoB

Knacc A (acpchekTnBHbBIE)
» AnukcabaH, acnupuH, 6eta-bnokartopsl (3 roga nocne nHdapkta mmokapaa), bPA,
aurngponupuauvHel, NATM®, knonunaorpen (CTEHT), METOOPMUH, CTaTUHbI.

Knacc B (Bo3MOXHble)
» DeTa-6nokaTtopsbl, BapdapuH, AUrokcuH, anypetukn, nrnr-4, nHCynuHe.l,
Knonugorpen, puBapokcabaH, ctatuHbl (>85 ner).

Knacc C (coMHUTesnbHbIE)

» AMuogapoH, 6eH3oamnasenmHbl KOPOTKOAENCTBYOLWME (annpasonam), Bepanamusn,
rmumenupua, gaburatpan, neabpagmH, MO3CH, mnpTasannH, MOKCOHUOWH,
MMOrNnTasoH, NporoHrMpoBaHHble HUTpaTbl, CUO3C, cnnpoHonakToH, dnbparhl,
93eTUMmnO.

Knacc D (onacHble)

« AromenartuH, aHTMapuTMunkm | knacca, 6eH3ognasenuHbl NPOSIOHIMPOBAHHLIE
(amnasenam, xnopanasenokcna), MHIT-2, HINBI, npenapaTbl CynbdOHUNTMOYEBUHDI,
CcOoTarnos, TPULUMKINYECKNEe aHTUOEeNnpeccaHThl.



Bbibop mHOrouenesbiX NpenapaTos

NBC Al dr CH Onabet | XBbIl HXBM | Unppos
nAMN®, 6PA + +++ + +++ + ++
aMKP + + + ++ +/- ++
Bera-6bnokatopbl | +++ ++ ++ +++ ++
PaHonasuH ++ + + .
CraTuHbI +++ + +/- + + +
MetdopmuH + + +++ + +
NMuornutasoH + + + - +++ +
MHIT-2 + + ++ 4+




bonesHun neyeHn U gucannuaemua

Main pharmacokinetic characteristics of statins.

AUC npu umppose # hapMakoKMHETUKE
Pexe nopaxeHusi nevyeHu

Atorvastatin Fluvastatin ~ Lovastatin [ Pravastatin Rosuvastatin ] Simvastatin
Optimal time of dosing Any time of day ~ Bed-time With meals morning and evening  Bed-time Any time of day Evening
Absorption, % 30 98 31 37 50 65-85
fmax, I 2-4 0.5-1.5 2-4 0.9-16 3-4 1.3-24
t)2 11-30 0.5-23 2.5-3 0.8-3 20 1.9-3
Bioavaibility, % 12 10-35 <5 18 20 <5
Solubility Lipophilic Lipophilic Lipophilic Hydrophilic Hydrophilic Lipophilic
Protein binding, % >08 >98 96-98.5 43-54 88 >95
Primary metabolic pathway  CYP3A4 CYP2C9 CYP3A4 Glucuronidation - CYP3A4  CYP2C9-CYP2C19  CYP3A4
Hepatic excretion, % >70 >68 >70 46-66 90 78-97
Renal excretion, % 2 6 30 60 10 13

Bjoérnsson E. Hepatotoxicity of statins and other lipid-lowering agents.
Liver Int. 2017;37(2):173-178.



Cnngpom Hunbbepa n puck NbC
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Lin JP, et al. Association Between the UGT1A1*28 Allele, Bilirubin Levels, and Coronary Heart Disease in the Framingham Heart Study. Circulation

2006;114:1476-81.



Cungpom Hunobepa n akTUBHOCTb TPOMbBOLIMTOB

Arperauuna TpombouunTos, %
(apaxmpoHoBas KucnoTa)
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lNoBbIilWweHUe 6uNMpyouHa NPpUBOAUT K CHUXEHUIO

arperauum TpomooumnToB

Kundur AR, et al. Bilirubin, platelet activation and heart disease: a missing link to cardiovascular protection in Gilbert's syndrome? Atherosclerosis.

2015;239(1):73-84.



(A)

(B)

CTaTUHbI N XPOHUYECKUN BUPYCHbIW renaTuT

o

Cumulative incidence of composite events (%)

Cumulative incidence of death (%)

Non-user group

————— Statin group

P =.005

3 4 5 6 7 8
Follow-up duration (years)

Non-user group
_____ Statin group

3 4 5 6 7 8

Follow-up duration (years)

CTaTUHbI CHU3NNKU PUCK
AeKOMMNeHcauuu neyeHun
n CMepTH

Wong JC-T, et al. Statins reduce the risk of liver decompensation and death in chronic viral hepatitis: a propensity score weighted landmark analysis.

Aliment Pharmacol Ther. 2017;46:1001-1010.



CTaTMHbI N NPOTUBOBUPYCHAA TepanmA
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CTaTUHbI NOBLIWAKT YaCTOTY BUPOSIOrMYECKOro
oTBeTa Ha NPOTUBOBUPYCHYIO Tepanuio renaTtuta C

Pandya P, Rzouq F, Oni O. Sustained virologic response and other potential genotype-specific roles of statins among patients with hepatitis C-related
chronic liver diseases. Clin Res Hepatol Gastroenterol. 2015;39(5):555-65.



CTaTUHbI U XpOHUYECKMe 6oNe3HU NeYeHu

MporpeccupoBaHue pubposa

Hazard ratio Hazard ratio
Study or subgroup Log [hazard ratio] s.e. Weight IV, random, 85% CI IV, random, 95% CI
1.8.1 High-quality studies
Butt, 2015 -0.5108 0.0829 251% 0.60[0.51-0.71] —.—
Huang, 2016 -06733 0.1114 22.9% 0.51 [0.41-0.63] —a—
Oliver, 2016 -0.3857 0.1885 16.8% 0.68 [0.47-0.98] —a—|
Simon, 2015 -1.1087 0723 25% 0.33 [0.08-1.36] C
Yang, 2015 00043 03139 Q7% 0.37 [0.20-0.68] TaTM H bl CH M3Mn M pMCK
Subtotal (95% CI) 77.0% 0.56 [0.49-0.65] <

e e 2 Loy o nporpeccupoBaHus
;ﬁni‘h;%%\:rale-qualﬂy s -1.0217 01103 23.0% 0.36 [0.29-0.45] —— ¢ M 6 p O3a L] ne Ko M n e H c a u M M

Subtotal (95% Cl) 23.0% 0.36 [0.29-0.45] e

Heterogeneity: Not applicable u M p p 03a M c M e pTH OCT b

Test for overall effect: Z= 9.26 (P < 0.00001)

Total (95% Cl) 100.0% 0.49 [0.38-0.62] -

Heterogeneity: Tau® = 0.05; 5 = 17.55, d.f. = 5 (P = 0.004); I* = 72% f f t t

Test for overall effect: Z = 5.87 (P < 0.00001) 0.2 05 1 2 5
Favors [statin user] Favors [nonuser]

Test for subgroup differences: ¥° = 11.20, df = 1 (P= 0.0008); /= 91.1%

Figure 3. Forest plot to evaluate role of statins in fibrosis progression with subgroup analysis based on quality of studies.

HekoMmneHcauunu unpposa Hazard ratio Hazard ratio
Study or subgroup Log [hazard ratio] s.e. Weight IV, random, 95% ClI IV, random, 95% CI
Huang, 2016 06274 0107 67.1% 0.53[0.43-0.66] ——
Kumar, 2014 —0.5447 02725 10.3% 058[0.34-099] ——— 88—
Mohanty, 2016 05798 01846 225% 0.56 [0.39-0.80] —_—
Total (95% ClI) 100.0% 0.54 [0.46-0.65] -~
Heterogeneity: Tau® = 0.00; 3% = 0.11, df. = 2 (P= 0.05); /2 = 0% f t f t
Test for overall effect: Z= 6.94 (P < 0.00001) 05 07 1 5 2
Favors [statin user] Favours [nonuser]

Figure 4. Forest plot to evaluate role of statins in decompensation of cirrhosis.

CMepTHOCTbL
p Hazard ratio Hazard ratio
Study or subgroup Log [hazard ratio] s.e. Weight IV, random, 95% Cl Year IV, random, 95% CI
1.4.1 Observational studies
Kumar, 2014 —0.6349 0.2356 228% 053[0.33-0.84] 2014 —
Hsiang, 2015 —-0.0834 0.0975 33.4% 0.92[0.76-1.11] 2015
Mohanty, 2016 —0.5621 0.0984 33.3% 0.57 [0.47-0.69] 2016 ——
Subtotal (95% CI) 89.5% 0.67 [0.46-0.98] e
Heterogeneity: Tau” = 0.00; 3° = 13.58, d.f.= 2 (P = 0.001); /* = 85%
Test for overall effect: Z=2.09 (P=0.04)
1.4.2 Randomized controlled trial
Abraldes, 2016 —0.9493 04768 10.5% 0.39[0.15-099] 2016 ——&——
Subtotal (95% Cl) 10.5% 0.39[0.15-0.09] e
Heterogeneity: Not applicable
Test for overall effect: Z=1.99 (P=0.05)
Total (95% CI) 100.0% 0.63 [0.44-0.90] i
Heterogeneity: Tau” = 0.09; ¥° = 15.15, d.f. = 3 (P = 0.002); /” = 80% t t t t
Test for overall effect: Z = 2.52 (P=0.01) 0.2 0.5 1 2 5
Test for subgroup differences: %2 = 1.13, df =1 (P=0.20); £ = 11.7% Favors [statin user] Favours [nonuser]

Figure 5. Forest plot to evaluate role of statins in mortality in chronic liver disease patients.

Kamal S, et al. Beneficial Effects of Statins on the Rates of Hepatic Fibrosis, Hepatic Decompensation,
and Mortality in Chronic Liver Disease: A Systematic Review and Meta-Analysis. Am J Gastroenterol. 2017;112(10):1495-1505.

Kim R. et al. Statin Use and Risk of Cirrhosis and Related Complications in Patients With Chronic Liver Diseases:
MeTaaHanM3bl A Systematic Review and Meta-analysis. Clin Gastroenterol Hepatol. 2017;15(10):1521-1530.e8.



CtaTtuHbl 1 HKBI
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Figure 1. Bar graph showing the prevalence of nonalcoholic fatty liver disease
(NAFLD) at baseline at and the 2nd and final computed tomography (CT) scans.

CTaTUHbI YMEHbLUAKT PUCK HearikororibHom XXMpoBOW OOJIe3HU NeYeHn

Foster T, Budoff M, Saab S, et al. Atorvastatin and Antioxidants for the Treatment of Nonalcoholic Fatty Liver Disease: The St Francis Heart Study
Randomized Clinical Trial. American Journal of Gastroenterology. 2011;106(1):71-7.



AncHyHKLUMM LLUTOBUAHOMN Kese3bl n
bonesHu cepaua

/—- Thyroid gland \

Hypothyroidism Hyperthyroidism
Decreased Increased
T3, T4 T3, T4
Impaired cardiac contractility Palpitations
Impaired diastolic function Atrial fibrillation

Systolic hypertension

I Congestive heart failure

Increased vascular resistance

Increased serum cholesterol



Pucku cmeptnt ot UbC n CH npu namenenun TTI

TSH level HR (95% Cl)
T 1.58(1.10-2.27)
TSH 10-19.9 mIU/L
—— 1.89(1.23-2.80)
—— 1.42(1.03-1.95) P for trend <0.01
TSH 7.0-9.9 mIU/L B e S— 1.65(0.84-3.23) P for trend <0.01
I 1.09(0.91-1.30)
TSH 4.5-6.9 mIU/L 1.01(0.81-1.26)
1, f
TSH 0.45-4,49 mIU/L [] 00(ref)
- 1.24(0.96-1.61)
TSH 0.10-0.44 mIU/L 1= 1.31(0.88-1.95)
P for trend = 0.02
. 1.84(1.12-3.00)
. - P for trend = 0.047
TSH <0.10 mIU/L —— 1.94(1.01-3.72)
L [ | [ | |
| 1 | 1
0.2 0.5 1 2 5

MNBC — vepHble, CH - kpacHble

Floriani C, Gencer B, Collet T-H, Rodondi N. Subclinical thyroid dysfunction and cardiovascular diseases: 2016 update.
Eur Heart J. 2018;39(7):503-507.



CybKknnHunyecknn runotmpeos n puck U6C

CHD Evenis by
TSH Level, mlU/LE

0.5-4.49
4569
7.0-99
10-19.9
CHD Mortality by
TSH Level, mIU/LE
0.5-4.49
45-69
7.0-99
10-19.9
Total Mortality by
TSH Level, miu/L?
0.5-4.49
45-69
7.0-99
10-19.9

Mo. of Events
4040
264
=3
70

1958
132
50
28

8749
640
170
105

Mo. of Participants

23957
1344
449
235

50953
2363
652
333

51837
243
672
347

HR Ratio
[95% CI)

1 [Raference]
1.00 (0.86-1.18)
1.17 (0.96-1.43)
1.88 (1.28-2.80)
P=,001 for trend

1 [Reference]
1.09 (0.91-1.30)
1.42 (1.03-1.95)
1.58 (1.10-2.27)
P =005 for trend

1 [Raference]
1.06 (0.96-1.17)
1.02 (0.84-1.24)
1.22 (0.80-1.87)
P =39 for trend

Decreased : Increased
Risk : Risk

-
L

o E—

MT+HGMWF¥*ﬂWMW

0.2

0.5 1 2 5
HR (95% CI)

Rodondi N, et al. Subclinical Hypothyroidism and the Risk of Coronary Heart Disease and Mortality. JAMA

2010;304(12):1365-74.



CyOK/IMHUYECKUIN TUMOTUPEODS U
KOPOHapHbIN TPpOMbOO3

Cyb6KNMHMYECKNIA TMNOTUPEO3 QyTnpeos

Viswanathan G, et al. Blood Thrombogenicity Is Independently Associated With Serum TSH Levels in Post—-Non-ST Elevation Acute Coronary Syndrome.
The Journal of Clinical Endocrinology & Metabolism. 2014;6:E1050-E1054.



BepeHune cybknnHuyeckoro runotmpeosa (ETA)

BospacTt
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JleyeHne cybKANHNYECKOTo rMnoTUPeOns3a Y NOXKUIbIX

Thyrotropin (mlU/liter)

Table 3. Clinical Outcomes and Adverse Events.*

79
6" “t -~ -
\ - _ Placebo
\ \+_ - +' S-a.
54 \
\
AY
4_ \
AY
N
34 + Levothyroxine
2
14
0 T T T T
Baseline 6-8 Wk 12 Mo Extended
Follow-up

JleyeHne NeBOTUPOKCMHOM He NPUHOCUT Nonb3bl nocne 70 net

Variable

Clinical outcome

Fatal or nonfatal cardiovascular event — no. (%)
Cardiovascular death — no. (%)

Death from any cause — no. (%)

Serious adverse event

No. of patients with =1 serious adverse event
No. of events

Adverse event of special interest

New-onset atrial fibrillation — no. (%)

Heart failure — no. (%)

Fracture — no. (%)

New diagnosis of osteoporosis — no. (%)
Withdrawal

Permanent discontinuation of trial regimen
—no. (%)

Withdrawal from follow-up — no. (%)

All Patients
(N=737)

38 (5.2)
3(0.4)
15 (2.0)

181 (24.6)
343

24 (3.3)
9(1.2)
17 (2.3)
7 (0.9)

160 (21.7)

41 (5.6)

Placebo Group
(N=369)

20 (5.4)
1(0.3)
5(1.4)

103 (27.9)
201

13 (3.5)
6 (1.6)
8(22)
4(11)

79 (21.4)

22 (6.0)

Levothyroxine Group
(N=368)

10 (2.7)

78 (21.2)
142

Hazard Ratio
(95% Cl)

0.89 (0.47-1.69)

1.91 (0.65-5.60)

0.94 (0.88-1.00)1

0.80 (0.35-1.80)

1.06 (0.41-2.76)

1.06 (0.78-1.44)

0.84 (0.46-1.56)

Stott DJ, Rodondi N, Kearney PM, et al. Thyroid Hormone Therapy for Older Adults with Subclinical Hypothyroidism.
New Engl J Med. 2017;376(26):2534-2544.




BepeHune cybknnHmnyeckoro runeptmnpeosa (ATA)
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<65 net 265 net

TTI 0.1-0.4 vEan TTT <0.1 mE/N TTI 0.1-0.4 mEn/n TTT <0.1 mEQ/N
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(No of events /1000 person years)

0.4-5.0 0.2-0.4 0.1-0.2

Normal High normal

euthyroid  euthyroid Subclinical
. 4 hyperthyroid

TSH level (mIU/L)

Y nauueHTOoB ¢ PI1 moxeT ObITb NONE3HbIM
reyeHue CyoOKrIMHUYeCKOro runepTtupeosa

Selmer C, Olesen JB, Hansen ML, et al. The spectrum of thyroid disease and risk of new onset atrial fibrillation: a large population cohort study.
BMJ 2012;345:e7895



YpoBeHb cBobogHoro T, n puck @l

fT4 Quartiles Events / Crude Incidence Rate Age- and Sex-Adjusted
Participants, No. per 1000 p-y (95% Cl) Hazard Ratio (95% Cl)
First (lowest) 371/5642 8.7(3.3-23.1) J] Reference
3
o
=]
Second 390/4989 10.6 (4.1-27.5) —— 1.17 (1.02, 1.35) -
<1
g
Third 438/5272 9.8 (4.1-23.6) —— 1.25(1.09, 1.43) =
k)
o
Fourth 474/5018 13.5 (6.1-29.9) —— 1.45(1.26, 1.66) W
| 1
5 1 2
Less atrial fibrillation than More atrial fibrillation than
in reference category in reference category

YBenuyeHne cBo6o0aHOro TMPOKCMHA Aaxe B KHOPMaribHOM»
Anana3oHe noBbiwaeT puck Pl

Baumgartner C, da Costa BR, Collet T-H, et al. Thyroid Function Within the Normal Range, Subclinical Hypothyroidism, and the Risk of Atrial Fibrillation.
Circulation. 2017;136(22):2100.



Puck Tpomboambonuun npu rmneptnpeose

5EC plus Low LAA velocities Thrombogenic milien
OR (95% CI) P -value OR (95% CI) P-value

PSAP range

More than 40 1.791{0.461; 0.962) 0.400 0.677(0.188; 2.441) 0.551
mmHg

Free T4

Above 2x ref range 0.716 (0.180; 2.857) 0.637 0.941(0.247; 3.586) 0.929

Duration of 4.486 (1.146; 17.563) 0.031 2.841 (0.757; 10.660) 0.122
thyrotoxicosis
> 12 months

CHADE -1 ASe risk 0.419(0.103; 1.709) 0225 0.650(0.174; 2.435) 0.523
High =2

OnutenbHocTb runeptupeosa >12 mec (He CHA,DS,-VASc) yBenuumnBaet
pUCK TpOMOOOOpa3oBaHUA B npeacepansax

de Souza M. et al. Is CHA2DS2-VASc appropriate for hyperthyroid patients with atrial fibrillation? Implications of adding
a transesophageal echocardiography evaluation. Int J Card. 2017;228:919-925.
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Puck kposoTteveHun npu Pl v auchyHKUnMn noyvek
Ha BapgapuHe

0
4 = Intracranial bleeding

[ Gastrointestinal bleeding
5 [ Other bleeding

Patients (%)

20 iy

) Jjj J-}’-X_‘ ﬂ_‘_‘ |
O .90 6089 4559 3044 1529 <15
(n=581) (n=6140) (nh=3221) (h=1820) (h=586) (h=55)

eGFR categories (mL/min/1.73m?)

NMpyu cHUWXeHn PyHKLUMM NoYeK 3HAaYUTENbHO Bo3pacTaeT
YyacToTa raCTPOUHTECTUHArNIbHbIX KPOBOTEYEHUN

Jun M, et al. The association between kidney function and major bleeding in older adults with atrial fibrillation starting warfarin treatment:
population based observational study. BMJ 2015;350.



PuUcK nwemmn4eckoro MHCyrnesTa u KpoOBOTEYEHUN
npy AUCPyHKLMM NoYek

Ischaemic stroke Haemaorrhage

& 0.35 ‘ 2 0.15
d Anticoagulated m
E . == Non-anticoagulated ]

. @
z s 0.12
2 g
E g 0.09
3 -
5§ g
[ o D.086

bt
o
had

Time (years) Time (years)

2.73 million patients from 110 general practices across
England and Wales.

Y naumeHTOB cTapuwe 65 net ¢ pCK® <50 mn/Mun/1.73 m?
Ha aHTUKOAarynsiHTax yBesindeH PUCK UHCYJIbLTOB U KPOBOTEYEHUU
(TpebyroTca HAUBUAYarbHble peLueHuns)

Kumar S, et al. Ischaemic stroke, haemorrhage, and mortality in older patients with chronic kidney disease
newly started on anticoagulation for atrial fibrillation: a population based study from UK primary care. BMJ. 2018;360.



HOAK 1 racTpouHTECTUHASIbHbIE KPOBOTEYEHUS

Table 5.Stratified Analysis in Propensity Score Matched Apixaban vs Dabigatran Users

Apixaban (n = 6542) Dabigatran (n = 6542) Apixaban vs dabigatran (n = 13,084)
Variable Events, n IR Events, n IR HR (95% ClI) P for interaction
Overall 33 1.38 121 2.73 0.39™ (0.27
Age
1864y 2 0.34 7 0.73 0.38 (0.08 .54
6574y 5 0.69 29 212 0.25* (0.10
=75y 26 2.43 85 4.06 0.45* (0.29

NOTE. P value in the table is for interaction; P < .01; ™P < .001 indicates significance for the HR.
IR, incidence rate per 100 person-years.

Table 6.Stratified Analysis in Propensity Score—Matched Apixaban vs Rivaroxaban Users

Apixaban (n = 6565) Rivaroxaban (n = 6565) Apixaban vs rivaroxaban (n = 13,130)
Variable Events, n IR Events, n IR HR (95% CI) P for interaction
Overall 32 1.34 116 3.54 0.33™ (0.22-0.49)
Age
18-64 y 2 0.34 6 0.81 0.38 (0.08-1.89) .36
6574y 5 0.69 32 3.24 0.18™ (0.07-0.47)
=75y 25 232 78 5.05 0.39™ (0.25-0.61)

NOTE. P value in the table is for interaction; **P < .001 indicates significance for the HR.
IR, incidence rate per 100 person-years.

Abraham NS, et al. Gastrointestinal Safety of Direct Oral Anticoagulants: A Large Population-Based Study.
Gastroenterology. 2017;152(5):1014-1022.e1011.



MeTtaaHanus

AnunkcabaH n tTepmuHansHas XbI'

A) Incidence of major bleeding in advanced CKD and/or ESRD on dialysis

Study name Statistics for each study

Event Lower Upper
raté  limit limit p-Value
Sarrattetal 0012 0001 0167 0002
Dau et al 0133 0051 0306 0000
Stantonetal 0096 0046 0188 0000
Steuberetal 0061 0030 0123 0000
0082 0048 0135 0000

Event rate and 95°% CI

-0.50 -0.26

Relative
welght

1@

205

»- %09

[ 3 37.03
»

0.00 025 050
No Bleeding

B) Risk of bleeding in advanced CKD and/or ESRD on dialysis

Study name Statistios for each study

Odds Lower Uppar
Fatio i it it  pValue

Sarratt et al g9 .01 339 0.25
Ewanton et &l 48 .18 1.31 a.15
Noseaworthy etal 041 0.27 o.63 0.00

0432 o.28 o8 Q.09

C) Risk of bleeding in ESRD on dialysis

Study name Statis tios for each study
Odds Lower Upper
ratio lme lnit p-Vaue
Sarratt at al 019 0.01 3. a8 0.2
Nossworthy et el 029 .07 1.19 009
a.ar a.or 0 .28 0.04

Bleeding

Ddids ratioc and 95% CI

.
001 01 1 10 1

Warfarin

Ralative
s it
1.84
i588
842.30

Apixaban

Ddds ratic and 96% CI

=

o.01 o1

Warfarin

R slative
weig ht

19.33
f0&a7T

10 100

Apixaban

Chokesuwattanaskul R, et al. Safety and efficacy of apixaban versus warfarin in patients with end-stage renal disease:

Meta-analysis. Pacing Clin Electrophysiol. 2018 Mar 25.



AHTUKOAryAAaHTbI Npu 6one3Hn neyeHu

With Liver Disease

CENTRAL ILLUSTRATION: Initiation of Oral Anticoagulation in Patients

| Patient with liver disease requiring initiation of oral anticoagulation ‘

-—' Safety Evaluation® ‘

Bleeding Reduction Strategies®

| O

High-Risk Patients*

1 Individualized

decision making

= Discuss risks/benefits
Measure 1Point 2 Points 3 Points with patient
Total bilirubin, mg/dL <2 2-3 >3
Serum albumin, g/dL >3.5 2.8-35 <2.8
International normalized ratio <1.7 17-23 ERES
Ascites None Mild Mod/Severe
Encephalopathy None Grade I-1I Grade llI-IV

| Child-Pugh A (5-6)

Child-Pugh B (7-9) Child-Pugh C (10-15)

All NOACs NOACs with caution® No NOACs
Warfarin (INR 2-3) Warfarin (INR 2-3) : Warfarin (INR 2-3)
: J.r 1

| Multidisciplinary follow-up; serial liver function test monitoring; ongoing bleeding reduction strategies

Qamar, A. et al. J Am Coll Cardiol. 2018;71(19):2162-75.

OTcyTCTBI/Ie KOHTpPOIA npenaTcreyeT MCnoJjib3oBaHUKO
NMPAMbIX aHTUKOAlrynAaAHTOB

Qamar A, Vaduganathan M, Greenberger N, et al. Oral Anticoagulation in Patients With Liver Disease.
Journal of the American College of Cardiology. 2018;19:2162-2175.



OpanbHble aHTUKOArynsHTbI

npu OI1

/\

TpyaHoctn ¢ MHO,

> PUCK remMopparm4eckoro MHcynbra,
SAMe-TT,R, >2

)

[Mpamble

AdHTUKOAryJ1AHTDI

> puck KK KpoBOTEYEHMUN,
XbI1 4-5 ctagum,
cTapble NauneHThbl

MuTpanbHbIN CTEHO3,
NCKYCCTBEHHbIE KJlanaHhbl,
Tshkenaa Xbl1 4-5,
Child-Pugh C (ESC),
NMT 240 kr/m2 (ESC),
TpoMb npeacepann
(MHO 3-4 ~3 mec),
KOHTPOSb aHTUKOArynsaumm,
bepeMeHHOCTb, NakTauus,
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U cepaevyHoO-cocyancTbin PUCK
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HaPKOTUKK (KpaTKOBPEMEHHO )
HealeTUNMPOBaHHbIe CanMUUnaThl
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nayWeHToB
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V HecenektuBHbie HIMBC



Table 4

Risk of stroke and acute myocardial infarction in relation to nonsteroidal anti-inflammatory drugs use among patients with rheumatoid arthritis, based on different lengths for case and control periods

HITBI n puck MM, nHcynbTa

Case Period 1-14 days Control Period 15-28 days

Case Period 1-30 days Control Period 31-60 days

Case Period 1-30 days Control Period 61-90 days

Crude OR  (95%CI)  Adjusted OR*  (95%CI)  CrudeOR  (95%CI)  Adjusted OR*  (95%CI) CrudeOR  (95%CI)  Adjusted OR*  (95%CI)
Stroke and AMI (n = 5921)
Overall NSAIDs use 146 (1.33-1.60) 1.44° (1.30-1.59) 1.51° (1.37-1.67) 141° (1.27-1.56) 142 (1.29-1.55) 1.30 (1.18-1.44)
Selective NSAIDs 0.96 (0.79-1.15) 0.88 (0.72-1.09) 1.40 (1.15-1.70) 1.20 (0.97-1.49) 143 (1.18-1.74) 1.23 (0.99-1.52)
Nonselective NSAIDs 1.62 (1.46-1.79) 1.54' (1.39-1.72) 1.50° (1.36-1.66) 141° (1.27-1.57) 141 (1.29-1.55) 131 (1.19-1.45)
Stroke (n=5001)
Overall NSAIDs use 145 (1.31-1.61) 1.45' (1.29-1.62) 1.50° (1.35-1.67) 143 (1.28-1.60) 142 (1.28-1.57) 1.32 (1.19-1.48)
Selective NSAIDs 0.90 (0.73=1.11) 0.84 (0.67—1.06) 1.35' (1.09-1.68) 1.20 (0.95-1.50) 1.3’ (L12-1.71) 122 (0.97-1.53)
Nonselective NSAIDs 1.61° (1.44-1.80) 1.56' (1.39-1.75) 1.49' (1.33-1.66) 142 (1.27-1.59) 140 (1.27-1.56) 131 (1.18-1.46)
AMI (n = 920)
Overall NSAIDs use 1.48' (1.18-1.86) 1.45' (1.11-1.90) 1.58' (1.23-2.02) 131 (0.99-1.74) 1.39 (L.10-1.75) 1.17 (0.90—1.53)
Selective NSAIDs 1.19 (0.79-1.78) 1.22 (0.71-2.07) 1.65' (1.02-2.69) 1.10 (0.62-1.96) 172 (1.05-2.82) 112 (0.61-2.03)
Nonselective NSAIDs 1.63' (1.27-2.10) 1.50' (1.14-1.98) 1.58' (1.23-2.02) 1.39' (1.06-1.82) 1.45' (1.15-1.83) 1.30 (1.00—1.69)

CenektusHblie HIBI1 He 6onee onacHsbl,

yem HecenektuBHblie HIMBI1 B oTHoOweHuun CC3

ChenY, Hsieh F, Chang C, et al. Effect on Risk of Stroke and Acute Myocardial Infarction of Nonselective Nonsteroidal Anti-Inflammatory Drugs in Patients
With Rheumatoid Arthritis. American Journal of Cardiology. 2018;10:1271-1277.



HIBIT + acnupuH nam Knonugorpen

E Bleeding risk

Crude Rate (95% (),

Sample Size, Events per 100 Adjusted Hazard Decreased ; Increased
Events, No. No. Person-Years Ratlo (95% C1) Bleading Risk : Bleeding Risk

Aspirin 2109 221458 1.5(1.5-1.8) 0.58 (0.53-0.63) |
Clopidogrel 258 35814 33(25-317) 055(0.83-1.09) 2+
Clopidogrel + aspirin 1184 994658 33(2.1-35) 1 [Referenca) l
Oralanticoagulants 175 24588 4.0(3.5-47) 1.06(0.90-1.25) £
Aspirin + NSAID 176 57016 3.2(2.8-18) 1.24(1.05-1.47) -
Clopidogrel + NSAID 11 3419 4102373 1.34(0.74-2.42) ——
Oralanticoagulants + single andplatalet 477 49504 52{(47-57) 156(1.358-175) =
Oralanticoagulants + NSAID 7 1475 72(34-151) 192 (091-4.03) ——
Clopidogrel + aspirin + NSAID B3 14105 7.6(6.2-95) 241(1593-3.01) -
Triple therapy + NSAID 2 382 10.0 (2.5-39.9) 294 (0D73-11.78) —_—
Tripletherapy 116 8250 127 (10.6-15.2) 3.12(2.57-3.78) B
Oralanticoagulants + single antiplatelat + NSAID 26 25922 13.1(85-19.3) 415(2.81-6.13) ——

I LA R | T T T T

0.1 1.0 10
AdJusted Hazard Ratlo (95% CI)
Cardiovascular risk Crude Rate (95% CI), Decreased } Increased
Sample Size, Events per 100 Adjusted Hazard Cardiovascular | Cardiovascular
Events, No. No. Person-Years Ratlo (95% C1) Risk : Risk

Aspirin 9194 209681 7.1(6.9-7.2) 0.95 (0.94-1.03) ]
Clopidogrel 522 324054 11.6(10.8-12.4) 1.16(1.07-1.25) l
Clopidogrel + aspirin 3229 50153 10.00(9.7-10.4) 1 [Referenca) l
Oral anticoagulants 454 225979 11.2(10.2-12.2) 0.94(0.85-1.04) »
Aspirin + NSAID 529 54076 10.3(9.4-11.2) 1.46(1.32-1.60) l =
Clopidogrel + NSAID 37 3073 15.4(11.2-21.3) 1.75(1.26-2.41) ——
Oralanticoagulants + single andplatalet 822 45292 9.7 (3.0-10.3) 0.91(0.84-1.00)
Oralanticoagulants + NSAID 7 1362 7.7(37-162) 0.67(0.32-1.41) —.—
Clopidogrel + aspirin + NSAID 123 12 608 12.7 (10.6-15.1) 1.30(1.08-1.55) E
Triple therapy + NSAID 3 324 18.8 (6.0-58.2) 1.44(0.46-4 45) —_—
Tripletherapy 119 7213 14.5(12.5-17.9) 0.98 (0.82-1.17) b
Oralanticoagulants + single antiplatelat + NSAID a0 2722 16.00(11.2-22.8) 1.62(1.13-233) ——

I T T T T TrTTTTT]

0.1 1.0 10

AdJusted Hazard Ratlo (95% CI)

Schjerning Olsen A, Gislason GH, McGettigan P, et al. Association of NSAID Use With Risk of Bleeding and Cardiovascular Events in Patients Receiving
Antithrombotic Therapy After Myocardial Infarction. JAMA. 2015;313(8):805-814.



AcnupuH + HIBI

FIGURE 1 Outcomes in Non-Aspirin Users on Naproxen or Ibuprofen Compared With Celecoxib
Naproxen
(N = 4,239)
Celecoxib Ibuprofen
Endpoints Adjusted HR (95% CI) (N=4347) (N=4,295)
Composite Safety Endpoint
Naproxen vs. Celecoxib | | 1.52(1.22,1.90) 132 (3.0) 195 (4.5)
Ibuprofen vs. Celecoxib | | 1.81(1.46, 2.26) 132 (3.0) 213 (5.0)
Extended MACE
Naproxen vs. Celecoxib = — 111(0.83,1.49) 90 (2.1) 96 (2.2)
Ibuprofen vs. Celecoxib — — 1.35(1.02, 1.78) 90 (2.1) 109 (2.5)
APTC MACE
Naproxen vs. Celecoxib = — 1.20(0.84,1.72) 57(1.3) 67 (1.6)
Ibuprofen vs. Celecoxib — — 1.47 (1.04, 2.08) 57(1.3) 74 (1.7)
Gl Events
Naproxen vs. Celecoxib ] 2.60(1.59, 4.27) 22(0.5) 56 (1.3)
Ibuprofen vs. Celecoxib ] 3.20(1.97,5.22) 22(0.5) 64 (1.5)
Renal Events
Naproxen vs. Celecoxib I - | 2.09(1.10, 2.96) 19 (0.4) 33(0.8)
Ibuprofen vs. Celecoxib = | 1.93 (1.00, 3.73) 19 (0.4) 28(0.7)
I T T 1
071 1.0 141 20 6.0
- Favors Favors
Naproxen/Ibuprofen  Celecoxib
The number of events (percentage of total) is reported. APTC = Antiplatelet Trialists' Collaboration; Cl = confidence interval;
Gl = gastrointestinal; HR = hazard ratio; MACE = major adverse cardiovascular event.

Llenekokcnb 6e3onacHee B coO4eTaHUU C aCMUPUHOM,
yeM HeceneKkTuBHbie HIBI

Reed G, et al. Effect of Aspirin Coadministration on the Safety of Celecoxib, Naproxen, or lbuprofen.
Journal of the American College of Cardiology. 2018;16:1741-1751.



HepnoctaTtku anntenbHoro neyeHma UMMM

Table 1.Summary of Evidence for Potential PPI-Associated Adverse Effects

Overall quality of

Table 2.Absolute and Relative Risks for Adverse Effects Associatg

Potential adverse effect

Relative risk

Chronic kidney disease’
Dementia®

Bone Fracture®
Myocardial infarction

¢ Small intestinal bacterial overgrowth

Campylobacter or Salmonella infection\

Spontaneous bacterial peritonitis4
Clostridium difficile infection®
\, Pneumonia

Micronutrient deficiencies®
Gastrointestinal malignancies

10% to 20% increase
4% to 80% increase
30% to 4-fold increase
No association in RCTs
2-fold to 8-fold increase
2-fold to 6-fold increase
50% to 3-fold increase
No risk to 3-fold increase
No association in RCTs
60% to 70% increase
No association in RCTs

UMM moryT Bbi3bIiBaTb

pasnu4Hble

HeGnaronpuaTHbIe
coObITUSA, BKNIO4Yas

nHdeKumnm

Micronutrient deficiencies

Gastrointestinal malignancies

RCT

Observational
only

» Observational
+ RCT

studies

Secondary analysis of RCT data

Modest effect size

Absence of dose-response effect

Residual confounding would bias towards harm
Protopathic bias

Inconsistent results

Modest effect size

Absence of dose-response effect

Residual confounding would bias towards harm
Results differ between RCTs and observational
studies

RCTs use surrogate outcomes

Modest effect size

Residual confounding would bias towards harm
Confounding by indication and protopathic bias

Potential adverse effect Types of studies Threats to validity evidence
Kidney disease « Observational » Modest effect size Very low
only + Residual confounding would bias towards harm
» Absence of dose-response effect
Dementia « Observational » Modest effect size Very low
only » Residual confounding would bias towards harm
Bone fracture + Observational + Inconsistent results Low or very low
only + Modest effect size
+ Residual confounding would bias towards harm
Myocardial infarction + Observational + Results differ between RCTs and observational Very low
= RCT studies
« Secondary analysis of RCT data
» Modest effect size
+ Residual confounding would bias towards harm
Small intestinal bacterial + Observational + Sparse data Low
overgrowth * Crossover » Residual confounding would bias towards harm
+ Protopathic bias
Spontaneous bacterial peritonitis e Observational » Modest effect size Very low
only + Residual confounding would bias towards harm
Clostridium difficile infection » Observational « Modest effect size Low
only » Residual confounding would bias towards harm
Pneumaonia + Observational + Results differ between RCTs and observational Very low

Low or very low

Very low

AGA CLINICAL PRACTICE UPDATE: EXPERT REVIEWS

The Risks and Benefits of Long-term Use of Proton Pump

Crasidark

Inhibitors: Expert Review and Best Practice Advice From the
American Gastroenterological Association




UM n puck paka

Table 4 HRs and 95% Cls for the association between frequency and duration of PPIs use and risk of gastric cancer (propensity score adjustment
with trimming)

Dose—-response relationship (n=57057, GC=139)

PPIs frequency HR 95% Cl p Value
Non-user (<weeklyuse)  Ref - -
Weekly to <daily 243 1.37t04.31 0.002
Daily 4.55 1.12 t0 18.52 0.034
PPIs frequency PPls use =1year (n=50932, GC=112) PPIs use =2 years (n=49 462, GC=88) PPIs use =3 years (n=48511, GC=69)
HR 95%Cl p Value HR 95%Cl p Value HR 95%Cl p Value
Non-user (<weeklyuse)  Ref - - Ref - - Ref - -
Weekly to<daily 1.81 0.90-3.64 0.098 0.98 0.31-3.17 0.979 0.58 0.08-4.23 0.590
[ Daily 5.04 1.23-20.61 0.024 6.65 1.62-27.26 0.009 8.34 2.02-34.11 0.004 ]

63 397 subjects, 153 (0.24%) developed GC during a median follow-up of 7.6 years

Cheung KS, et al Long-term proton pump inhibitors and risk of gastric cancer development after treatment for Helicobacter pylori:
a population-based study. Gut 2018;67:28-35.
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Bbibop cTapToBOM Tepanmm

e
e

<7 5-9% >7 5-99 >9-10%, rnmkemunsa >17 mmonb/n,
Bblpa)K€HHblE CUMMTOMBb!
MoHoTepanus: 2 npenapara: KombuHuposaHHas
MeTHOpPMUH MeTPOPMUH + MHbEKLMOHHAA Tepanua:
nann-4 nan 6a3anbHbIN UHCY/INH +
MHIT-2 nnn MeTOOPMUH +
[1CM unu nepopasbHble nNpenapaTthbl £
nuo2sauma3soH alTn-1 +
l KOPOTKME NMHCY/IUHDI

3 npenapara

MHmepearn nodbopa 0o3bl 3-6 mec

ADA, AACE/ACE



MHIT-2 n cepaeyHo-cocyancTble PUCKU

7 - CepdeuHo-cocyducmoe 6.7 CepdeyHo-cocyducmoe
3abnesaHue 3a0bo0n1e8aHuUE He yCMAHOB8AEHO

CobbiTkin Ha 100 nauneHTo-neT

CmepTb CepaeyHas CmepTb unn CmepTb CeppaeyHas CmepTb um
HEAOCTaTOMHOCTb  ceppeyHas HEAOCTaTOYHOCTL  cepaevHasn
HEQ0CTAaTOYHOCTb HEA0CTAaTOYHOCTb
m nHIT2 = opanbHbie npenapaTthbl ITT cohort; p < 0.001 for all comparisons

Cavender M, Norhammar A, Birkeland K, et al. SGLT-2 Inhibitors and Cardiovascular Risk. Journal of the American College of
Cardiology. 2018;22:2497-2506.



MHIT-2 n cepaeyHo-cocyancTblie PUCKU

Event Rate Hazard Ratio (95% CI) P-Value Interaction
Prior CVD 1.98 |
All-C Death 0.198
e No prior CVD 0.70 —_
Hospitalization Prior CVD 3.73 — 0.738
for Heart Failure No prior CVD 0.60 —_— '
Prior CVD 5.31 —_ —
HHF or ACD 0.303
o No prior CVD 1.23 —
M Prior CVD 115 | 0.595
No prior CVD 0.30 | '
Prior CVD 373 L —
Strok 0.299
s No prior CVD 0.74 ——
favor SGLT-2i <«————— favor oGLD

] I 1
0.25 0.50 1.00 2.00

WHrMbutopbl HAaTPUI-TNMIOKO3HOro TpaHcnopTepa 2 cHmkaroT CC pucku

Kosiborod M, Lam C, Kohsaka S, et al. Cardiovascular Events Associated With SGLT-2 Inhibitors Versus Other Glucose-

Lowering Drugs. Journal of the American College of Cardiology. 2018;23:2628-2639.



MHIT-2 n cepaeyHo-cocyancTblie PUCKU

MACE-3

CV Death

Fatal and nonfatal M|

Fatal and nonfatal stroke

Heart failure hospitalization

All cause mortality

Active
Rate per 1000
patient-years

37.4
26.9

12.4
11.6

16.8
11.2

12.3
7.9

19.4
5.5

19.4
17.3

Placebo
Rate per 1000
patient-years

43.9
31.5

20.2
12.8

19.3
12.6

10.5
9.6

14.5
8.7

28.6
19.5

Hazard Ratio
(95% CI)

0.86 (0.74 — 0.99)
0.86 (0.75 - 0.97)

0.62 (0.49 - 0.77)
0.87 (0.72 - 1.06)

0.87 (0.70 - 1.09)
0.89 (0.73 - 1.09)

1.18 (0.89 — 1.56)
0.87 (0.69 — 1.09)

0.65 (0.50 — 0.85)
0.67 (0.52 - 0.87)

0.68 (0.57 — 0.82)
0.87 (0.74 - 1.01)

B EMPA-REG
[ CANVAS

0.50
Favaors SGLT2-i

0.75 1.0

I I
1.5 20

Favors Placebo

WHrMbutopbl HAaTPUI-TNMIOKO3HOro TpaHcnopTepa 2 cHmkaroT CC pucku

Bethel MA, McMurray JJV. Class Effect for Sodium Glucose-Cotransporter-2 Inhibitors in Cardiovascular Outcomes.

Circulation. 2018;137(12):1218.



NHIT-2

10 Logrank P <0.0001 Non-SGLT

Patients with an event (%)

| | | | |
0 6 12 18 24 30 36 42

Months

EASE L Udell J, Yuan Z, Rush T, et al. Cardiovascular Outcomes and Risks After Initiation of a Sodium Glucose
Cotransporter 2 Inhibitor. Circulation. 2018;14:1450-1459.



3%

1%

Cumulative Incidence

0%

2% -

Puck runornnkemunn y NCM

— Metformin
—>Sulfonylurea
0 2 4 6
Duration of follow-up (years)
Number at risk
14,012 3493 1460 661
14,012 2994 952 353

M'Mnornukemuna Yy rmuKkna3vga v rnmmenpug pexe, Hemy rmmbeHKnamumpa

Yu O, Azoulay L, Yin H, et al. Sulfonylureas as Initial Treatment for Type 2 Diabetes and the Risk of Severe Hypoglycemia. Am J Med. 2018;131(3):317.e311-
317.e322.



Analyses

Acute Myocardial Infarction

Primary

60-day grace period

ITT

Excluding tolbutamide users

Excluding patients with a history of AMI

Ischemic stroke
Primary
60-day grace period
ITT
Excluding tolbutamide users
Excluding patients with a history of ischemic stroke

Hypoglycemia
Primary
60-day grace period
ITT
Excluding tolbutamide users
Excluding patients with a history of AM| or ischemic stroke

Cardiovascular Mortality
Primary
G0-day grace period
ITT
Excluding tolbutamide users
Excluding patients with a history of AMI or ischemic stroke

All-cause Mortality
Primary
G0-day grace period
ITT
Excluding tolbutamide users

0.4

1.0

2.0

3.0

5.0

NnntenbHo- n KopoTtkoaeucteytowme NCV

HR  (95% CI)

0.86 (0.55to 1.34)
1.10 (0.78 to 1.54)
1.04 (0.65 to 1.67)
0.87 (0.56 to 1.37)
0.88 (0.54 to 1.44)

0.92 (0.59 to 1.45)
0.83 (0.55 to 1.24)
0.75 (0.43 to 1.30)
0.94 (0.60 to 1.48)
1.03 (0.61to 1.72)

2.83 (1.64 to 4.88)
1.86 (1.15 to 2.99)
151 (0.73 to 3.12)
2,65 (1.53 to 4.60)
2.84 (1.65 to 4.90)

1.01 (0.72 to 1.40)
1.05 (0.81 to 1.37)
1.21 (0.85 0 1.72)
1.06 (0.76 to 1.47)
1.14 (0.78 to 1.68)

0.81 (0.66 to 1.00)
0.87 (0.73 to 1.02)
0.98 (0.80 to 1.20)
0.83 (0.67 to 1.02)

Douros A, Yin H, Yu O, et al. Pharmacologic Differences of Sulfonylureas and the Risk of Adverse Cardiovascular and Hypoglycemic Events.

Diabetes Care. 2017;40(11):1506.



MeThpopMUH N ANCHYHKLMA noYeK

A CKD3A CKD3B CKD4
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Red dots: patients with serum lactate > 2.5 mmol/L

MeTtcdopMUH ¢ Koppekuuen Oo3bl 6esonaceH npu XbI1 3-4 ctragun

Lalau J-D, Kajbaf F, Bennis Y, et al. Metformin Treatment in Patients With Type 2 Diabetes and Chronic Kidney Disease Stages 3A, 3B, or 4.
Diabetes Care. 2018;41(3):547.



UBC u 6poHXManbHaa acTma



CuHpgpom Actma-XOBbJT




ACTMa M Ba3oCnacTu4ecKasn CTeHOKapAaunA

~ O P trend < 0.001
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CAD with PCI CAD with CVsA  Pure CVsA

Hung M-J, Mao C-T, Hung M-Y, Chen T-H. Impact of Asthma on the Development of Coronary Vasospastic Angina: A Population-Based Cohort Study.
Medicine. 2015;94(42):e1880.



[narHos

KoHTponk cuMnTomMoB 1 chakTopoB pucka
(BKNMtOYasa hyHKLMIO NErKuXx)

TexHuKa MHransauui 1 NPUBEPKEHHOCTh
MpeanoyTeHns naumeHTa

CumnTomsl

_ ObocTpeHus
i MoboyHble adchekTs
Y noBneTBOpEHHOCTL
: naupeHTa
OyHKUMA nerkmx

MenukameHTbl
HeMegukameHTO3HbIE CTpaTETN

NeyeHve mognduLmpyembix
tpakToOpoB pHcka

KOHTPO/INEPHI | Ar1 é LLAT 2
BbIBOPA -

Huskne posbi UKC

Opyrune e . T
KOHTponneppl |  ukue Aremmnucyi selnompuenietis perumoroe i)
Joss luskue do3bi meo
PE/IUBEPGI

KBA unu Hu3Kune aosbl

KopoTtkue 6eta2-aroHucTbl (KBA) WKC/bopmoTepon




BpoHxoannaTatopbl 63 KOpTUKOCTEPOUA0B

LABA Control Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Any death
Formoterol Monotherapy 1.5012 1.4996 2924 1900 23% 4.49([0.24, 84.81]
Salmeterol Monotherapy 0.2868 02282 14648 14480 87.7% 1.33 [0.85, 2.08) !
Subtotal (95% Cl) 17572 16380 100.0%  1.37[0.88,2.13]
Heterogeneity: Chi*= 064, df=1(F=042);F=0%
Testfor overall effect Z=1.39 (P=016)

Any non-fatal SAE
Formoterol Monotherapy 0.2318 0.2443 3401 2357 59% 1.26 [0.78, 2.04) I [
Salmeterol Monotherapy 01281 00614 15170 15026 B941% 1.14[1.01,1.29] F
Subtotal (95% CI) 18571 17383 100.0% 1.14 [1.02, 1.29]
Heterogeneity. Chi*= 017, df=1 {P=0.68), F=0%
Test for overall effect Z=2.25 (P =0.02)

Asthma death
Formoteral Monotherapy 185127 211268 2495 1690  53% 4.54[0.07, 285.24] *
Salmeteral Monotherapy 1.2509 05001 14648 14480 0947% 3.481.31,9.31] t
Subtotal (95% Cl) 17143 16170 100.0%  3.54[1.36,9.19]
Heterogeneity: Chi®= 0.01, df=1 {P=0490), F=0%
Test for overall effect Z= 2 60 (F=0.009)

Asthma non-fatal SAE
Formoteral Monotherapy 0.0897 04006 2849 2022 38.9% 1.09 [0.50, 2.40]
Salmeterol Monotherapy 0.3552 0.3267 14994 1847 B01% 1.43[0.75, 2.71]
Subtotal (95% Cl) 4843 3869 100.0% 1.28 [0.78, 2.11]
Heterogeneity: Chi®= 026, df=1 (P=061), F=0%
Testfor overall effect Z=0.98 (P =0.33)

0.01 0.1 1 10 100

Favours LABA monotherapy Favours placebo

MeTa-aHan n3 Cates CJ, Wieland LS, Oleszczuk M, Kew KM. Safety of regular formoterol or salmeterol in adults with
asthma: an overview of Cochrane reviews. Cochrane Database of Systematic Reviews 2014, Issue 2.



BpoHxoaunaTaTopbl + KOPTUKOCTEPOUAbI

£ 10
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a 094 1.000-

S o84 0.999- |

L - i Fluticasone—salmeterol

= 0.998
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S 0.995 4

S 059 5.994_ Fluticasone B

£ 044 0993- alone

s o o3

2 272

= 0279 0990

€ (14 0.0004
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Month

Be3onacHocTb 6eTa,-aroHncToB npu UBC He usyyeHa.
HapexHee MOHOTepanus UHransILMOHHbLIMU KOPTUKOCTEpOUAaMM.

AU STRI Stempel DA, et al. Serious Asthma Events with Fluticasone plus Salmeterol versus Fluticasone Alone.
N Engl J Med. 2016;374(19):1822-30.
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, apUTMUent, U

Buautel ¢ UBC, CH

beTa,-aroHNCTbl U XONUHONUTUKK Npn XOb/J]

Figure 1. Duration-Response Curves for the Adjusted Odds Ratios (95% Cls) of the Cardiovascular Risk as a Function of Duration of New LABA and
New LAMA Therapy
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AhheKTUBHOCTL U PUCKN XONTMHOSTIUTUKOB
u 6eTa,-aroHNCTOB ONN3KK

Wang M, et al. Association of Cardiovascular Risk With Inhaled Long-Acting Bronchodilators in Patients With Chronic Obstructive Pulmonary Disease.
A Nested Case-Control Study. JAMA Intern Med. 2018;178(2):229-238.

Kew KM, Dias S, Cates CJ. Long-acting inhaled therapy (beta-agonists, anticholinergics and steroids) for COPD: a network meta-analysis. Cochrane
Database of Systematic Reviews 2014, Issue 3. Art. No.: CD010844.






