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Pekomenaavuum OnTumarnbHble
CtaHpapThl KITMHUYECKNE
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TaKTuKa neyeHus rmnepteHsmm ACC/AHA

[ [MoporoBbin ypoBeHb ALl AN NeYeHna U KOHTPOons J

MNoBbllweHHoe Al 1 cTagusa 2 cTagus
120-129/<80 130-139/80-89 >2140/90

OueHka pucka
wkana PCE 210%
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O6pas XMaHM O6pa3s X13Hn + MeguKameHTbl
<130/80

2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA Guideline for the Prevention, Detection, Evaluation,
and Management of High Blood Pressure in Adults. J Am Coll Card. 2017.



BanAaHmne Hosoro noaxoaa Ha CC3
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Bress Adam P, Colantonio Lisandro D, Cooper Richard S, et al. Potential Cardiovascular Disease Events Prevented with Adoption of the 2017 American College of
Cardiology/American Heart Association Blood Pressure Guideline. Circulation. 2019;1:24-36.
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® Triple combination pill therapy
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Mean systolic blood pressure
difference over entire follow-up:

-9.8 (95%Cl, -11.6 to -7.9) mm Hg,
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VIEdIT aTdSTolT DI00U Pressure
difference over entire follow-up:
-5.0 (95% Cl, -6.1 to -3.9) mm Hg,
P<.001

Webster R, Salam A, de Silva HA, et al. Fixed Low-Dose Triple Combination Antihypertensive Medication vs Usual Care for Blood Pressure Control in Patients With
Mild to Moderate Hypertension in Sri Lanka. A Randomized Clinical Trial. JAMA. 2018;320(6):566-579.



CpaBHeHMe ANYypeTUKOB

Absolute
Difference Events Risk Reduction NNT
Trials Outcomerisk SBP/DBP (n/patients) RR RR P 1000 pts/Syears  5years

Outcome (n) (% in 5 years) (mmHg) Treated Controls (95% CI) (95% CI) (Heterogen) (95% CI) (95% CI)

A. Thiazides
Stroke 4 5.2 17.3/-8.1 74/2329 103/3442 0.5 (0.41-0.85) S 0.%6 09 (32, -8) 46 (32, 128)
CHD 4 5.3 —17.3/-8.1 89/2329 100/3442 0.80 (0.56-1.15) — 0.23 —11(-24,+8) 94 (42,-128)
HF 2 2.9 -19.3/-9.0 19/822 24/803 0.81 (0.45-1.46) —_— 0.55 —6(-16, +13) 179 (62, <74)
Stroke+ CHD 4 10.2 -17.3/-8.1 163/2329 302/3442 0.67 (0.56-0.80) —_— 0.90 —34 (—46,-21) 20 (22, 49)
Stroke + CHD + HF 3 1.8 —16.4/-7.7 183/1903 405/3016 0.74 (0.62-0.87) — 0.65 =31 (—46,-15) 32 (22, 65)
CV Death 4 8.0 -17.3/-8.1 163/2329 208/3442 0.79 (0.65-0.95) — 0.44 -17 (-28,4) 59 (35, 249)
All-cause Death 4 131 -17.3/-8.1 300/2329 405/3442 0.92 (0.81-1.05) —er 0.48 10 (-25, +7) 95 (40, -153)

B. Chlorthalidone
Stroke 2 6.9 -13.4/-3.9 107/2808 155/2479 0.63 (0.50-0.80) —— 0.47 —25 (34, -14) 40 (30, 73)
CHD 2 3.4 -13.4/-3.9 58/2808 76/2479 0.69 (0.40-0.97) —_— 0.65 -10(=17,-1) 97 (60, 980)
HF 2 4.7 -13.4/-3.9 54/2808 104/2479 0.48 (0.35-0.67) —_— 0.60 —23 (29, -15) 43 (35, 66)
Stroke+ CHD 2 104 —13.4/-3.9 165/2808 231/2479 0.65 (0.54-0.79) — 0.7 —35 (—46, -21) 28 (22, 47)
Stroke + CHD + HF 2 15.0 -13.4/-3.9 219/2808 335/2479 0.60 (0.51-0.71) —— 0.96 —59 (=71, —43) 17(14, 23)
CV Death 2 5.2 -13.4/-3.9 104/2808 117/2479 0.80 (0.61-1.04) — 0.75 -10 (-20, +2) 96 (50, —476)
All-cause Death 2 1.2 -13.4/-3.9 245/2808 249/2479 0.89 (0.75-1.06) — 0.57 -12 (<27, +7) 82 (36, —149)

C. Indapamide
Stroke 2 15.9 —8.5/-4.0 210/4774 286/4736 0.73 (0.61-0.87) — 0.98 —34 (—44,-19) 29 (23, 54)
CHD 2 1.8 —8.5/-4.0 34/4774 33/4736 1.02 (0.63-1.65) —e— 0.38 0 (-5, +9)
HF 1
Stroke + CHD 2 17.7 —8.5/-4.0 244]4774 319/4736 0.76 (0.65-0.89) —— 0.80 —35 (—46,-18) 29 (22, 56)
Stroke+ CHD + HF 1
CV Death 2 12.3 —8.5/-4.0 186/4774 222/4736 0.83 (0.69-1.01) —— 0.77 -18 (-20, +1) 55 (34, —804)
All-cause Death 2 218 —8.5/-4.0 342/4774 303/4736 0.86 (0.75-0.99) —— 0.46 27 (-44, -2) 37 (23, 462)

0.3 0.6 1.0 15
Diuretic better  Control better
Recommendations Class® | Level®

Among all antihypertensive drugs, ACE inhibitors, ARBs, beta-blockers, CCBs, and diuretics (thiazides and thiazide-like
drugs such as chlorthalidone and indapamide) have demonstrated effective reduction of BP and CV events in RCTs, and thus
are indicated as the basis of antihypertensive treatment strategies.”

Combination treatment is recommended for most hypertensive patients as initial therapy. Preferred combinations should
comprise a RAS blocker (either an ACE inhibitor or an ARB) with a CCB or diuretic. Other combinations of the five major

classes can be LISEd.an 18327339, 341-345

Thomopoulos C, et al. Effects of blood pressure lowering on outcome incidence in hypertension: 4. Effects of various classes of antihypertensive drugs--overview
and meta-analyses. J Hypertens. 2015;33(2):195-211.
2018 ESC/ESH Guidelines for the management of arterial hypertension. European Heart Journal. 2018;33:3021-3104.



PeHanbHaA ageHepBauua vs naauebo
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Azizi Michel, Schmieder Roland E, Mahfoud Felix, et al. Six-Month Results of Treatment-Blinded Medication Titration for Hypertension Control After Randomization
to Endovascular Ultrasound Renal Denervation or a Sham Procedure in the RADIANCE-HTN SOLO Trial. Circulation. 2019;22:2542-2553.



Macca Tena uh cmepTHOCTb
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Lamelas P, Schwalm J, Leong D, et al. Varying Effects of Body Mass Index and Mortality in Different Risk Groups. American Journal of Cardiology. 2018;7:1155-
1160.



JlopKacepuH 1 npoduniaktnKka gnabeta
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Number at risk Months since randomisation
Placebo 1976 1883 1784 826
Lorcaserin 2015 1950 1872 890

CHuxeHue macchbl Terna He CHMxaeTt cmepTtHocTn, CC coObITUM,
HO YMeHblUuaeT pUCK AnabeTa

Bohula E, Scirica B, Inzucchi S, et al. Effect of lorcaserin on prevention and remission of type 2 diabetes in overweight and obese patients (CAMELLIA-TIMI 61): a
randomised, placebo-controlled trial. The Lancet. 2018;10161:2269-2279.



CHu»XeHune maccbl Tena n CC pmucku npum CH

Cardiac death free survival HR 95%CI P value
The decrease of BMI * —e | 319 1.25-981 <0.01
Age I + t 196 0.33-13.6 0.47
First discharge BM1 | * | 037 0.03-349 041
LVEF : * : 0.12 0.02-0.84 0.04
] | ] |
0.01 0.1 1 10 100

Y nauneHToB ¢ CH cHMWXXeHMe macchbl Tena yxyawaeTt NnporHo3

Nishikido T, Oyama J, Nagatomo D, et al. A reduction of BMI predicts the risk of rehospitalization and cardiac death in non-obese patients with heart failure.
International Journal of Cardiology. 2019;276:166-170.
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YnbTpaobpaboTaHHble NPOAYKTbI
Ultra-processed foods

* 5 nnn bonee NHrpeaneHToB

« CybcTaHuMn, KOTOpble HE NCMNOMNb3YIOTCA B HEMPOMbILLUIIEHHON KYyINMHaApUu
 [lobaBKM, Macknpytome HeNpUATHbLIE CBOMCTBA UM UMUTUPYIOLLNE
NPUATHbIE CBOWUCTBaA NPOAYKTa

* ArpeccmBHO NMpPoaBUraloTCA Ha pPblHKE

* YrnakoBaHHasl Bbine4vka ¢ AnmMTenbHbIM CPOKOM XpaHeHuUs

« Crnagkne unu corneHble 3aKyCKku (CHIKKU, YUIMCbl, Kpekepbl U T.4.)

* LLlokonaaHble 6aTOHYMKN U OpYyrue crnagocTu, BKIToYas KOHQETHI
 [@a3npoBKa 1 nogcrnaweHHbIe HannUTKK

» [OoTOBbIE BMtOAa 13 Msica, pbldbl U NTULLbI

e Jlanwa n cynbl ObICTPOro NPUroTOBNEHUSA

» [OTOBblE 3aMOPOXEHHbIE brtoga unu bntoga B 3aBeeHUsIX 00LLECTBEHHOIO
nnuTaHma (nuuua, dyprepsbl, HArreTCbl, KOTNETLI U T.4.)

* [oTOBbIE BMtoAa ¢ 3bbITKOM caxapa, »Xupa n conm, Ho 6e3 BUTaMUHOB K
KreTyaTKu



Ln (hazard ratio)

09

Ln (hazard ratio)

03

-0.3

06

Ln (hazard ratio)

06"

YnbTpaobpaboTaHHble NPOAYKTbI

= Estimation
***** Upperand lower confidence limit
Cardiovasculardisease ~ ® Knots

P value for non-linearity = 0.39

Coronary heart disease

Pvalue for non-inearity=0.74 -~

Cerebrovascular disease
2

P value for non-linearity = 0.34
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Proportion of ultra-processed food in diet

Total mortality
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Srour B, Fezeu L, Kesse-Guyot E, et al. Ultra-processed food intake and risk of cardiovascular disease: prospective cohort study (NutriNet-Santé). BMJ.

2019;365:11451.

Rico-Campa A, Martinez-Gonzalez M, Alvarez-Alvarez |, et al. Association between consumption of ultra-processed foods and all cause mortality: SUN prospective

cohort study. BMJ. 2019;365:

11949.



[TapaAOKC OXKMPEHUA: Ba3onpeccuH
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CHMXXaeT TOHYC COCyAOB U 3a4ePXKY XXUOKOCTHU
DAMOCLES

Gavalda-Manso M, Jimenez-Marrero S, Cainzos-Achirica M, et al. Reduced levels of vasopressin, an independent mechanism in the obesity paradox in patients with
chronic heart failure: Insights from the DAMOCLES study. International Journal of Cardiology. 2019;276:171-176.



KoHTpob paKTOpOB pUcKa y nauneHtos ¢ UBC u
anabetom

Death Rate Associated With Achieving Individual and Number of Goals

AtGoal Not at Goal ] N Died (%) P
N %Died N % Died
SBP <130 mmHg eH 321 27 271 37 029 01 ¢ 15 67%
LDL <85 mg/dl —o—347 32 245 31 0.84 2 —e—o= 82 43% 0.09
BMI <25 —e—— 57 28 535 32 028
= 3 —e——— 158 39% 0.02
NoSmoking [ ——#——| 505 30 87 43 002
4 —— 155 29% 0.003
Physical Activity e 233 28 359 38 0.007
5 —_— 121 20 0.001
Step 2 Diet —o—i| 487 28 105 47 0.02 Z
HbAlc <7% | 294 27 298 36 003 6.7 i 61 18%  <0.001
T T T 7T T T T T 171
02 0406 114 02 04 06 1 14
Time to Death by Count of Goals Achieved
1.0

=
z
8 06+
o # Goals N % Died
o o 2 50
v}
©  0.4— 1 13 69
2 2 82 43 0,.2
E 3 158 39
@ gl 4 15 29
. 5 121 20
6 59 19
7 2 0 Log rank p = 0.002
0.0 T T T T T T
s} 2 4 6 8 10 12

Years of Follow-Up

Yem 6onblue KOHTponupyeTca PakTOPOB PUCKa, TeM Nnyylle BbKUBAaeMOCTb

Mancini G, Maron D, Hartigan P, et al. Lifestyle, Glycosylated Hemoglobin Alc, and Survival Among Patients With Stable Ischemic Heart Disease and Diabetes.
Journal of the American College of Cardiology. 2019;16:2049-2058.
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[MprumHbl cMepTH OT Anabera
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Sharma A, Green J, Dunning A, et al. Causes of Death in a Contemporary Cohort of Patients With Type 2 Diabetes and Atherosclerotic Cardiovascular
Disease: Insights From the TECOS Trial. Diabetes Care. 2017;12:1763-1770.



JleyeHne anabeta

/\

CHUMEHUEe MUKemmm CsoucTBa

aHTUrnneprimkeMmmnyeCKkmnx

/\ npenapaTos

ObblyHOE

NHTeHCcnBHOE

I

CMEpPTHOCTb

Puck cepaeyHo-cocyamcThix bonesHen
TIMH, amnytaunu, cnenota



MHTeHcnBHaAA Tepanma gnabera
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Standard therapy
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Reaven P, Emanuele N, Wiitala W, et al. Intensive Glucose Control in Patients with Type 2 Diabetes — 15-Year Follow-up. N Engl J Med. 2019;23:2215-2224.



MHTeHcnBHaAA Tepanma gnabera

A Primary Outcome

B Any Major Diabetes Outcome

1.004 1.00
§ §
0.754 i 0.754
E g Intensive therapy E E Intensive therapy
5 & “_\\\k - £
G N T
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= © &=
5% 025 9% 0254
o Hazard ratio, 0.91 (95% Cl, 0.78-1.06) a Hazard ratio, 0.90 (95% Cl, 0.78-1.04)
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0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
Years Years
No. at Risk No. at Risk
Intensive therapy 892 745 650 511 395 327 281 Intensive therapy 892 745 648 509 387 313 269
Standard therapy 899 732 626 475 352 283 253 Standard therapy 899 732 622 469 343 271 235
C Death from Cardiovascular Causes D Death from Any Cause
- - Standard th
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-L_;__‘ _ ¥\
= Standard therapy \_'—L =
= 0.754 -2 0.754
2 2
= 3 .
,_.V‘a 30_’ Intensive therapy ‘\\
z 0.504 > 0.50
z -
o o
S 0254 S 0254
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000 I 1 1 I 1 1 1 1 OOO 1 1 I I 1 I I 1 1
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16 18
Years Years
No. at Risk No. at Risk
Intensive therapy 892 830 777 731 674 610 549 Intensive therapy 892 830 777 731 674 610 549 481 97
Standard therapy 899 830 778 716 649 597 543 Standard therapy 899 830 778 716 649 597 543 479 101

VADT

Reaven P, Emanuele N, Wiitala W, et al. Intensive Glucose Control in Patients with Type 2 Diabetes — 15-Year Follow-up. N Engl J Med. 2019;23:2215-2224.




3aTpaTbl Ha neKkapcTtea B CLLUA

Figure 3. Direct-to-Consumer Drug Advertising by Therapeutic Category
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Schwartz LM, Woloshin S. Medical Marketing in the United States, 1997-2016. JAMA. 2019;321(1):80—-96.

Year

US Spending,
$ Millions Top Advertised Drugs

Therapeutic Categorb 1997 2016 1997 2016

Diabetes/endocrine 23 725 Glucophage, Humalog, Glucotrol XL Trulicity, Farxiga, Victoza
Dermatology 67 605 Sporanox, Lamisil, Differen Cosentyx, Humira, Otezla
Pain/central nervous system 56 542 Imitrex Lyrica, Tecfidera, Botox
Cardiac 0 379 Not applicable Eliquis, Entresto, Xarelto

AnunkcabaH, cakybutpun/sancapTaH,
puBapokcabaH

Arthritis 27 484 Naprelan, Lodine XL, Relafen Xeljanz, Humir, Orencla
Cancer 3 274 Novladex, Zofran, Taxol Opdivo, Keytruda, Ibrance
Respiratory 84 255 Accolate, Serevent, Flovent Breo, Symbicort, Anoro, Ellipta
Immunology 11 218 Crixivan, Combivir, Norvir Prevnar, Gardasil, Trumenba
Infection 30 217 Zithromax, Havrix, Denavir Harvoni, Tamiflu, Neulasta
Gastrointestinal 61 215 Prilosec, Propulsid, Helidac Humira, Xifaxan, Viberzi
Depression 40 193 Prozac, Serzone, Paxil Pristig, Rexulti, Trintellix
Impotence 7 147 Erecaid, Caverject Viagra, Cialis, Erecaid
Contraception 41 119 Ortho Tri-Cyclen, Depo-Provera, Norplant Nexplanon, Skyla, Paragard
Ophthalmology 0 113 Not applicable Restasis, Xiidra, Ciprodex
Menopause 40 106 Prempro, Premarin, Climara Premarin, Estring, Osphena
Cholesterol 138 48 Pravachol, Zocor Praluent, Crestor, Repatha
Allergy 307 35 Allegra, Claritin, Zyrtec EpiPen, Pazeo, Dymista
Osteoporosis 44 33 Fosamax, Miacalcin Prolia, Forteo, Synvisc

Oynarnytng, ganarnmdnosud, nuparnytma



CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
WITH ESTABLISHED ATHEROSCLERQTIC CARDIOVASCULAR
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

Use principles in Figure 1

Use metformin unless contraindicated or not tolerated

If not at HbA, _target:

= Continue metformin unless contraindicated (remember to adjust dose/stop metformin with declining eGFR)

= Add SGLTZi or GLP-1 RA with proven cardiovascular benefit' (see below)

If at HbA,_target:

= |f already on dual therapy, or multiple glucose-lowering therapies and not on an SGLT2i or GLP-1 RA, consider switching to one of these
agents with proven cardiovascular benefit’ (see below)

OR reconsider/lower individualized target and introduce SGLTZi or GLP-1 RA

OR reassess HbA,_at 3-month intervals and add SGLTZi or GLP-1 RAif HbA, goes above target

S L

HF or CKD predominates

l 1 GO

PREFERABLY
SGLTZi with evidence of reducing HF and/or CKD
progression in CVOTs if eGFR adequate’
- ---0R
If SGLT2i not tolerated or contraindicated or if eGFR less ‘
than adequate’ add GLP-1 RA with proven CVD benefit'*

2 2 ) 2

GLP-1 RA with proven SGLTZi with proven

CVD benefit!, if

VD benefit eGFR adequate’

™ '
[ If HbA,  above target ] L If HbA,_above target ]
3 \ 23
If further intensification is required or patient is unable to folerate «  hvoid TZD in the setting of HF
GLP-1 RA andfor SGLTZi, choose agents demonstrating CV safety: Chaose agents demonstrating CV safety:
= Consider adding the other class (GLP-1 RA or SGLT2i) with «  Consider adding the other class with proven CVD benefit!
proven CVD benefit! +  DPP-4i (not saxagliptin} in the setting of HF (if not on GLP-1 RA}
= DPP-&iif not an GLP-1 RA +  Basal insulin®
= Basalinsulin® oS
- TID
- S

Davies M, D’Alessio D, Fradkin J, et al. Management of Hyperglycemia in Type 2 Diabetes, 2018. A Consensus Report by the American Diabetes Association (ADA)
and the European Association for the Study of Diabetes (EASD). Diabetes Care. 2018.



JleyeHune anabeTta 2 TMNa

MetdopmuH
O6pas }KUsHU

VEC CeppeyHan YEI CHuXKeHune CHUXeHue CHuMKeHune
HeaoCTaTOYHOCTb Mmaccol Tena || rMNorMMKeMmnim CTOMMOCTU
{MHFT,EFFH-I}( WHIT Larrl'l-l,MHrT, nann-4 ( ncm, 134 J
MHIT
/.4$—. P l _ - i o l alrn-1
. wAnn-4 alrn-1 (oarmn-1 n1NN-4 ] s
UHCYNUH Anrn-4 vAnNT-4
(He cakcarnunTuH) 13
T34
WHcynuH UHCYAMH
fneM \ MNCM \
\_ . NCM

American Diabetes Association. Standards of medical care in diabetes—2019. Diabetes Care. 2018;42(Suppl 1).
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CV death MACE

Men-CV death

Allcause death

[Mnornnukemmna n CC pucku

Event and severe hypoglycemia at any time
Event after severe hypoglycemia
=365 days afler
=180 days
=80 days
=60 days
=30 days
=15 days
| =7 days
Event and severe hypoglycemia at any time
Event after severe hypoglycemia
=365 days after
=180 days
=90 days
=60 days
=30 days
=15 days
| <7 days
Event and severe hypoglycemia at any time
Event afler severe hypoglycemia
=365 days after
=180 days
=80 days
=60 days
<30 days
=15 days
| =7 days
Event and severe hypoglycemia at any time
Event after severe hypoglycemia
=365 days after
=180 days
=80 days
=60 days
=30 days
<15 days

=7 days
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HR. (95% CI)

Higher risk without

«——— —— Higher risk with severe hypoglycemia

Episodes per 1,000 patients

100
60

40

20 4

HR (95% Cl)
1.9 (1.5, 2.5y
2.2 (16, 3.0
2.6 (1.8, 4.0)"
3.4 (24,557
33017, 8.3
3.1(1.4, 7.0
5.8 (2.6, 13.0)*
5.4 (1.7, 16.8)
7.3 (1.8, 29,01

2.2 (15,3.2)
3.7 (2.6, 5.4)"
5.5 (3.5, 8.5
7.0 (41,1199
6.4 (3.0, 13.5)
6.7 (2.8, 16.1)""
12.6 (5.2, 30.5)***
9.5 (2.4, 38,1)"
9.6 (1.4, 68.4)

2.3 (1,4, 3.6)"
3.5 (2.3, 5.6
4.2 (22,787
6.3 (3.1, 12.7)"
8.8 (3.9, 19.7)"
12,5 (5.6, 28,1)***
11.6 (3.7, 36.0)**
7.3 (1.0, 52.0)
15.2 (2.1, 107.6)*

2.2 (1.7, 3.0
3.6 (2.7, 4.9)
5.0 (3.4,7.1)"
6.7 (4.4, 10.3)
7.4 (4.3, 12,77
8.9 (4.9, 16,2
12,2 (6.1, 24.5)**
8.6 (2.8, 26.8)""
11,8 (2.9, 47,2)"

= | jraglutide

=== Placebo

Rate ratio (95% CI). 0.69 (0.51, 0.93)
FP=0.013

I T I 1
18 24 30 36

Time from randomization (months)

Zinman B, Marso S, Christiansen E, et al. Hypoglycemia, Cardiovascular Outcomes, and Death: The LEADER Experience. Diabetes Care. 2018;8:1783-1791.

1
42

1
48

1
54



JAnTenbHOCTb NPOTPOMOOTUYECKOrO
3dpdeKTa rmnornmMKkemmnm

A Diabetes = HYPO DM Controls o 11vp0 control
-E- EUDM -@- EU control
100+ 100+
—_ Glycemic arm
Glycemic arm & p=\{199
p=0.001 e
I': Time
Time = % glycemic arm
x glycemic arm > p=0.36
p=0.19 =
=300 it
A
e x'a-“& o 53;‘ &
& o &
oF bé &
{9(‘
0.10+
*
Glycemic arm E e Glycermic arm
=0.002 = !
P P p=0.02
) = 0.004
Time B Time
xglycemicam 5 !
- 0.02 .08 x glycemic arm
P < p= 0.80
0.10 1 F T T
. ] LY A,
ﬁ\\& t}éo o"md b’s% b@\
& & &
(@ =
<

Chow E, Igbal A, Walkinshaw E, et al. Prolonged Prothrombotic Effects of Antecedent Hypoglycemia in Individuals With Type 2 Diabetes. Diabetes Care.
2018;12:2625-2633.



Imnarnndno3unH u cytoyHoe A/l

Nighttime SBP Daytime SBP 24 Hour SBP
Baseline BP 126.4 129.8 137.7 143.0 134.2 138.8
0 —
PRy
o
]
E z 6.3
2= (-10.5, -2.1)
== p=0.004
S pE TR [ B
25 I 100
98 4.3 (-10.4, 1.7)* 17 (-13.4.-6.7)
: 001
2 p=0.159 (-15.3, -8.0) p=0,00
€ s p<0.001
L 217 (-12.5, -2.8)%
95 (-14.7, -43)% p=0.002
O Empagliflozin 10mg group p=<0.001
.20 = O Placebo group
Nighttime DBP Daytime DBP 24 Hour DBP
Baseline BP 70.6 71.0 76.7 78.3 749 75.9
U —
2 -
CY 25
= § (-4.5.-0.5)
ES 4o p=0.016 -3.5
s e | 4.1 (-50.-2.1)
2z (-5.8,-2.4) p<0.001
£3 . -1.6 545221-3)* p=<0.001 |
a -0 p=u. | I
EE 2.9 (-5.0, -0.8)*
Cg -39(-6.3,-1.5)* p=0.008
p=0.001
-8
O Empagliflozin 10mg group
SACRA 10 Placebo group

Kario Kazuomi, Okada Kenta, Kato Mitsutoshi, et al. 24-Hour Blood Pressure-Lowering Effect of an SGLT-2 Inhibitor in Patients with Diabetes and Uncontrolled
Nocturnal Hypertension: Results from the Randomized, Placebo-Controlled SACRA Study. Circulation. 2019;139:2089-2097.



JanarnndnosuH npu CH

A) Cardiovascular Death/Hospitalization for Heart Failure B) Hospitalization for Heart Failure
30% 30%
Dapa wvs. Placebo Dapa wvs. Placebo
HFEF: . vs. - HR0.62(0.45-0.86) _ HEEF: e vs. mmm  HR 0.64(0.43-0.95)
HFE/no tEF: e V5. mmm HR 0.88 (0.66-1.17) HE/NO 1EF: o V5. mmm HR 0.72 (0.50-1.04)
25%  NoHF:  __vs. ___ HRO0S88(0.74-1.03) 25%  NoHF:  ___ vs.___  HRO.77(0.60-0.97)
] (]
b 20% o 20%
) QL e
= =]
o L]
= T
= =
= =
E 15% ‘5 15%
= B
= =1
& &

10% 10%

o 5%

0% 0%
Days 4] 180 360 540 720 900 1080 1260 1440 Days 0 180 360 540 720 200 1080 1260 1440

Oanarnncgpno3nH cHnxaet rocnutanu3sauum npm CH,
cepAeYHO-COCYAUCTYHO U OOLLYH0 CMEepPTHOCTL Y nauneHToB ¢ HPBJITXK

DECLARE-TIMI 58

Kato Eri T, Silverman Michael G, Mosenzon Ofri, et al. Effect of Dapagliflozin on Heart Failure and Mortality in Type 2 Diabetes Mellitus . Circulation.
2019;139:2528-2536.



[Janarnndno3unH y naumeHTos nocne MM

A MACE - CV death, MI or ischemic stroke

2% % with events: 17.8 % (previous MI) vs. 7.1 % (no previous M)

Adj HR" (95 % CI) = 2.28 (1.96 to 2.65); p <0.001

2

Cumulative incidence
H
Ed

5%

= Previous M|
No previous. MI

0%

T T T T
360 T20 1080 1440

Days
Number at risk:
Prior M1 - Placebo 1307 1698 1607 1458 89
No Prior MI - Placebo 6771 6583 G362 6151 4@
. . -
B CV death or hospitalization for HF

% with events: 10.5 % (previous MI) vs. 4.5 % (no previous MI)

g

Adj HR' (95 % CI) = 1.77 (1.46 to 2.14); p <0.001

Cumulative incidence
~ -
a2 Z
"

2

w
3

= Previous Ml
Mo previous MI

=
£

360 20 1080 1440
Days
Number atrisk:
Prior MI - Placebo 1807 1741 1668 1507 1077
No Prior MI - Phcebo 6771 G646 M9 6283 4285

Aanarnndrno3nH MoXeT CHU3UTb PUCK CepAeYHO-COCYAUCTbIX COObLITUMN
rocnutanu3auum ¢ CH y naumeHntoB nocrne UM

DECLARE-TIMI 58

Furtado Remo HM., Bonaca Marc P, Raz Itamar, et al. Dapagliflozin and Cardiovascular Outcomes in Patients With Type 2 Diabetes Mellitus and Previous
Myocardial Infarction. Circulation. 2019;22:2516-2527.



NMHIT-2 n alTIN-1 ana npopunaktnkm CC3

Trials Patients Events Weights HR [95% CI]

Established Atherosclerotic Cardiovascular Disease

GLP1-RA 35823 4365 62.1 —— 0.87 [0.82, 0.92]
SGLT2i 20650 2588 379 —— 0.86 [0.80, 0.93]
Random Effects for ASCVD (P-value=0.002) —a— 0.86 [0.80, 0.93]

Multiple Risk Factor

GLP1-RA 7097 506 404 Co e 1.03 [0.87, 1.28]
SGLT2i 13672 754 59.6 —_— 1.00 [0.87, 1.16]
Random Effects for MRF (P-value=0.81) —--h-—-— 1.01 [0.87, 1.19]
| i |
0.50 1.00 1.50

Hazard Ratio

Zelniker Thomas A, Wiviott Stephen D, Raz Itamar, et al. Comparison of the Effects of Glucagon-Like Peptide Receptor Agonists and Sodium-Glucose
Cotransporter 2 Inhibitors for Prevention of Major Adverse Cardiovascular and Renal Outcomes in Type 2 Diabetes Mellitus. Circulation. 2019;17:2022-2031.



MHIT-2 n alTIMN-1 ana npodmnnakTUKu
rocnntanmn3auun c CH

Treatment Placebo
Trials Patients Events Events Events Weights HR [95% CI]
per 100 ptyrs per 100 ptyrs

GLP1-RA

ELIXA 6068 249 1.8 19 19.7 -—-—- 0.96 [0.75, 1.23)
LEADER 9340 466 1.2 1.4 36.4 .—-—-—. 0.87 [0.73, 1.05]
SUSTAIN-6 3297 113 1.8 18 8.8 b = | 1.11[0.77, 1.61]
EXSCEL 14752 450 0.9 1.0 35.0 |—-—-—+ 0.94 [0.78, 1.13]
Fixed Effects for HHF (P-value=0.20) --- 0.93 [0.83, 1.04]
SGLT2i

EMPA-REG OUTCOME 7020 221 0.9 14 24.0 -~ 0.65 [0.50, 0.85]
CANVAS Program 10142 243 06 0.9 2586 —_— 0.67 [0.52, 0.87)
DECLARE-TIMI 58 17160 498 0.6 0.8 50.4 —a— 0.73 [061, 0.88]
Fixed Effects for HHF (P-value<0.001) —— 0.69 [0.61, 0.79]

[ I ] 1
0.50 1.00 1.50 2.00
Hazard Ratio

Zelniker Thomas A, Wiviott Stephen D, Raz Itamar, et al. Comparison of the Effects of Glucagon-Like Peptide Receptor Agonists and Sodium-Glucose
Cotransporter 2 Inhibitors for Prevention of Major Adverse Cardiovascular and Renal Outcomes in Type 2 Diabetes Mellitus. Circulation. 2019;17:2022-2031.
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A
Trials Patients Events  Teatment  Placebo Weights HR [95% CIf
N n'N

GLP1-RA

ELIXA 5286 3rs 203/2639 17212847 200 b—.——l 0.84 [0.68, 1.02]
LEADER 9340 505 26804665 33714672 a2 — 0.78 1067, 0.92]
SUSTAING 3267 162 62/1648 10011649 77 _— .64 [0.45, 0.88]
EXSCEL 14752 775 36616256 1076222 404 e .88 10.76, 1.01]
Fixed Effects for GLP1-RA {P-value<0,001) ———— 0.82 [0.75, 0.89]
SGLT2i

EMPA-REG DUTCOME 6185 913 52504124 388/2081 249 — 0611053, 0.70]
CANVAS Pragram 10142 Ba¥ NA NA 250 [ | 0.57 [0.50, 0.66]
DECLARE-TIMI S8 17160 1675 67818582 99778578 50.1 —— 0.66 1060, 0.73|
Fixed Effects for SGLT2i (P-value<0.001) - 0.62 [0.58, 0.67)

T T i T ]
040 050 100 150 200
B Hazard Ratio
Trials Patients Events Treatment Placebo Weights HR [95% CI]
N nN

GLP1-RA

ELIXA 6063 78 3503082 4173031 95 —_— 1.18 [0.74. 1.83]
LEADER 9340 184 87/668 97/4672 234 )—.—'—l 0.80 [0.67, 1.10]
SUSTAIN-G 3297 32 1611648 1411649 40 »  128(084, 258
EXSCEL 12914 519 ZAG/5456 2T3i8458 631 I—I—:—< 0.88 [0.74, 1.05]
Fixed Effects for GLP1-RA (P.value=0.24) --— 0.92 [0.80, 1.06)
SGLT2f

EMPAREG OUTCOME 5988 152 914845 T/za23 209 -y 054 040, 0.75)
CANVAS Program 10142 248 NA N w0 — 0.60 [0.47, 0.77]
DECLARE-TIMISE 17180 388 12718582 238/8578 451 r—— 0.53 [0.43, 0.56)
Fixed Effects for SGLTZ {P-value<0.001) . 0.55 [0.48, 0.54]

T T T T 1
040 050 100 150 200
Hazard Ratio

Zelniker Thomas A, Wiviott Stephen D, Raz Itamar, et al. Comparison of the Effects of Glucagon-Like Peptide Receptor Agonists and Sodium-Glucose
Cotransporter 2 Inhibitors for Prevention of Major Adverse Cardiovascular and Renal Outcomes in Type 2 Diabetes Mellitus. Circulation. 2019;17:2022-2031.
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Jang S, Chae S, Bae M, et al. Effect of renin-angiotensin system blockade in patients with severe renal insufficiency and heart failure. International Journal of
Cardiology. 2018;266:180-186.
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Ranolazine Control Mean Difference Mean Difference
Study or Ssbgroup Mean SO Total Mean 5D Total Weight IV, Random, 95% Cl W, Random, 95% C1
Eckel 2015 Q76 111 199 -0.2 0073 195 22.7% -0.56(-0.71,-0.41) ——
Kipnes 2011 061 087 39 -008 09 41 136% -0.53(-092, -0.14)
Morrow 2009 - Al patents -0.3 148 2441 -004 149 2477 24.9% -0.26(-0.34,-0.18) il
Petns 2016 - ghmepiride Q17 235 215 05 235 216 119% -033(-0.77.0.11) e —
Pettus 2016 - metformn 028 252 20 -006 253 222 1L1% 034013 081) e ——
Timass 2005 061 089 94 -002 085 37 15.8% -0.59(-0.92,-0.26) ——
Total (55% C0 3208 3188 100.0% -0.36[-0.57, -0.15) i
Heteropenelty. Taw" = 0.04; O = 2246, 4f = § (P = 0.0004). ' « 78% -’1 -dls c °:s {
Tesz for overall effect 2 = 3.37 (P = 0.0007) Favosrs [fiﬂlﬂl Favours M
A
Runolazine Comtrol Mean Difference Mean Difference
Stady of Subge Meaa  SD Totdd Mean 5D Tewal Weight IV, Random, 95%CI v, & %
Lol 2015 076 111 199 -02 0073 19% 25.1% -0.56[-0.71,-0.41) -t
Kipaes 2011 061 047 39 -008 09 41 11.9% -0.53(-0.92,-0.14)
Morrow 2009 - GUbetC patents <064 08 707 <022 083 770 29.5% -0.42[-0.50,-0.34) -
Pemus 2016 - phmeprde 017 235 215 05 235 216 99% -033(-0.77,0.11) S ——
Pems 2016 - metformn 0.8 252 220 -006 233 222 A% 034(-0.13,081) -
Tevenis 2008 061 089 94 002 0B85 37 145% -0.59(-0.92.-0.26) S——
Tetal (95% CD 1474 1431 100.0% -0.41(-058, -02%) E 2
Heterogenety: Tae' = 0.02; O = 14.33, df u § = 0.01) 1" = £5% T r 1
Test for overdd effect T = <81 (P < 0.00000) Fawours E'M“‘l ;m'[pw
B
Ranclazine Pacebo Mean Difference Mean Difference
Study ee Sudg Mean SO Toll Mean SO Tewl Weight IV, 5% C1 v, ¥5% C1
Eckel 2015 076 111 199 -02 0.073 195 202% -0.36 [-0.7], -0.41) ——
Kigaes 2011 061 087 19 008 09 41 3% -0.33[-0.92,-0.14)
Morrow 2009 - dubetc patests  -084 08 707 -022 08 770 69.7% -0.42[-0.50,-0.34) -
Pemss 2016 - gimesiride 017 235 215 OS5 235 216 2.4% 0.33(-0.77,011) —
Tmmsg 2003 061 089 94 000 085 I7  4S% -0.99[-0.92,-0.2¢) —
Total (95% €O 1254 1239 1000% -046(-0.53, -0.39) *
Meterogenety. Tag' = 000, OV = 3.95,¢f w 4 P = 04717 = 0% B 95 0.3 i
Test for overall effect 2 = 12.91 P < 0.00001) favours [ranclarine] Faveurs [pceso]
C

Teoh IH, Banerjee M Effect of ranolazine on glycaemia in adults with and without diabetes: a meta-analysis of randomised controlled trials Open Heart
2019;5:e000706.
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KT aHrnorpadusa npoTms cTpecc-Tecta Nnpu amabete

8

74

6

Percent With Event
=Y

0 6 12 18 24 30 36 42
Months Since Randomization

Baseline(0) 6 Mo. 12Mo. 18Mo. 24Mo. 30Mo. 36Mo. 42 Mo.

936 894 823 667 505 340 170 58
972 888 804 651 452 297 172 54
B Patients Without Diabetes
8
74

6 -

54

Percent With Event
E

o] ™ T T T T T T T
o] 6 12 18 24 30 36 42
Months Since Randomization
—— Stress Test  ---- Computed Tomographic Anglography

Baseline (0) 6Mo. 12Mo. 18Mo. 24Mo. 30Mo. 36Mo. 42 Mo.
3,564 3439 3,230 2,658 1,986 1,278 682 196
3,494 3,261 2,990 2,448 1,782 1,131 610 187

KT anrnorpadumsa cHmxaet puck CC3 no cpaBHEHUIO CO CTPECC-TECTOM

PROMISE

Sharma A, Coles A, Sekaran N, et al. Stress Testing Versus CT Angiography in Patients With Diabetes and Suspected Coronary Artery Disease. Journal of the
American College of Cardiology. 2019;8:893-902.



MCCI’Ie,EI,OBaHVIH dHTUAHTWNHAJIbHbIX MeANKAaMEHTOB

RCTs (all)

RCTsg 20cis08m
210 . L

010 30 RCTg 1310840
2810
2E10+
2410
2210
2010
1B10 4
1610
1410
1210
10104
B0 32 RCTs =+
G100
410+
2100 2 RCTs ™® 2 RCTs * 2ﬁ
10

Before 1970 1970-1879 1980-1989 1990-1999 2000-2009 2010 up to now
Year

N of patients

Ferrari R, Pavasini R, Camici P, et al. Anti-anginal drugs—beliefs and evidence: systematic review covering 50 years of medical treatment. European
Heart Journal. 2019;2:190-194.



HoBas KnaccndpumKauma aHTUapUTMUKOB

|d

llla

Id Nav1.5 late current | Reduction in late Na* current Ranolazine Stable angina, ventricular | Decrease in AP
(1., affecting AP recovery, tachycardia recovery time
refractoriness, repolarization As a potential new class of | Reduction in EAD-

; 22,32 . .
reserve, and QT interval drugs for the management | induced triggered
of tachyarrhythmias activity
K+ channel blockers and openers
i
Voltage lia Nonselective K* Block of multiple k- channel Ambasilide, Wentricular tachycardia Increase in AP
dependert channel blockers | targets resutting in prolonged | miodarone. in patients without recovery time
K* channel atrial, Purkinje, and/or dronedarane structural heart disease of | ncrease in refractory
blockers ventricular myocyte AP with remote myocardial period, with :
recovery, increased ERR and infarction; tachyarrhythmias | decreased reentrant
reduced repolarization reserve; with Wolff-Parkinson-White | vendency
prolonged QT intervals®s44! syndrome Note: amiodarane
Adrial fibrillation with also slows sinus
atrioventricular conduction | nade rate and
via accessory pathway atrioventricular
Ventricular fibrillation conduction; see
and premature ventricular | Table 2'%
contraction
Tachyarrhythmias associated
with supraventricular
arrhythmias and atrial
fibrillation™="
K¥11.1 (HERG) Prolonged atrial, Purkinje, Dofetilide, ventricular tachycardia in Increase in AP
channel-medisted | and ventricular myocyte AP Ibutilide, patients without structural | recovery time
rapid K* current recovery, increased ERR and sotalol heart disease or with remote | 1ncrease in refractory

1) blockers

reduced repolarization reserve;
prolonged QT intervals*

ryocardial irfarction

Tachyarrhythmias

associated with Wolff-

Parkinson-White

syndrome

Atrial fibrillation

with atrioventricular

conduction via accessory
dan

et mr

period with
decreased reentrant
tendency &3

HukopaHann o6nagaet aHTUAPUTMUYECKMM NOTEHLMarIoM

b Kir6.2 (f

openers

Metabolically
dependent
K+ channe
openers

Katp)

channels (!

K.ATP

Opening of ATP-sensitive K+
), shortening AP
recovery, refractoriness, and
repolarization reserve in all
cardiomyocytes apart from SAN
cells; shortened QT intervals® 4445

Nicorandil,
pinacidil

Nicorandil: treatment of
stable angina (second line);
pinacidil: investigational
drug for the treatment of
hypertension

Potential decrease in
AP recovery time

llIb

K14 and k4.2

Prolonged atrial, PUTKInE,

Blocker under

Increase in AP

channel-mediated | and ventricular myocyte AP requlatory review recovery time;
transiert outward | recovery, increased ERE and for the acute increase in refractory
K+ current (£, ) reduced repolarization reserve, | conversion of period, with
blackers particularly in subspicardial as | atrial fibrillation decreased reentrant
opposed to subendocardial tedisamil tendency®?
ventricular cardiomyocytes®4!
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Lei M, Wu L, Terrar D, Huang C. Modernized Classification of Cardiac Antiarrhythmic Drugs. Circulation. 2018;138:1879-1896.
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o oo Rivaroxaban Plus Aspirin - © 0 0 Aspirin Alone

Nonb3a KOMOMHUMPOBaAHHOM Teparnuu CoxXpaHAeTcs
npu ymepeHHOU ANChYHKLUUN NoYeK

Fox K, Eikelboom J, Shestakovska O, et al. Rivaroxaban Plus Aspirin in Patients With Vascular Disease and Renal Dysfunction. Journal of the American College of
Cardiology. 2019;18:2243-2250.
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All-cause mortality

DAPT + warfarin X 1.03[0.91, 1.16]
DAPT + AS —— 1.76 [1.26, 2.47]
DAPT + warfarin + AS ——=—— 1.34[1.00, 1.80]

T T T T 1
050 1.00 1.50 2.00 250

Observed Outcome

Recurrent MI

DAPT + warfarin —— 1.10[0.98, 1.23]
DAPT + AS e 1.78 [1.25, 2.54]
DAPT + warfarin + AS —— 1.73[1.22, 2.45)
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Observed Outcome

Bleeding
DAPT + warfarin S 1.48[1.27,1.73]
DAPT + AS D — 1.59 [0.98, 2.59]
DAPT + warfarin + AS — 2.47 [1.56, 3.90]

I T 1 T 1
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Observed Outcome

Mpun aopTanbLHOM CTeHO3e Bo3pacTaeT puck cmeptu, MM n KpoBoTeueHUH

Martinsson A, Li X, Torp-Pedersen C, et al. Outcomes associated with dual antiplatelet therapy after myocardial infarction in patients with aortic stenosis.
International Journal of Cardiology. 2019;281:140-145.
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Ratib S, Fleming KM, Crooks CJ, et al. Causes of death in people with liver cirrhosis in England compared with the general population: a population-based
cohort study. Am J Gastroenterol. 2015;110(8):1149-58.
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CTaTHbI CHU3NNN CMEePTHOCTb Ha 8-9% eXxerogHo y NaumMeHToB C
LUPpPO30M neyvyeHu knacca A-B

Kaplan D, Serper M, Mehta R, et al. Effects of Hypercholesterolemia and Statin Exposure on Survival in a Large National Cohort of Patients With Cirrhosis.
Gastroenterology. 2019;6:1693-1706.e12.



CTaTUHbI U LUPPO3 NevYeHu

Recommendations

e In patients with decompensated cirrhosis, the aetiologi-
cal factor, should be removed, particularly alcohol con-
sumption and hepatitis B or C virus infection as this
strategy is associated with decreased risk of decompen-
sation and increased survival (I11-2,1).

e Strategies based on targeting abnormalities in gut-liver
axis by antibiotic administration (i.e. rifaximin), improv-
ing the disturbed systemic circulatory function (i.e. long-
term albumin administration), decreasing the inflamma-
tory state (i.e. statins), and reducing portal hypertension
(i.e. beta-blockers) have shown potential benefit to
decrease cirrhosis progression in patients with decom-
pensated cirrhosis. However, further clinical research is
needed with these strategies to confirm their safety
and potential benefits as therapeutic approaches with
the aim of preventing cirrhosis progression in decom-

pensated patients. .. ) N . :
EASL Clinical Practice Guidelines for the management of patients with

decompensated cirrhosis™

European Association for the Study of the Liver*




CTaTuUHbI 1 KOMOpPbUAHbIE BOoNEe3HM

Table 3. Comparison of Overlapping Results Between Meta-analyses of Observational Studies and of RCTs

Outcoma Population Matric Effect (95% Cl)* Pyat Concordancet
Observational Studies  RCTs
Mortality or survival
ARDS mortality ALIFARDS RR 1.05(0.78 to 1.40) 0.99(0.78 to 1.26) 0.760  Both NS
All-cause mortality COPD HR 0.73 (0.64 to 0.83) 0.98 (0.60 to 1.59) 0.252 5 observational studies only
Infection-related mortality Infaction OR 0.78 (0.64 to 0.95) 0.84 (0.67 to 1.04) 0.623 5 observational studies only
Infection-related mortality Infection RR 0.77 (0.57 to 1.04) 0.97 (08310 1.13) 0.181 Both NS
(intense vs. moderate dose)
Cancer
Bladder NS RR 1.11(0.91 to 1.35) 0.83 (0.63 to 1.10) 0.095 Both NS
Breast NS RR 1.01({0.79 to 1.29) 1.04(0.78 t0 1.39) 0.880 Both NS
All types NS OR 0.85 (0.78 to 0.92) 1.00(0.94 to 1.06) 0.002 S observational studies only
Colorectal NS RR 0.91(0.83 to 1.00) 0.94 (0.85 to 1.08) 0.490 S observational studies only
Gastric NS OR 0.61(0.39 to 0.98) 0.83 (0.6 to 1.05) 0.234 S observational studies only
Gynecologic NS RR 1.03(0.94 t0 1.12) 0.97 (0.62 to 1.50) 0.794  Both NS
Hematologic NS RR 0.88 (0.82 to 0.95) 0.92(0.78 to 1.09) 0.634 S observational studies only
Kidney NS RR 1.07 (0.96 to 1.20) 1.01(0.57 to 1.79) 0.846 Both NS
Liver NS RR 0.54 (0.34 to 0.87) 0.95(0.62 to 1.45) 0.080 S observaticnal studies only
Lung NS RR 0.84 (0.74 to 1.00) 0.95 (0.85 to 1.04) 0.296  Both NS
Pancreatic NS RR 1.05(0.93 t0 1.19) 0.99(0.45t0 2.21) 0.886 Both NS
Prostate NS RR 0.93 (0.87 to 1.00) 1.06(0.93t0 1.20) 0.077 S observational studies only
Skin NS RR 0.88 (0.74 to 1.05) 1.02 (0.82 to 1.28) 0.307 Both NS
Skeletal
Bone mineral density
Hip M5 SMD 0.22 (01310 0.31) 0.15(-093 10 1.23) 0.899 5 observational studies only
Femur NS SMD 016 (-0.10 10 0.42) 0.38 (0.04 t0 0.72) 0.313 SRCTsonly
Spine NS SMD 0.14(0t0 0.27) 0.06(-009t00.22) 0.446 S observational studies only
Fracture NS CR 0.97 (0.83t0 1.12) 1.03(0.91t0 1.16) 0.542 Both NS
Hip fracture NS OR 0.70(0.51 to 0.94) 1.23(0.51t0 2.97) 0.238 S observaticnal studies only
Muscular
Myopathy NS CR 2.63(1.50 to 4.61) 1.19(0.88 to 1.62) 0.015 S observaticnal studies only
Renal
AK NS CR 1.13(0.81 to 1.57) 0.50(0.31to 0.82) 0.007 SRCTsonly
Contrast-induced nephropathy  Intervention CR 0.61(0.37 to 1.00) 0.57 (0.47 to 0.80) 0.814 SRCTsonly
Other
Diabetas NS RR 1.44(1.31 to 1.58) 1.12(1.04t0 1.21) <0.001 BothS
Cataract NS OR 1.13(1.01 to 1.25) 0.89(0.72 to 1.10) 0.049 S observational studies only
Infaction NS OR 0.57 (0.43 to 0.75) 1.00(0.96 to 1.04) <0.001 S observational studies only
Pancreatitis NS Pato OR 1.41(1.15t0 1.74) 0.77 (0.61t0 0.97)§ <0.001 S opposite
Sustained virologic response HCVinfection RR 1.39(1.22t0 1.59) 1.24(1.06 to 1.46) 0.281 Both 5
Ventilator-free days ALI/ARDS WMD 0.20(-1.44 10 1.84) 0.40(-0.72 to 1.52) 0.844  Both NS

HapexHocTb AoKa3aTenbCTB Jfle4eHUsi CTaTUHaAMU NMPU KOMOPOUOHbIX
O6one3HsX HeJocTaTouHa ANA UBMEHEHUSA peKoMeHOauum

HeY, Li X, Gasevic D, Brunt E, McLachlan F, Millenson M, et al. Statins and Multiple Noncardiovascular Outcomes: Umbrella Review of Meta-analyses of
Observational Studies and Randomized Controlled Trials. Ann Intern Med. ;169:543-553..
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PREDESCI

Villanueva C, Albillos A, Genesca J, et al. b-blockers to prevent decompensation of cirrhosis in patients with clinically significant portal hypertension
(PREDESCI): a randomised, double-blind, placebo-controlled, multicentre trial. The Lancet. 2019;10181:1597-1608.
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Maltais F, Buhl R, Koch A, et al. b-Blockers in COPD. CHEST. 2018;6:1315-1325.



Endpoints

Diclofenac v no NSAID
Atrial fibrillation or flutter
Ischaemic stroke
Heart failure
Myocardial infarction
Cardiac death
MACE
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Schmidt M, Sgrensen H, Pedersen L, et al. Diclofenac use and cardiovascular risks: series of nationwide cohort studies. BMJ. 2018;362.
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45 cmepten Ha 1000 npumeHaswmx ullll, 39% cepaeyHo-cocyancTble

Xie Y, Bowe B, Yan Y, et al. Estimates of all cause mortality and cause specific mortality associated with proton pump inhibitors among US veterans: cohort study.
BMJ. 2019;365:11580..
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Moon S, Kong S, Choi H, et al. Relation of Subclinical Hypothyroidism is Associated With Cardiovascular Events and All-Cause Mortality in Adults With High
Cardiovascular Risk. American Journal of Cardiology. 2018;4:571-577.



JleyeHne cybKIMHMYECKOro rMnoTMpeonsa

A.  Groups Hazard Ratio HR 95%-Cl
Age < 65 years, Low CVD risk
ASCVD score £ 7.5% —_—————  1.84 [0.43; 7.84]
Framingham score < 10% —_ 737 [0.56;10.03]
Age < 65 years, High CVD risk i
ASCVD score > 7.5% or previous CVD —t——— 350 [1.50; 8.16]
Framingham score 2 10% or previous CVD ———— 324 [1.39; 7.60]
Age > 65 years, High CVD risk i
ASCVD score > 7.5% or previous CVD =y 1.52 [0.69; 3.34]
Framingham score = 10% or previous CVD 1= 2.04 [0.86; 4.82]
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Moon S, Kong S, Choi H, et al. Relation of Subclinical Hypothyroidism is Associated With Cardiovascular Events and All-Cause Mortality in Adults With High
Cardiovascular Risk. American Journal of Cardiology. 2018;4:571-577.
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Table 2. Associations Between Asthma, Asthma Control, and the Risk of Atrial Fibrillation
Among 54 567 Participants During 15.4 Years of Follow-up

1 (1] a
R e, e e )

Status Patients, No. Person-Years, No. No. (%) Model 1° Model 2¢
Asthma
No asthma 48 606 752 149 1806 (3.7) 1 [Reference] 1 [Reference]
Ever 5961 89883 265 (4.5) 1.30 (1.13-1.48) 1.27 (1.10-1.46)
Diagnosed 3934 56192 199 (5.1) 1.42 (1.21-1.67) 1.38 (1.18-1.61)
Active 2485 31889 150 (6.0) 1.81 (1.51-2.16) 1.76 (1.47-2.10)
Asthma control
Controlled 2947 44267 108 (3.7) 1.19 (0.98-1.45) 1.16 (0.95-1.41)
Partly 1807 27974 101 (5.6) 1.42 (1.16-1.73) 1.40 (1.14-1.71)
controlled
Uncontrolled 547 8329 38 (7.0) 1.74 (1.25-2.41) 1.74 (1.26-2.42)

Yem TAXKenee acTMa U XyXe KOHTPOIb, TeM Bbiwie puck ®Il

Cepelis A, Brumpton BM, Malmo V, et al. Associations of Asthma and Asthma Control With Atrial Fibrillation RiskResults From the Nord-Trgndelag Health Study
(HUNT). JAMA Cardiol. 2018;3(8):721-728.
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Rivaroxaban Warkarin Estimate”
[n = 3543) [n = 3543) (95% Cl) P
Follow-up time, months, mean (50) 10.27 (2.89) 10.56 (2.70) -0.29 (-0.42, -0.14) = 0001
Composite risk of ischemic stroke/systemic embalism®, n (%) 52 (1.5%) 59 1.7%) 0.88 (0.60, 1.28) 5028
MNumber of compasite events [PPPY), mean (SD) 0.001 [0.044) 0.002 [0.048) =0.01 (=0.02, 0.01) 3592
Time to first composite event, days, mean (SD) 111.87 (107.01) 12520 (105.64) 0.90 (0.62, 1.30) 5690
Risk of major bleeding®, n (%) 77 (2.2) P4 (2.7) 0.80 (0.5%, 1.08) 1447
MNumber of major bleeding events (PPPY), mean (SD) 0.03 (0.20) 0.03 (0.22) =0.01 (=0.01, 0.01) 2570
Time to first major bleeding event, days, mean (SD) 127.99 (97.72) 14756 (110.65) 0.82 (0.61, 1.10) 1878
$60,000 D—za&sﬂn
—36247 ' ’ 552‘.113
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g $30.000 |
% $20,000 —
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$10,000 o
$0 -
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B MRivaroxaban Bl Warfarin

Peterson E, Ashton V, Chen Y, et al. Comparative effectiveness, safety, and costs of rivaroxaban and warfarin among morbidly obese patients with atrial fibrillation.
American Heart Journal. 2019;212:113-119.
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Hohnloser S, Fudim M, Alexander J, et al. Efficacy and Safety of Apixaban Versus Warfarin in Patients With Atrial Fibrillation and Extremes in Body Weight.

Circulation. 2019;20:2292-2300.
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