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KoHPAUKT nHTepecos

ABTOpP No/sy4an maTepmanbHOE BO3HArpaXaeHue 3a YTeHne nekumi
y4yacTme B KAIMHMUYECKUX NCCIeA0BAHMNAX OT KOMMNAHUMN:
HoBapTuc, Actpa-3eHeKa, MNdansep, bepamH-Xemun, AKpUxuH, 3ruc,
KPKA, ®pe3eHunyc-Kabu, MakcoCmutKnamu, bepuHrep NHrenbxamm,
Cepsbe, TeBa.

Hactoawunii aoknag noarotosneH
6e3 Kakon "inbo dnHaHCOBOU NoaAEpPKKHU




MoueBaa KMCNoTa 1 MOYKU — BOMPOC, KOTOPbIN
BOJIHOBA/1 Bpayen elle B No3anpoLuiom Beke!
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TpaHCNOPT ypaToB B MPOKCUMA/IbHOM KaHa/ibLie MOYKMN
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Chung S. and Kim GH-H. Electrolyte Blood Press 2021;19:1-9



Touku NpUIOKEHUS YPATCHUKAIOLIUX MPernaparoB

de novo purine synthesis
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Yanai H. et al. Int. J. Mol. Sci. 2021; 22:
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CBA3b MeXay YPOBHEM MOYEBOM KMUCNOTbI U XBI
Cuctematmnyecknin 0630p M meTa-aHa/IM3 KOTOPTHbIX MCCNeA0BaHNM

www. nature. Com/scientific reports (2021)12:6251

18 nccnepoBaHum

n=398 663

Q1 vs Q4 :
Cao et al. (2018) —_—— 0.48 (0.36,0.65)  3.46
Chou et al. (2015) —_— : 0.44 (0.32,0.59)  3.43
Kamei et al. (2014) + 0.54 (0.50,0.57)  4.03
Kuwabara et al. (2017) I A 1.06 (1.01,1.11)  4.04
Mok et al (2012) — 0.59 (0.48,0.72)  3.77
Mwasongwe et al. (2018) —_— : 0.32 (0.22, 0.46) 3.26
Takae et al. (2016) —ir— 0.59 (0.46,0.76)  3.63
Weiner et al. (2008) —— 0.56 (0.46, 0.68) 3.79
Ye et al (2018) —r— : 0.27 (0.19,0.41)  3.14
Subtotal (I-squared = 98.1%, p = 0.000) i 0.51 (0.37,0.71)  32.56

1

6 uccnepoBaHUM

n=13 575
Q1 vs Q4 :
Hsieh et al (2017) - 052(046,058)  11.53
Liu el at (2012) -~ 068 (063,0.74)  11.67

|
|
|
Tsai et al (2018) &—— : 0.19 (0.15, 0.25) 10.05

Subtotal (I-squared = 97.6%, p = 0.000) - 042(026,067)  33.25

CBA3b YPOBHS MOY€BOM KMUC/OTbl M MPOTrPeccMpoBaHmA

o 5 -
YposeHb Moueson kncnotsl u XBll 0o tepmmnHanbHoun XbIy naumeHToB ¢ 3-4 ctaguamm XbI1



daKTopbl pucka TepmuHanbHoi XbI1 (3amecTutenbHaa noyeyHas Tepanua)
25 ner HabnopeHusn

e ObcnepgosaHo 177 570 kutensa KanndpopHum
* [lepuop HabnoaeHusa 25 net

* OueHnBann cmepTb

* 3aMecTUTE/IbHYIO MOYEYHYI0 TePanuIo

* Y 842 pa3sunacb TepMmuHanbHaa Xbll

M HayaTa 3aMecTUTe/IbHaA NoYeYvyHasa Tepanusa
(Ananus, TpaHcnaaHTauma)

OTHocuTenbHbIN pUck 3T Npu cpaBHEHNN BEPXHETO
N HUXKHEro KBapTuaem ypoBHA MOYEBOW KNCNOTbI
2.14 (95% AN 1.65-2.77)

Hsu C. et al. Arch Intern Med. 2009; 169(4): 342-350.



’Mnepypukemua yBennMumnBsaeT PUCK Ppa3BUTUA NOYeUHbIX 3aboneBaHui

21 475 pobpoBonbLeB
MepanaHa HabaoaeHusa — 7 net
AHANM3NpPOBaNK CBA3b MeXAY
YPOBHEM MOYEBOM KUCNOTbI

n passutnem XbIll

(CKd<60 mn/mun/1,73m2)

M1- TONbKO YPOBEHb MOYEBOM KMUCNOTDI

M2- NMopacTpoiika no 6asanbHoit CKP

M3- MoAacTporika No Nosy u Bo3pacTy

M4-MNoacTponKa NO OKPYXKHOCTU Tanm,
[NOKO3€e, XONeCTePUHY BbICOKOM
NNOTHOCTU, TPUTAULEPMAAM

M5- MoacTporika no ALl

M6- NMoacTpoiika NO aHTUTMNEPTEH3UBHbIM
npenapatam

Uric acid = 9.0 mg/d|
M1
M2
M3
M4
M5
M6

7.0< Uric acid (mg/dl) < 9.0
W1
M2
M3
M4
M5
W6

T | | T
2.5 3.0 3.5 4.0

Odds Ratio

Obermayr R.P. et al. ] Am Soc Nephrol 2008;19:2407-2413




CaxapHbit AnabeT u runepypmKeMms NoBbILLAKT PUCK CMEPTU OT BCEX NMPUYMH U
pPa3sBUTUE TEPMUHANBHOMN NOYEYHOM HEAOCTaTOYHOCTH

Perpocnexktusnbiii ananus 4380 6ompHbIX (XBII 3-5
cTagui A0 quaan3a)

40,5% umemu C/]

66,4% - runepypuKeMHuIo

7 net HaOMIOICHUS

OrneHWIH CMEPTh OT BCEX MPUYHH U HAYAIIO
3aMECTUTEIBHOMN MIOYEUHOHN TEPAIIUU

Iunepypukemus 6e3 CJ1 nauano 31T OP 1,34 (1,03-1,73)
CJ1 6e3 runepypukemun nadaio 3[1T OP 1,59 (1,15-2.2)
CJ1 + runepypukemus Hagano 31T 2,46 (1,87-3,22)

Bo Bcex Tpex rpynnax OP cmeptu ObLa BbllIe

[ P=0L0ALE
i
r il B
f 1
00001
p=0055
I
00271
N E—
15 i i 1
L
1 1.34 1.59 2446
{1.003-1.732) [1.144-2.203) {1.873-3.222)
hypetllA- Hyperla+ HyperllA- HyperlJA+
[0~ M- = [+

3akitoueHue: CaxapHbli IMA0ET U TUIIEPYPUKEMHUS ACCOLIMUPOBAHBI C PUCKOM
cMeptu oT Beex nmpuuuH 1 HadasioM 3IIT. ['unepypukemus nonoouo CJI
yBenanunBaeT puck Hadana 3IIT u cmepTr OT BCcex mpuunH

Cheng-Hung Li Ch-H et al. BMC Nephrology (2022)
23:157



Association of uric acid with kidney function and albuminuria: the Uric
Acid Right for heArt Health (URRAH) Project

Association of Uric acid with Kidney Function and Albuminuria:
the Uric Acid Right for heArt Health (URRAH) Project Russo et al.

J Nephrol (2020)

2o 26.971individuals Risk of l-is,‘rper:fr‘i'cemia eGFR and albuminuria as correlates
@ C'W of Hyperuricemia
62% Hypertension .
12% Diabetes rs i u @ (;\n
2% Gout - | |
2 Hyperurice mia cut-off 2.6 N e
predictive of
cardiovascular mortality 9.6 £GFR 89-50
>5.5 mg{dL GFR 53-45 m
- 17.7 €GFR 44-30
and all-cause mortality __
sa6mg/dl [+ 8.7

Conclusions. The lower the eGFR the higher the prevalence of hyperuricemia, allopurinol use and gout. In persons with eGFR <60
ml/min the occurrence o hyperuricemia is about 10 times higher than in those with eGFR =90 ml/min

Mpu pCKD < 60 mna/mnu/1,73m2 runepypurkemms sctpedaetca B 10 pas yalle, yem
npu pCK® > 90 ma/munn/1,73m2

Russo E. et al. Journal of Nephrology (2022)
35:211-221
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BAnAHMe ypaTCHUKatOLWEN Tepanmm

a 0bLLy0 CMepTHOCTb M cepaeYHo-
COCYAUCTYO CMEPTHOCTb MNPU TMNepPypPUKEMnN
6e3 nogarpbl

TanBaHb.

PeTpoCneKTUBHbIN aHaNM3 NONYAALUK

(n=41 118)

>17 net, 6e3 noaarpsbl.

CpaBHunun 1024 c runepypukemmen, Kotopble
NONYYasIN YPATCHMMKAIOLLLYIO Tepanuio

n

1024 c runepypukemmnen, Kotopble He
NONYYasIN YPATCHMMKAIOLLLYIO Tepanuio

Cpean Nony4YaBLUMX YPATCHUMKAIOLLLYO
Tepanuio pUck obLen cmepTHOCTH Bbin
HuxKe (OP - 0,60; 95% AU 0,41-0,88)

BbixknBaemocTb

BbIXKnBaemocTb

Effect of Urate-Lowering Therapy on All-
Cause and Cardiovascular Mortality in

Hyperuricemic Patients without Gout: A Case-
Matched Cohort Study

s+ 0bwan cmepTHOCTb

—— HUA (+), ULT (=)
--=-=- HUA (), ULT (+)

All-cause mortality
Log rank test p<0.0038

0 1 2 3 4 3 [
loabl HabAoaeHUA

1.00

—— HUA (+). ULT (=)
s===== HUA (+), ULT (+)

CepaeyHo-cocyancran
CMEpPTHOCTb

095

CVD mortality
Log rank test p<0.0244

0.90
0 1 2 3 4 5 &

foabl HabnoaeHUA

PLOS ONE | DOI:10.1371/journal.pone.0145193 December 18, 2015



BaunaHue annonypmHona Effects of Allopurinol on the Progression
Ha nporpeccmpOBaHme XBI Of ChrOHiC I(ldney Disease

A Serum Urate
12+

369 60nbHbIX C 3-4 11+

ctaguamm XBIN 6e3 nogarpbl 10
(185 nonyyanu 9. T
Placebo
ANNoONypUHON T T T
ypuHon, In T + A Fe 3" al

184 nnauebo. 132 (73%) B
rpynne annonypuHosa u
144 (80%) B rpynne

Mean Serum Urate (mg/dl)
(=2}
|

- - - - T
nnaue6o 5- B e e < + =L
3aBepLmnaAn HabaogeHne ¥ Allopurinol
(104 Hepenn)

3_
2_
14
0 I I I I I I I I I I I
0 4 8 12 16 24 40 56 72 88 104
Weeks since Randomization
No. of Patients
Placebo 179 166 168 163 166 163 159 147 143 138 139
Allopurinol 173 169 169 166 169 164 157 150 147 136 129

N Engl ] Med 2020;382:2504-13.

Badve SV.etal. 15,70 1056/NEjMoa1915833



BaunaHue annonypmHona Effects of Allopurinol on the Progression
Ha nporpeccmpOBaHme XBI Of ChrOHiC I(ldney Disease

35+

34
34T —_
369 60nbHbIX C 3-4 ” T
ctaguamm XBIN 6e3 nogarpbl E \' T T
31
(185 nonyyanu ~ I T " _ -
= 30— [ - T
annonypuHon, = o1a R _ 1
184 nnaue6o. 132 (73%) B £ 297 T ol B
£ AL
rpynne annonypuHona un = 28 4 L — 74
T N el
[0) = B
144 (80%) B rpynne G 27 1 Allopurinol
nnauebo § 26 1 1 A +
3aBeplnan HabawaeHne = ) 1 1
(104 Hepenn) 24
23
0/]/ I T I T I T I T
0 16 24 40 56 72 88 104
Weeks since Randomization
No. of Patients
Placebo 181 174 168 164 156 157 149 148
Allopurinol 182 172 170 165 164 152 144 133

Badve S.V. et gl. N Engl) Med 2020;382:2504-13.
DOI: 10.1056/NEJMoal915833



BaunaHue annonypmHona Effects of Allopurinol on the Progression
Ha nporpeccmpOBaHme XBI Of ChrOHiC I(ldney Disease

B Urinary Albumin:Creatinine Ratio

1000+

369 60nbHbIX C 3-4
ctaguamm XBIN 6e3 nogarpbl
(185 nonyyanu
annonypuHon,

184 nnauebo. 132 (73%) B
rpynne annonypuHona u
144 (80%) B rpynne
nnauebo

3aBepLmnaAn HabaogeHne
(104 Hepenn)

800+

600

400 Allopurinol

200+

Geometric Mean Albumin:Creatinine Ratio

0— T | | T | T
0 24 40 56 72 88 104

Weeks since Randomization

No. of Patients
Placebo 178 147 149 138 142 132 134
Allopurinol 178 159 152 148 141 132 128

N Engl ] Med 2020;382:2504-13.
Badve S.V. et al. poI: 10.1056/NEJMoa1915833
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B dnHaNbHbIN aHaNN3 BKAKOYEHDI
1672 60nbHbIX.

Bospact >18 ner.

YpoBeHb MOYEBOWN KUCAOTbI

B CbIBOPOTKE KpoBu > 7 mr/an.
Nckntoyanm 60nbHbIX €
ANINTENbHOCTbIO HabntoaeHus
MmeHee 3 MecALUEB,

C TEPMUHANbHOW MOYEYHOMN
HEel0CTaTOYHOCTbIO,

C TPAHCN/IAHTUPOBAHHOW MOYKOMN.

271 ymepan nnum BbibbIAN

Eligibility Screening Identification

Included

SYSTEMATIC REVIEW
published: 03 August 2021
doi: 10.3389/fphar.2021.690557

[113aiMH nccnenoBaHmA

Records identified through Additional records identified
database searching through other sources
(n=1917) (n=5)

Records after duplicates removed
(n=1233)

A 4
Records excluded after
Records screened ; ;
— screening of title and
(n=1233) abstract (n=1199)
L 4
Full-text articles assessed Full-text articles excluded, with
for eligibility — 5| reasons (n=18):
(n=34) Data missing (n =2)
Mon adult patients with CKD (n = 3)
Non RCT (n =10)
A 4 Unrelated interventions or outcomes
Studies included in (n=3)
qualitative synthesis
(n=16)

h J

Studies included in
quantitative synthesis
(meta-analysis)
(n=16)
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AdnHamunKa MOY€EBOW KUCNOTbI B CbIBOPOTKE KpPpOBU

BonbHbie
c Xbnn

BonbHbie
c XblMn
rMnepypukemMmmnemn

bonbHbIe

c XBN

(CKd< 60 ma/mun/1,73m2) n
rmnepypukemmen

A

Febuxostas VS allopurinol
Febuxostat VS Benzbromarone
Febuxostat VS Placebo
Allopurinol VS Benzbromarone
Allopurinol VS Placebo
Benzbromarone VS Placebo

B

Febuxostas VS allopurinol
Febuxostat VS Benzbromarone
Febuxostat VS Placebo
Allopurinol VS Benzbromarone

Allopurinel VS Placebo

Benzbromarone VS Placebo

C

Febuxostas VS allopurinol
Febuxostat VS Benzbromarone
Febuxostat VS Placebo
Allopurinol VS Benzbromarone

Allopurinol VS Placebo

Benzbromarone VS Placebo

SYSTEMATIC REVIEW
published: 03 August 2021
doi: 10.3389/fphar.2021.690557

MD (95% Crl)

-1.547 (-2.473, -0.626)

-0.056 (-1.638, 1.543)
-3.805 (-4.804, -2.809)

'_"'— 1.488 (-0.0803, 3.089)

-2.158 (-2.887, -1.425)
-3.645 (-5.308, -2.025)

-1.411 (-2.28, -0.554)
0.010 (-1.469, -1.48)
-3.771 (-4.539 -3.015)

—— 1.42 (-0.460, 2.89)

-2.36 (-3.071, -1.646)
-3.786 (-5.32, -2.25)

-1.387 (-2.292, -0.476)
-0.838 (-2.657, 0.974)
-3.673 (-4.467, -2.876)

—_— 0.547 (-1.49, 2.59)

-2.285 (-3.0748, -1.493)
-2.83 (-4.821, -0.837)

|
2 3 4 3
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[AHamMKnKa CKOpPOCTU KN1ybouKkoBon duabTpaumm
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MD (5% Crl)

1.759 (-1.696, 5.269)

-2.353 (-8.295, 3.416)
2.91 (-0.087, 5.906)

-4.1(-10.09, 1.71)
1.155 (-1.832, 4.132)
5.255 (-0.849, 11.44)

3.487 (-1.653, 8.653)
-1.52 (-8.658, 5.403)
2.502 (-1.752, 6.754)
-5.019 (-12.28, 1.91)
-0.871 (-6.951, 4.999)
4.041 (-3.796, 12.05)

0.916 (-2.791, 4.505)
1.48 (-5.852, 8.884)
3.058 (-0.1184, 6.254)
0.589 (-7.612, 8.809)
2.14 (-1.038, 5.329)
1.557 (-6.508, 9.593)



CepaeyHo-cocyancTtaa 6e3onacHoCTb
¢debykcocTata nnam annonypuHona y
60/1bHbIX C NOAArPOM

Cardiovascular Safety of Febuxostat
or Allopurinol in Patients with Gout

Table 2. Major Safety End Points (Modified Intention-to-Treat Analysis).*

Febuxostat Allopurinol Hazard Ratio
End Point (N=3098) (N=3092) (95% Cl) P Value

no. of patients (%)

Primary end point: composite of cardiovascular 335 (10.8) 321 (10.4) 1.03 (0.87-1.23) 0.66
death, nonfatal myocardial infarction, non- (0.002)
fatal stroke, or urgent revascularization
due to unstable angina

Secondary end points

Cardiovascular death 134 (4.3) 100 (3.2) 1.34 (1.03-1.73) 0.03
Nonfatal myocardial infarction 111 (3.6) 118 (3.8) 0.93 (0.72-1.21) 0.61
Nonfatal stroke 71 (2.3) 70 (2.3) 1.01 (0.73-1.41) 0.94
Urgent revascularization for unstable angina 49 (1.6) 56 (1.8) 0.86 (0.59-1.26) 0.44
Composite of cardiovascular death, nonfatal 296 (9.6) 271 (8.8) 1.09 (0.92-1.28) 0.33
myocardial infarction, or nonfatal stroke
Crep Y O b Tipvsgne 243 (7.8) 199 (6.4) 1.22 (1.01-1.47) 004

White W.B. et al. N Engl J Med 2018;378:1200-1210




Perynatopom B CLLIA BbiHeceHO pelwieHue 06 orpaHuyeHUn npumeHeHna PebyKcocraTa

00D & DRUG
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e / Drugs /

y / FDA adds Boxed Warning for increased risk of death with gout medicine Uloric (febuxostat)

FDA adds Boxed Warning for increased risk
of death with gout medicine Uloric
(febuxostat) .

FDA Drug Safety Communication

AJZIMHHHCTpAIUS IO KOHTPOJIIO 33 Ka4eCTBOM MPOTYKTOB
u ekapcTBeHHbIX penaparos CIIA (FDA) npunsuio Bo

fone in et | i | 8 et BHUMAHHC PE3YIIbTATbl CPABHUTCIIBHBIX HCCJICIOBAHUN
- aAW= : (ebykcocTara W a/UIONYPUHOJIA M BBIHECJIO PEIICHHE
[2-21-2019] The U.S. Food and Drug Administration (FDA) has concluded there is an
_ : o n 00 orpaHMyeHWH TNpuUMEHEHHUs ¢edykcocTar — €ro
increased risk of death with Uloric (febuxostat) compared to another gout medicine,
INPUMECHCHHUEC BO3MOKHO JINIIb npu

allopurinol. This conclusion is based on our in-depth review of results from a safety
: HEIP(PEKTUBHOCTH WM CEPbE3HbIX MOOOYHBIX

clinical trial that found an increased risk of heart-related death and death from all causes
3¢ dexrax, CBA3AHHBIX € AJVIONYPUHOIOM.

with Uloric.

As a result, we are updating the Uloric prescribing information to require a Boxed
Warning, our most prominent warning, and a new patient Medication Guide. We are alsq
limiting the approved use of Uloric to certain patients who are not treated effectively or
experience severe side effects with allopurinol.

https://www.fda.gov/drugs/drug-safety-and-availability/fda-adds-boxed-warning-increased-risk-death-gout-medicine-uloric-febuxostat



3pPEKTUBHOCTb UHIMOUTOPOB KCAHTUHOKCUAA3bI B CHUMKEHUWN YPOBHA
MOYEBOM KMCNOTbl. CUCTEMATMYECKNIA 0630p U MeTa-aHanu3

debykcocTaT 6onee 3pPeKTUBEH B CHUKEHUN YPOBHA MOYEBOWN KNUCNOTbI U

AO0NKeH bbITb PAaCCMOTPEH Kak a/ibTepHATUBA annonypuHoy, Korga 601bHOM
nmeet: 1- XbIN, 2- nenkoumnTapHbi aHTUreH HLA-B*5801 n 3 —
pedpaKkTePHOCTb K aNN0NyPUHOAY.
MoayepKmBaeTca HEOHXOANMOCTb HAYMHATb JIeYeHMNE C HU3KUX 03

Treatment Control Risk Diff.
Study Yes No Yes No With 95% Cl  Dose(mg/dL)
Febuxostat
Huang, X., et al. (2014) 47 125 41 131 —— 0.03[-0.06, 0.13] 40
Xu, S., et al. (2015; NCT02082769) 36 124 27 132 —J— 0.06 [ -0.03, 0.14] 40
Xu, S., et al. (2015; NCT02082769) 53 105 27 132 —— 0.17[ 0.07, 0.26] 80
Huang, X., et al. (2014) 77 95 41 131 —— 0.21[ 0.11, 0.31] 80
Singal, K. K., et al. (2011) 27 23 12 38 _— 0.30[ 0.12, 0.48] 80
Becker, M. A., et al. (2005; NCT00102440) 136 119 53 198 —— 0.32[ 0.24, 0.40] 80
Becker, M. A., et al. (2005; NCT00102440) 154 96 53 198 — = 0.40[ 0.33, 0.48] 120
Heterogeneity: t° = 0.02, I* = 88.56%, H’ = 8.74 - 0.21[ 0.11, 0.32]

Test of 6, = 6;: Q(6) = 58.89, p = 0.00

Lee Y. et al. J Clin Med 2022;11:1-13



Management of Gout: Update from the American
College of Rheumatology (2020)

TABLE 1

Urate-Lowering Therapies for Treatment of Gout

Medication

Mechanism of action

Dosage

Special considerations

AnnonypuHon (nepBas INHUSA
JleyeHuA y Bcex naumeHToB)

debokcycTar

Probenecid

Pegloticase (Krystexxa)

Xanthine oxidase
inhibitor

Xanthine oxidase
inhibitor

Uricosuric

Uricase

Start at < 100 mg daily (or
lower in > stage 3 chronic
kidney disease), dosages can
be titrated to 800 mg daily

Start at < 40 mg daily,
maximum dosage is 80 mg
daily in the United States

Start at 100 mg once
or twice daily, can be
Increased to 1 g twice
daily

8 mg intravenously every
2 weeks

Test for HLA-B*5801 in
patients of Southeast
Asian or African Ameri-
can descent

MNepekntounTb Ha Apyrom
npenapaTy NauMeHToB C
aHamHe3om CC 3aboneBaHui
nnn Hoebim CC 3aboneBaHmnem

No evidence for check-
INg urinary uric acid

Not recommended as
first-line option

Am Fam Physician. 2021;104(2):209-210




[Mnepypukemus, ocTpaa N XpoHM4eckana 601e3Hb NOYEK U
cepae4yHo-cocyauctble 3abonesaHuna: [Joknaa Hay4HOro cEMUHapa,
OopraHmM3oBaHHOro HaunoHanbHbIM NoYeyHbiM doHaoM (2018)

['unepyprukemMus.
MyxauHbl > 420 MxMoie/in (>7 mr/mn)
skeHIuHBI > 360 mr/mr (> 360 MKMOJIB/1T)

Conclusions 3aKaloueHue

Hyperuricemia is a biomarker for Mnepypukemunsa — buomapkep NoYe4yHoro M
kidney and cardiovascular risk, but cepaeyHO-CoCyaANUCTOro PpUCKa, HO KOHLLeHTpauma
serum urate concentration also MOYEBOM KNCNOTbI TaKXKe YBE/IMYNBAETCA NPU
increases as GFR decreases. Although CHUXKeHUKU CKP. KoHUeHTpauusa moyesom

serum urate concentration is a strong KMCNOTbI B CbIBOPOTKE HE3ABUCUMbIV MapKep
independent risk marker for incident pucka XbIN u apTepranbHO rMNepTeH3nn,Ho,
CKD and hypertension, Mendelian Mendelian paHAOMUW3NPOBAHHbIE UCCIEL0BAHNA
randomization studies do not support He NnoAJep*KMBaOT MHEHME, YTO MoYeBas

urate as a causal factor in these KMUCNOTa — NPUYMHA STUX COCTOAHUN,

conditions.

Johnson R.J. et al. Am J Kidney Dis. 2018 June ; 71(6): 851-865.



JIlmarnocTuka u JiedeHue runepypuKeMy U MOJarpbi:
0030p KJIMHHYECKUX
Pexomenmanuii n Coryianmesunu

Li Q. et al. BMJ Open 2019;9:e026677

YparcHMKawIAs Tepanus HET
NMOKA3aHA NpH 0ecCUMNITOMHOM
THIIePYPUKeMUH ?
KomopOuaHocTs yuntbiBaercs? AOA
ToJIbKO IPU BHICOKOM YPOBHE p' A
MO4Y€BOH KHCJIOTHI?
MpumeyaHue: He Bowen EBponencKkmnini KOHCEHCYC C
OITIaCHBbI
no neyeHuto runepypukemmnm (2018) n Poccniicknia He cormacHsl
KoHCceHCyc No BeAeHMIo NaLMEHTOB C TMNEPYPUKEMUEN LACTHREO
COITIaCHBI
N BbICOKMM CepAEYHO-COCyaAnCTbIM puckom (2019) — [ M mEm
B HUX OAHO3HAYHO — JleunTs. He o6cyxnaeres

Figure 3 Summary of key recommendations for the diagnosis and treatment of gout and hyperuricemia. 3e, evidence,
expertise, exchange Initiative; 3e_AU_NZ, Australian and New Zealand 3e Initiative; 3e_PT, Portuguese 3e Initiative; ACP,
American College of Physicians; ACR, American College of Rheumatology; AMM, Academy of Medicine of Malaysia;

ASCR, American Society of Clinical Rheumatologists; BSR, British Society for Rheumatology; CCCP, Chinese College of
Cardiovascular Physicians; CRA, Chinese Rheumatology Association; CRA_multi, Chinese Multidisciplinary Expert Task

Force on Hyperuricemia and Its Related Diseases; CSE, Chinese Society of Endocrinology; EULAR, European League
AgainstRheumatism; FMOH, Federal Ministry of Health (Nigeria); JSGNAM, Japanese Society of Gout and Nucleic Acid
Metabolism; MOH, Ministry of Health Malaysia; MSR, Malaysian Society of Rheumatology; NIAMS, National Institute of Arthritis
and Musculoskeletal and Skin Diseases; NIH, National Institutes of Health; PRA, Philippine Rheumatology Association; SAMA,
South African Medical Association; SER, Spanish Society of Rheumatology; SIR, Italian Society of Rheumatology; T2T, treat-to-
target; TRA, Taiwan Rheumatology Association; UTAustin, University of Texas at Austin.



Expert consensus for the diagnosis CornacoBaHHOe MHEHMUEe IKCNepToB
and treatment of patient with hyperuricemia no guarHoctuke u neuexuio
and high cardiovascular risk FUNepypuKemmum y 601bHbIX

C BbICOKMM CepAaeyHO-CocyaAnCTbiM PUCKOM

Hyperuricemia and chronic kidney disease: rmnepypukemus u XBM: uto nepsnuHo???
“What comes first?”

— Both patients and physicians, including pri-
mary care physicians, should strive to obtain
and maintain lifelong sUA levels lower than
6 mg/dL. In cardiovascular patients the target
level should be < 5 mg/dL.

—  As soon as a diagnosis of HU is reached, ULT  KaK TONbKO AnarHos runepyprkemmu
with XOI should be prescribed. Consider start- ~ YCTAaHOBJIEH, ypaTCHU})KatOW,aA TEPANnA
ing allopurinol 100 mg daily, then titrate to =~ WHIMBUTOPOM KCaHTUHOKCUAA3bI

300-600 mg daily to reach the targets. AO/KHa BbITb Ha3HaveHa. HavaTb ¢
AnnonypuHona 100 mr y geHb,

3aTtem TUTpoBaTb A0 300-600 mr B AeHb ANA
AOCTUMXKEHUA LEeNeBoro ypoBHA

— Febuxostat should be avoided, especially in deByKCOCTaT AOMKEH BbITb MCK/IOYEH
- g . . . ’
patients with a high CV risk. 0COBEHHO Yy 6ObHBIX C BBICOKUM
cepae4YHO-CoCYAUTbIM PUCKOM

Borghi C. et al. Cardiology Journal 2018;25:545-564



KOHCeHCYC No BeeHMIo NaLumneHTos
C rnepypuKemment 1 BbICOKMM
CepAeYHO-COCYANCTIM PUCKOM

Tabnuua 4. Anroputm BefleHNA NaLMEHTOB C runepypukemmnen
Table 4. Algorithm of patients with hyperuricemia management

War 1 OueHuTb ypoBeHb MK B CbIBOPOTKE KPOBM, CUMTATb BbICOKUM
yposeHb MK>6 mr/an (360 mkmonb/n)

OueHWTb Hanr4yre ConyTCTBYIOLMX 3a60N1eBaHUN,

Y NaLMEHTOB C BbICOKMM CEPAEYHO-COCYAUCTBIM PUCKOM
LieneBbiM cunTaTb ypoBeHb MK B CbIBOPOTKe KpOBU HIKe
5 mr/an (300 mkmonb/n)

Lar 2

NHudopmmnporaTtb naumeHTa o ¢papMakonormyeckmx

1 3NNAEeMUONOrNYECKNX pakTopax, BAAOLNX

Ha rMNepypuKeMmnio, CONyTCTBYIOLWMX 3aboneBaHNAX

lWar3 |Y cepaedHo-cocyaucTbIx ¢dakTopax pucka. PekomeHgoBaTb
n3MeHeHna obpasa XU3HN, AVeTbl N CHUXKEeHMe MacChl Tena,
a TaKXXe CTPOryio NPUBEPKEHHOCTb peKoMeHAYyeMOoMy
neyeHuo. OTMEHUTb NO BO3MOXKHOCTM Mpenapartbl,
BnvALWMe Ha ypoeeHb MK B CbIBOPOTKe KPOBU

HauaTb Tepanuio annonyprHonom B go3vposke 100 mr
War4 | cnocneaytower Tutpaunen go 300-600 mr/cyT
[0 JocTuKeHna uenesoro yposHa MK

KoHTponuposatb ypoeeHb MK B CbiIBOPOTKe KPOBU He pexe
2 pa3 e rog. Y nauneHtoe ¢ Al, UBC, nHcynbTOoM B aHaMHe3e,
War5 | COw XBI, He pocTurwmx yenesoro yposHa MK, paccmoTpeTb
BO3MOHOCTb KOMOVHVPOBaHHOW Tepanuu (annonypuHoOn +

YPOKO3YpPUK)

Yasosa W.E. n gp. CucremHble runeprexsin | 2019 | Tom 16| No4 |



AHanus PekomeHpaumnii nNo 1e4EHUIo
6eccmmnTOoMHOM rMNepypukemumn

Japanese Guidelines 2019

ACR 2020 Guidelines

Statement Definition of SUA =7.0mg/dL SUA =6.8mg/dL
hyperuicemia
Target to treat for Below 6 mg/dL Less than 6 mg/dL
gout
Asymptormatic Considering the use of ULA at SUA =9 mg/dL and Pharmacological treatment of asymptomatic

hyperuricemia
without complication

target to SUA <6mg/dL

Asymptormatic
hyperuricemia with
complication

Considering the use of ULA at SUA =8 mg/dL and
target to SUA <6mg/dL

beccumnTomHan
runepypukemmsa n Xbl1

Mcnonb3oBaTh ypaTCHMMKAOLLYO TEPANMIO
AnAa 3amenneHnAa CHUxXeHuna d)yHKLI,VIM noyek
y 60/1bHbIX C FTMnepypukemuen n 6oaesHAMN NoYeEK

Asymptormatic
hyperuricemia with
hypertension

The use of ULAs to improve life prognosis and
reduce the risk of CVD cannot be conditionally
recommended for hypertensive patients with
hyperuricemia

Asymptormatic
hyperuricemia with
heart failure

The use of ULAs to improve life prognosis and
reduce the risk of CVDs cannot be conditionally
recommended for patients with heart failure and
hyperuricemia

hyperuricemia is not recommended

Monb3a OT ypaTCHUKaloLen Tepanmm
npu 6eccMMnNTOMHON rMNepypuKemmm
elle He yCTaHOB/IeHa

ACR2020 Guidelines, 2020 American College of Rheumatology Guideline for the Management of Gout; CVD, cardiovascular disease; JGMHD 3
edition, Japanese Guideline on Management of Hyperuricemia and Gout, 3" edition; SR, systematic review; SUA, serum uric acid; ULA, urate-

lowering agent.

Circulation Journal
Circ J 2021; 85: 130-138
doi:10.1253/circj.CJ-20-0406




Hyperuricemia

3.1.20: There is insufficient evidence to support or refute
the use of agents to lower serum uric acid
concentrations in people with CKD and either
symptomatic or asymptomatic hyperuricemia in
order to delay progression of CKD. (Not Graded)

Implications for Clinical Practice and Public Policy

There is insufficient evidence to recommend the use of uric
acid lowering agents in asymptomatic individuals for the
specific purpose of delaying CKD progression. Further large
trials are required to better understand the potential benefit
of uric acid lowering for this purpose.

HepocratouHO AOKa3aTenbCTB A8 UCNO/b30BaHUA NpenapaToB
CHUKAIOLWMX YPOBEHb MOYEBOM KUCNOTbI Y 60/1bHbIX C CUMNTOMaMM U
6eccumnTOMHbIX 60/1bHbBIX € LLeNblo 3ameanuTb nporpeccuposaHue XbI

KDIGO 2012 Clinical Practice Guideline for the Evaluation and Management of

Chronic Kidney Disease. Kidney inter., Suppl. 2013; 3: 1-150.




Kaununyeckne pexomenaauun, 2020 r.
APTEPUAJIBHASA T'NITEPTEH3UA Y B3POC/JIBIX
Poccuiickoe kapanooruueckoe 001ecTBo

B TekcTte PekomeHpaauun HET ykazaHnm Ha Heob6xoAMMOCTb
MeANKaMEeHTO3HOW KOPpPEKLUU rMnepypuKkeMum

Pexomennanus: KommenTapmii:

BeinoJsiHsieTcs y Bcex nmanueHToB ¢ Al B cBsizH €
TEM, YTO YPOBEHb MOYEBOM KHUCIIOTHI ABJISICTCS
3HAYMMBIM NPOrHOCTHYECKUM (pakTOpoM npu Al
a TAaK)K€ HAJIMYMEM JIOKA3aHHOM CBA3U MEXKIY
TUIIEpypUKEMUEH U MOBBIIIECHHEM
CepAeYHO- COCYIMCTOI CMEPTHOCTH

Bcem manmmentaMm ¢ Al 1151 BLISIBJICHUSA
THIIePYPUKEMHUH PEKOMEHAYeTCH UCCae0BaHue
YPOBHSI MO4€BOii KHCJIOTHI B KPOBH




Kannnueckue PEKOMEH ALK

IToparpa

MK5B 10:M10.0/M10.1/M10.2/M10.3/M10.4/M10.9
lon yreepknenus (uactota nepecmotpa): 2018 (1 pas B 3 roga)

[D: KP251
URL

TTpodeccuonanbrble accouHalmm

e Acconmanms peBMaTo/Ioros Poccun

KommenTapmii. beccumnimomHas 2unepypuxemiis He NpupasHugaemcs
K _nodazpe. B_HACMosujee _6peMs_Hem_0QHHLLX, _00KA3bIBaI0UILX
HeoOXo0UMOCMDb  NPOBEOeHUsT  JIEKAPCINBEHHOIl  mepanuu 07
nodoepxcaHus y maxux NnaytleHmos Hopmoypuxemuu. B amom ciayuae
N0KA3aHA 1{eNIeco00pasHOCING Mepanii KoMopOUOHbIX 3aonesaniil,
Koppekuus nuueso2o pauuoHa u obpasa xu3Hu. IIpu HasHaueHuu
JeueHuss Oonee aQQekmusHa KOMOUHAUUS HEPAPMAKOI02UUECKUX 11
(apmakono2uueckux memodos, uem moHomepanus. Ilpu Ha3HaueHill



2016 updated EULAR evidence-based
recommendations for the management of gout

YpaTcHuKatowas Tepanms nokadaHa BCEM 601bHbIM € BNepBble
AVNArHOCTMPOBAHHOM NOAArpom y naumMeHToB Mmonoaoro so3spacta (<40 ner),
O4YeHb BbICOKMM YPOBHEM MOYEBON KMUCIOTbI (>480 MKMmonb/n) n (nnn)
KOMOpPOMAHOCTbIO (NnopaXkeHue noyvek, aptepuanbHana runepTteHsns, UBC,
cepaeyHas HegoCTaTOYHOCTb)

Llenesoli ypoBeHb MoO4YE€BOI KUCNOTbI < 360 MKMOANb/A, Yy 6ONbHbIX
C TAXKENbIM TedeHnem noaarpbl (Todycbl, XPOHMUYEKACA apTPONATUA, YaCTble aTaKK)
pekomeHayetcs < 300 MKMonb/n)

YpaTcHuKatowwas Tepanms A0/XKHA CTapTOBaTb C HU3KOM A03bl. Y 60/1bHbIX C HOPMa/ibHOM
bYHKUMEN NoYeK anionypuHoON — NepBas MHUA YPaTCHUKAIOLWEN Tepanuu,

HayanbHas go3a 100 mr/cyT, c yBennyeHmem yepes 2-4 Heaenn A0 AOCTUMNKEHUA
LLeN1IeBOro POBHA MOYEBOM KUCNOTbI. Ecaun LeneBor ypoBeHb He AOCTUIHYT, NEPENTU Ha
debykcoctat nnam benzbromarone ¢ nnm 6e3 annonypuHona, UCKAKYaA BONbHbIX C

CK® <30 ma/muH/1,73m2.

Richette P., Doherty M., Pascual E. et al.
Ann Rheum Dis 2017; 76:29-42



The British Society for Rheumatology Guideline for
the Management of Gout

Hui M. et al. Rheumatology 2017;56:e1-e20

dPebykcocTaT MOXKeT bbITb NCMNONb30BaH Kak anbTepHaTMBa ,

NpU HEeNepeHOCMMOCTU aNIoNYyPUHOIA AU NPU NOBPEXAEHUN MOYEK,

He NO3BOAET NOBbICUTb A403Y a/I/I0ONYPUHOAA ANA AOCTUKEHUA LLeNEeBOro
YPOBHSA MoYeBOM KMcnoTbl. HayaTtb ¢ A03bl pebykcocTata 80 mr/cyT, 1 ecau
HeobxoamMmo ysennuutb yepes 4 Hegenu Ao 120 mr/cyT A0 AOCTUMNKEHMUA
LLeNeBOro YpOBHA MOYEBOM KNC/OTbI

CrapToBble A03bl aN/I0NYPUHONA
B 3aBUcMMmoOCTU OoT CKD
(Stamp L.K. et al. Arthritis Rheumatol 2012:64:2529-2536

Estimated GFR Allopurinol

mi/min/1.73 mz starting S HayanbHana A03a annonypuHo/ia A0NXKHa
6bITb He 6onbe 100 mr/cyT y Bcex

<5 50mg/week 60nbHbIX M 50 mr/cyT HauMHana co ctagun 4

5-15 50mg twice weekly (B)

16-30 50mg every 2 days

31-45 50mg/day American College of Rheumatology Guidelines for

46-60 50mg and 100 mg on alternate days Management of Gout Arthritis Care Research

61-90 100 mg/day 2012;64:1431-1446

91-130 150 mg/day

=130 200 mg/day




Reduction of CVD complications

» CKD = TCVD risk
* Blood pressure systolic target < 120 mm Hg*®
- Consider BP target of < 130/80 mm Hg in kidney
transplant recipients
« Start lipiddlowering therapy:
= If CKD and age = 50 years, statin is recommended |
- If CKD and age 18—49 years, statin if known CAD,
. diabetes mellitus, prior stroke, or high ASCVD risk
| » Aspirin for secondary prevention unless
bleeding risk outweighs benefits

2021 lNo maTtepuanam
KoHpepeHunn KDIGO no paHHewn
ANarHoCcTuke n nevyeHuio Xbll

CHMXKeHne cepaeyHOo-CoCYaNCTbIX
OCNOXKHEeHUNn

 XbIN= TCC PUCK

* Uenesoe CAL <120 mm pT.CT.

- CAQ < 130/80 mm pT.CT. Y 6ONbHbIX
C TPAHCN/IAHTUPOBAHHOW MOYKOM

* HayaTb IMNUA-CHUMKAIOLLYIO
Tepanuio:

- XbIN n Bo3pact 250 net
PEKOMEHA0BATb CTAaTUHbI

- XbIN n Bo3pacTt 18-49 neT, cTaTUHbI
ecnn UBC, C[1, nepeHec UHCYAbT Uaun

BbICOKUI KapANOBACKY/IAPHbIA PUCK
(wkana ASCVD)

* AcCnupuH anAa BTOPUYHOM
NPOOUNAKTUKN, €CIN PUCK
KPOBOTEYEHUWN He NpeBbllaeT
NoNb3y

Shlipak M.G. et al. Kidney Int 2021;99:34-47




Slowing CKD progression and reducing
complications

* Treat high blood pressure:

- ACEi or ARB if ACR = 30mg/g or 3 mg/mmol

- Diuretic often required

- Dietary sodium < 2000 mg/d

* Type 2 diabetes - target HbA1c < 6.5% to

< 8.0%:

- For those with CKD and type 2 diabetes and
eGFR > 30, start SGLT2 inhibitor and
metformin

- If glycemic target not achieved with metformin
and SGLT2 inhibition, add GLP1-RA

* CKD complications testing:

- Anemia = evaluate if CKD G3-G5 and
Hb < 13 g/dl for men and < 12 g/dl for women
Treat iron deficiency first. Consider starting
erythropoiesis-stimulating agents (ESASs)
if Hb 9—10 g/dl (avoid Hb > 11.5 g/dl)

- Acidosis — correct to normal range using
bicarbonate supplementation if bicarbonate
< 22 mmol/l in CKD G3-G5

- CKD - mineral bone disease — CKD G3—G5
check calcium, phosphate, 25-OH vit D, and
intact PTH. Supplement vitamin D deficiency

¢ Influenza vaccination

* Pneumococcal and hepatitis B vaccination
in CKD G4-G5

* Screen for hepatitis C

3amegnuTtb nporpeccuposaHue XbIll
N NPeaoTBPATUTb OCNIOKHEHMNA

* JleyeHue apTepuasibHOM FTMNEPTEH3UN:

-nAMN® nnum 6PA ecam OAK > 30 mr/r

-[AnypeTnkun yacto TpebytoTtca

-HaTtpuit ¢ nuweit < 2000 mr/a,

« CAO 2 tuna- uenesoi HbAlc <6,500 < 8,0%:

- Mpu XBIMN 1 CA 2 Tuna n pCK® >30, iSGLT2
M meTtpopMuUH

- Echv uenesom HbAlc He AOCTUTHYT Ha meTdOopMUHE

M iSGLT2 po6asutb GLP1-RA

* [lnarHoctnposaTb ocnoXHeHunA XbI1:

- AHemus — obcneposatb, ecnun XbM 3-5 cT.,

nHb <13 r/an ana mykumH n < 12 r/an ana

KEHLWMH. BoccTaHOBUTL AedMUMT Kenesa.

PaccmoTpeTb 3pnTPONoa3 CTUMY/IPYOLWKME NpenapaTbl,

ecnn Hb 9-10 r/an (ucknoumts Hb > 11,5 r/an).

- Aumpos3 —KoppeKTMpoBaTb UCNO/b3ys BuKapboHaT, ecnu
6uKkapboHaT < 22 mmonb/n npu XBMN 3-5 cTraguit

- Mpwu XBMN 3-5 ctagnit onpeaenntb Kanbuuii, ocodar,
25-OH vit D, u uHTaKTHbIN PTH. BocnonHuTte aedununt
BUTammHa D.

* BaKuuHauuA NpPoTUB rpunna

* BaKuyumHauunAa npoTMB NMHEBMOKOKKA M renatnta B
npwn XbMN 4-5 craguin

*  CKpUWHWHI Ha renatut C

Shlipak M.G. et al. Kidney Int 2021;99:34-47




KnnHnueckue PEKOMEHTalTHH

Xponuueckas 00J1e3Hb mouek (XbII)

B TekcTe PekomeHaaumnit HET yKasaHuit Ha Heob6xoamMmocTb
MeANKAMEHTO3HOM KOppeKLuUn runepypukemmm

KoamnposaHue mo MexayHapoaHOH
CTATHCTHYECKOH KIacCH(pHKAIINN
Oome3Hel H MpodIeM, CBA3aHHEIX
co zmopoBeeM: NI18.1/N18.2/N18.3/N18.4/N18.5/N18.9 ¢ kogamu
OCIIOZKHEHHIT H aCCOLHHPOBAHHEIX COCTOAHHI (IIpH
Haauunn) Z49.0/749.1/7249.2/D63.8*/E87.2/E87.5/E21.1/
E83.3/ E83.5/E83.8/ N25.0/E89.2
Bo3pacTHas Ipyima: B3pOcCible

Dox yvreepxaennd: 2021 (mepecMoOTp Kazkable 3 roaa)

Pa3paloTuHK KIHHHYECKOH peKOMEH JallHH:

® AcconHanus He(ppoaoror



2021 ESC Guidelines on cardiovascular disease
prevention in clinical practice

2021 PekomeHaaumnu EBponenckoro obwecrsa KapanMonoros no npodpunakTuke
cepAevyHO-cocyamucTbix 3a6oneBaHnii B KIMHUYECKOU NPaKTUKe

Chronic kidney disease

e Hypertension, dyslipidaemia, and DM are prevalent among indi-
viduals with CKD and require a high-risk treatment strategy

approach.
e Risk management includes lifestyle, smoking cessation, nutrition,

sufficient RAAS blockade, target BP control, lipid management,

and—in established CVD—aspirin.
e A high value is placed on self-management education pro-

grammes and team-based integrated care in patients with DM,
CKD, and CVD.

HeT ynoOMUHAHMA O TMNEPYPUKEMUU U NEYEHUU TUTIEPYPUKEMNY
ANA NPodUNAKTUKM Pa3BUTUS CepaeUYHO-COCYaAUCTbIX 3ab6oneBaHUin
n XPOHUYECKOW BEOTIE3HWM NMOYEK

European Heart Journal (2021) 42, 3227—-3337



JleunTtb runepypukemumio?
CeroaHAa Henb3A cKasatb — [1A!

Therefore, while there are currently no robust data to support the
routine use of pharmacotherapy for all patients with asymptomatic
hyperuricemia, adequately powered, randomized, placebo-controlled
trials with appropriate selection criteria are needed to determine
whether specific patient groups could benefit from ULT.

...CErOHsI HeT YOeqUTEeJIbHBIX TAHHBIX, MOJAEPKUBAIONIUX PYTUHHOE HCIIOJIH30BAHUE
(papmakoTepanum y Bcex NAUEHTOB ¢ 0eCCUMIITOMHOM IMNePypPUKEMHUEH. ..

Russo E. Et al. J. Clin. Med. 2021, 10,
819:1-8



Association of Uric Acid-Lowering Therapy
With Incident Chronic Kidney Disease

PeTpocneKTuBHbIN aHann3 269 651 6onbHbIX , BO3pacT 57,4 £12,5 ner.

MNepunop c 1 oktabpsa 2004 no 30 ceHTAbpa 2006, Habntoganm ao 30 ceHTAbpa 2019
roaa.

CK® > 60 mn/muH/1,73m2, 6€3 anbbymuHypum

29 501 (10,9%) HayaTa Tepanus No NOBOAY rMNepypuKeMumn

240 150 (89.1%) ypaTcHMKatowWwas Tepanua He NPoBOAMAACS.

YpaTcHUXawwaa Tepanua 6bina accoumnposaHa C NMOBblILWWLeHUeM pUCKa
pa3sutua CK® <60 ma/munu/1,73m? (1,15; 95% AN 1.10-1.20, P<0,001)
nosassaeHuem anbbymunypum (1,05; 95% AN 1.01-1.09, P<0,001)

HO He C Ha4Ya/IoOM 3aMeCTUTEIbHOM noyeyHom Tepanum (0,96, 95%U 0,62-1,50,
P=0,87)

HebnaronpuAaTtHble novyeyHble 3dpdeKTbl Habntoganncb ToNbKO B rpynmne rae ypoBeHb
MOYEBON KNUCNOTbI Bbln HUXe 8 mr/an

Hassan W. et al. JAMA Netw Open. 2022 Jun; 5(6): e2215878.



A Non-purine Xanthine Oxidoreductase Inhibitor (TMX-0,49) Reduces
Albuminuria in Patients with DKD: A Randomized Controlled Trial
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Bakris G.L. et al. KIDNEY360 2: 1240-1250, 2021.
doi:https://doi.org/10.34067/KID.0001672021



BnusiHre MHTEHCHBHOTO CHUYKCHHSI MOYEBOM KMCIIOTHI IIPH COBMECTHOM
ucnonr3oBannu Verinurad n Febuxostat y 6ombabrx CJ] 2THmma ¢ runepypukeMuei u
anbOyMuHypueil. PaHgoMu3npoBaHHOE UCCIEIOBAHUE.

KomoOunamus Bepunypan (Verinurad)
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Heobxoanmo nu TectupoBaHme Ha Haanumne HLA-B*5801
nepepa Ha4ya/sIoM JiIe4eHMA aNN0NYPUHONOM?

B Kopee pacnpocTtpaHeHHOCTb 12,2%
B EBponemnckon nonynaumm —0,7%
(Lee K.W. et al. Tissue Antigens 2005;65:437-447).

B Kopee pekomeHayeTca TeCTUpoBaTb, 0CObeHHO nNpu Hannyumm XbI1

B ntobom ciyvae HaumHaTb ieyeHue annionypruHoOIOM pekomeHayeTca ¢ A03bl
50 mr/cyT, ecnmn CKO meHblie 60 ma/muH/1,73m?

PekomeHaaum no ob6A3aTenbHOMY TECTUPOBAHUIO B eBponenckon nonynaumm HET



3aKkn4YeHune

e HET ybeautenbHbix AaHHbIX 0 nonabze MEAUKAMEHTO3HOM
KOppeKumMn 6eccMMnTOMHON TMNEePYPUKEMUN C LIENBIO
NpeaoTBpaLLEHNA PAa3BUTUA UM 3aMeaNIEHUA NPOrpPeccMpoBaHmS
XPOHUYECKOM bonesHn novek

* [lpu atom, BCE 60nbHbIe ¢ XBI1 MMET BbICOKMM MU OYEHD

BbICOKMN CepaeYHO-COCYANCTbIN PUCK, KaK B 3TOM C/yyae
NPAKTUYECKOMY Bpady MTHOPMPOBATb POCCUMCKUMN « KOHCEHCYC NO
BEAEHUIO NALMEHTOB C rTMNEepypPUKEMMEN N BbICOKMM CEPAEYHO-
COCYAUCTbIM PUCKOM»?




Mnepypukemuma

HoBble BO3MOXHOCTU B JIeYeHUu
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Uric acid and sodium-glucose cotransporter-2
inhibition with empagliflozin in heart failure
with reduced ejection fraction: the
EMPEROR-reduced trial

Wolfram Doehner ® '#, Stefan D. Anker @', Javed Butler ©23, Faiez Zannad 6,

Gerasimos Filippatos’, Joio Pedro Ferreira™®, Afshin Salsali"®, Carolyn Kaempfers'g,

Martina Brueckmann'®"", Stuart J. Pocock'?, James L. Januzzi®,

and Milton Packer 2214

MoueBas KMUCNOTa U UHIMOUTOP HATPUMU-TIIOKO3HOTO
KOTpaHcnoptepa 2-ro Ttuna >SmnarnndaosvH npwu
cepaeyHOM HeAOoCTaTOYHOCTU CO CHUXXEeHHOU dpaKuuen
Bblbpoca: uccnegosaHme EMPEROR-Reduced

W. Doehner et al. European Heart Journal (2022) 00, 1-13
https://doi.org/10.1093/eurheartj/ehac320
OnybnunkoBaHo 05 Uionsa 2022
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OMnNarAM$pA03uUH 3HAUYUTE/IbHO CHUKaeT puck CC cmepTu u
rocnutasnsaumm no npuyumHe CH y naymeHtoB ¢ CHH®B u C42/6e3
CA2 (uccnegosanne EMPEROR-Reduced)

nepBMqHaﬂKOHeqHaﬂ
BTOpM‘-IHaFI KOHEeYHaA TOYKa

TOYKa
CC cmepTb 1 MepBasa n NOBTOPHbIE
M3meHeHUe yrna HaK/NoHa
rocnnuTaan3dauun rocnutaausauum no CK®
no CH CH (pasHuya c nnauebo 3a 1 rop)
N — N/
0 .D
v e
4 25% OP \ 30% OP +1.73 ma/mun/1.73 m?2
OP 0.75 (95% /A1 0.65, PREFAE5%\AN9.58, (95% AV 1.10, 2.37)
0.86) 0.85) p<0.001
p<0.001 AU |

CHH®B, cepaeyHas HeAoCTaTOMHOCTb CO CHUXKeHHOoM ppakumen Bbibpoca; CC, cepaedHo-cocyamnctan; CH, cepaeyHan
HegocTaTodHoCcTb; C12, caxapHbii anabet 2 Tuna; CKP, ckopocTb KNyboukoBon dpuabTpauum
Packer M et al. N Engl J Med 2020;383:1413



CHM)XXeHMe YPOBHA MOYEBOW KNUCNOTbl Ha amnarnngnosmHe
NO CPaBHEHMUIO C UCXOAHbIM YPOBHEM

CHUXKEeHMe MOYEeBOM KUCNOTbI Nocne
Ha4Yana Tepanumn amnarndi03MHOM
Habnopanock bbicTpo (T.e. yepes 4
Heaenun) U COXPaHANOoCh Ha
NPOTSAMKEHUM BCErO IeYEeHMUA
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PUCK cepaeyHO-cocyaucTbiX CObbITUIA B 3aBUCUMOCTU OT
YPOBHA MOYEBOM KUCNOTDI
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IMnNarnnudno3nH CHUXKAET PUCK KINHNYECKU
3HaYMMOro cobbiTna runepypmukemmun Ha 32%

Oxunpaeman YactoTta cobbiTuin (%)

N ¢ AaHHbIMM Ha
BU3UTE
MNnaue6o
AmnarnudpnosuH

W. Doehner et al. European Heart Journal (2022) 00, 1-13 https://doi.org/10.1093/eurheartj/ehac320
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BanaHue nHrmbutopa HaTpMn [1HOKO3a TPAHCNOPTEPOB Ha YPOBEHb
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1 oKkTAbpa 2021 roaa
ana dopeurn (ganarnndnosnHa) 3aperMcTpupoBaHO HOBOE NOKa3aHne

M 00459 -
X P 0 H M LI E c K A ﬂ B O I'I E 3 H b I'I Oq m 3/IPABOOXPAHENHA POCCUMCKOH OEJTEPALIHH
MHCTPYKIINA
110 MEJMITHHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOIO [IPEITAPATA
XpOH nyecKas 6on1e3Hb No4eK Y B3POC/ibIX SOFCHTA
nauneHToB C PUCKOM MNporpeccnmpoBaHnAa anAd
yMG HbLUEeHUs p UCKAa yCTO 1;’1 YMNBOTO CHUXEHUS Pernerpanmonmniii nomep: JIT1-002596
o Toprosoe nanmenoanme; Gopeira

p C KCDI Ha CTy NAEHNA TE p MWHa/IbHOU CTa lﬂl nn Menynapoanoe HenaTeHTOBANNOC HAMEHOBAHHE: JanarTH 03N
X p OHNYeCcKo [‘;] noyeyHo [\/’] He |£I|O CTATOUHOCTM , Jexapersermas dopma: Tabrerku, moKpbIThie mAER0YHOM 06on04Kol

CMEPTU OT cepaev4HO-CoOCyaAnUCTOoro 3aboneBaHuA
U TrocnmutTaan3aumu

[MpoTneBonokasaHme B 3aBMCMMOCTU OT pCKP
HegOCTaTOYHOCTH

* HapyweHune ¢pyHKUNM NoyeK npu pacyeTHon CKD (pCKD) <
25 ma/munn/1,73m? ( Ana Hayana Tepanuu

* TepmuHanbHaa CTaaMa XPOHUYECKOM NOYEYHOM
HeAO0CTaTOYHOCTU, TPpebyowan NnpoBeaeHMs AMannsa.

UHcmpykuusi no meduyuHCKoOMY rpuMeHeHUro fiekapcmeeHHo20 ripenapama ®opcuea. J1MN-002596 om 01.10.2021



1.

| (HH3 IPAD POCCN |
UHCTPYKLIS . 0013351 091 |
110 MEULIAHCKOMY TTPUMEHEHHIO JIEKAPCTBEHHOTO TPETAPATA J'

w COTJACOBAHO

JOKAPJIMHC* |

Pernctpaunonnoe yaocrosepenne: JI1-002735
Toprosoe nanvenopamne: JDKAPIUHC®
Meatynapo/soe HenaTeHTOBANHOE HANMEHOBAHNE: IMIArTH(IO3MH

Jlexapersennas opma: 1abIcTKH, HOKPBITBIC IIEHOYHOH 000104KOi

NPENAPAT OXAPAWHC 3APETMCTPUPOBAH B POCCUU ANA NEYEHUA CEPAEYHOMN

HEAOCTATOYHOCTU Y NALMEHTOB C CEPAEYHOW HEAOCTATOYHOCTbIO CO
CHUXEHHOW ®PAKLUUEN BbIBPOCAL

AXKAPAMHC noKaA3aH B3POCAbIM MALMEHTAM C CEPLAEYHOM
HEAOCTATOYHOCTbIO (QOYHKLIMOHAAbHbIE KAQCCHI II-IV Mo KAaccmdomkaLmm
NYHA) 1 CHUXEHHOM dopaKLMEN BbIOPOCA, C MAM BE3 CAXAPHOro AMabeta
2 TMnNaA:
*  AAS CHIDKEHUI PUCKA CEPAEYHO-COCYAMCTOM CMEPTU U
[OCTMUTAAM3ALLMK MO NMOBOAY CEPAEYHOM HEAOCTATOYHOCTM;
*  AAfl 3MEAAEHUS CHUXKEHUA CPYHKLUU NoYeK

MHCTRYKLMA MO NPUMMEHEHMIO AEKAPCTBEHHOIO Npenapata AxapamHc Al-002735



MHCTPYKILIMA
[10 MEJULIMHCKOMY TTPUMEHEHHUIO JIEKAPCTBEHHOI'O ITPETIAPATA
JOKAPJIUHC®

Perncrpannonnoe yaocrosepenue: JI[1-002735
) TTACORAH

Toprosoe naumenosanue: JDKAPJJUHC™ _ | gidsl 13

MC)KI]}’H&[)OIIHOC HEINIATCHTOBAHHOC HAHMCHOBAHHC! 'BMHal"IIH(I)JIO?»HH

CeppeyHana HeAOCTAaTOYHOCTDb

lNpenapaT NnoKasaH B3pocabiM naymeHTam ¢ XCH
(pyHKUMOHanbHbIe Knaccbl |I-IV no knaccnoumkaunm NYHA)

He3aBMCUMO OT PppaKLMK BbIGPOCa NeBOro Kenyaouka,

c uam 6e3 CQl ANA CHUXKEHUA PUCKa CEPAEUYHO-COCYAMNCTOM
CMepPTU U rocnNuTann3aLmnm No NoBoay cepaeyHon HegoCTaTOYHOCTH.
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