Xastamda hiperurikemiya var...




Hiperurikemiya nadir??

» Purinlarin son pargalanma mahsulu olan sidik turgusunun ganda migdarinin
artmasi

» (Qanda konsentrasiyasinin >6.5mg/dl olmasi daqnostik sayilir

» Kristal saklinda toxumalarda, xiisusan oynaglarda yigilmasi - podaqra inkisafi

» Umumi populyasiyanin 5%ni, hospitaliza xastalarin 25%ni ahata edir

» JCARE-CARD Registrina gora ambulator UG xastalarinin 56%-da ST>Tmg/dL-dir

» Sidik tursusunun sintezinin artmasi va/va ya tahrif olunmus ifrazi ila slagadardir



Patogenez

» Sidik tursusu sintezinin yuksak olmasi - kardiovaskulyar xastaliklarla alagalidir

» ST - un endotel va miokarda daxil olmasi oksidativ proseslari artirir, kardiak
disfunksiyaya sabab olur

» NO sintezini azaldir - vazokonstriksiyaya sahab olur

» Hiperurikemiyaya bagli iltihabi proses kardiovaskulyar xastaliklarin, iirak
gcatismazligi artmasi ila alagalidir



Hiperurikemiya va kardiovaskulyar xastaliklar
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Calismalar na deyir??

» Lehina:

MRFIT trial
Rotterdam study

» dleyhina;
Framingham Heart study
ARIC study



Hiperurikemiya va iirak gatismazligi

» NYHA-a gira yiiksak UG simptomlari

» Fiziki harakat tolerantliginin agagi olmasi

» Durgunlugq alamatlarinin yiiksak olmasi

» Dusuk urak funksiyasi

» Ham patogenezinda rol oynayir, ham agirlasdirir

» Metanaliza asasan ST - un Img/dl artmasi UG inkigafini 19%, har
sahabli olum riskini 4% artirir



Hiperurikemiya va UG arasinda asililig -

metaanalizda
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Hiperurikemiya va UIX

» Lazzeri et al. - STEMI ila miiraciat edan va HU olan xastalarda xastaxanadaxili
oliim riski yuksakdir

» 5000 pasienti ahata edan kohort ¢alismasinda PCl icra edilan xastalarda 1illik
oliim faizi yuksak gostarilmisdir

» ST - un ¢ox olmasi LDL-x saviyyasinin yuksak olmasi ila musahida olunur -
ateroskleroz yaranmasinin inkigafini artirir



Hiperurikemiya mualicasi - Kardioprotektiv tasir

Ksantin oksidaza inhibitorlari - allopurinol, oksipurinol,
febuksostat

» Antioksidant tasir
» Metabolik profilin yaxsilagmasi
» Allopurinol ilk secim preparati



Allopurinol va UG simptomlarina tasiri

Allopurinol reduces B-type
natriuretic peptide
concentrations and
haemoglobin but does not
alter exercise capacity in
chronic heart failure
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Figure 4 Effect of allopurinol on total cholesterol in patients with CHF.

Data are mean (SEM). *p<0.05.
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Figure 2 Effect of allopurinol on treadmill performance of patients with
CHF. Data are mean (SEM). NS, not significant.
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Allopurinol va UG simptomlarina tasiri

Echocardiographic Paramelers, Histomorphomelric Analysis, Blood Pressure, and

» Allopurinol Attenuates Left Ventricular Remodeling and e
Dysfunction After Experimental Myocardial Infarction A New :

LY-PW,;,, mm 05004 06003t 05+002§

Action for an Old Drug? -sicanlar iizarinda aparilmis caismadir i

Histomorphometrc analyss

Mean infarct sre % NA 41.9=55 460=38
Myocyte CSA, uny’ 25812 543.1=84.1" 31342872
LY weigithody woight, mg'g 36200 52:0.2° 442028

Biood pressure, heart 1ate
Systolic blood pressure, mm Hg (n-12-22}

Mi sonrasi LV dilatasiyas, hipertrofiyas, interstisial fibroz yaranmasina miishat tasir

. . . . Postop, day 1 1072 103=3 1064
- LV remodelling prosesina mushat tasir
Fostog, day 5 10842 110=3 108=5
Postop, day 7 11023 110=4 10523
Postog, day 10 1093 1104 05
Postop, day 14 11023 110=4 1044
Heart mbe, bpm 606 119 62418 673295

LV-PW,, ndcates LV pastenor wall end-disstolc  diaxeter; NS, migrvestnodsr septum
and-dastolic dlameter, CSA, cross-sectional area: and N'A, not appticable. Al other abbreviations are
08 defimed o text

‘P00 vs sham; 1A<0.06 vs sham: $£<001 vs ML, 5P<005 vs MI



Ksantin oksidaza inhibitorlar ve UG simptomlarina

tasiri

» Impact of Oxypurinol in
Patients With Symptomatic
Heart Failure Results of the

OPT-CHF Study

Table 1 Baseline Characteristics

Placebo Oxypurinol
(n = 202) (n = 203)
Age, yrs (mean = SD) 65 = 13 64 = 13
Male gender (%) 70 76
Race (%)
Caucasian 80 75
Black is 20
NYHA functional class Il (%) 96 96
LVEF (mean = SD) 27.7 - 134 253 =131
EMWT (m) 278 = 123 257 = 118
Medication use (%)
Diuretics as 95
ACE inhibitor 75 T2
ARB 19 25
Beta-blocker 90 a3
Carvedilol 83 84
Digoxin 56 54
Spironolactone 34 36
Nitrates 33 33
Etiology (3%)
Ischemic 609 611
Idiopathic 228 202
Hypertensive 59 74
Entry criteria (%)
Hospitalized 698 683
ER visit 243 252
New HF medication 448 452
On T ions (%) 99.0 99.5
Median (25th to 75th quartile) SUA
(mg/dl)
Overall 7.8 (6.4-92) 7.9 (6.4-9.8)
SUA <95 71 (59-83) 7.0 (6.0-8.0)
SUA =95 10.6 (9.9-11.6) 11.4(103-125)
Mean (25th to 75th quartile) BNP
(pg/ml)
Overall 186 (73-402) 234 (81-464)
SUA <95 177 (68-403) 187 (66-422)
SUA =95 225 (80-392) 326 (140-564)
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m Impact of Oxypurinol on SUA

Serum uric acid (SUA) was measured at monthly intervals throughout the
6-month follow-up period. As depicted, oxypurinol effectively lowered SUA by
approximately 2 mg/dl, and this effect was evident within 1 month of therapy.
*Indicates p < 0.0001 versus placebo and is based on a repeated measures
mixed model with baseline as a covariate and change from baseline as the
dependent variable.
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Ksantin oksidaza inhibitorlar ve UG simptomlarina

tasiri

m Quality of Life and Clinical Status Outcomes
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I Secondary and Tertiary Clinical Events

Hazard Ratio
(95% CI)* p Valuet

Secondary end points
All-cause death
CV death

All-cause hospitalization

HF hospitalization
Tertiary end points

CV death/HF
hospitalization

ER/office visit (HF)

1.7(0.6-4.7) 0.2906
21(0.6-6.9) 0.2267
1.2(0.8-1.7) 0.3405
1.8(0.9-3.3) 0.0763

1.8(1.0-3.1) 0.0546

2.0(0.6-6.7) 0.2426

ir:CB 8 Components of Primary End Point (ITT Population)

Placebo Oxypurinol
(n = 202) (n = 203) p Value
Improved 91(45.0%) 88(43.3%) 0.4211
NYHA and PGHFCS improved 28 35
NYHA improved 36 22
PGHFCS improved 27 31
Unchanged 72(35.6%) 65 (32.0%)
NYHA and PGHFCS unchanged 72 65
Worsened 39(19.3%) 50 (24.6%)
CV death 4 8
Hospitalization/ER/ office visit for HF 18 29
Use of new medication for HF 3 ik
Discontinuation due to HF — 1
NYHA worsened —_ 1
PGHFCS worsened 4
Lost to follow-up 6
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Ksantin oksidaza inhibitorlar ve UG simptomlarina

tasiri

Impact of Oxypurinol in
Patients With Symptomatic
Heart Failure Results of the

OPT-CHF Study

LR Components of the Primary End Point Within SUA Subgroups (ITT Population)

SUA =9.5 mg/dl

SUA <9.5 mg/dl

Placebo Oxypurinol Placebo Oxypurinol
(n = 48) (n = 60) p Value (n = 152) (n = 142) p Value
Improved 16 (33%) 31 (52%) 0.1270 74 (49%) 57 (40%) 0.0720
NYHA and PGHFCS improved 7 9 21 26
NYHA improved 4 6 31 16
PGHFCS improved 5 16 22 15
Unchanged 20 (42%) 16 (27%) 51 (33%) 48 (33%)
NYHA and PGHFCS unchanged 20 16 51 48
Worsened 12 (25%) 13 (22%) 27 (18%) 37 (26%)
CV death 3 2 1 6
Hospitalization/ER/office visit for HF 3 9 15 20
Use of new medication for HF — — 3 1
Discontinuation due to HF —_ —_ —_ 1
NYHA worsened —_ 1 —_ —
PGHFCS worsened — 4 -
Lost to follow-up 1 4 5




Allopurinol va UG simptomlarina tasiri

» Cappola TP, Kass DA, Nelson GS et al (2001) Allopurinol improves myocardial efficiency in patients with
idiopathic dilated cardiomyopathy. Circulation 104:2407-2411

» Cingolani HE, Plastino JA, Escudero EM et al (2006) The effect of xanthine oxidase inhibition upon
ejection fraction in heart failure patients: La Plata Study. J Card Fail 12:491-
498. https://doi.org/10.1016/j.cardfail.2006.05.005

» Engberding N, Spiekermann S, Schaefer A et al (2004) Allopurinol attenuates left ventricular
remodeling and dysfunction after experimental myocardial infarction: a new action for an old drug?
Circulation 110:2175-2179. https://doi.org/10.1161/01.CIR.0000144303.24894.1C



https://doi.org/10.1016/j.cardfail.2006.05.005
https://doi.org/10.1016/j.cardfail.2006.05.005
https://doi.org/10.1161/01.CIR.0000144303.24894.1C

Podagra kaskinlagmasi zaman istifada
olunan preparatlar

» 0SI3P - U xastaliklarinin dekompensasiyasina yol acir
Ham olum faizini, ham da hospitalizasiyani artirir
Istifadasi arzuolunan deyil

» Kolxisin - kaskin fazada an zararsiz, hatta UG simptomlarim azaldan preparat

» Qliikokortikoidlar - UG simptomlarini artirir
Dekompensasiya ehtimali yuksalir

Dozadan asli olaraq risk artir

Oral deyil, yerli istifada nazars alinmali

Terapiyanin qisamiiddatli va agagi doza ila aparilmasi uygundur



Diuretiklar va hiperurikemiya

» Uzunmuddatli tiazid va ilgak diuretiklari gabul edanlarda ganda ST
migdarinin yuksalmasi

» Kisilarda daha gox
» Hiperurikemiya mualicasi talab eda bilar



Allopurinol va kardiovaskulyar xastaliklar

ALL-HEART trial

Primary outcome: Non-fatal M,
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Hiperurikemiya va SGLT2 inhibitorlari

Uric Acid and SGLT2 Inhibition With )
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Umumilasdirsak

» Hiperurikemiya UC insidensini, hospitalizasiya, dliim faizini artirmasi barada farqli
fikirlar movcuddur

» Hiperurikemiya miialicasi UG xastalarina miishat tasir gdstara bilar

» Natica olarag, hiperurikemiya bir xastalikdir va mualica talab edir



Diggatiniza gora tagakkur ediram!
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