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Klinicke studie podporujici pfinos z antihypertenzni 1€¢by uzivaji primarné ranni
davkovani 1éku

V duisledku diurnalni variability TK klesa v no¢nich hodinach (dipping fenomen),
nasleduje vzestup v rannich hodinach

KV piihody jsou zvySeny u osob, u kterych chybi pokles TK v no¢nich hodinach
Ranni vzestup TK je spojen s vyssim vyskytem KV piihod
Vecerni davkovani antihypertenziv bylo navrhovano potencialné€ u€innéjsi pro

normalizaci diurndlniho rezimu, snizeni TK v prab¢hu 24 hod. a v prevenci KV
piihod
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The Treatment in Morning versus
Evening (TIME) Study

®* PROBE design (prospektivni, randomizovana, oteviena studie se
zaslepenymi end-points)



Cardiovascular outcomes in adults with hypertensionwith ~ @™k ®
evening versus morning dosing of usual antihypertensives in
the UK (TIME study): a prospective, randomised, open-label,
blinded-endpoint clinical trial
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Summary

Background Studies have suggested that evening dosing with antihypertensive therapy might have better outcomes Lancer 2022; 400: 1417-25
than morning dosing. The Treatment in Morning versus Evening (TIME) study aimed to investigate whether evening  published online
dosing of usual antihypertensive medication improves major cardiovascular outcomes compared with morning October11 2022

. . . " . . https://doi.org/10.1016/
dosing in patients with hypertension. S0140-6736(22)01786.X

Lancet 2022:400:1417-25



Cil studie

® Zjistit, zda veCerni davkovani antihypertenznich
I¢ku snizi vyskyt velkych KV piihod ve
srovnani s rannim davkovanim



TIME study

Primarni sledovany parametr (Primary outcome)

e Umrti z vaskularnich pfi¢in nebo hospitalizace pro nefatalni IM a nefatalni

CMP

Sekundarni sledovany parametr (Secondary outcome)

Hospitalizace pro nefatalni IM, nefatalni CMP, imrti z vaskularnich pficin,
celkova mortalita, hospitalizace nebo umrti pro méstnave srdecni selhant,
adherence k Ié¢ebnému rezimu (rano/vecer), piedem specifikované
nezadouci u¢inky hlaSené pacientem (pady, fraktury a ostatni), hospitalizace
pro glaukom

Lancet 2022:400:1417-25



TIME Study

24610 patients registered and
prescreened for eligibility

-

2503 ineligible
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22107 met eligibili

ty criteria
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1003 did not complete consent process

y

21104 randomly assigned to
treatment groups

-

10503 assigned to evening dosing

y

h

10601 assigned to morning dosing

2084 had evidence of non-adherence
at last follow-up visit

™

750 had evidence of non-adherence
at last follow-up visit

10503 included in the primary analysis

h

y

- -

10601 included in the primary analysis

-

S29withdrew consent for all follow-up*

318 withdrew consent for all follow-up*

> 437 died > 434 died
¥ v
9537 completed the study 9849 completed the study

Lancet 2022;400:1417-25



Vstupni charakteristiky pacientu
TIME Study

Vecerni davkovani Ranni davkovani
n=10503 n=10601

Vék, roky 65,0+9,3 65,2+9,2
Muzi/zeny, % 57,5/42,5 57,5/42,5
Bila rasa, % 90,2 90,8
Soucasné kuractvi, % 4,1 % 4,3 %
STK, mm Hg 135+13.,3 134,8 £ 13,3
DTK, mm Hg 79,1 +£9,2 78,8 +9,3

BMI, kg/m? 28,4+ 4.8 28,4+ 4,9



Vstupni charakteristiky pacientu
TIME Study

Vecerni davkovani Ranni davkovani
n=10503 n=10 601

AP vyZzadujici med. Lécbu, % 2,9 3,2




Vstupni charakteristiky pacientu
TIME Study

Vecerni davkovani Ranni davkovani
n=10503 n=10601

Diabetes, % 12,9 13,3
Asthma bronchiale, % 10,0 9,8

Artroza/artritida, % 6,5 6,9

ZhorSeni renalnich funkci, % 3,1 3.3

CHOPN, % 3,0 2,8
Antihypertenzni medikace,
hodet léki 122 15




Kumulativni riziko primarniho sledovaného
parametru

10{7, — Morning dose
¢ Evening dose
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Unadjusted hazard ratio 0-95 (95% C10-83-1-10); p=0-53
0 | T T T T T T T T T
0 1 2 3 4 5 6 7 g8 9 10
Number at risk Follow-up time (years)

Morning dose 10601 10431 10262 10075 9905 6527 533 175 164 85 o
Evening dose 10503 10156 9988 9776 95901 6271 529 184 166 101 o
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Zavéry

® Vecerni davkovani obvyklé antihypertenzni medikace nebylo
spojeno s rozdilnym vyskytem sledovanych KV ptihod ve
srovnani s rannim davkovanim

® Pacientiim je mozno doporucit, aby uzivali svou
antihypertenzni lIéCbu pravidelné v dobé€, ktera jim vyhovuje
(). rdno nebo vecer), aby se minimalizovaly nezadouci ucinky



