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CV Events: MAPEC Study

n=1186, 255 events, 12,073pye = 2.1%/y

Probability of event-free survival
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09} 2156 pacient(
Adjusted relative
risk 0:33 [95% ClI
0-19-0-55]

08

= All medications on awakening
=== >| medications at bedtime

Log-rank = 54.0; p<0.001
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o Duration of follow-up (yrs)
No. at risk
Awakening 1084 928 676 478
Bedtime 1072 955 707 558

Chronobiol Int 2010;27:1629-51 (Sept 2010)



Studie Hygia Chronotherapy

A # events
-o- Total events: 0.58 [0.54-0.62], P<0.001; 3246
- Total CVD events: 0.57 [0.53-0.62], P<0.001; 2454
—o— CVD-outcome: 0.55 [0.50-0.61], P<0.001; 1752

s Stroke: 0.51[0.41-0.63], P<0.001; 345
—— Coronary events:  0.56 [0.49-0.64], P<0.001; 885
—S— Cardiac events: 0.57 [0.51-0.63], P<0.001; 1406
—— Minor events: 0.60 [0.52-0.69], P<0.001; 847
Bedtime better | Awakening better
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Adjusted HR

European Heart Journal (2020) 41, 4565-4576

19084 pacientu

Adjusted hazard
ratio 0-55 [95% ClI
0-50-0-61]
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TIME Study

* |s evening dosing of antihypertensives prescribed in

usual care superior to morning dosing with respect to
cardiovascular outcomes?

* Primary endpoint: time to first occurrence of

hospitalised MI, hospitalised stroke or cardiovascular
death

* Prospective Randomised open label Blinded
Endpoint (PROBE) design decentralised trial




A Decentralised Trial
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Procedures

* All screening, consent, randomisation, and
follow-up were performed through an online
study portal and by email.

* Consenting participants were randomised (1:1)
to take their usual prescribed antihypertensive
therapy in the morning (6am-10am) or the
evening (8pm-midnight)
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DUNDEE

Study Portal

< Antihypertensive Study

call us free on: memo

0800 917 3509 hrc

For maere Information about the Medicines Menitoring Unit or any of our other studies - Click here.

Tive Stupy TRIAL (PILOT PHASE)

The Medicines Monitaring Unit at the University of
Dundee is running a large study, manitoring and
comparing evening dosing of antihypertensive
therapy with conventional meorning dosing. If you
take antihypertensive medication you could help us
with this study.

We would like to change the time that some
patients take their hypertensive medication, from
morning to evening and vice versa, We would like to
follow up bath sats of patients as a comparison

group.

To take part, first view the information sheet about
the study. If you have any guestions you can call us
free on DBOO 917 3509. Please register for the Time
Study trial using the registration form on the right
of the screen.

If you'd like to know more about the Medicines
Monitering Unit, or other trials that we are running

please visit us at; www.dundes.acuk/memo/

REGISTER TODAY!
Enter your email o
Choose & password o

Carfirm password

o) Register

ALREADY REGISTERED?

Login Here
Email

Fassword

Forgot password () submtt
orgot passwort R

Medicines Monitoring Unit. Ninewells Hospital & Medical School
Telephone: 01382 632575 or Freephone: 0800 917 3509 or Email: info@timestudy.co.uk

EHS



Zarazeni pacienti

24610 patients registered and
prescreened for eligibility

2503 ineligible

h 4

h 4

22107 met eligibility criteria

Randomizovani k rannimu nebo vecernimu uzivani své stavajici
antihypertenzni terapie

21104 randomly assigned to
treatment groups

-

4

1003 did not complete consent process

A 4

10503 assigned to evening dosing

10601 assigned to morning dosing

¥

21104 randomly assigned to
treatment groups

Lancet 2022; 400: 1417-25.

>

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

h

h

>

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

4

10503 included in the primary analysis |[4--

10601 included in the primary analysis [4--

529 withdrew consent for all follow-up*

318 withdrew consent for all follow-up*

P 437 died P 134died
v v
9537 completed the study 9849 completed the study
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Cumulative Recruitment
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Statistics

*631 subjects with a first primary
endpoint to detect 20% superiority of
evening compared to morning dosing

with 80% power



Endpoint capture and adjudication

Participant
and other
reported
possible
endpoints

Reviewed by study
doctor, duplicates
removed potential
endpoints identified
Record linkage
possible endpoints

5,301 3,386

Administrator
contacts GP/hospital
for medical records

Study Doctor reviews
endpoint package and
sends to endpoint
committee

Endpoint committee
adjudicates
endpoints according
to charter

12



Baseline Demographics

Mean 65.1 65.2 65.0
Range (19.5-95.3) (19.5-95.3) (19.9-94.4)
Male % 57.5 57.5 57.5
BMI Mean 28.4 28.4 28.4
Current smoking Mean % 4.2 4.3 4.1
Diabetes Mean % 13.8 13.9 13.5
Impaired Renal Mean % 3.4 3.5 3.3
Prior CVD Mean% 13.0 12.9 13.0

BP Mean 135/79 135/79 135/79
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Mean (95%C1) Moming SBP (mmHg)
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Withdrawals/Adherence to dose time

* Withdrawal of consent:
* 318 (3.0%) morning v 529 (5.0%) evening.
* Reported non-adherence at any time:
* morning 2384 (22:5%), v evening 4091 (39:0%), Chi
sq P<0.0001).
* Last known non-adherence:
* Morning 750 (7-5%) v evening 2084 (21-8%)




Adjudicated Endpoints

*752 subjects with an adjudicated
first primary endpoint



Primary Endpoint
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The primary composite endpoint
was vascular death or
hospitalisation for non-fatal
myocardial infarction or non-fatal
stroke

Median follow-up was 5:2
years (IQR 4-9-5-7)

Number at risk

Morning 10601 10431 10262 10075 9905 6527 533 175 154 85
Evening 10503 10156 9988 9776 9591 6271 529 184 166 101

Follow up time (Years)

10
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Forest Plot: Primary EP by Baseline Factors
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Secondary EPs
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Nezadouci

Evening Morning Between-group
dosinggroup dosinggroup difference
(n=9574)* (n=10054)*  (95% Cl)t
Dizziness or light- 3511 (36-7%) 4007(39-9%) -3-2% (-4-6t0-1-8)
headedness
Excessive visitsto 3825 (40-0%) 3660 (36-4%) 3-6%(2-2to0 4-9)
the toilet during
the day or night
Sleep problems 4017 (42-0%) 4125 (41-0%)  0-9% (-0-5t0 2-3)
Upset stomachor 2639 (27-6%) 3050 (303%) -2-8%(-4-1to-1.5)
indigestion
Diarrhoea 1803 (18-8%) 2170 (21-6%) -2-8% (-3-9to-1-6)
Feeling generally 3079 (32-2%) 3311(32-9%) -0-8% (-2-1t00:6)
less well
Muscle aches 3724 (38-9%) 4352 (433%) -4-4% (-5-8t0-3-0)
Other (not 2970 (31-0%) 2686 (267%) 4-3% (3-0to5-6)
specified)

Lancet 2022; 400: 1417-25.

ucinky

Numbers reported are the number of participants who indicated that they had
experienced each prespecified symptom. *Number of participants who submitted
at least one completed study follow-up form. fDifference in percentage: evening
dosing group minus morning dosing group.

Table 3: Prespecified adverse events (symptoms) in safety analysis
population (n=19 628)
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Zavery
Ve studii TIME se nelisil vyskyt kardiovaskularnich

prihod ani nezadoucich prihod u pacientu,
uzivajicich antihypertenziva rano nebo vecer

Pacienti mohou antihypertenziva podavana

jednou denné uzivat tehdy, kdy jim to vice
vyhovuje a kdy vnimaji méné nezadoucich ucinku
lécby

Lancet 2022; 400: 1417-25. ﬁibm&”dlcg
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