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Early Versus Delayed Non-Vitamin K Antagonist Oral Anticoagulant Therapy After
Acute Ischemic Stroke in Atrial Fibrillation (TIMING): A Registry-Based Randomized
Controlled Noninferiority Study
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After Acute Ischemic Stroke in Atrial Fibrillation (TIMING): A Registry-Based
Randomized Controlled Noninferiority Study.

Oldgren J, Asberg S, Hijazi Z, Wester P, Bertilsson M, Norrving B; National TIMING Collaborators.
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Sep 6.

PMID: 36065821 Free PMC article. Clinical Trial.

We aimed to investigate the efficacy and safety of early versus delayed initiation of NOAC in these
patients. METHODS: TIMING (Timing of Oral Anticoagulant Therapy in Acute Ischemic Stroke
With Atrial Fibrillation) was a registry-based, r ...
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1)Early recurrent embolism associated with nonvalvular atrial fibrillation :Stroke;14:688-93
2)Dual Antithrombotic therapy increases severe bleeding events in patients with
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Intervention DOAC¥E (=4days) n=450

Comparison DOAC¥:5 (5-10days) n=438
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Table. Baseline Characteristics (Table view)

Drugs on admission, n (%)
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Antihypertensives 333 (74.0) 338 (77.2)
Variable Early start (n=450) | Delayed start (n=438) | Statins 155 (34.4) 172 (39.3)
Mean age, y (SD) 78.4 (10.1) 78.3(9.7) Antiplatelets
Female sex, n (%) 207 (46.0) 203 (46.3) Single 100 (22.2) 93 (21.2)
Risk factors, n (%) Dual 3(0.7) 3(0.7)
Atrial fibrillation* None 347 (77.1) 342 (78.1)
Previously known 223 (49.6) 213 (48.6) Non-vitamin K antagonist oral anticoagulant
Diagnosed on admission 227 (50.4) 224 (51.1) Aplxaban B2139) A(1-2)
Prior stroke or transient ischemic attack Debigaran 1812 1352
: Edoxaban 0 (0.0) 2(0.5)
Prior stroke 79 (17.6) 76 (17.4) Rivaroxaban 16 (3.6) 20 (4.6)
Prior transient ischemic attack 36 (8.0) 26 (5.9) Warfarin 31(6.9) 34 (7.8)
Diabetes 81(18.0) 91 (20.8) Mean initial international normalized ratio (SD) 2.07 (0.68) 1.86 (0.50)
Active smoking 41(9.1) 30 (6.8) National Institutes of Health Stroke Scale score on admission
Activities of daily living-independent before stroke, n (%) 412 (91.6) 408 (93.2) Mean (SD) 6.2 (5.8) 5.9 (5.9)
Living conditions before stroke, n (%) Median (interquartile range) 4 (2-9) 4 (2-8)
Own home without assistance 367 (81.6) 363 (82.9) Score missing, n (%) 47 (10.4) 48 (11.0)
Own home with assistance 61 (13.6) 52 (11.9) Acute reperfusion therapy, n (%)
Nursing home 22 (4.9) 22 (5.0) Thrombolysis 132 (29.3) 120 (27.4)
Thrombectomy 65 (14.4) 56 (12.8)




Primary Outcome (¥8%) : Intervention 6.89% VS Comparison 8. 68%
Secondary QOutcome

i ZEE H . ntervention 3.11% VS Comparison 4.57%

fE (& TEEEZ= A H :  Intervention 0% VS Comparison 0%

ST . ntervention 4.67% VS Comparison 5. 71%
| e e
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Favors early start Favors delayed start

Figure 2. Risk difference in the primary composite outcome for early vs delayed initiation of NOAC
at 90 days. Primary outcome was a composite of ischemic stroke, symptomatic intracerebral hemorrhage,
or all-cause mortality. Primary hypothesis testing for noninferiority at an absolute 3% margin, and secondary
hypothesis testing for superiority. NOAC indicates non—vitamin K antagonist oral anticoagulant.
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Variable Early Delayed OR (95%CI) p-value
Subgroup Events/n (%) Events/n (%) Early vs Delayed Interaction

Age
18-64 1/49 (2.0%) 1/39 (2.6%) - _— 0.79 (0.05-13.07) 0.630
65-74 4/95 (4.2%) 2/105 (1.9%) —_— 226 (0.41-1265)
75-84 13/190 (6.8%) 16/178 (9.0%) A ERE 0.74 (0.35-1.59)
>84 13/116 (11.2%) 19/116 (16.4%) —_— 0.64 (0.30-1.38)

Sex
Female 13/207 (6.3%) 23/203 (11.3%) —— 0.52 (0.26-1.07) 0.116
Male 18/243 (7.4%) 15/235 (6.4%) — 1.17 (0.58-2.39)

Atrial Fibrillation
Newly detected 9/227 (4.0%) 15/224 (6.7%) o I 0.58 (0.25-1.34) 0.398
Previously known 22/223 (9.9%) 23/213 (10.8%) 0.90 (0.49-1.68)

Diabetes
No 23/369 (6.2%) 28/347 (8.1%) —l—— 0.76 (0.43-1.34) 0.784
Yes 8/81 (9.9%) 10/91 (11.0%) + 0.89 (0.33-2.37)

Prior Stroke or TIA
No 22/349 (6.3%) 27/347 (7.8%) o 0.80 (0.44-1.43) 0.839
Yes 9/101 (8.9%) 1191 (12.1%) S 0.71 (0.28-1.80)

Antihypertensives on admission
No 6/148 (4.1%) 7/128 (5.5%) S e 0.73 (0.24-2.23) 0.867
Yes 25/302 (8.3%) 31/310 (10.0%) — 0.81(0.47-1.41)

Antithrombotics on admission
None 13/230 (5.7%) 13/225 (5.8%) —?— 0.98 (0.44-2.16) 0.124
Antiplatiets only 4/99 (4.0%) 10/94 (10.6%) —_— 0.35(0.11-1.17)
Any NOAC 13/90 (14.4%) 9/85 (10.6%) —-‘l-l—— 1.43 (0.58-3.53)
Warfarin 131 (3.2%) 6/34 (17.6%) - 0.16 (0.02-1.37)

NIHSS on admission
C 3 9175 (5.1%) 101176 (5.7%) 0.90 (0.36-2.27) 0649
4-5 2/62 (3.2%) 564 (7.8%) - 0.39 (0.07-2.11)
6-10 7/80 (8.8%) 10177 (13.0%) e 0.64 (0.23-1.78)
1 15 5/44 (11.4%) 5/36 (13.9%) — 0.79 (0.21-2.99)

-)15 5/42 (11.9%) 2/37 (5.4%) e . ey S— 2.36 (0.43-12.99)

Reperfusion
None 19/289 (6.6%) 29/286 (10.1%) —l— 062 (0.34-1.14) 0.103
Thrombolysis (only) 4/96 (4.2%) 7/96 (7.3%) e 0.55(0.16-1.95)
Thrombectomy 8/65 (12.3%) 2/56 (3.6%) -ty 3.79(0.77-18.64)
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0.01 0.10 200 800 200
Odds ratio

Figure 6. Odds ratio for the primary composite outcome in prespecified subgroups. Logistic
regression model with treatment group, subgroup factor, and interaction between treatment group and
subgroup. NIHSS indicates National Institutes of Health Stroke Scale; NOAC, non—vitamin K antagonist oral
anticoagulant; OR, odds ratio; and TIA, transient ischemic attack.
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= ELAN(Early versus Late initiation of direct oral Anticoagulants in post-ischemic stroke patients with atrial fibrillation)
= OPTIMAS(Optimal Timing of Anticoagulation After Acute Ischemic Stroke)

= START(Optimal Delay Time to Initiate Anticoagulation After Ischemic Stroke in Atrial Fibrillation)



