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Appropriateness of Oral Anticoagulants for Long-Term Treatment of Atrial Fibrillation in Older Adults: Results of a New Structured Literature Review (OAC-FORTA 2019)
Supplementary Table 1
Part 1: Warfarin
	[bookmark: _Hlk35537829]First author, year, country PMID:

	Warfarin vs
	Patients on Warfarin >65
	Patients on Warfarin >75
	Patients on Warfarin >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Duration
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study/


	Barnett, 2018, United States, 29506743
	rivaroxaban
	
	3109
(>=75y)
	
	Net clinical benefit (composite of death, stroke, MI, fatal bleeding, critical organ bleeding, or non-CNS systemic embolism)

Event rate (no. events) no./100 p.y./
rate difference (95% CI)/10000 p.y.

>= 75 

5.25 (244) vs. 6.89 (321)
-163.8 (-263.9, -63.8)

<75

4.41 (284) vs. 4.91 (322)
-49.7 (-124.0, 24.4)

rivaroxaban/warfarin

	
	
	Median duration of treatment exposure=590 days + median follow-up period=707 days follow-up
	
	Contained in
 24895454,
Halperin JL, 2014/
Jadad score (of the original trial)=5


	Lopes, 
2019, United States, 30883055





	apixaban

(see study protocol in supplementary)
	3293/2

>=65
	>=65 to <80

=2604/2
	689/2

>=80
	Death or ischemic events:




Events/patient 

>=80

76/703 (10.8%); HR 0.84; 95% CI 0.53, 1.31




>=65 to <80

171/2644 (24.6%); HR 0.84; 95% CI 0.62, 1.14



<65

70/1267 (5.5%); HR 1.39; 95% CI 0.86, 2.23



Apixaban/warfarin
	major OR clinically relevant nonmajor bleeding:

Events/patient

>=80

120/689 (17.4%); HR 0.85; 95% CI 0.59, 1.21


>=65 to <80

339/2604 (13%); HR 0.64; 95% CI 0.52, 0.80

<65

114/1256 (9.1%); HR 0.68; 95% CI 0.47, 0.99

Apixaban/Warfarin
	death or hospitalization:



Events/patient

>=80

243/703 (34.6%); HR 0.92; 95% CI 0.71, 1.18


>=65 to <80

650/2644 (24.6%); HR 0.77; 95% CI 0.66, 0.90

<65

280/1267 (22.1%); HR 0.93; 95% CI 0.73, 1.17

Apixaban/Warfarin

	6 months
	
	Jadad score (of the original trial)=3

	Lopes,
2017, United States, 28356246


















	apixaban
	12730/2

>=65
	5678/2

>=75
	
	
	
	Using age as a continuous variable

75 years of age

HR 0.37; 95% CI (0.26-0.53) 


65 years of age

HR 0.53; CI 95% (0.36-0.79) 

55 years of age
HR 0.78; CI 95% (0.40-1.51)


Apixaban/warfarin
	1.8 years
	
	contained in 
21870978, Granger CB, 2011/
Jadad score (of the original trial)=5

	Alexander, United States,
2016, 27463942
	apixaban
	
	
	1636/2

>=80
	
	No. of events (annual %)

Age >=80 y

46 (3.5)/61(4.9); HR 0.7; 95% CI (0.5-1.1)

Apixaban/Warfarin
	
	1.8 years
	
	contained in 
21870978, Granger CB, 2011/
Jadad score (of the original trial)=5


	Cannon,
2017, United States, 28844193

	Post PCI

Triple therapy with warfarin plus clopidogrel or ticagrelor and aspirin or dual therapy with dabigatran (110 mg or 150 mg twice daily) plus clopidogrel or ticagrelor) and no aspirin (110-mg and 150-mg dual-therapy groups)
	
	
	225 

>=80 (>=70 years old in Japan)
	 Thromboembolic events or death or
unplanned revascularization





110 dabigatran dual therapy vs. warfarin triple therapy


>=80 (>=70 in Japan)


n of patients with events=39 (17.3%) vs. 33 (14.7%) not significant


<80 (<70 in Japan)


n of patients with events=110 (14.6%) vs. 98 (13.0%) not significant







150 dabigatran dual therapy vs. warfarin triple therapy


>=80 (>=70 in Japan)


n of patients with events=1 (12.5%) vs. 0 (-) not significant




<80 (<70 in Japan)


n of patients with events=89 (11.8%) vs. 98 (13%) not significant





Dabigatran/ warfarin
	Primary endpoint: Major or clinically relevant non major bleeding



110 dabigatran dual therapy vs. warfarin triple therapy

>=80 (>=70 in Japan)

n of patients with events=50 (22.2%) vs. 70 (31.1%) significant

<80 (<70 in Japan)

n of patients with events=101 (13.4%) vs. 194 (25.7%) significant





150 dabigatran dual therapy vs. warfarin triple therapy

>=80 (>=70 in Japan)

n of patients with events=7 (87.5%) vs. 2 (25.0%) significant (‘other way’)

<80 (<70 in Japan)

n of patients with events=147 (19.5%) vs. 194 (25.7%)
significant



Dabigatran/ warfarin
	 
	14 months
	
	Jadad score (of the original trial)=3

	Lauw,
2017, Canada, 28213368
	Dabigatran high/low 
	10855/3

<75


	4231/3

75-79
	2305/3

80-84


722/3

>=85


	


For 110mg

>=85

HR 0.52; 95% CI (0.21-1.29)

80-84

HR 0.75; 95% CI (0.46-1.21)

75-79

HR 1.08; 95% CI (0.73-1.60)

<75

HR 0.93; 95% CI (0.7-1.22)


For 150mg

>=85

HR 0.70; 95% CI (0.31-1.57)

80-84

HR 0.67; 95% CI (0.41-1.10)

75-79

HR 0.65; 95% CI (0.42-1.01)

<75

HR 0.63; 95% CI (0.46-0.86)



Dabi (110/150) vs. warfarin
	


For 110mg

>=85

HR 1.01; 95% CI (0.59-1.73)

80-84

HR 1.18; 95% CI (0.84-1.65)

75-79

HR 0.93; 95% CI (0.71-1.21)

<75

HR 0.62; 95% CI (0.50-0.77)


For 150mg

>=85

HR 1.22; 95% CI (0.74-2.02)

80-84

HR 1.41; 95% CI (1.02-1.94)

75-79

HR 1.04; 95% CI (0.81-1.35)

<75

HR 0.70; 95% CI (0.57-0.86)



Dabi (110/150) vs. warfarin
	


For 110mg

>=85

HR 0.13; 95% CI (0.02-1.04)

80-84

HR 0.30; 95% CI (0.11-0.82)

75-79

HR 0.51; 95% CI (0.25-1.04)

<75

HR 0.22; 95% CI (0.11-0.45)


For 150mg

>=85

HR 0.61; 95% CI (0.20-1.87)

80-84

HR 0.55; 95% CI (0.25-1.21)

75-79

HR 0.23; 95% CI (0.09-0.60)

<75

HR 0.43; 95% CI (0.25-0.74)



Dabi (110/150) vs. warfarin
	2 y
	All-cause mortality

For 110mg

>=85

HR 1.37; 95% CI (0.89-2.11)

80-84

HR 1.09; 95% CI (0.80-1.47)

75-79

HR 0.86; 95% CI (0.66-1.11)

<75

HR 0.82; 95% CI (0.68-0.98)


For 150mg

>=85

HR 1.15; 95% CI (0.74-1.79)

80-84

HR 1.16; 95% CI (0.87-1.55)

75-79

HR 0.82; 95% CI (0.63-1.07)

<75

HR 0.77; 95% CI (0.64-0.93)



Dabi (110/150) vs. warfarin
	Contained in 21576658,
Eikelboom JW, 2011/
Jadad score (of the original trial)=3

	Gibson,
2016, United States, 27959713
	Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT
	516

>=65
	223

>=75
	
	Time to First Stroke










Age group 1

>=75

4/251 (1.9) vs. 1/223 (0.6) 


HR 3.22; 95% CI (0.36-28.77)

<75

4/443 (1.0) vs. 6/472 (1.4) 


HR 0.67; 95% CI (0.19-2.37)

Age group 2

>=65

7/512 (1.6) vs. 6/516 (1.4) 


HR 1.09; 95% CI (0.37-3.26)

<65

1/182 (0.5) vs. 1/179 (0.6) 


HR 0.97; 95% CI (0.06-15.46)

15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT




Age group 1

>=75

3/243 (1.3) vs. 1/223 (0.6) 

HR 2.49; 95% CI (0.26-24.00)


<75

7/461 (1.7) vs. 6/472 (1.4) 


HR 1.14; 95% CI (0.38-3.38)

Age group 2

>=65

5/513 (1.0) vs. 6/516 (1.4) 


HR 0.81; 95% CI (0.25-2.67)

<65

5/191 (2.8) vs. 1/179 (0.6) 


HR 4.15; 95% CI (0.48-35.66)

2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	Clinically significant bleeding (TIMI major, TIMI minor, bleeds requiring medical attention)


Age group 1

>=75

49/251 (20.6) vs. 62/224 (31.4) 

HR 0.62; 95% CI (0.42-0.90)

<75

60/445 (14.8) vs. 105/473 (24.6) 

HR 0.56; 95% CI (0.41-0.77)

Age group 2

>=65

87/512 (18.2) vs. 132/518 (28.7) 

HR 0.60; 95% CI (0.46-0.78)

<65

22/184 (13.0) vs. 35/179 (21.4) 

HR 0.57; 95% CI (0.34-0.98)

15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT


Age group 1

>=75

50/245 (22.1) vs. 62/224 (31.4) 

HR 0.66; 95% CI (0.45-0.95)

<75

67/461 (15.8) vs. 105/473 (24.6) 

HR 0.61; 95% CI (0.45-0.82)

Age group 2

>=65

89/515 (18.8) vs. 132/518 (28.7) 

HR 0.62; 95% CI (0.47-0.81)

<65

28/191 (15.8) vs. 35/179 (21.4) 

HR 0.70; 95% CI (0.43-1.16)

2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	
	12 months
	
	Jadad score (of the original trial)=3

	Gibson,
2017, United States, 27881555
	Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT
	518

>=65
	224

>=75
	
	All cause death or First Recurrent Hospitalization

Age group 1

>=75

106/251 (44.9) vs. 93/224 (47.3) 

HR 0.90; 95% CI (0.68-1.19)

<75

122/445 (29.2) vs. 168/473 (39.4) 

HR 0.70; 95% CI (0.55-0.88)

Age group 2

>=65

186/512 (38.9) vs. 211/518 (45.6) 

HR 0.80; 95% CI (0.65-0.97)

<65

42/184 (24.0) vs. 50/179 (31.3) 

HR 0.74; 95% CI (0.49-1.12)

15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT



Age group 1

>=75

90/245 (39.6) vs. 93/224 (47.3) 

HR 0.81; 95% CI (0.61-1.09)

<75

123/461 (27.9) vs. 168/473 (39.4) 

HR 0.70; 95% CI (0.55-0.88)

Age group 2

>=65

165/515 (34.1) vs. 211/518 (45.6) 

HR 0.72; 95% CI (0.59-0.88)

<65

48/191 (26.0) vs. 50/179 (31.3) 

HR 0.86; 95% CI (0.58-1.27)

2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	
	
	12 months
	First Recurrent Hospitalization


Age group 1

>=75

105/251 (44.6) vs. 92/224 (47.1) 

HR 0.90; 95% CI (0.68-1.19)

<75

116/445 (28.0) vs. 165/473 (39.0) 

HR 0.67; 95% CI (0.53-0.85)

Age group 2

>=65

182/512 (38.3) vs. 207/518 (45.1) 

HR 0.79; 95% CI (0.65-0.97)

<65

39/184 (22.5) vs. 50/179 (31.3) 

HR 0.69; 95% CI (0.45-1.05)

15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT


Age group 1

>=75

89/245 (39.3) vs. 92/224 (47.1) 

HR 0.81; 95% CI (0.61-1.09)

<75

118/461 (26.9) vs. 165/473 (39.0) 

HR 0.68; 95% CI (0.54-0.86)

Age group 2

>=65

162/515 (33.7) vs. 207/518 (45.1) 

HR 0.72; 95% CI (0.59-0.88)

<65

45/191 (24.5) vs. 50/179 (31.3) 

HR 0.81; 95% CI (0.54-1.20)

2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	Contained in 
27959713, Gibson,
2016/
Jadad score (of the original trial)=3

	Reddy,
2017, United States, 29103847

	Device (WATCHMAN)
	
	115 (PROTECT AF) + new patients from PREVAIL=244*0.41=about 100
(41.4% of 244 patients on warfarin were >=75) 
	
	PROTECT AF/PREVAIL combined: composite efficacy endpoint of stroke, systemic embolism, or cardiovascular/unexplained death
as read from the figure:
>=75
HR 0.93

<75
HR 0.95
Device/Warfarin 
	
	
	about 4 years
	
	Partly contained in
25399274, Reddy VY, 2014/
combination of PROTECT AF and PREVAIL with a Jadad score of 3 respectively


	Steffel,
2016, Switzerland, 27609678
	Edoxaban high/low 
	
	>=75y


Patients at higher risk of falling:

208 warfarin

Patients not at risk of falling:

2612 warfarin

	
	
	
	
	2.8
	Edoxaban vs. warfarin in afib patients at risk of falling:

Absolute risk reduction of higher dose edoxaban vs. warfarin in patients at increased risk of falling vs. not at increased risk of falling 

Hemorrhagic stroke:

-64/10,000 patient-years (NNT=157) vs. 
-20/10,000 
patient-years (NNT=500)

Intracranial hemorrhage:

-175/10,000 patient-years (NNT=57) vs. 
-39/10,000 patient-years (NNT=257)

Life-threatening bleeding:

-141/10,000 patient-years, (NNT=71) vs. 
-33/10,000 patient-years (NNT=302)

All-cause mortality:

-66/10,000 patient-years (NNT=152) vs. 
-34/10,000 patient-years (NNT=293)

Composite endpoint 1=death/stroke/systemic embolic event/major bleed:


-12/10,000 patient-years (NNT=823) vs. -88/10,000 patient-years (NNT=113)

Composite endpoint 2= death or disabling stroke or life-threatening
bleed:

-171/10,000 patient-years (NNT=59) vs. -54/10,000 patient-years (NNT=184)

Composite endpoint 3= death or stroke or systemic embolic event or life-threatening bleed:

-137/10,000 patient-years (NNT=73) vs. -70/10,000 patient-years (NNT=143)

	Contained in 24251359, Giugliano RP, 2013/
Jadad score (of the original trial)=5


	Kato,
2016, Japan, 27207971
	Edoxaban high/low 
	15608/3

>=65

7134/3

65-74
	2820

>=75
	3591/3

>=80
	For 60mg

>=80

HR 0.90; 95% CI (0.83-1.30)

>=75

HR 0.83; 95% CI (0.66-1.04)

65-74

HR 0.89; 95% CI (0.68-1.16)

<65

HR 0.94; 95% CI (0.65-1.37)

For 30mg

>=80

HR 1.18; 95% CI (0.84-1.65)

>=75

HR 0.12; 95% CI (0.91-1.37)

65-74

HR 0.00; 95% CI (0.77-1.29)

<65

HR 0.12; 95% CI (1.01-2.00)


Edoxaban/warfarin 
	For 60mg

>=80

HR 0.75; 95% CI (0.58-0.98)

>=75

HR 0.83; 95% CI (0.70-0.99)

65-74

HR 0.75; 95% CI (0.60-0.94)

<65

HR 0.81; 95% CI (0.58-1.12)

For 30mg

>=80

HR 0.42; 95% CI (0.31-0.56)

>=75

HR 0.47; 95% CI (0.38-0.58)

65-74

HR 0.48; 95% CI (0.37-0.62)

<65

HR 0.40; 95% CI (0.27-0.61)


Edoxaban/warfarin
	For 60mg

>=80

HR 0.41; 95% CI (0.22-0.77)

>=75

HR 0.40; 95% CI (0.26-0.62)

65-74

HR 0.42; 95% CI (0.25-0.70)

<65

HR 1.03; 95% CI (0.46-2.29)

For 30mg

>=80

HR 0.29; 95% CI (0.15-0.57)

>=75

HR 0.30; 95% CI (0.19-0.49)

65-74

HR 0.22; 95% CI (0.12-0.42)

<65

HR 0.62; 95% CI (0.25-1.58)


Edoxaban/warfarin
	2.8
	
	Contained in 24251359, Giugliano RP, 2013/
Jadad score (of the original trial)=5


	SmPC Info
changes only as compared to the last review
	
	
	
	
	
	
	
	
	Older people

Elderly patients require lower doses than younger adults. The initial dose should be 2 (1-3) Warfarin
Orion 2.5 mg tablets (5 mg (2.5-7.5 mg), which is then adjusted based on INR values. Warfarin
pharmacokinetics is unaffected by age. The reduced dose requirement is due to pharmacodynamic
changes.
Impaired renal function: Patient with impaired renal function, depending on the comorbidity, may
require lower or higher dose of Warfarin Orion
Special caution must be exercised when treating elderly patients. The patient compliance and the capabilities of following strict rules on dosage must be ascertained. Hepatic metabolism of warfarin, as
well as the synthesis of clotting factors, is slowed down in the elderly. This may easily result in an
excessive warfarin effect. Treatment must be initiated cautiously (see section 4.2).
Older people: Limited data indicates that warfarin’s pharmacokinetics is not age-dependent (see 4.2).
	Interpretatory summary for other findings of particular geriatric relevance 
Patient with impaired renal function, depending on the comorbidity, may
require lower or higher dose of Warfarin Orion




Part 2: Acenocoumarol
	First author, year, country PMID:

	Acenocoumarol vs
	Patients on Acenocoumarol >65
	Patients on Aceno-coumarol >75
	Patients on Aceno-coumarol >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Dura-tion
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study

	SmPC
changes only as compared to the last review

	
	
	
	
	
	
	
	
	Older people
Pharmacokinetic properties:
Plasma drug concentrations are generally higher in patients of 70 years or over when compared with younger patients, after the same dose.
	Interpretatory summary for other findings of particular geriatric relevance 
No change




Part 3: Fluindione
	First author, year, country PMID:

	Fluindione vs
	Patients on Fluindione >65
	Patients on Fluindione >75
	Patients on Fluindione >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Duration
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study

	SmPC
changes only as compared to the last review
	
	
	
	
	
	
	
	
	Older people
Data from: https://www.edrug-online.com/255/previscan-fluindione-uses-dosage-side-effects-precautions.html, accessed on July 15, 2019
Precautions for use:
In the elderly and elderly, the risk of haemorrhage is high. Therefore, the initiation of antivitamin K treatment, as well as the continuation of this treatment, should be done only after careful evaluation of the benefit / risk ratio. The decision of treatment and its follow-up must take particular account of the specific risks related to the field:
o frequency of associated pathologies and therapeutic associations,
o frequency and severity of haemorrhagic accidents, particularly related to the risk of falling,
o risk of impairment of cognitive functions leading to a risk of mistaking. The risk of overdose, particularly at the start of treatment, should be carefully monitored. In case of severe renal insufficiency, this drug is generally not recommended. However, in cases where it is used, initial doses should be lower and INR monitoring closer.
Dosage in elderly and elderly subjects:
Treatment should be started with a lower dose. Indeed, the average equilibrium dose is lower in the elderly than in the young, usually 1/2 to 3/4 of the dose (see section Warnings and precautions for use).


	Interpretatory summary for other findings of particular geriatric relevance 
No change





Part 4: Phenprocoumon
	First author, year, country PMID:

	Phenprocoumon vs
	Patients on Phenprocoumon >65
	Patients on Phenprocoumon >75
	Patients on Phenprocoumon >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Dura-tion
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study

	SmPC
changes only as compared to the last review
	
	
	
	
	
	
	
	
	Older people
No change 
	Interpretatory summary for other findings of particular geriatric relevance 
No change





Part 5: Apixaban
	First author, year, country PMID:

	Apixaban vs
	Patients on Apixaban >65
	Patients on Apixaban >75
	Patients on Apixaban >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Duration
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study

	Lopes, 2019, United States, 30883055

	Warfarin (according to study protocol in supplementary)
	3293/2

>=65
	>=65 to <80

=2604/2
	689/2

>=80
	Death or ischemic events:




Events/patient

>=80

76/703 (10.8%); HR 0.84; 95% CI 0.53, 1.31


>=65 to <80

171/2644 (24.6%); HR 0.84; 95% CI 0.62, 1.14

<65

70/1267 (5.5%); HR 1.39; 95% CI 0.86, 2.23


Apixaban/warfarin
	major OR clinically relevant nonmajor bleeding:


Events/patient

>=80

120/689 (17.4%); HR 0.85; 95% CI 0.59, 1.21


>=65 to <80

339/2604 (13%); HR 0.64; 95% CI 0.52, 0.80

<65

114/1256 (9.1%); HR 0.68; 95% CI 0.47, 0.99


Apixaban/Warfarin
	death or hospitalization:




Events/patient

>=80

243/703 (34.6%); HR 0.92; 95% CI 0.71, 1.18


>=65 to <80

650/2644 (24.6%); HR 0.77; 95% CI 0.66, 0.90

<65

280/1267 (22.1%); HR 0.93; 95% CI 0.73, 1.17


Apixaban/Warfarin
	6 months
	
	Jadad score (of the original trial)=3

	Lopes,
2017, United States, 28356246





	warfarin
	12730/2

>=65
	5678/2

>=75
	
	
	
	Using age as a continuous variable

75 years of age

HR 0.37; 95% CI (0.26-0.53) 


65 years of age

HR 0.53; CI 95% (0.36-0.79) 

55 years of age
HR 0.78; CI 95% (0.40-1.51)


Apixaban/warfarin
	1.8 years
	
	Cotained in 21870978, Granger CB, 2011/ Jadad score (of the original trial)=5


	Alexander, United States,
2016, 27463942
	warfarin
	
	
	1636/2

>=80
	
	No. of events (annual %)

Age >=80 y

46 (3.5)/61(4.9); HR 0.7; 95% CI (0.5-1.1)

Apixaban/Warfarin
	
	1.8 years
	
	contained in 
21870978, Granger CB, 2011/ Jadad score (of the original trial)=5


	SmPC

changes only as compared to the last review
	
	
	
	
	
	
	
	
	Older people

Elderly patients (above 65 years) exhibited higher plasma concentrations than younger patients, with mean AUC values being approximately 32% higher and no difference in Cmax.
	Summary for other findings of particular geriatric relevance 
No change




Part 6: Dabigatran
	First author, year, country PMID:

	Dabigatran vs
	Patients on Dabigatran >65
	Patients on Dabigatran >75
	Patients on Dabigatran >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Duration
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study

	Cannon,
2017, United States, 28844193

	Post PCI 

Triple therapy with warfarin plus clopidogrel or ticagrelor and aspirin or dual therapy with dabigatran (110 mg or 150 mg twice daily) plus clopidogrel or ticagrelor) and no aspirin (110-mg and 150-mg dual-therapy groups)
	
	
	233 

>=80(>=70 years old in Japan)
	Thromboembolic events or death or
unplanned revascularization


110 dabigatran dual therapy vs. warfarin triple therapy

>=80 (>=70 in Japan)

n of patients with events=39 (17.3%) vs. 33 (14.7%) not significant

<80 (<70 in Japan)

n of patients with events=110 (14.6%) vs. 98 (13.0%) not significant



150 dabigatran dual therapy vs. warfarin triple therapy

>=80 (>=70 in Japan)

n of patients with events=1 (12.5%) vs. 0 (-) not significant


<80 (<70 in Japan)

n of patients with events=89 (11.8%) vs. 98 (13%) not significant


Dabigatran/ warfarin
	Primary endpoint: Major or clinically relevant non major bleeding



110 dabigatran dual therapy vs. warfarin triple therapy

>=80 (>=70 in Japan)

n of patients with events=50 (22.2%) vs. 70 (31.1%) significant


<80 (<70 in Japan)


n of patients with events=101 (13.4%) vs. 194 (25.7%) significant




150 dabigatran dual therapy vs. warfarin triple therapy

>=80 (>=70 in Japan)

n of patients with events=7 (87.5%) vs. 2 (25.0%) significant (‘other way’)

<80 (<70 in Japan)

n of patients with events=147 (19.5%) vs. 194 (25.7%)
significant



Dabigatran/ warfarin
	 
	14 months
	
	Jadad score (of the original trial)=3

	Lauw,
2017, Canada, 28213368
	Dabigatran high/low vs Warfarin
	10855*2/3

<75


	4231*2/3

75-79
	2305*2/3

80-84


722*2/3

>=85


	

For 110mg

>=85

HR 0.52; 95% CI (0.21-1.29)

80-84

HR 0.75; 95% CI (0.46-1.21)

75-79

HR 1.08; 95% CI (0.73-1.60)

<75

HR 0.93; 95% CI (0.7-1.22)


For 150mg

>=85

HR 0.70; 95% CI (0.31-1.57)

80-84

HR 0.67; 95% CI (0.41-1.10)

75-79

HR 0.65; 95% CI (0.42-1.01)

<75

HR 0.63; 95% CI (0.46-0.86)



Dabi (110/150) vs. warfarin

	

For 110mg

>=85

HR 1.01; 95% CI (0.59-1.73)

80-84

HR 1.18; 95% CI (0.84-1.65)

75-79

HR 0.93; 95% CI (0.71-1.21)

<75

HR 0.62; 95% CI (0.50-0.77)


For 150mg

>=85

HR 1.22; 95% CI (0.74-2.02)

80-84

HR 1.41; 95% CI (1.02-1.94)

75-79

HR 1.04; 95% CI (0.81-1.35)

<75

HR 0.70; 95% CI (0.57-0.86)



Dabi (110/150) vs. warfarin

	

For 110mg

>=85

HR 0.13; 95% CI (0.02-1.04)

80-84

HR 0.30; 95% CI (0.11-0.82)

75-79

HR 0.51; 95% CI (0.25-1.04)

<75

HR 0.22; 95% CI (0.11-0.45)


For 150mg

>=85

HR 0.61; 95% CI (0.20-1.87)

80-84

HR 0.55; 95% CI (0.25-1.21)

75-79

HR 0.23; 95% CI (0.09-0.60)

<75

HR 0.43; 95% CI (0.25-0.74)



Dabi (110/150) vs. warfarin

	2 y
	All-cause mortality

For 110mg

>=85

HR 1.37; 95% CI (0.89-2.11)


80-84

HR 1.09; 95% CI (0.80-1.47)


75-79

HR 0.86; 95% CI (0.66-1.11)


<75

HR 0.82; 95% CI (0.68-0.98)



For 150mg

>=85

HR 1.15; 95% CI (0.74-1.79)


80-84

HR 1.16; 95% CI (0.87-1.55)


75-79

HR 0.82; 95% CI (0.63-1.07)


<75

HR 0.77; 95% CI (0.64-0.93)




Dabi (110/150) vs. warfarin

	Contained in 21576658,
Eikelboom JW, 2011/ Jadad score (of the original trial)=3

	SmPC

changes only as compared to the last review
	
	
	
	
	
	
	
	
	Older people

Assessment of renal function prior to and during Pradaxa treatment

The method to be used to estimate renal function (CrCL in mL/min) is the Cockcroft-Gault method.
	Interpretatory summary for other findings of particular geriatric relevance 
No change





Part 7: Edoxaban
	First author, year, country PMID:

	Edoxaban vs
	Patients on Edoxaban >65
	Patients on Edoxaban >75
	Patients on Edoxaban >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Duration
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study

	Steffel,
2016, Switzerland, 27609678
	Edoxaban high/low vs warfarin
	
	>=75y


Patients at higher risk of falling:

201 (high dose edoxaban) + 181 (low dose edoxaban)

Patients not at risk of falling:

2647 (high dose edoxaban) + 2625 (low dose edoxaban)


	
	
	Systematically greater beneficial effects of edoxaban in patients at high risk of falling, except for composite endpoint: death/stroke/SEE/major bleed. 
No stats, but other differences and NNTs seem to be clinically relevant.
	
	2.8
	Edoxaban vs. warfarin in afib patients at risk of falling:

Absolute risk reduction of higher dose edoxaban vs. warfarin in patients at increased risk of falling vs. not at increased risk of falling 

Hemorrhagic stroke:

-64/10,000 patient-years (NNT=157) vs. 
-20/10,000 
patient-years (NNT=500)

Intracranial hemorrhage:

-175/10,000 patient-years (NNT=57) vs. 
-39/10,000 patient-years (NNT=257)

Life-threatening bleeding:

-141/10,000 patient-years, (NNT=71) vs. 
-33/10,000 patient-years (NNT=302)

All-cause mortality:

-66/10,000 patient-years (NNT=152) vs. 
-34/10,000 patient-years (NNT=293)

Composite endpoint 1=death/stroke/systemic embolic event/major bleed:


-12/10,000 patient-years (NNT=823) vs. -88/10,000 patient-years (NNT=113)

Composite endpoint 2= death or disabling stroke or life-threatening
bleed:

-171/10,000 patient-years (NNT=59) vs. -54/10,000 patient-years (NNT=184)

Composite endpoint 3= death or stroke or systemic embolic event or life-threatening bleed:

-137/10,000 patient-years (NNT=73) vs. -70/10,000 patient-years (NNT=143)

	Contained in 24251359, Giugliano RP, 2013/ Jadad score (of the original trial)=5


	Kato,
2016, Japan, 27207971
	warfarin
	15608*2/3
	2848 high

2806 low
	3591*2/3
	For 60mg

>=80

HR 0.90; 95% CI (0.83-1.30)

>=75

HR 0.83; 95% CI (0.66-1.04)

65-74

HR 0.89; 95% CI (0.68-1.16)

<65

HR 0.94; 95% CI (0.65-1.37)

For 30mg

>=80

HR 1.18; 95% CI (0.84-1.65)

>=75

HR 0.12; 95% CI (0.91-1.37)

65-74

HR 0.00; 95% CI (0.77-1.29)

<65

HR 0.12; 95% CI (1.01-2.00)


Edoxaban/warfarin 
	For 60mg

>=80

HR 0.75; 95% CI (0.58-0.98)

>=75

HR 0.83; 95% CI (0.70-0.99)

65-74

HR 0.75; 95% CI (0.60-0.94)

<65

HR 0.81; 95% CI (0.58-1.12)

For 30mg

>=80

HR 0.42; 95% CI (0.31-0.56)

>=75

HR 0.47; 95% CI (0.38-0.58)

65-74

HR 0.48; 95% CI (0.37-0.62)

<65

HR 0.40; 95% CI (0.27-0.61)


Edoxaban/warfarin
	For 60mg

>=80

HR 0.41; 95% CI (0.22-0.77)

>=75

HR 0.40; 95% CI (0.26-0.62)

65-74

HR 0.42; 95% CI (0.25-0.70)

<65

HR 1.03; 95% CI (0.46-2.29)

For 30mg

>=80

HR 0.29; 95% CI (0.15-0.57)

>=75

HR 0.30; 95% CI (0.19-0.49)

65-74

HR 0.22; 95% CI (0.12-0.42)

<65

HR 0.62; 95% CI (0.25-1.58)


Edoxaban/warfarin
	2.8
	
	Contained in 24251359, Giugliano RP, 2013/ Jadad score (of the original trial)=5


	SmPC
changes only as compared to the last review
	
	
	
	
	
	
	
	
	Older people
No change
	Summary for other findings of particular geriatric relevance 
No change





Part 8: Rivaroxaban
	First author, year, country PMID:

	Rivaroxaban vs
	Patients on Rivaroxaban >65
	Patients on Rivarox-aban >75
	Patients on Rivarox-aban >80
	Efficacy Strokes/primary efficacy endpoint 
[OR/HR] and/or event rates
Changes with age
	Safety
Major Bleeding
[OR/HR] and/or event rates
Changes with age
	Safety
ICB
[OR/HR] and/or event rates
Changes with age
	Duration
	Info on Geriatric syndromes or other info relating to problems in older people
	Comments concerning particular study

	Barnett,
2018, United States, 29506743
	warfarin
	
	3120
(>=75y)
	
	Net clinical benefit (composite of death, stroke, MI, fatal bleeding, critical organ bleeding, or non-CNS systemic embolism)

Event rate (no. events) no./100 p.y./
rate difference (95% CI)/10000 p.y.

>= 75 

5.25 (244) vs. 6.89 (321)
-163.8 (-263.9, -63.8)

<75

4.41 (284) vs. 4.91 (322)
-49.7 (-124.0, 24.4)

rivaroxaban/warfarin

	
	
	Median duration of treatment exposure=590 days + median follow-up period=707 days follow-up
	
	Contained in
 24895454,
Halperin JL, 2014/
Jadad score (of the original trial)=5


	Gibson,
2016, United States, 27959713
	Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT
	512+513

>=65
	251+243

>=75
	
	Time to First Stroke










Age group 1

>=75

4/251 (1.9) vs. 1/223 (0.6) 


HR 3.22; 95% CI (0.36-28.77)


<75

4/443 (1.0) vs. 6/472 (1.4) 


HR 0.67; 95% CI (0.19-2.37)


Age group 2

>=65

7/512 (1.6) vs. 6/516 (1.4) 


HR 1.09; 95% CI (0.37-3.26)


<65

1/182 (0.5) vs. 1/179 (0.6) 


HR 0.97; 95% CI (0.06-15.46)


15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT



Age group 1

>=75

3/243 (1.3) vs. 1/223 (0.6) 


HR 2.49; 95% CI (0.26-24.00)


<75

7/461 (1.7) vs. 6/472 (1.4) 


HR 1.14; 95% CI (0.38-3.38)


Age group 2

>=65

5/513 (1.0) vs. 6/516 (1.4) 


HR 0.81; 95% CI (0.25-2.67)


<65

5/191 (2.8) vs. 1/179 (0.6) 


HR 4.15; 95% CI (0.48-35.66)


2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	Clinically significant bleeding (TIMI major, TIMI minor, bleeds requiring medical attention)


Age group 1

>=75

49/251 (20.6) vs. 62/224 (31.4) 

HR 0.62; 95% CI (0.42-0.90)

<75

60/445 (14.8) vs. 105/473 (24.6) 

HR 0.56; 95% CI (0.41-0.77)

Age group 2

>=65

87/512 (18.2) vs. 132/518 (28.7) 

HR 0.60; 95% CI (0.46-0.78)

<65

22/184 (13.0) vs. 35/179 (21.4) 

HR 0.57; 95% CI (0.34-0.98)

15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT


Age group 1

>=75

50/245 (22.1) vs. 62/224 (31.4) 

HR 0.66; 95% CI (0.45-0.95)

<75

67/461 (15.8) vs. 105/473 (24.6) 

HR 0.61; 95% CI (0.45-0.82)

Age group 2

>=65

89/515 (18.8) vs. 132/518 (28.7) 

HR 0.62; 95% CI (0.47-0.81)

<65

28/191 (15.8) vs. 35/179 (21.4) 

HR 0.70; 95% CI (0.43-1.16)

2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	
	12 months
	
	Jadad score (of the original trial)=3

	Gibson,
2017, United States, 27881555
	Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT
	512+515

>=65
	251+245

>=75
	
	All cause death or First Recurrent Hospitalization

Age group 1

>=75

106/251 (44.9) vs. 93/224 (47.3) 

HR 0.90; 95% CI (0.68-1.19)

<75

122/445 (29.2) vs. 168/473 (39.4) 

HR 0.70; 95% CI (0.55-0.88)

Age group 2

>=65

186/512 (38.9) vs. 211/518 (45.6) 

HR 0.80; 95% CI (0.65-0.97)

<65

42/184 (24.0) vs. 50/179 (31.3) 

HR 0.74; 95% CI (0.49-1.12)

15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT


Age group 1

>=75

90/245 (39.6) vs. 93/224 (47.3) 

HR 0.81; 95% CI (0.61-1.09)

<75

123/461 (27.9) vs. 168/473 (39.4) 

HR 0.70; 95% CI (0.55-0.88)

Age group 2

>=65

165/515 (34.1) vs. 211/518 (45.6) 

HR 0.72; 95% CI (0.59-0.88)

<65

48/191 (26.0) vs. 50/179 (31.3) 

HR 0.86; 95% CI (0.58-1.27)

2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	
	
	12 months
	First Recurrent Hospitalization



Age group 1

>=75

105/251 (44.6) vs. 92/224 (47.1) 


HR 0.90; 95% CI (0.68-1.19)


<75

116/445 (28.0) vs. 165/473 (39.0) 

HR 0.67; 95% CI (0.53-0.85)



Age group 2

>=65

182/512 (38.3) vs. 207/518 (45.1) 


HR 0.79; 95% CI (0.65-0.97)


<65

39/184 (22.5) vs. 50/179 (31.3) 


HR 0.69; 95% CI (0.45-1.05)


15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT




Age group 1

>=75

89/245 (39.3) vs. 92/224 (47.1) 


HR 0.81; 95% CI (0.61-1.09)


<75

118/461 (26.9) vs. 165/473 (39.0) 


HR 0.68; 95% CI (0.54-0.86)


Age group 2

>=65

162/515 (33.7) vs. 207/518 (45.1) 


HR 0.72; 95% CI (0.59-0.88)


<65

45/191 (24.5) vs. 50/179 (31.3) 


HR 0.81; 95% CI (0.54-1.20)


2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT

	Contained in 
27959713, Gibson,
2016/ Jadad score (of the original trial)=3

	SmPC

changes only as compared to the last review
	
	
	
	
	
	
	
	
	Older people
No change

	Interpretatory summary for other findings of particular geriatric relevance 
No change


 
Supplementary Table 1
Results of a new structured literature review for 8 oral anticoagulants. Some references were excluded for given reasons; in addition, data contained in other studies were marked under comments concerning particular study. 
[bookmark: _Hlk35635960]PMID (PubMed identifier); SmPC: Summary of Product Characteristics; OR: Odds ratio; HR: Hazard ratio; PCI: Percutaneous Coronary Intervention; DAPT: dual antiplatelet therapy; CNS: central nervous system; TIMI: Thrombolysis in Myocardial Infarction; Jadad score: The Jadad score is a scale to assess the methodological quality or risk of bias of clinical trials is calculated by using a three-item questionnaire. Drop-outs/withdrawals, randomization, blinding and the quality of latter two items are assessed. The derived score ranges from zero (very poor) to five (rigorous); Colour codes relate to age group ranks if separately addressed in a study: 
red – first rank (the oldest age group in a study)
blue - second rank 
green - third rank 
purple - fourth rank (youngest group of older people).
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Supplementary Table 2 OAC-FORTA 2019 raters’ comments in full
	Acenocoumarol
	No new data compared to 2016 review
Still no data
No appropriate data – user experience only 

	Fluindione
	No new data compared to 2016 review
Still no data
No appropriate data – user experience only 

	Phenprocoumon
	No new data compared to 2016 review
Meanwhile big observational studies comparing Phenprocumon with NOACs are published, for Example Hohenloser et al. (Thromb Haemost 2018; 118: 526-538)  with > 60.000 Pt., >23.000 Phenprocumon. The results are similar to the big NOAC Trials. I know, these are no RCTs, but there is no evidence, that Phenprocumon is less effective and safe as Warfarin.
No data from RCT. There is one retrospective cohort study from Germany in pts. with a mean age around 75 with renal impairment (common issue in the elderly), where rivaroxaban was superior compared to Phenprocoumon (Bonnemeier et al. 2019)
No appropriate data – user experience only 

	Warfarin
	No new data compared to 2016 review
Most data indicate inferiority especially in the elderly. Overall, VKA should be avoided in pts older than 75.
Positives:
-Wealth of clinical experience 
- INR provides reliable measurement of anticoagulation effect
-suitable for use in valvular and non valvular atrial fibrillation and in patients with mechanical heart valves 

Negatives
Often ‘contraindicated’ in older patients due to inability to attend clinics regularly, polypharmacy, poor control (inconsistent dietary intake, weight fluctuations etc.) .
-Risk of ICH almost double that of NOAC agents in older patients. 
-Significant dietary and drug interactions.
-Close monitoring required and variable dose scheduling

	Dabigatran low
	Some new subgroup data, but results as before dabigatran 110 is probably safer but less potent than certain alternative Doacs
No relevant new data for A and also not for C. However, renal safety issues are highly relevant in older pts. and we do have at least one signal that D 110 is not more effective concerning ICB in pts. > 85.
Unchanged recommendation

Positives:
- As efficacious in preventing ischaemic stroke as warfarin 
-Safer than warfarin in terms of ICH / major bleeding. 
- No significant close monitoring needed compared to warfarin.
-Evidence shows renal function deteriorates faster in patients with CKD on warfarin than on Dabigatran 110 mgs bd. 
-Less drug interactions than warfarin

Negatives
-Mainly renally excreted
-Large capsules to swallow
-Cannot be removed from foil to be ‘blistered packed’

	Dabigatran high
	Some new subgroup data, but results as before dabigatran 150 is probably more potent but less safe than alternative Doacs
renal safety issues>low intensity strategy
As discussed in 2016, high intensity strategy should be avoided in pts. above 80 and should be used with caution. New data demonstrating unsafety in older pts. justify downgrade from B to C.
Unchanged recommendation 

Positive:
-More efficacious than warfarin in preventing ischaemic stroke at high dose -Safer than warfarin in terms of ICH .
 -No significant close monitoring needed compared to warfarin. 
-Evidence shows renal function deteriorates faster in patients with CKD on warfarin than on Dabigatran 150 mgs BD
- Less drug interactions than warfarin .

Negative:
Age interaction evident in RE-LY study on clinical findings with increased major bleeding in older groups compared to VKA.
- mainly renally excreted
- Large capsules to swallow
-Cannot be removed from foil to be ‘blistered packed’

	Edoxaban
	Falls data is reassuring but not generalizable to a real world, frail, older adult population My grading is unchanged from before
Papers by Steffel and Kato convincing for the elderly
Not enough new data
Changed recommendation

Positive:
-Once Daily. 
-No close monitoring needed compared to warfarin.
-As efficacious in preventing ischaemic stroke as warfarin
 - reduced ICH and major bleeding compared to warfarin
-no age interaction in safety or efficacy. 
-Geriatric syndromes: Strong safety data compared to Warfarin in patients at high risk of falls.

	Rivaroxaban
	No new data. My grading is unchanged
Overall the available new data do not support an upgrade from B to A. However, some data demonstrates, that the kidney function might be more stable compared to VKA. However, there are still concerns about GI bleeding events
Unchanged recommendation – 

Positives:
-Once daily. 
-No close monitoring needed compared to warfarin.
-Safer than warfarin in terms of ICH. 
-Less drug-drug interactions.

Negatives:
 -Higher rates of GI bleeding than warfarin 
- No reduction in overall major bleeding compared to VKA. 

	Apixaban
	No new data. My grading is unchanged
Available data supports FORTA class A. 
Recommendation unchanged 

Positives:
-As efficacious in preventing ischaemic stroke as warfarin.
-Enhanced safety with reduction in ICH and major bleeding compared to warfarin. 
-No close monitoring needed compared to warfarin 
-No age interaction in trial findings. 
-Less drug interactions than warfarin 
- Geriatric syndromes: evidence of safety in patients with history of falls 





Supplementary Table 3 OAC-FORTA 2019 questionnaire
	Oral anticoagulant
	FORTA Class 2016
	Initiator’s main reasoning
	Your classification according to FORTA, “NO” for abstention
	The reasons for alterations/comments 

	VKA
	
	
	
	

	Acenocoumarol
	C
	No data, potentially lethal side effects (e.g. ICB)
	
	

	Fluindione
	C
	No data, potentially lethal side effects (e.g. ICB)
	
	

	Phenprocoumon
	C
	No data, potentially lethal side effects (e.g. ICB)
	
	

	Warfarin
	B
	Well-studied in comparison to NOACs, understudied vs placebo, requires intense monitoring
	
	

	NOAC
	
	
	
	

	Dabigatran
Low intensity strategy (110 mg BID)
	B
	Studied in comparison to warfarin, no monitoring but renal safety issues partially superior to warfarin regarding major endpoints, BID
	
	

	Dabigatran
High intensity strategy (150 mg BID)
	B
	Studied in comparison to warfarin, no monitoring but renal safety issues
partially superior to warfarin regarding major endpoints, in new study safety concern at this dose, BID
	
	

	Edoxaban	
High intensity strategy only (60 mg OD)
	B
	Studied in comparison to warfarin, no monitoring, partially superior to warfarin regarding major endpoints, larger efficacy and safety benefit in patients with high fall risk, OD
	
	

	Rivaroxaban
	B
	Studied in comparison to warfarin, no monitoring, no superiority to warfarin regarding major endpoints age >75, OD
	
	

	Apixaban

	A
	Studied in comparison to warfarin, no monitoring, superior to warfarin in all major endpoints, BID
	
	





Supplementary Material
Survey form 
Dear colleagues:
Thank you for your willingness to participate in the OAC-FORTA 2019 assessment, and welcome to the first stage of our consensus validation process. It is our honor and pleasure to have you onboard as one of our expert panelists.
We have now completed our systematic review for the OAC-FORTA 2019. In this review, we screened 212 abstracts and selected 11 studies that that were published from February 1st 2016 to May 28th 2019 and fulfilled our criteria to be included. These criteria were identical to those used for the first systematic review in 2016 with entries included until the 31st of January. 
Attached you can find Table 1 which contains key information on selected articles with particular focus on the presence of information on geriatric syndromes. In the right column you may see the info ‘Contained in …..’ meaning that this is a secondary analysis from a trial already contained in OAC-FORTA 2016. At the bottom of each drug section you find information on changes in the SmPC compared to those available for the last review. 
Table 2 shows the number of abstracts selected, the numbers of studies reporting data on older patients to support drug efficacy and safety, patients’ numbers and information on geriatric syndromes. It is analogous to table 1 in the OAC FORTA 2016 paper, except for the separation of new studies and secondary analyses from older studies. The questionnaire for the OAC-FORTA 2019 validation, first round is also included. 
Besides, you can download all selected articles and the most recent Summary of Product Characteristics (SmPCs) files of all included drugs under these links:
Full text articles: https://heibox.uni-heidelberg.de/d/fee24c986a/
SmPCs: https://heibox.uni-heidelberg.de/d/0cbfbf40a4/

Here we provide a brief summary of these studies that includes the aims of study and the conclusions of the authors as stated in each abstract as well as our own brief conclusion, order same as in table 1:
1. Barnett et al. 2018: ‘The aim of this study was to determine the net clinical benefit (NCB) of rivaroxaban compared with warfarin in patients with atrial fibrillation. Rivaroxaban was associated with favorable NCB compared with warfarin. The NCB was attributable to lower rates of ischemic events and fatal or critical organ bleeding.’

Our conclusion: Rivaroxaban has no net advantage over warfarin. This trial confirms the former assessment.

1. Lopes et al. 2019: ‘Appropriate antithrombotic regimens for patients with atrial fibrillation who have an acute coronary syndrome or have undergone percutaneous coronary intervention (PCI) are unclear. In patients with atrial fibrillation and a recent acute coronary syndrome or PCI treated with a P2Y12 inhibitor, an antithrombotic regimen that included apixaban, without aspirin, resulted in less bleeding and fewer hospitalizations without significant differences in the incidence of ischemic events than regimens that included a vitamin K antagonist, aspirin, or both.’

Our conclusion: This trial’s endpoints are not comparable to those from ARISTOTELE: data on ICB, major bleeding, stroke as separate age data are not yet available. Thus, it is unclear if the former efficacy endpoint (ischemic stroke) would be neutral or not.

1. Lopes et al. 2017: ‘We investigated the frequency and characteristics of intracranial hemorrhage (ICH), the factors associated with the risk of ICH, and outcomes post-ICH overall and by randomized treatment. This highlights the clinical relevance of reducing ICH by using apixaban rather than warfarin and avoiding concomitant aspirin, especially in patients of older age.’

Our conclusion: ICB related superiority of apixaban over warfarin confirmed for all ages including >75.

1. Alexander et al. 2016: ‘To determine the frequency of 1 dose-reduction criterion and whether the effects of the 5 mg twice daily dose of apixaban on stroke or systemic embolism and bleeding varied among patients with 1 or no dose-reduction criteria. Patients with atrial fibrillation and isolated advanced age, low body weight, or renal dysfunction have a higher risk of stroke or systemic embolism and major bleeding but show consistent benefits with the 5 mg twice daily dose of apixaban vs warfarin compared with patients without these characteristics. The 5 mg twice daily dose of apixaban is safe, efficacious, and appropriate for patients with only 1 dose-reduction criterion.’

Our conclusion: For patients >80 no significant advantage of apixaban over warfarin regarding major bleeding was shown; however, the group was small as only those >80 y were included whose age was a single of the three criteria for dose-reduction. No contradiction to former results..

1. Cannon et al. 2017: ‘Triple antithrombotic therapy with warfarin plus two antiplatelet agents is the standard of care after percutaneous coronary intervention (PCI) for patients with atrial fibrillation, but this therapy is associated with a high risk of bleeding. Among patients with atrial fibrillation who had undergone PCI, the risk of bleeding was lower among those who received dual therapy with dabigatran and a P2Y12 inhibitor than among those who received triple therapy with warfarin, a P2Y12 inhibitor, and aspirin. Dual therapy was noninferior to triple therapy with respect to the risk of thromboembolic events.’

Our conclusion: The risk for major or clinically relevant non-major bleeding was significantly lower in all patients (all age groups) who received dual therapy with 110mg dabigatran as compared to triple therapy with warfarin. However, in older patients (>=80/>=70 in Japan) the dual therapy with 150mg dabigatran resulted in a significantly higher risk for major or clinically relevant non-major bleeding. No differences were found with regard to thromboembolic events/death or unplanned revascularization. In this study, 110 mg are safe, 150 mg are not neutral, but unsafe.

1. Lauw et al. 2017: ‘The prevalence of atrial fibrillation (AF) and the risk of stroke and bleeding vary according to age. To estimate effects of dabigatran, compared with warfarin, on stroke, bleeding and mortality in patients with AF in the Randomized Evaluation of Long-Term Anticoagulant Therapy (RE-LY) trial according to age, we analysed treatment effects using age as a continuous variable and using age categories. Effects of dabigatran compared with warfarin on stroke prevention and intracranial bleeding are consistent across all age groups. Effects of dabigatran on extracranial major bleeding are age dependent, supporting selection of dabigatran 110 mg twice daily for elderly patients (age ≥80 years).’

Our conclusion: The risk for ICB is lower in patients (80-84 or <75) on dabigatran 110mg twice daily as compared to warfarin, but not in other age groups (75-79 or >=85). Dabigatran 150mg has no advantages over warfarin for older patients (>=75) except for patients 75-79 years old regarding ICB. New is the fact, that the advantage on ICB for 110 mg is not present at ages >=85.

1. Gibson et al. 2016: ‘In patients with atrial fibrillation undergoing percutaneous coronary intervention (PCI) with placement of stents, standard anticoagulation with a vitamin K antagonist plus dual antiplatelet therapy (DAPT) with a P2Y12 inhibitor and aspirin reduces the risk of thrombosis and stroke but increases the risk of bleeding. The effectiveness and safety of anticoagulation with rivaroxaban plus either one or two antiplatelet agents are uncertain. In participants with atrial fibrillation undergoing PCI with placement of stents, the administration of either low-dose rivaroxaban plus a P2Y12 inhibitor for 12 months or very-low-dose rivaroxaban plus DAPT for 1, 6, or 12 months was associated with a lower rate of clinically significant bleeding than was standard therapy with a vitamin K antagonist plus DAPT for 1, 6, or 12 months. The three groups had similar efficacy rates, although the observed broad confidence intervals diminish the surety of any conclusions regarding efficacy.’

Our conclusion: No efficacy benefit of rivaroxaban over warfarin but less bleeding for both doses. However, unusual definition of bleeding, because ‘TIMI major, TIMI minor, bleeds requiring medical attention’ is not discernible.

1. Gibson et al. 2017: ‘Patients with atrial fibrillation who undergo intracoronary stenting traditionally are treated with a vitamin K antagonist (VKA) plus dual antiplatelet therapy (DAPT), yet this treatment leads to high risks of bleeding. We hypothesized that a regimen of rivaroxaban plus a P2Y12 inhibitor monotherapy or rivaroxaban plus DAPT could reduce bleeding and thereby have a favorable impact on all-cause mortality and the need for rehospitalization. Among patients with atrial fibrillation undergoing intracoronary stenting, administration of either rivaroxaban 15 mg daily plus P2Y12 inhibitor monotherapy or 2.5 mg rivaroxaban twice daily plus DAPT was associated with a reduced risk of all-cause mortality or recurrent hospitalization for adverse events compared with standard-of-care VKA plus DAPT.’

Our conclusion: Composite advantage of rivaroxaban (both doses) over warfarin regarding all cause death and recurrent hospitalization, no info on death alone.

1. Reddy et al. 2017: ‘The final results of the PREVAIL trial, both alone and as part of a patient-level meta-analysis with the PROTECT AF trial, are reported with patients in both trials followed for 5 years. These 5-year outcomes of the PREVAIL trial, combined with the 5-year outcomes of the PROTECT AF trial, demonstrate that LAAC with Watchman provides stroke prevention in nonvalvular atrial fibrillation comparable to warfarin, with additional reductions in major bleeding, particularly hemorrhagic stroke, and mortality.’

Our conclusion: No safety data for warfarin were provided and warfarin was not compared to other drugs.

1. Steffel et al. 2016: ‘This study assessed the relative efficacy and safety of edoxaban versus warfarin in the ENGAGE AF-TIMI 48 (Effective Anticoagulation with Factor Xa Next Generation in Atrial Fibrillation-Thrombolysis In Myocardial Infarction 48) trial in patients with atrial fibrillation judged to be at increased risk of falling. Edoxaban is an attractive alternative to warfarin in patients at increased risk of falling, because it is associated with an even greater absolute reduction in severe bleeding events and mortality.’

Our conclusion: Systematically greater beneficial effects of edoxaban as compared to warfarin in patients at high risk of falling, except for the composite endpoint: death/stroke/SEE/major bleed. No detailed statistical analysis, but other differences and NNTs seem to be clinically relevant. This secondary analysis is the only one in this new review dealing with a geriatric syndrome (falls).

1. Kato et al. 2016: ‘Elderly patients with atrial fibrillation are at higher risk of both ischemic and bleeding events compared to younger patients. In a prespecified analysis from the ENGAGE AF-TIMI 48 trial, we evaluate clinical outcomes with edoxaban versus warfarin according to age. Age has a greater influence on major bleeding than thromboembolic risk in patients with atrial fibrillation. Given the higher rates of bleeding and death with increasing age, treatment of elderly patients with edoxaban provides an even greater absolute reduction in safety events over warfarin, compared to treatment with edoxaban versus warfarin in younger patients.’

Our conclusion: For both doses of edoxaban (30 and 60) the risk for major bleeding and ICB were lower at high ages as compared to warfarin, but no difference regarding the prevention of stroke. Besides, 30mg edoxaban was significantly worse regarding stroke in patients aged <65. Overall, no difference to the original assessment was found.

In summary, we found few new trials (N=4 for all OACs) and three of them were about post PCI anticoagulation in patients with atrial fibrillation. Besides, we found no new trial for edoxaban. In the AUGUSTUS trial (Lopes et al. 2019) no data on the same endpoints as in ARISTOTLE are yet available and its results are thus not comparable to those from the ARISTOTLE trial. In AUGUSTUS the authors report only on composite safety and efficacy endpoints (e.g. major + nonmajor bleeding, death or ischemic event). To us, the only remarkable study is the secondary analysis of the ENGAGE trial for stratification for fall risk which is meritorious as it demonstrates an even higher efficacy and better safety for patients at risk. Unfortunately, exact comparative stats (significance for these obvious differences) is not given, and one composite endpoint demonstrate the opposite for unknown reasons. 
The next step is to decide whether we need a TC before you could do the assessment, or not. If the majority votes ‘yes’, we will organize it via VoiceBridge which does not provide toll-free numbers (just local numbers in all countries). This TC should take place till mid August to be able to complete the first round of rating by August 31st. Thus, a speedy vote would be appreciated. Please, consider the difficulties of finding a common slot for 12 people during the peak holiday season in Europe, before voting ‘yes’…
With our without this TC we would go on to fill in 8 letters in the survey, and any comments in the same form. In the first OAC-FORTA paper, you added your comments to the large table on the individual trials which is not necessary this time we think as we should only consider the differentials to the former review.
We propose to publish the results of this study in the same journal as last time, and include you co-authors again:
Pazan F, Collins R, Gil VM, Hanon O, Hardt R, Hoffmeister M, Monteiro P, Quinn TJ, Ropers D, Sergi G, Verheugt FWA, Wehling M.
Finally, the questionnaire should be send to Farhad Pazan (farhad.pazan@medma.uni-heidelberg.de & CC: liesbeth.meyer@medma.uni-heidelberg.de). We will inform you about the results of our first round as soon as all participants have returned the questionnaire.
Please do not hesitate to contact us if you have any questions.
Many thanks for the continued support.
All the best
Farhad Pazan & Martin Wehling
  [image: cid:image001.png@01D546C1.D5577A10]     [image: cid:image002.png@01D546C1.D5577A10]      
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Ruprecht-Karls-University of Heidelberg
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Clinical Pharmacology Mannheim
Director: Prof. Dr. Martin Wehling
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Phone: +49 (0)621 3839629 
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Appropriateness of Oral Anticoagulants for Long-Term Treatment of Atrial Fibrillation in Older People: Results of a New Systematic Literature Review (OAC-FORTA 2019)



		

Oral anticoagulant

		







FORTA Class 2016

		





Initiator’s main reasoning

		





Your classification according to FORTA, 

“NO” for abstention

		







The reasons for alterations/comments 



		VKA

		

		

		

		



		Acenocoumarol

		C

		No data, potentially lethal side effects (e.g. ICB)

		

		



		Fluindione

		C

		No data, potentially lethal side effects (e.g. ICB)

		

		



		Phenprocoumon

		C

		No data, potentially lethal side effects (e.g. ICB)

		

		



		Warfarin



		B

		Well-studied in comparison to NOACs, understudied vs placebo, requires intense monitoring

		

		



		NOAC

		

		

		

		



		Dabigatran

Low intensity strategy (110 mg BID)

		B

		Studied in comparison to warfarin, no monitoring but renal safety issues

partially superior to warfarin regarding major endpoints, BID

		

		



		Dabigatran

High intensity strategy (150 mg BID)

		B

		Studied in comparison to warfarin, no monitoring but renal safety issues

[bookmark: _GoBack]partially superior to warfarin regarding major endpoints, in new study safety concern at this dose, BID

		

		



		Edoxaban	

High intensity strategy only (60 mg OD)

		B

		Studied in comparison to warfarin, no monitoring, partially superior to warfarin regarding major endpoints, larger efficacy and safety benefit in patients with high fall risk, OD

		

		



		Rivaroxaban

		B

		Studied in comparison to warfarin, no monitoring, no superiority to warfarin regarding major endpoints age >75, OD

		

		



		Apixaban



		A

		Studied in comparison to warfarin, no monitoring, superior to warfarin in all major endpoints, BID

		

		







Survey form 
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		Abstracts

(2016/02/01-2019/05/28)

		Separate studies/

entries fulfilling

criteria

		New trial

		Secondary analysis from a trial contained in OAC-FORTA 2016

		Patients

aged >65/

70 years

		Patients

aged >75/

80 years



		Information on geriatric syndromes



		Vitamin K antagonists





		Acenocoumarol

		2

		0

		-

		-

		-

		-

		-



		Fluindione

		0

		-

		-

		-

		-

		-

		-



		Phenprocoumon

		1

		0

		-

		-

		-

		-

		-



		Warfarin

		93

		11

		4

		7

		2162

		892

		Edoxaban Versus Warfarin in Atrial Fibrillation Patients at Risk of Falling (ENGAGE AF–TIMI 48 Analysis):

‘Edoxaban is an attractive alternative to warfarin in patients at increased risk of falling, because it is associated with an even greater absolute reduction in severe bleeding events and mortality.’



		Non-vitamin K oral anticoagulants





		Apixaban

		32

		3

		1

		2

		1646

		344

		-



		Dabigatran

		23

		2

		1

		1

		-

		233

		-



		Edoxaban

		26

		2

		0

		2

		-

		-

		[bookmark: _GoBack]Edoxaban Versus Warfarin in Atrial Fibrillation Patients at Risk of Falling (ENGAGE AF–TIMI 48 Analysis):

‘Edoxaban is an attractive alternative to warfarin in patients at increased risk of falling, because it is associated with an even greater absolute reduction in severe bleeding events and mortality.



		Rivaroxaban

		35

		3

		1

		2

		1025

		494

		-





Table 2 Results of the structured comprehensive review on oral anticoagulants
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Appropriateness of Oral Anticoagulants for Long-Term Treatment of Atrial Fibrillation in Older Adults: Results of a New Systematic Literature Review (OAC-FORTA 2019)

Table 1

Part 1: Warfarin

		PMID, first author, year:



		Warfarin vs

		Patients on Warfarin >65

		Patients on Warfarin >75

		Patients on Warfarin >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Duration

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		29506743,Barnett,

2018

		rivaroxaban

		

		3109

(>=75y)

		

		Net clinical benefit (composite of death, stroke, MI, fatal bleeding, critical organ bleeding, or non-CNS systemic embolism)



Event rate (no. events) no./100 p.y./

rate difference (95% CI)/10000 p.y.



>= 75 



5.25 (244) vs. 6.89 (321)

-163.8 (-263.9, -63.8)



<75



4.41 (284) vs. 4.91 (322)

-49.7 (-124.0, 24.4)



rivaroxaban/warfarin



		

		

		Median duration of treatment exposure=590 days + median follow-up period=707 days follow-up

		

		Contained in

 24895454,

Halperin JL, 2014





		30883055

Lopes, 

2019











		apixaban



(see study protocol in supplementary)

		3293/2



>=65

		>=65 to <80



=2604/2

		689/2



>=80

		Death or ischemic events:







Events/patient 



>=80



76/703 (10.8%); HR 0.84; 95% CI 0.53, 1.31





>=65 to <80



171/2644 (24.6%); HR 0.84; 95% CI 0.62, 1.14



<65



70/1267 (5.5%); HR 1.39; 95% CI 0.86, 2.23



Apixaban/warfarin

		major OR clinically relevant nonmajor bleeding:



Events/patient



>=80



120/689 (17.4%); HR 0.85; 95% CI 0.59, 1.21





>=65 to <80



339/2604 (13%); HR 0.64; 95% CI 0.52, 0.80



<65



114/1256 (9.1%); HR 0.68; 95% CI 0.47, 0.99



Apixaban/Warfarin

		death or hospitalization:







Events/patient



>=80



243/703 (34.6%); HR 0.92; 95% CI 0.71, 1.18





>=65 to <80



650/2644 (24.6%); HR 0.77; 95% CI 0.66, 0.90



<65



280/1267 (22.1%); HR 0.93; 95% CI 0.73, 1.17



Apixaban/Warfarin



		6 months

		

		



		28356246

Lopes,

2017





































		apixaban

		12730/2



>=65

		5678/2



>=75

		

		

		

		Using age as a continuous variable



75 years of age



HR 0.37; 95% CI (0.26-0.53) 





65 years of age



HR 0.53; CI 95% (0.36-0.79) 



55 years of age

HR 0.78; CI 95% (0.40-1.51)





Apixaban/warfarin

		1.8 years

		

		contained in 

21870978, Granger CB, 2011



		27463942

Alexander,

2016

		apixaban

		

		

		1636/2



>=80

		

		No. of events (annual %)



Age >=80 y



46 (3.5)/61(4.9); HR 0.7; 95% CI (0.5-1.1)



Apixaban/Warfarin

		

		1.8 years

		

		contained in 

21870978, Granger CB, 2011





		28844193

Cannon,

2017



		Post PCI



Triple therapy with warfarin plus clopidogrel or ticagrelor and aspirin or dual therapy with dabigatran (110 mg or 150 mg twice daily) plus clopidogrel or ticagrelor) and no aspirin (110-mg and 150-mg dual-therapy groups)

		

		

		225 



>=80 (>=70 years old in Japan)

		 Thromboembolic events or death or

unplanned revascularization





110 dabigatran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=39 (17.3%) vs. 33 (14.7%) not significant



<80 (<70 in Japan)



n of patients with events=110 (14.6%) vs. 98 (13.0%) not significant







150 dabigartran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=1 (12.5%) vs. 0 (-) not significant



<80 (<70 in Japan)



n of patients with events=89 (11.8%) vs. 98 (13%) not significant





Dabigatran/ warfarin

		Primary endpoint: Major or clinically relevant non major bleeding







110 dabigatran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=50 (22.2%) vs. 70 (31.1%) significant



<80 (<70 in Japan)



n of patients with events=101 (13.4%) vs. 194 (25.7%) significant











150 dabigartran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=7 (87.5%) vs. 2 (25.0%) significant (‘other way’)



<80 (<70 in Japan)



n of patients with events=147 (19.5%) vs. 194 (25.7%)

significant







Dabigatran/ warfarin

		 

		14 months

		

		



		28213368, Lauw,

2017

		Dabigatran high/low 

		10855/3



<75





		4231/3



75-79

		2305/3



80-84





722/3



>=85





		For 110mg



>=85



HR 0.52; 95% CI (0.21-1.29)



80-84



HR 0.75; 95% CI (0.46-1.21)



75-79



HR 1.08; 95% CI (0.73-1.60)



<75



HR 0.93; 95% CI (0.7-1.22)





For 150mg



>=85



HR 0.70; 95% CI (0.31-1.57)



80-84



HR 0.67; 95% CI (0.41-1.10)



75-79



HR 0.65; 95% CI (0.42-1.01)



<75



HR 0.63; 95% CI (0.46-0.86)







Dabi (110/150) vs. warfarin

		For 110mg



>=85



HR 1.01; 95% CI (0.59-1.73)



80-84



HR 1.18; 95% CI (0.84-1.65)



75-79



HR 0.93; 95% CI (0.71-1.21)



<75



HR 0.62; 95% CI (0.50-0.77)





For 150mg



>=85



HR 1.22; 95% CI (0.74-2.02)



80-84



HR 1.41; 95% CI (1.02-1.94)



75-79



HR 1.04; 95% CI (0.81-1.35)



<75



HR 0.70; 95% CI (0.57-0.86)







Dabi (110/150) vs. warfarin

		For 110mg



>=85



HR 0.13; 95% CI (0.02-1.04)



80-84



HR 0.30; 95% CI (0.11-0.82)



75-79



HR 0.51; 95% CI (0.25-1.04)



<75



HR 0.22; 95% CI (0.11-0.45)





For 150mg



>=85



HR 0.61; 95% CI (0.20-1.87)



80-84



HR 0.55; 95% CI (0.25-1.21)



75-79



HR 0.23; 95% CI (0.09-0.60)



<75



HR 0.43; 95% CI (0.25-0.74)







Dabi (110/150) vs. warfarin

		2 y

		All-cause mortality



For 110mg



>=85



HR 1.37; 95% CI (0.89-2.11)



80-84



HR 1.09; 95% CI (0.80-1.47)



75-79



HR 0.86; 95% CI (0.66-1.11)



<75



HR 0.82; 95% CI (0.68-0.98)





For 150mg



>=85



HR 1.15; 95% CI (0.74-1.79)



80-84



HR 1.16; 95% CI (0.87-1.55)



75-79



HR 0.82; 95% CI (0.63-1.07)



<75



HR 0.77; 95% CI (0.64-0.93)





Dabi (110/150) vs. warfarin

		Contained in 21576658,

Eikelboom JW, 2011



		27959713, Gibson,

2016

		Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT

		516



>=65

		223



>=75

		

		Time to First Stroke

















Age group 1



>=75



4/251 (1.9) vs. 1/223 (0.6) 



HR 3.22; 95% CI (0.36-28.77)



<75



4/443 (1.0) vs. 6/472 (1.4) 



HR 0.67; 95% CI (0.19-2.37)



Age group 2



>=65



7/512 (1.6) vs. 6/516 (1.4) 



HR 1.09; 95% CI (0.37-3.26)



<65



1/182 (0.5) vs. 1/179 (0.6) 



HR 0.97; 95% CI (0.06-15.46)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



3/243 (1.3) vs. 1/223 (0.6) 



HR 2.49; 95% CI (0.26-24.00)



<75



7/461 (1.7) vs. 6/472 (1.4) 



HR 1.14; 95% CI (0.38-3.38)



Age group 2



>=65



5/513 (1.0) vs. 6/516 (1.4) 



HR 0.81; 95% CI (0.25-2.67)



<65



5/191 (2.8) vs. 1/179 (0.6) 



HR 4.15; 95% CI (0.48-35.66)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		Clinically significant bleeding (TIMI major, TIMI minor, bleeds requiring medical attention)





Age group 1



>=75



49/251 (20.6) vs. 62/224 (31.4) 



HR 0.62; 95% CI (0.42-0.90)



<75



60/445 (14.8) vs. 105/473 (24.6) 



HR 0.56; 95% CI (0.41-0.77)

Age group 2



>=65



87/512 (18.2) vs. 132/518 (28.7) 



HR 0.60; 95% CI (0.46-0.78)



<65



22/184 (13.0) vs. 35/179 (21.4) 



HR 0.57; 95% CI (0.34-0.98)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



50/245 (22.1) vs. 62/224 (31.4) 



HR 0.66; 95% CI (0.45-0.95)



<75



67/461 (15.8) vs. 105/473 (24.6) 



HR 0.61; 95% CI (0.45-0.82)



Age group 2



>=65



89/515 (18.8) vs. 132/518 (28.7) 



HR 0.62; 95% CI (0.47-0.81)



<65



28/191 (15.8) vs. 35/179 (21.4) 



HR 0.70; 95% CI (0.43-1.16)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		

		12 months

		

		



		27881555,

Gibson,

2017

		Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT

		518



>=65

		224



>=75

		

		All cause death or First Recurrent Hospitalization



Age group 1



>=75



106/251 (44.9) vs. 93/224 (47.3) 



HR 0.90; 95% CI (0.68-1.19)



<75



122/445 (29.2) vs. 168/473 (39.4) 



HR 0.70; 95% CI (0.55-0.88)



Age group 2



>=65



186/512 (38.9) vs. 211/518 (45.6) 



HR 0.80; 95% CI (0.65-0.97)



<65



42/184 (24.0) vs. 50/179 (31.3) 



HR 0.74; 95% CI (0.49-1.12)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



90/245 (39.6) vs. 93/224 (47.3) 



HR 0.81; 95% CI (0.61-1.09)



<75



123/461 (27.9) vs. 168/473 (39.4) 



HR 0.70; 95% CI (0.55-0.88)



Age group 2



>=65



165/515 (34.1) vs. 211/518 (45.6) 



HR 0.72; 95% CI (0.59-0.88)



<65



48/191 (26.0) vs. 50/179 (31.3) 



HR 0.86; 95% CI (0.58-1.27)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		

		

		12 months

		First Recurrent Hospitalization





Age group 1



>=75



105/251 (44.6) vs. 92/224 (47.1) 



HR 0.90; 95% CI (0.68-1.19)



<75



116/445 (28.0) vs. 165/473 (39.0) 



HR 0.67; 95% CI (0.53-0.85)



Age group 2



>=65



182/512 (38.3) vs. 207/518 (45.1) 



HR 0.79; 95% CI (0.65-0.97)



<65



39/184 (22.5) vs. 50/179 (31.3) 



HR 0.69; 95% CI (0.45-1.05)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



89/245 (39.3) vs. 92/224 (47.1) 



HR 0.81; 95% CI (0.61-1.09)



<75



118/461 (26.9) vs. 165/473 (39.0) 



HR 0.68; 95% CI (0.54-0.86)



Age group 2



>=65



162/515 (33.7) vs. 207/518 (45.1) 



HR 0.72; 95% CI (0.59-0.88)



<65



45/191 (24.5) vs. 50/179 (31.3) 



HR 0.81; 95% CI (0.54-1.20)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		Contained in 

27959713, Gibson,

2016



		29103847,

Reddy,

2017

		Device (WATCHMAN)

		

		115 (PROTECT AF) + new patients from PREVAIL=244*0.41=about 100

(41.4% of 244 patients on warfarin were >=75) 

		

		PROTECT AF/PREVAIL combined: composite efficacy endpoint of stroke, systemic embolism, or cardiovascular/unexplained death

as read from the figure:

>=75

HR 0.93

<75

HR 0.95

Device/Warfarin 

		

		

		about 4 years

		

		Partly contained in

25399274, Reddy VY, 2014





		27609678, Steffel,

2016

		Edoxaban high/low 

		

		>=75y





Patients at higher risk of falling:



208 warfarin



Patients not at risk of falling:



2612 warfarin



		

		

		

		

		2.8

		Edoxaban vs. warfarin in afib patients at risk of falling:



Absolute risk reduction of higher dose edoxaban vs. warfarin in patients at increased risk of falling vs. not at increased risk of falling 



Hemorrhagic stroke:



-64/10,000 patient-years (NNT=157) vs. 

-20/10,000 

patient-years (NNT=500)



Intracranial hemorrhage:



-175/10,000 patient-years (NNT=57) vs. 

-39/10,000 patient-years (NNT=257)



Life-threatening bleeding:



-141/10,000 patient-years, (NNT=71) vs. 

-33/10,000 patient-years (NNT=302)



All-cause mortality:



-66/10,000 patient-years (NNT=152) vs. 

-34/10,000 patient-years (NNT=293)



Composite endpoint 1=death/stroke/systemic embolic event/major bleed:





-12/10,000 patient-years (NNT=823) vs. -88/10,000 patient-years (NNT=113)



Composite endpoint 2= death or disabling stroke or life-threatening

bleed:



-171/10,000 patient-years (NNT=59) vs. -54/10,000 patient-years (NNT=184)



Composite endpoint 3= death or stroke or systemic embolic event or life-threatening bleed:



-137/10,000 patient-years (NNT=73) vs. -70/10,000 patient-years (NNT=143)



		Contained in 24251359, Giugliano RP, 2013





		27207971,Kato,

2016

		Edoxaban high/low 

		15608/3



>=65



7134/3



65-74

		2820



>=75

		3591/3



>=80

		For 60mg



>=80



HR 0.90; 95% CI (0.83-1.30)



>=75



HR 0.83; 95% CI (0.66-1.04)



65-74



HR 0.89; 95% CI (0.68-1.16)



<65



HR 0.94; 95% CI (0.65-1.37)



For 30mg



>=80



HR 1.18; 95% CI (0.84-1.65)



>=75



HR 0.12; 95% CI (0.91-1.37)



65-74



HR 0.00; 95% CI (0.77-1.29)



<65



HR 0.12; 95% CI (1.01-2.00)





Edoxaban/warfarin 

		For 60mg



>=80



HR 0.75; 95% CI (0.58-0.98)



>=75



HR 0.83; 95% CI (0.70-0.99)



65-74



HR 0.75; 95% CI (0.60-0.94)



<65



HR 0.81; 95% CI (0.58-1.12)



For 30mg



>=80



HR 0.42; 95% CI (0.31-0.56)



>=75



HR 0.47; 95% CI (0.38-0.58)



65-74



HR 0.48; 95% CI (0.37-0.62)



<65



HR 0.40; 95% CI (0.27-0.61)





Edoxaban/warfarin

		For 60mg



>=80



HR 0.41; 95% CI (0.22-0.77)



>=75



HR 0.40; 95% CI (0.26-0.62)



65-74



HR 0.42; 95% CI (0.25-0.70)



<65



HR 1.03; 95% CI (0.46-2.29)



For 30mg



>=80



HR 0.29; 95% CI (0.15-0.57)



>=75



HR 0.30; 95% CI (0.19-0.49)



65-74



HR 0.22; 95% CI (0.12-0.42)



<65



HR 0.62; 95% CI (0.25-1.58)





Edoxaban/warfarin

		2.8

		

		Contained in 24251359, Giugliano RP, 2013





		SmPC Info

changes only as compared to the last review

		

		

		

		

		

		

		

		

		Elderly



Elderly patients require lower doses than younger adults. The initial dose should be 2 (1-3) Warfarin

Orion 2.5 mg tablets (5 mg (2.5-7.5 mg), which is then adjusted based on INR values. Warfarin

pharmacokinetics is unaffected by age. The reduced dose requirement is due to pharmacodynamic

changes.

Impaired renal function: Patient with impaired renal function, depending on the comorbidity, may

require lower or higher dose of Warfarin Orion

Special caution must be exercised when treating elderly patients. The patient compliance and the capabilities of following strict rules on dosage must be ascertained. Hepatic metabolism of warfarin, as

well as the synthesis of clotting factors, is slowed down in the elderly. This may easily result in an

excessive warfarin effect. Treatment must be initiated cautiously (see section 4.2).

The elderly: Limited data indicates that warfarin’s pharmacokinetics is not age-dependent (see 4.2).

		Interpretatory summary for other findings of particular geriatric relevance 

Patient with impaired renal function, depending on the comorbidity, may

require lower or higher dose of Warfarin Orion








Part 2: Acenocoumarol

		PMID:



		Acenocoumarol vs

		Patients on Acenocoumarol >65

		Patients on Aceno-coumarol >75

		Patients on Aceno-coumarol >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Dura-tion

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		SmPC

changes only as compared to the last review



		

		

		

		

		

		

		

		

		Pharmacokinetic properties:

Plasma drug concentrations are generally higher in patients of 70 years or over when compared with younger patients, after the same dose.

		Interpretatory summary for other findings of particular geriatric relevance 

No change








Part 3: Fluindione

		PMID:



		Fluindione vs

		Patients on Fluindione >65

		Patients on Fluindione >75

		Patients on Fluindione >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Duration

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		SmPC

changes only as compared to the last review

		

		

		

		

		

		

		

		

		Data from: https://www.edrug-online.com/255/previscan-fluindione-uses-dosage-side-effects-precautions.html, accessed on July 15, 2019

Precautions for use:

In the elderly and elderly, the risk of haemorrhage is high. Therefore, the initiation of antivitamin K treatment, as well as the continuation of this treatment, should be done only after careful evaluation of the benefit / risk ratio. The decision of treatment and its follow-up must take particular account of the specific risks related to the field:

o frequency of associated pathologies and therapeutic associations,

o frequency and severity of haemorrhagic accidents, particularly related to the risk of falling,

o risk of impairment of cognitive functions leading to a risk of mistaking. The risk of overdose, particularly at the start of treatment, should be carefully monitored. In case of severe renal insufficiency, this drug is generally not recommended. However, in cases where it is used, initial doses should be lower and INR monitoring closer.

Dosage in elderly and elderly subjects:

Treatment should be started with a lower dose. Indeed, the average equilibrium dose is lower in the elderly than in the young, usually 1/2 to 3/4 of the dose (see section Warnings and precautions for use).





		

No change










Part 4: Phenprocoumon

		PMID:



		Phenprocoumon vs

		Patients on Phenprocoumon >65

		Patients on Phenprocoumon >75

		Patients on Phenprocoumon >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Dura-tion

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		SmPC

changes only as compared to the last review

		

		

		

		

		

		

		

		

		No change 

		Interpretatory summary for other findings of particular geriatric relevance 

No change










Part 5: Apixaban

		PMID:



		Apixaban vs

		Patients on Apixaban >65

		Patients on Apixaban >75

		Patients on Apixaban >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Duration

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		30883055

Lopes, 2019

		Warfarin (according to study protocol in supplementary)

		3293/2



>=65

		>=65 to <80



=2604/2

		689/2



>=80

		Death or ischemic events:









Events/patient



>=80



76/703 (10.8%); HR 0.84; 95% CI 0.53, 1.31





>=65 to <80



171/2644 (24.6%); HR 0.84; 95% CI 0.62, 1.14



<65



70/1267 (5.5%); HR 1.39; 95% CI 0.86, 2.23



Apixaban/warfarin

		major OR clinically relevant nonmajor bleeding:



Events/patient



>=80



120/689 (17.4%); HR 0.85; 95% CI 0.59, 1.21





>=65 to <80



339/2604 (13%); HR 0.64; 95% CI 0.52, 0.80



<65



114/1256 (9.1%); HR 0.68; 95% CI 0.47, 0.99





Apixaban/Warfarin

		death or hospitalization:









Events/patient



>=80



243/703 (34.6%); HR 0.92; 95% CI 0.71, 1.18





>=65 to <80



650/2644 (24.6%); HR 0.77; 95% CI 0.66, 0.90



<65



280/1267 (22.1%); HR 0.93; 95% CI 0.73, 1.17





Apixaban/Warfarin

		6 months

		

		



		28356246

Lopes,

2017











		warfarin

		12730/2



>=65

		5678/2



>=75

		

		

		

		Using age as a continuous variable



75 years of age



HR 0.37; 95% CI (0.26-0.53) 





65 years of age



HR 0.53; CI 95% (0.36-0.79) 



55 years of age

HR 0.78; CI 95% (0.40-1.51)





Apixaban/warfarin

		1.8 years

		

		Cotained in 21870978, Granger CB, 2011





		27463942

Alexander,

2016

		warfarin

		

		

		1636/2



>=80

		

		No. of events (annual %)



Age >=80 y



46 (3.5)/61(4.9); HR 0.7; 95% CI (0.5-1.1)



Apixaban/Warfarin

		

		1.8 years

		

		contained in 

21870978, Granger CB, 2011





		SmPC



changes only as compared to the last review

		

		

		

		

		

		

		

		

		Elderly

Elderly patients (above 65 years) exhibited higher plasma concentrations than younger patients, with mean AUC values being approximately 32% higher and no difference in Cmax.

		Summary for other findings of particular geriatric relevance 

No change










Part 6: Dabigatran

		PMID:



		Dabigatran vs

		Patients on Dabigatran >65

		Patients on Dabigatran >75

		Patients on Dabigatran >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Duration

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		28844193

Cannon,

2017



		Post PCI 



Triple therapy with warfarin plus clopidogrel or ticagrelor and aspirin or dual therapy with dabigatran (110 mg or 150 mg twice daily) plus clopidogrel or ticagrelor) and no aspirin (110-mg and 150-mg dual-therapy groups)

		

		

		233 



>=80(>=70 years old in Japan)

		 Thromboembolic events or death or

unplanned revascularization





110 dabigatran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=39 (17.3%) vs. 33 (14.7%) not significant



<80 (<70 in Japan)



n of patients with events=110 (14.6%) vs. 98 (13.0%) not significant







150 dabigartran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=1 (12.5%) vs. 0 (-) not significant



<80 (<70 in Japan)



n of patients with events=89 (11.8%) vs. 98 (13%) not significant





Dabigatran/ warfarin

		Primary endpoint: Major or clinically relevant non major bleeding







110 dabigatran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=50 (22.2%) vs. 70 (31.1%) significant



<80 (<70 in Japan)



n of patients with events=101 (13.4%) vs. 194 (25.7%) significant











150 dabigartran dual therapy vs. warfarin triple therapy



>=80 (>=70 in Japan)



n of patients with events=7 (87.5%) vs. 2 (25.0%) significant (‘other way’)



<80 (<70 in Japan)



n of patients with events=147 (19.5%) vs. 194 (25.7%)

significant







Dabigatran/ warfarin

		 

		14 months

		

		



		28213368,Lauw,

2017

		Dabigatran high/low vs Warfarin

		10855*2/3



<75





		4231*2/3



75-79

		2305*2/3



80-84





722*2/3



>=85





		For 110mg



>=85



HR 0.52; 95% CI (0.21-1.29)



80-84



HR 0.75; 95% CI (0.46-1.21)



75-79



HR 1.08; 95% CI (0.73-1.60)



<75



HR 0.93; 95% CI (0.7-1.22)





For 150mg



>=85



HR 0.70; 95% CI (0.31-1.57)



80-84



HR 0.67; 95% CI (0.41-1.10)



75-79



HR 0.65; 95% CI (0.42-1.01)



<75



HR 0.63; 95% CI (0.46-0.86)







Dabi (110/150) vs. warfarin



		For 110mg



>=85



HR 1.01; 95% CI (0.59-1.73)



80-84



HR 1.18; 95% CI (0.84-1.65)



75-79



HR 0.93; 95% CI (0.71-1.21)



<75



HR 0.62; 95% CI (0.50-0.77)





For 150mg



>=85



HR 1.22; 95% CI (0.74-2.02)



80-84



HR 1.41; 95% CI (1.02-1.94)



75-79



HR 1.04; 95% CI (0.81-1.35)



<75



HR 0.70; 95% CI (0.57-0.86)







Dabi (110/150) vs. warfarin



		For 110mg



>=85



HR 0.13; 95% CI (0.02-1.04)



80-84



HR 0.30; 95% CI (0.11-0.82)



75-79



HR 0.51; 95% CI (0.25-1.04)



<75



HR 0.22; 95% CI (0.11-0.45)





For 150mg



>=85



HR 0.61; 95% CI (0.20-1.87)



80-84



HR 0.55; 95% CI (0.25-1.21)



75-79



HR 0.23; 95% CI (0.09-0.60)



<75



HR 0.43; 95% CI (0.25-0.74)







Dabi (110/150) vs. warfarin



		2 y

		All-cause mortality



For 110mg



>=85



HR 1.37; 95% CI (0.89-2.11)



80-84



HR 1.09; 95% CI (0.80-1.47)



75-79



HR 0.86; 95% CI (0.66-1.11)



<75



HR 0.82; 95% CI (0.68-0.98)





For 150mg



>=85



HR 1.15; 95% CI (0.74-1.79)



80-84



HR 1.16; 95% CI (0.87-1.55)



75-79



HR 0.82; 95% CI (0.63-1.07)



<75



HR 0.77; 95% CI (0.64-0.93)







Dabi (110/150) vs. warfarin



		Contained in 21576658,

Eikelboom JW, 2011



		SmPC



changes only as compared to the last review

		

		

		

		

		

		

		

		

		Assessment of renal function prior to and during Pradaxa treatment



The method to be used to estimate renal function (CrCL in mL/min) is the Cockcroft-Gault method.

		Interpretatory summary for other findings of particular geriatric relevance 

No change










Part 7: Edoxaban

		PMID:



		Edoxaban vs

		Patients on Edoxaban >65

		Patients on Edoxaban >75

		Patients on Edoxaban >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Duration

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		27609678, Steffel,

2016

		Edoxaban high/low vs warfarin

		

		>=75y





Patients at higher risk of falling:



201 (high dose edoxaban) + 181 (low dose edoxaban)



Patients not at risk of falling:



2647 (high dose edoxaban) + 2625 (low dose edoxaban)





		

		

		Systematically greater beneficial effects of edoxaban in patients at high risk of falling, except for composite endpoint: death/stroke/SEE/major bleed. 

No stats, but other differences and NNTs seem to be clinically relevant.

		

		2.8

		Edoxaban vs. warfarin in afib patients at risk of falling:



Absolute risk reduction of higher dose edoxaban vs. warfarin in patients at increased risk of falling vs. not at increased risk of falling 



Hemorrhagic stroke:



-64/10,000 patient-years (NNT=157) vs. 

-20/10,000 

patient-years (NNT=500)



Intracranial hemorrhage:



-175/10,000 patient-years (NNT=57) vs. 

-39/10,000 patient-years (NNT=257)



Life-threatening bleeding:



-141/10,000 patient-years, (NNT=71) vs. 

-33/10,000 patient-years (NNT=302)



All-cause mortality:



-66/10,000 patient-years (NNT=152) vs. 

-34/10,000 patient-years (NNT=293)



Composite endpoint 1=death/stroke/systemic embolic event/major bleed:





-12/10,000 patient-years (NNT=823) vs. -88/10,000 patient-years (NNT=113)



Composite endpoint 2= death or disabling stroke or life-threatening

bleed:



-171/10,000 patient-years (NNT=59) vs. -54/10,000 patient-years (NNT=184)



Composite endpoint 3= death or stroke or systemic embolic event or life-threatening bleed:



-137/10,000 patient-years (NNT=73) vs. -70/10,000 patient-years (NNT=143)



		Contained in 24251359, Giugliano RP, 2013





		27207971,Kato,

2016

		warfarin

		15608*2/3

		2848 high



2806 low

		3591*2/3

		For 60mg



>=80



HR 0.90; 95% CI (0.83-1.30)



>=75



HR 0.83; 95% CI (0.66-1.04)



65-74



HR 0.89; 95% CI (0.68-1.16)



<65



HR 0.94; 95% CI (0.65-1.37)



For 30mg



>=80



HR 1.18; 95% CI (0.84-1.65)



>=75



HR 0.12; 95% CI (0.91-1.37)



65-74



HR 0.00; 95% CI (0.77-1.29)



<65



HR 0.12; 95% CI (1.01-2.00)





Edoxaban/warfarin 

		For 60mg



>=80



HR 0.75; 95% CI (0.58-0.98)



>=75



HR 0.83; 95% CI (0.70-0.99)



65-74



HR 0.75; 95% CI (0.60-0.94)



<65



HR 0.81; 95% CI (0.58-1.12)



For 30mg



>=80



HR 0.42; 95% CI (0.31-0.56)



>=75



HR 0.47; 95% CI (0.38-0.58)



65-74



HR 0.48; 95% CI (0.37-0.62)



<65



HR 0.40; 95% CI (0.27-0.61)





Edoxaban/warfarin

		For 60mg



>=80



HR 0.41; 95% CI (0.22-0.77)



>=75



HR 0.40; 95% CI (0.26-0.62)



65-74



HR 0.42; 95% CI (0.25-0.70)



<65



HR 1.03; 95% CI (0.46-2.29)



For 30mg



>=80



HR 0.29; 95% CI (0.15-0.57)



>=75



HR 0.30; 95% CI (0.19-0.49)



65-74



HR 0.22; 95% CI (0.12-0.42)



<65



HR 0.62; 95% CI (0.25-1.58)





Edoxaban/warfarin

		2.8

		

		Contained in 24251359, Giugliano RP, 2013





		SmPC

changes only as compared to the last review

		

		

		

		

		

		

		

		

		Elderly patients

No change

		Summary for other findings of particular geriatric relevance 

No change










Part 8: Rivaroxaban

		PMID:



		Rivaroxaban vs

		Patients on Rivaroxaban >65

		Patients on Rivarox-aban >75

		Patients on Rivarox-aban >80

		Efficacy Strokes/primary efficacy endpoint 

[OR/HR] and/or event rates

Changes with age

		Safety

Major Bleeding

[OR/HR] and/or event rates

Changes with age

		Safety

ICB

[OR/HR] and/or event rates

Changes with age

		Duration

		Info on Geriatric syndromes or other info relating to problems in the elderly

		Comments concerning particular study



		29506743,Barnett,

2018

		warfarin

		

		3120

(>=75y)

		

		Net clinical benefit (composite of death, stroke, MI, fatal bleeding, critical organ bleeding, or non-CNS systemic embolism)



Event rate (no. events) no./100 p.y./

rate difference (95% CI)/10000 p.y.



>= 75 



5.25 (244) vs. 6.89 (321)

-163.8 (-263.9, -63.8)



<75



4.41 (284) vs. 4.91 (322)

-49.7 (-124.0, 24.4)



rivaroxaban/warfarin



		

		

		Median duration of treatment exposure=590 days + median follow-up period=707 days follow-up

		[bookmark: _GoBack]

		Contained in

 24895454,

Halperin JL, 2014





		27959713, Gibson,

2016

		Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT

		512+513



>=65

		251+243



>=75

		

		Time to First Stroke

















Age group 1



>=75



4/251 (1.9) vs. 1/223 (0.6) 



HR 3.22; 95% CI (0.36-28.77)



<75



4/443 (1.0) vs. 6/472 (1.4) 



HR 0.67; 95% CI (0.19-2.37)



Age group 2



>=65



7/512 (1.6) vs. 6/516 (1.4) 



HR 1.09; 95% CI (0.37-3.26)



<65



1/182 (0.5) vs. 1/179 (0.6) 



HR 0.97; 95% CI (0.06-15.46)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



3/243 (1.3) vs. 1/223 (0.6) 



HR 2.49; 95% CI (0.26-24.00)



<75



7/461 (1.7) vs. 6/472 (1.4) 



HR 1.14; 95% CI (0.38-3.38)



Age group 2



>=65



5/513 (1.0) vs. 6/516 (1.4) 



HR 0.81; 95% CI (0.25-2.67)



<65



5/191 (2.8) vs. 1/179 (0.6) 



HR 4.15; 95% CI (0.48-35.66)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		Clinically significant bleeding (TIMI major, TIMI minor, bleeds requiring medical attention)





Age group 1



>=75



49/251 (20.6) vs. 62/224 (31.4) 



HR 0.62; 95% CI (0.42-0.90)



<75



60/445 (14.8) vs. 105/473 (24.6) 



HR 0.56; 95% CI (0.41-0.77)

Age group 2



>=65



87/512 (18.2) vs. 132/518 (28.7) 



HR 0.60; 95% CI (0.46-0.78)



<65



22/184 (13.0) vs. 35/179 (21.4) 



HR 0.57; 95% CI (0.34-0.98)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



50/245 (22.1) vs. 62/224 (31.4) 



HR 0.66; 95% CI (0.45-0.95)



<75



67/461 (15.8) vs. 105/473 (24.6) 



HR 0.61; 95% CI (0.45-0.82)



Age group 2



>=65



89/515 (18.8) vs. 132/518 (28.7) 



HR 0.62; 95% CI (0.47-0.81)



<65



28/191 (15.8) vs. 35/179 (21.4) 



HR 0.70; 95% CI (0.43-1.16)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		

		12 months

		

		



		27881555,

Gibson,

2017

		Rivaroxaban high or low plus P2Y12 inhibitor or DAPT vs. Warfarin plus DAPT

		512+515



>=65

		251+245



>=75

		

		All cause death or First Recurrent Hospitalization



Age group 1



>=75



106/251 (44.9) vs. 93/224 (47.3) 



HR 0.90; 95% CI (0.68-1.19)



<75



122/445 (29.2) vs. 168/473 (39.4) 



HR 0.70; 95% CI (0.55-0.88)



Age group 2



>=65



186/512 (38.9) vs. 211/518 (45.6) 



HR 0.80; 95% CI (0.65-0.97)



<65



42/184 (24.0) vs. 50/179 (31.3) 



HR 0.74; 95% CI (0.49-1.12)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



90/245 (39.6) vs. 93/224 (47.3) 



HR 0.81; 95% CI (0.61-1.09)



<75



123/461 (27.9) vs. 168/473 (39.4) 



HR 0.70; 95% CI (0.55-0.88)



Age group 2



>=65



165/515 (34.1) vs. 211/518 (45.6) 



HR 0.72; 95% CI (0.59-0.88)



<65



48/191 (26.0) vs. 50/179 (31.3) 



HR 0.86; 95% CI (0.58-1.27)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		

		

		12 months

		First Recurrent Hospitalization



Age group 1



>=75



105/251 (44.6) vs. 92/224 (47.1) 



HR 0.90; 95% CI (0.68-1.19)



<75



116/445 (28.0) vs. 165/473 (39.0) 



HR 0.67; 95% CI (0.53-0.85)



Age group 2



>=65



182/512 (38.3) vs. 207/518 (45.1) 



HR 0.79; 95% CI (0.65-0.97)



<65



39/184 (22.5) vs. 50/179 (31.3) 



HR 0.69; 95% CI (0.45-1.05)



15 mg rivaroxaban plus P2Y12 inhibitor vs. WARFARIN plus DAPT





Age group 1



>=75



89/245 (39.3) vs. 92/224 (47.1) 



HR 0.81; 95% CI (0.61-1.09)



<75



118/461 (26.9) vs. 165/473 (39.0) 



HR 0.68; 95% CI (0.54-0.86)



Age group 2



>=65



162/515 (33.7) vs. 207/518 (45.1) 



HR 0.72; 95% CI (0.59-0.88)



<65



45/191 (24.5) vs. 50/179 (31.3) 



HR 0.81; 95% CI (0.54-1.20)



2.5 mg Rivaroxaban plus DAPT vs. WARFARIN plus DAPT



		Contained in 

27959713, Gibson,

2016



		SmPC



changes only as compared to the last review

		

		

		

		

		

		

		

		

		No change



		Interpretatory summary for other findings of particular geriatric relevance 

No change





 

Table 1

Results of a new systematic review for 8 oral anticoagulants. Some references were excluded for given reasons; in addition, data contained in other studies were marked under comments concerning particular study. 

PMID (PubMed identifier); SmPC: Summary of Product Characteristics; OR: Odds ratio; HR: Hazard ratio
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