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Introduction: Warfarin is widely used in patients with non-valvular atrial fibrillation (AF) because it is ef-
fective in reducing thromboembolic complications. However, it has a narrow safe therapeutic window. We 
aimed to examine the frequency of maintaining this therapeutic window in daily practice.
Methods: We enrolled consecutive patients with non-valvular AF presenting to five busy general hospitals 
in Kuwait for regular international normalised ratio (INR) testing. Patients were required to be on warfarin 
for more than 3 months and to have had at least 5 INR measurements. We recorded up to 20 INR measure-
ments per patient. Time in therapeutic range (TTR) was assessed by the Rosendaal method and the percent-
age of INR measurements in the therapeutic range was recorded.
Results: A total of 369 patients with non-valvular AF underwent 4392 INR measurements. (mean age 62.89 
± 11 years, 56% women, 78% had hypertension and 58% had diabetes). Mean duration of warfarin use was 
13 ± 9.1 months. Of all INR measurements, 47% were in the therapeutic range of 2–3 and TTR by Rosendaal 
method was 52.6%.
Conclusions: The quality of anticoagulation with warfarin in non-selected daily practice in Kuwait is poor. 
This could have serious implications for patients’ outcomes.

S everal randomized trials in the 
1990s showed oral anticoagulation 
(OAC) therapy with warfarin to be 

substantially more efficacious than aspirin 
in reducing stroke in patients with atrial fi-
brillation (AF).1 Based on this evidence, 
guidelines for the management of AF pub-
lished in the United States and Europe2-3 
recommend chronic OAC for patients 
with non-valvular AF who have risk factors 
for ischemic stroke and systemic thrombo-
embolism. The gold standard agent used 
for OAC is warfarin. Physicians have to ti-
trate its doses according to measurements 
of individual and serial international nor-
malised ratio (INR). Obtaining strict and 

consistent INR levels results in the desired 
benefit and safety of warfarin.4 This con-
sistency of INR control is translated into 
a time in therapeutic range (TTR) of 58% 
or higher and leads to a more than twofold 
reduction in vascular events.5

Assessing TTR in physicians’ daily 
practice allows physicians to measure the 
success and complications of warfarin ther-
apy. Achieving a TTR of 58% is central to 
this success; however, it is considered to be 
a challenge even in tightly controlled ran-
domised trials, let alone real-world prac-
tice.6 Therefore, we planned to assess the 
quality of chronic OAC in daily clinical 
practice in 5 hospitals across Kuwait.
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Methods

This retrospective multicenter study was conducted in 
5 hospitals in Kuwait during July 2011. The study pro-
tocol was approved by a central joint committee for 
the protection of human subjects in research. Written 
informed consent was obtained from all patients.

Study patients

Patients with non-valvular AF were enrolled if they 
were aged 21 years or older, had been taking warfa-
rin for more than 3 months, and had a minimum of 
5 INR measurements available. We collected base-
line data and up to a maximum of 20 previous INR 
measurements from a review of the patients’ charts or 
their INR record booklet.

Determining TTR

TTR was determined using the following methods:
1. Traditional method (proportion of INR readings 

in therapeutic range). This method counts the 
number of INR values in the therapeutic range 
and divides them by the total number of mea-
surements obtained.

2. Rosendaal method (percentage of days in thera-
peutic range). This method assumes that there 
is a linear relationship between two INR values 
and allows one to allocate a specific INR value to 
each day for each patient.7

Statistical analysis

The patients’ clinical characteristics and the distri-
bution of INR and TTR were described using stan-
dard descriptive and comparative statistics. Continu-
ous variables are presented as mean ± standard de-
viation, while categorical variables are presented as 
frequencies and percentages. The chi-square (χ2) test 
or likelihood ratio was used for comparison between 
the distributions of two categorical variables. One-
way ANOVA (F-test) was used for comparison be-
tween means of more than two samples. We exam-
ined the quality of OAC based on the length of time 
the patient had been taking warfarin and divided the 
duration into three different time periods: 3 to <6 
months, 6-12 months and >12 months. In multiple lo-
gistic regression analysis, the association between ex-
posure (age, gender, duration, history of antihyper-
tensive therapy, history of antidiabetic therapy) and 

outcome (inadequate anticoagulation) was expressed 
in terms of odds ratio (OR) and 95% confidence in-
terval (95% CI). All explanatory variables included 
in the logistic model were categorized into two or 
more levels. A p-value <0.05 was considered statisti-
cally significant. All data analysis was carried out us-
ing the Statistical Package for Social Sciences version 
19 (SPSS Inc, Chicago, IL).

Results

Patients’ clinical characteristics

We enrolled 369 patients with non-valvular AF who 
were receiving chronic warfarin therapy. The total 
number of INR measurements was 4392. The mean 
age of the study population was 62.9 ± 11 years and 
207 (55.5%) were women. Diabetes mellitus and 
hypertension were present in 215 (57.6%) and 291 
(78%) of patients, respectively. The mean duration of 
anticoagulation at the time of enrolment was 13 ± 9.1 
months (range 0.97–64.4 months) and 301 (80.7%) 
had been on warfarin for more than 1 year. The ma-
jority, 358 (95.9%), had more than 5 INR measure-
ments. The mean number of INR measurements per 
person per month was 1.2 ± 0.71.

Adequacy of OAC

Using the traditional method, 47% of all INR values 
were found to be in the therapeutic range of 2–3. Us-
ing the Rosendaal method, TTR was 52.6% and a 
TTR of more than 58% was achieved in 166 (44.5%) 
patients.

For the three different durations of warfarin con-
sumption: 3 to <6 months, 6-12 months and >12 
months, TTR using the traditional method was 
39.4%, 41.1%, and 47.9%, respectively (Table 1). 
TTR >58% (Rosendaal method), was 36.8%, 50%, 
and 44.8% in the three time durations, respectively.

Table 2 shows that among patients with non-val-
vular AF on warfarin, females (OR=1.9, 95% CI: 
1.2–3.0, p<0.001) and patients with no history of hy-
pertension (OR=2.0, 95% CI: 1.2–3.6, p<0.001) were 
more likely to have poor anticoagulation (expressed 
as Rosendaal <58%).

Discussion

Patients taking warfarin for non-valvular AF in the 
uncontrolled environment of daily practice in Kuwait 
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achieved a TTR of 52.6% and only 47% of their INRs 
fell in the therapeutic range of 2 to 3. As a result, pa-
tients were spending most of the time outside the rec-
ommended therapeutic range. The quality of antico-
agulation was poorer in women and patients with no 
history of hypertension.

Epidemiological studies have shown that AF in-
creases the risk of stroke by four- to fivefold8 and 
the risk of death from AF-related stroke is dou-
bled.9,10 Randomised controlled trials in patients 
with non-valvular AF have established the efficacy 
of OAC with warfarin for reduction of thromboem-
bolism.11-13 However in order to achieve this reduc-
tion, two important conditions are required. First, a 
certain level of anticoagulation should be achieved, 
corresponding to an INR of 2–3.11-13 Second, this 
optimal INR level should be persistent and consis-
tent throughout the duration of treatment.1 The 
consistency of maintaining an effective INR is re-
flected by TTR, which is a measure of the duration 
of time that the patient spends within an optimal 
INR range. It has been demonstrated that a TTR of 
58% indicates adequacy of anticoagulation and re-
sults in more than a twofold reduction of vascular 
events.4,14,15 Analysis of outcomes of patients ran-
domized to warfarin therapy in the SPORTIF III 
and V studies indicated that the risks of death, myo-
cardial infarction, and stroke or systemic embolic 

event were lower in patients with TTR ≥60% com-
pared to those with TTR <60%.16 A post-hoc anal-
ysis of the ACTIVE W study showed that for hos-
pitals, a target threshold TTR exists (estimated be-
tween 58% and 65%) below which there appears to 
be little benefit of OAC over antiplatelet therapy.17 
It is alarming that our hospitals were found to have 
a TTR below this target threshold.

Warfarin has been shown in clinical trials to sig-
nificantly reduce the risk of stroke in AF patients by 
64% (absolute risk reduction of 2.7% for primary 
prevention and 8.4% for secondary prevention) ver-
sus controls.18 However, these rates of efficacy have 
not been duplicated in daily practice outside con-
trolled trials. An analysis of Medicare beneficiaries 
with AF showed a disappointing 35% reduction in 
ischemic strokes among patients exposed to warfa-
rin versus those who did not receive warfarin, reveal-
ing a discrepancy between effectiveness in clinical 
trials and actual clinical practice.19 This discrepancy 
is probably due to the fact that physicians achieve a 
lower quality of anticoagulation (translated into low-
er TTR) in daily practice compared to controlled tri-
als. Possible reasons for a lower achieved TTR in dai-
ly practice include less patient compliance, less strict 
monitoring of INR, the absence of a normogram that 
is followed by all treating physicians, multiple physi-
cians providing instructions for changes in warfarin 
dose, and uncontrolled interruption and resumption 
of warfarin before and after surgical and dental pro-
cedures. Our study was undertaken in 5 large hospi-
tals across Kuwait and confirms the poor quality of 
anticoagulation in daily practice, with patients being 
in the therapeutic range only about 50% of the time. 
It is disappointing to see that this poor INR control 
was present even in patients who had been consuming 
warfarin for more than 12 months. The finding that 

Table 1. Distribution of INR and TTR in the three time durations of warfarin consumption.

 OAC > 1 year OAC 6–12 months OAC 3–6 months p 
 n=301 n=30 n=38

Fractions of INR in range:
INR < 2 n (%) 1429 (38) 120 (39) 130 (47) 0.001
INR 2-3 n (%) 1808 (48) 125 (41) 108 (39) NS
INR >3 n (%) 533 (14) 59 (19) 36 (13) NS

The Rosendaal TTR method:
Overall TTR (%) 53  52  48  NS
TTR > 58% n (%) 135 (45) 15 (50) 14 (37) NS
TTR>50% n(%) 178 (59) 16 (53) 15 (39) NS

INR – international normalised ratio; OAC – oral anticoagulation; NS – non-significant; TTR – time in therapeutic range.

Table 2. Multiple logistic regression analysis showing the factors as-
sociated with inadequate anticoagulation (Rosendaal TTR<58%).

Factors OR (95% CI) p

Female gender 1.9 (1.2–3.0) <0.01
No history of hypertension 2.03 (1.2–3.6) <0.01

TTR – time in therapeutic range; OR – odds ratio; CI – confidence 
interval.
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women achieved a lower TTR than men has been ob-
served by others.20 However, it is not clear why that is 
the case.

Clinical implications

The quality of chronic OAC with warfarin in daily 
clinical practice in Kuwait is poor. This can have seri-
ous implications, as it is expected to adversely affect 
patient outcomes. It will be extremely useful to study 
the influence of this inadequacy of anticoagulation on 
stroke and mortality outcomes in the patient popula-
tion of Kuwait, taking in consideration that our AF 
patient population has different baseline character-
istics compared to those reported in the literature 
from Europe and North America.21 In addition, the 
reasons behind the poor control need to be explored. 
This will guide educational programs directed at pa-
tients and physicians, which are urgently needed to 
improve the quality of OAC therapy in Kuwait. Final-
ly, whether the availability of new oral anticoagulants, 
which do not require frequent monitoring, would 
prove to be safer and more effective than warfarin in 
daily practice, needs to be examined.

Limitations

The study did not collect data regarding factors that 
could possibly affect INR values. These factors in-
clude types of food consumed, antibiotic use, and 
possible disruption and resumption of warfarin use 
by patients before and after anticipated surgical and 
dental procedures. In addition, although it was not 
the purpose of the study, we did not collect data that 
might correlate TTR and systemic thromboembolic 
events.

Acknowledgement

We would like to thank Boehringer-Ingelheim for 
providing financial support for the study, without in-
terfering in the design, planning, implementation or 
reporting of the results.

References

1. Hart RG, Benavente O, McBride R, Pearce LA. Antithrom-
botic therapy to prevent stroke in patients with atrial fibril-
lation: a meta-analysis. Ann Intern Med. 1999; 131: 492-501.

2. Fuster V, Rydén LE, Cannom DS, et al. ACC/AHA/ESC 
2006 guidelines for the management of patients with atrial 
fibrillation: a report of the American College of Cardiology/

American Heart Association Task Force on Practice Guide-
lines and the European Society of Cardiology Committee for 
Practice Guidelines (Writing Committee to Revise the 2001 
Guidelines for the Management of Patients With Atrial Fi-
brillation): developed in collaboration with the European 
Heart Rhythm Association and the Heart Rhythm Society. 
Circulation. 2006; 114: e257-e354. 

3. Camm AJ, Kirchhof P, Lip GY, et al. Guidelines for the 
management of atrial fibrillation: the Task Force for the 
Management of Atrial Fibrillation of the European Society 
of Cardiology (ESC). Europace. 2010; 12: 1360-1420.

4. Hylek EM, Go AS, Chang Y, et al. Effect of intensity of oral 
anticoagulation on stroke severity and mortality in atrial fi-
brillation. N Engl J Med. 2003; 349: 1019-1026.

5. Connolly SJ, Pogue J, Eikelboom J, et al. Benefit of oral an-
ticoagulant over antiplatelet therapy in atrial fibrillation de-
pends on the quality of international normalized ratio con-
trol achieved by centers and countries as measured by time in 
therapeutic range. Circulation. 2008; 118: 2029-2037.

6. Kalra L, Yu G, Perez I, Lakhani A, Donaldson N. Prospec-
tive cohort study to determine if trial efficacy of anticoagula-
tion for stroke prevention in atrial fibrillation translates into 
clinical effectiveness. BMJ. 2000; 320: 1236-1239.

7. Rosendaal FR, Cannegieter SC, van der Meer FJ, Briët E. A 
method to determine the optimal intensity of oral anticoagu-
lant therapy. Thromb Haemost. 1993; 69: 236-239.

8. Risk factors for stroke and efficacy of antithrombotic therapy 
in atrial fibrillation. Analysis of pooled data from five ran-
domized controlled trials. Arch Intern Med. 1994; 154: 1449-
1457.

9. Savelieva I, Bajpai A, Camm AJ. Stroke in atrial fibrillation: 
update on pathophysiology, new antithrombotic therapies, 
and evolution of procedures and devices. Ann Med. 2007; 39: 
371-391.

10. Benjamin EJ, Wolf PA, D’Agostino RB, Silbershatz H, Kan-
nel WB, Levy D. Impact of atrial fibrillation on the risk of 
death: the Framingham Heart Study. Circulation. 1998; 98: 
946-952.

11. Connolly SJ, Laupacis A, Gent M, Roberts RS, Cairns JA, 
Joyner C. Canadian Atrial Fibrillation Anticoagulation (CA-
FA) Study. J Am Coll Cardiol. 1991; 18: 349-355.

12. SPAF Investigators. Stroke Prevention in Atrial Fibrillation. 
Final Results Circulation. 1991; 84: 527-539

13. Ezekowitz MD, Bridgers SL, James KE, et al. Warfarin in the 
prevention of stroke associated with nonrheumatic atrial fi-
brillation. Veterans Affairs Stroke Prevention in Nonrheu-
matic Atrial Fibrillation Investigators. N Engl J Med. 1991; 
327: 1406-1412

14. Schmitt L, Speckman J, Ansell J. Quality assessment of an-
ticoagulation dose management: comparative evaluation of 
measures of time-in-therapeutic range. J Thromb Thrombol-
ysis. 2003; 15: 213-216.

15. van Walraven C, Jennings A, Oake N, Fergusson D, Forster 
AJ. Effect of study setting on anticoagulation control: a sys-
tematic review and metaregression. Chest. 2006; 129: 1155-
1166.

16. White HD, Gruber M, Feyzi J, et al. Comparison of out-
comes among patients randomized to warfarin therapy ac-
cording to anticoagulant control: results from SPORTIF III 
and V. Arch Intern Med. 2007; 167: 239-245.

17. Connolly SJ, Pogue J, Eikelboom J, et al. Benefit of oral an-
ticoagulant over antiplatelet therapy in atrial fibrillation de-
pends on the quality of international normalized ratio con-



106 • HJC (Hellenic Journal of Cardiology)

M. Zubaid et al

trol achieved by centers and countries as measured by time in 
therapeutic range. Circulation. 2008; 118: 2029-2037. 

18. Hart RG, Pearce LA, Aguilar MI. Meta-analysis: antithrom-
botic therapy to prevent stroke in patients who have nonval-
vular atrial fibrillation. Ann Intern Med. 2007; 146: 857-867.

19. Birman-Deych E, Radford MJ, Nilasena DS, Gage BF. Use 
and effectiveness of warfarin in Medicare beneficiaries with 
atrial fibrillation. Stroke. 2006; 37: 1070-1074.

20. Melamed OC, Horowitz G, Elhayany A, Vinker S. Quality 
of anticoagulation control among patients with atrial fibrilla-
tion. Am J Manag Care. 2011; 17: 232-237.

21. Zubaid M, Rashed WA, Alsheikh-Ali AA, et al. Gulf Survey 
of Atrial Fibrillation Events (Gulf SAFE): design and base-
line characteristics of patients with atrial fibrillation in the 
Arab Middle East. Circ Cardiovasc Qual Outcomes. 2011; 4: 
477-482.


