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Abstract

:

Background: Therapy with oral anticoagulation (OAC) can be challenging, especially in high risk groups such as chronic patients. Gaps in patient knowledge about OAC are linked to reduced effectiveness and safety of treatment. The objectives of this study were i) to assess OAC knowledge gathered during an intermediate medication review (MR) in patients taking vitamin K antagonists (VKA) or non-vitamin K antagonist oral anticoagulants (NOAC); ii) to assess OAC knowledge two weeks after the MR, and iii) to evaluate patient satisfaction with the MR service in community pharmacies. Methods: Chronic OAC patients were invited for a regular MR service in Swiss community pharmacies, the so-called “Polymedication-Check” (PMC). OAC knowledge was assessed with seven newly generated items asked face-to-face during a PMC and by telephone two weeks later. Knowledge gaps, pharmacists’ spontaneous interventions, and patient satisfaction were documented by observing pharmacy students. Treatment groups were compared. Results: Of all patients (n = 81), the number of patients with one or more knowledge gaps decreased from 66% to 31.3% after PMC (p < 0.001). NOAC patients (n = 31) had more knowledge gaps than VKA patients (n = 50; p < 0.05). Most patients (98.6%) were satisfied with the counselling provided by the pharmacists. Conclusion: The majority of chronic OAC patients shows knowledge gaps. Although spontaneous, the provision of tailored education during a PMC increased patient OAC knowledge.
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1. Introduction


Oral anticoagulation (OAC) is prescribed for the prevention and therapy of thromboembolic diseases [1,2,3] with either vitamin K antagonists (VKA) or non-vitamin K antagonist oral anticoagulants (NOAC), also called direct oral anticoagulants. The chronic nature of anticoagulant treatment and the inherent bleeding risk increase the challenge of treatment for both types of OAC. NOACs were developed predominantly to overcome the practical difficulties associated with VKAs (i.e., frequent dosage adjustments, drug-drug and drug-food interactions, among others) [4]. However, strict intake time of VKA and NOAC, that is high medication adherence, is needed to achieve optimal therapeutic outcome [5]. Insufficient knowledge about safety relevant aspects of OAC is likely to be a reason for therapeutic complications [6]. Gaps in patient knowledge were found to be one of the greatest barriers toward OAC in patient focus groups [7] and were associated with reduced safety and effectiveness of OAC [6]. Overall safety-relevant knowledge about OAC was lower in high risk groups such as older adults [8]. Moreover, several studies showed that insufficient patient knowledge about OAC was related to poor adherence [9,10] and inadequate anticoagulation control [8,11].



According to a Cochrane review, there is insufficient evidence to draw firm conclusion regarding the impact of educational interventions on therapeutic outcomes in patients receiving OAC [12] mostly due to the inhomogeneity of study designs. However, few studies showed that enhancing patient knowledge about OAC and the underlying disease was able to improve long-term adherence [13,14]. In addition, pharmacist-led verbal interventions on anticoagulation management were able to improve anticoagulation control in patients taking VKA [15,16]. A recent study on educational counselling by pharmacists was able to improve and maintain knowledge about OAC in a clinical setting [17]. Thus, educational counselling by pharmacists might improve patient knowledge about OAC, which might influence adherence and ultimately therapeutic outcome.



Simple screening tools could be useful for the detection of knowledge gaps. However, interventions aimed at increasing medication knowledge are likely to succeed if the entire medication i.e., polypharmacy, is taken into account, especially in older adults. Therefore, starting with a medication review (MR) [18] might be indispensable when patients are to be counselled about knowledge or adherence [19].



The Polymedication-Check (PMC) was introduced in Switzerland in 2010 as an intermediate MR for primary care [19]. The PMC is a cognitive service and is based on the Medicines Use Review (MUR) from the United Kingdom [20]. Comparable pharmacy-led services are available in several other countries such as Australia, Canada, the United States of America, the United Kingdom, and New Zealand [21,22,23,24]. The PMC allows the community pharmacist to address adherence issues, drug-related problems, and to provide direct interventions such as the implementation of weekly pill organizer [19]. The PMC is conducted with patient consent independently from the prescriber.



Usually, community pharmacists are the last healthcare providers (HCP) seen by patients before they take their medication. In Switzerland, physicians hand out prescriptions for chronic diseases that are valid for up to one year. Therefore, pharmacists are in a central position to assess patient degree of medication knowledge, to counsel, and to provide a follow-up, beside the delivery of the medication. The ability of detecting knowledge gaps in patients with chronic treatments such as OAC could help pharmacists or other HCPs to enhance adherence and safety of treatment.



We amended the basic PMC with seven open-ended knowledge questions about OAC. We aimed at evaluating patient baseline OAC knowledge and comparing it to OAC knowledge obtained after the MR, which encompasses unstructured interventions given by pharmacists. We explored differences between VKA and NOAC patients. Patient satisfaction with the service was evaluated.




2. Materials and Methods


2.1. Trial Design


A cross-sectional study was initiated by the Pharmaceutical Care Research Group (PCRG) of the University of Basel. Swiss community pharmacies that employed pharmacy students in their final year (internship) served as recruiting places. The study was conducted in accordance with the Declaration of Helsinki and has been registered at ClinicalTrials.gov ID NCT02703727. The study was approved by the regional ethic committee (EKNZ 50/12). All patients gave written informed consent.




2.2. Data Collection


Fifth year pharmacy students were trained on OAC and PMC during plenary lectures of the regular curriculum at the University of Basel. A descriptive manual and an online training including a video, which describes the study procedure and provides instructions for the correct use of the amended PMC and the follow-up interview, were available for the students and the pharmacists.



Community pharmacists were instructed to perform a basic PMC with one orally anticoagulated patient in the pharmacy and to seamlessly continue with the seven-item semi-structured interview (Part A). Students observed silently the patient-pharmacist encounter. They used a standardized report form to document all pharmacist-led interventions. Patient characteristics were obtained through filling in a questionnaire (age, gender, duration of OAC therapy). Two weeks later, students called the patients by phone and performed a follow-up interview (Part B).



2.2.1. Basic Polymedication-Check (PMC)


The basic PMC contains several items to be checked for each single medication ([19] in supplementary data). According to patient response, the pharmacist ticks the appropriate box in the PMC report form. After gathering information, the pharmacist can deliver tailored information in an unstructured manner [25]. OAC agent and co-medication were extracted from PMC. Other data of the basic PMC were not evaluated in this study.




2.2.2. Development of the Amended PMC (Part A)


Thirteen items from a French publication about the evaluation of a pharmaceutical interview in an anticoagulation clinic [26] were translated into German by a German native speaker (CM). Readability and comprehension were approved by three German native speaking pharmacists (MM, SH, KH). Five items were excluded because they were not specific for OAC (n = 2) or did not concern knowledge about OAC (n = 3). The remaining eight items delineating knowledge were formulated as open-ended questions (Table 1). To each question corresponds one individual correct answer (Example: How do you take your OAC? Twice daily). Asking these eight questions in form of a semi-structured interview was supposed to take about 10 min.




2.2.3. Development of the Follow-up Interview (Part B)


Five items about patient satisfaction were retrieved from a prior study [27] (Table 1). Answers were given on a 5-point-Likert scale with options ranging from 1 (=‘I do not agree’) to 5 (=‘I do agree’). The option ‘no answer’ was also available. The eight questions delineating knowledge in the amended PMC (part A) completed the follow-up interview and were asked first.




2.2.4. Cognitive Testing of the Instrument


A total of 73 fifth year pharmacy students of the prior academic year tested the comprehension of the eight items to assess OAC knowledge and the five items to assess satisfaction; practicability of the standardized protocol to document patient demographics, pharmacist interventions, answers to follow-up telephone interviewand feasibility of conducting the study. The knowledge question asking for the name of the OAC was judged inadequate in light of the running of the PMC, as the pharmacist starts the encounter with explicitly naming the OAC product. The question was deleted. Minor wording adaptions were made.





2.3. Eligibility for patients


Patients were eligible if they fulfilled the official selection criteria for a basic PMC (age ≥18 years, ≥4 prescribed medications for ≥3 months [20]), if they were taking a VKA (acenocoumarol, phenprocoumon) or a NOAC (apixaban, dabigatran, edoxaban, rivaroxaban) not for orthopaedic indication, and accepted to sign the informed consent form.




2.4. Outcome Variables


Negative or incorrect answers to the seven knowledge questions were defined as “knowledge gaps” (items 1–7) and summed up. Satisfaction was obtained from a 5-point Likert scale with option for “no answer”. Pharmacist-led interventions were retrieved from the standardized protocols filled in by students.




2.5. Statistical Methods


Where appropriate, mean and standard deviations or median and interquartile ranges are presented. The Mann-Whitney-U-test was used to compare numerical data and Chi-Square-test to compare categorical data between groups. McNemar’s test was used to compare paired proportions before and after the amended PMC. Comparison of data before and after the amended PMC was restricted to patients with full datasets. Data were entered and analyzed using SPSS statistical package version 26.0 (SPSS, Inc., Chicago, Illinois, USA) and p-values <0.05 were considered significant.





3. Results


3.1. Participants


A total of 91 students collected data during their internship between November 2015 and June 2016. Two pharmacies declined participation and eight pharmacies failed to recruit a patient with OAC during the study period.



Out of the 81 recruited patients, five (6.2%) were lost in follow-up (Table 2). Phenprocoumon was the most common VKA prescribed (phenprocoumon: 94%, n = 47; acenocoumarol: 6%, n = 3). Out of the 31 NOAC patients, 28 (90.3%) received rivaroxaban, 2 (6.5%) dabigatran, and one (3.2%) apixaban. Age, gender, and number of prescribed medication were equally distributed between patients treated with VKA or with NOAC (Table 2). The preceding duration of treatment was significantly longer for patients taking VKA than NOAC (p < 0.001; Table 2).




3.2. Time


Average time needed to perform the amended PMC and the follow-up interview was 36 ± 15 min and 17 ± 12 min, respectively, and did not differ between VKA and NOAC patients (data not shown). Average time until follow-up was 15 ± 9 days.




3.3. Knowledge Gaps


3.3.1. Additional Questions Amending the PMC (Part A)


To the 6 patients who answered incorrectly to item 1 (“knows how”) and to the 9 patients who answered incorrectly item 2 (“knows why”), pharmacists delivered an immediate intervention in 28.3% and 42.9% of the cases, respectively. “Underdosage” (item 3) and “overdosage” (item 4) were both not known by 44 patients (27.2%; Table 3). The majority of patients (63.0%, n = 51) ignored how to proceed in case of a missed dose (item 5; Table 3). “Treatment period” (item 6) and “HCP information” (item 7) were unknown for 8 (9.9%) and 18 (22.2%) patients, respectively. Identification of knowledge gaps in items 3–7 were followed by an immediate intervention in 28.6–90.0% of the cases.



NOAC patients had significantly more knowledge gaps than VKA patients (NOAC: 2(1/3); VKA: 1(0/2); p < 0.05). NOAC patients ignored significantly more often how to take their medication (item 1; p < 0.01) and the consequences of overdosage (item 4; p < 0.05) compared to VKA patients.




3.3.2. Follow-up Interview (Part B)


Missing data reached 1.5%. The percentage of patients with knowledge gaps observed during the amended PMC for the questions “knows why”, “underdosage”, “missed dose” and “HCP information” (items 2, 3, 5, and 7) decreased significantly during the follow-up interview (Table 3). For the “treatment period” (item 6), the percentage of patients with knowledge gaps increased marginally at follow-up (Table 3). The percentage of patients with one or more knowledge gaps during the amended PMC decreased significantly from 66.0% to 31.3% at follow-up (p < 0.001).





3.4. Patient Satisfaction


The majority of the patients would recommend the amended PMC to other people (92.0%), was satisfied with the answers given by the pharmacists (98.6%), and stated to be more confident with how to take the OAC after receiving the amended PMC (52.7%). More patients agreed that they had less concerns about their OAC after the amended PMC (42.1%) than were neutral (27.6%) or disagreed (30.3%; Figure 1).





4. Discussion


In our study, 66% of the patients had at least one knowledge gap concerning their therapy with OAC during a semi-structured interview. Patients taking NOAC had overall more knowledge gaps compared to VKA patients. A spontaneous pharmacist-led counselling after a medication review was able to significantly reduce knowledge gaps. Patients were satisfied with the counselling that amended the service.



Our findings of inadequate OAC knowledge in chronic patients during a medication review such as the PMC (Part A) is in agreement with results of other studies that investigated patient knowledge about OAC [6,28,29].



Surprisingly, the majority of patients showed knowledge gaps when asked “What to do in case of a missed dose” (item 6), while around one-quarter of patients ignored what happens in case of underdosage or overdosage. A study investigating patient knowledge about warfarin found also that only half of the patients or fewer knew what happens in case of a missed dose, overdosage, or underdosage [30].



We further observed that patients taking NOAC were more likely to have knowledge gaps compared to patients taking VKA. The knowledge gaps of patients under NOAC therapy concerned mostly the questions ‘How to take the medication’ and ‘What happens in case of overdosage’ Compared to patients with VKA therapy, the number of knowledge gaps concerning these two questions was higher. These observations are in line with findings of a recent study [31]. Patients taking VKA had higher knowledge scores compared to patients taking NOAC. One reason might be the duration of therapy, which was significantly shorter in NOAC patients compared to VKA patients, suggesting that contact of NOAC patients with HCPs and possible education was limited. Another reason may be that routine blood testing in VKA patients allows self-reflection on medication intake behavior and thereby increases awareness of VKA therapy.



Our results suggest that patient degree of OAC knowledge leaves something to be desired in Switzerland. However, a study performed in elderly patients with polypharmacy showed that patients overestimate their knowledge about therapy [27]. Therefore, knowledge assessments should be integrated in counselling sessions and offered periodically in patients taking VKA or NOAC.



Observational studies demonstrated that community pharmacists provide little medication-related information at the counter [32] and about half of the patients do not receive any counselling [25]. Contrary to these findings, we found that detection of poor knowledge through an amended PMC triggered pharmacists to provide unstructured but targeted patient education and thereby significantly reduced knowledge gaps at follow-up.



Interestingly, 23.8% of patients remained with knowledge gaps after counselling. One reason might be that counselling session with the amended PMC took a mean of 45 ± 20 min, which is about 15 min longer than the duration of the basic PMC (29.8 ± 16.5 min [19]). Training of pharmacists might reduce the time needed to perform an amended PMC and increase intervention rates. Furthermore, training for pharmacists to incorporate patient-centered type of communication might trigger successful medication intake behavior in patients [33]. However, the duration of the amended PMC might be a barrier for its implementation in practice, if not better remunerated than the basic PMC. Additionally, the length of a counselling session may be critical in practice, as the advanced age of our population (72.5 ± 12.3 years) might go along with reduced cognitive capacity leading to loss of concentration. Thus, it may be reasonable to amend the PMC with specific questions only for high-risk medication such as OAC. We therefore suggest to further adapting the PMC to a specific anticoagulation MR, similar to the medicines use review in UK, which was also adapted for specific target groups [34]. Two studies reported on the use of video training for educational counselling on VKA [35,36]. Video education was shown to significantly decrease visit time, while comprehension or patient satisfaction remained stable [36]. Whether the results can be transferred to older chronically ill adults taking NOAC should be addressed in further studies.



Within our study, we did not collect data on possible reasons for incorrect answers at follow-up. For further studies, it might be helpful to assess baseline memory function and health literacy in order to understand learning abilities of patients and to make comparison between different populations. The mean time interval between the amended PMC and the follow-up interview was 15 ± 9 days. Recommendations for interval between two identical tests vary between two days [37] and three months [38]. We selected a short time interval based on ethical considerations, because patients with deficient knowledge should be corrected as soon as possible in order to avoid life-threatening situations. Long-term sustainability of the increased knowledge about OAC and subsequent influence on behavior such as adherence and safe medicines use need to be addressed in randomized controlled trials.



We acknowledge some limitations. First, the presence of students as silent observers during a counselling encounter could have triggered community pharmacists to engage more in counselling practice than usual. However, this Hawthorne effect [39] was probably marginal as pharmacists are trained to mentoring students during internship. Second, the amended PMC included seven additional questions, which do not cover all educational domains important for OAC according to Wofford [40]. However, because this study was not VKA specific, topics such as blood-testing and food-drug interactions were omitted on purpose. In further studies, different sets of questions for either NOAC or VKA might be adequate. Third, an increased knowledge might have occurred at follow-up because the study may have increased patient awareness of OAC therapy.




5. Conclusions


In our study, the majority of anticoagulated patients showed knowledge gaps concerning their therapy with OAC. Detection of deficient knowledge through the amended PMC triggered community pharmacists to provide spontaneous educational counselling, which in turn increased patient OAC knowledge. Further, patients showed high acceptance of the service. However, adaptions regarding duration and structure of the counselling encounter and specific screening questions for patients with VKA or NOAC might be helpful before implementing this new pharmacy service in practice.







Author Contributions


Conceptualization, K.E.H. and M.M.; methodology, C.M. and V.A.; formal analysis, C.M. and S.H.; investigation, C.M., V.A., and S.H.; data curation, S.H. and C.M.; writing—original draft preparation, C.M.; writing—review and editing, C.M., V.A., M.M., S.H., K.E.H., and I.A.; supervision, I.A..; project administration, S.H. and C.M.;. All authors have read and agreed to the published version of the manuscript.




Funding


The study was developed as an investigator-initiated project by the Pharmaceutical Care Research Group, University of Basel, and received partial financial support by Bayer Pharma. The funders had no role in the design, conduct, analyses, or writing of this study or in the decision to submit for publication.




Acknowledgments


We would like to thank all participating patients, all involved pharmacists, pharmacy students, all contributors in the study team (namely Sonja Luginbühl and Tamara Imfeld-Isenegger) and Lara Hersberger for data entry.




Conflicts of Interest


The authors declare no conflict of interest.




References


	



Keeling, D.; Baglin, T.; Tait, C.; Watson, H.; Perry, D.; Baglin, C.; Kitchen, S.; Makris, M.; British Committee for Standards in Haematology. Guidelines on oral anticoagulation with warfarin—Fourth edition. Br. J. Haematol. 2011, 154, 311–324. [Google Scholar] [CrossRef] [PubMed]

	



Patel, M.R.; Mahaffey, K.W.; Garg, J.; Pan, G.; Singer, D.E.; Hacke, W.; Breithardt, G.; Halperin, J.L.; Hankey, G.J.; Piccini, J.P.; et al. Rivaroxaban versus warfarin in nonvalvular atrial fibrillation. N. Engl. J. Med. 2011, 365, 883–891. [Google Scholar] [CrossRef] [PubMed]

	



Büller, H.R. Oral rivaroxaban for the treatment of symptomatic pulmonary embolism. N. Engl. J. Med. 2012, 366, 1287–1297. [Google Scholar] [PubMed]

	



Heidbuchel, H.; Verhamme, P.; Alings, M.; Antz, M.; Diener, H.C.; Hacke, W.; Oldgren, J.; Sinnaeve, P.; Camm, A.J.; Kirchho, P.; et al. Updated European Heart Rhythm Association Practical Guide on the use of non-vitamin K antagonist anticoagulants in patients with non-valvular atrial fibrillation. Europace 2015, 17, 1467–1507. [Google Scholar] [CrossRef]

	



Salmela, B.; Joutsi-Korhonen, L.; Armstrong, E.; Lassila, R. Active online assessment of patients using new oral anticoagulants: Bleeding risk, compliance, and coagulation analysis. Semin. Thromb. Hemost. 2012, 38, 23–30. [Google Scholar] [CrossRef] [PubMed]

	



Chenot, J.-F.; Hua, T.D.; Abed, M.A.; Schneider-Rudt, H.; Friede, T.; Schneider, S.; Vormfelde, S.V. Safety relevant knowledge of orally anticoagulated patients without self-monitoring: A baseline survey in primary care. BMC Fam. Pract. 2014, 15, 104. [Google Scholar] [CrossRef] [PubMed]

	



Vaanholt, M.C.W.; Weernink, M.G.; von Birgelen, C.; Groothuis-Oudshoorn, C.G.; Ijzerman, M.J.; van Til, J.A. Perceived advantages and disadvantages of oral anticoagulants, and the trade-offs patients make in choosing anticoagulant therapy and adhering to their drug regimen. Patient Educ. Couns. 2018, 101, 1982–1989. [Google Scholar] [CrossRef] [PubMed]

	



Nasser, S.; Mullan, J.; Bajorek, B. Challenges of older patients’ knowledge about warfarin therapy. J. Prim. Care Community Health 2012, 3, 65–74. [Google Scholar] [CrossRef]

	



Rolls, C.A.; Obamiro, K.O.; Chalmers, L.; Bereznicki, L.R. The relationship between knowledge, health literacy, and adherence among patients taking oral anticoagulants for stroke thromboprophylaxis in atrial fibrillation. Cardiovasc. Ther. 2017, 35, e12304. [Google Scholar] [CrossRef] [PubMed]

	



Pandya, E.Y.; Bajorek, B. Factors Affecting Patients’ Perception On, and Adherence To, Anticoagulant Therapy: Anticipating the Role of Direct Oral Anticoagulants. Patient 2017, 10, 163–185. [Google Scholar] [CrossRef] [PubMed]

	



Palareti, G.; Legnani, C.; Guazzaloca, G.; Lelia, V.; Cosmi, B.; Lunghi, B.; Marchetti, G.; Poli, D.; Pengo, V.; ad hoc Study Group of the Italian Federation of Anticoagulation Clinics. Risks factors for highly unstable response to oral anticoagulation: A case-control study. Br. J. Haematol. 2005, 129, 72–78. [Google Scholar] [PubMed]

	



Clarkesmith, D.E.; Pattison, H.M.; Khaing, P.H.; Lane, D.A. Educational and behavioural interventions for anticoagulant therapy in patients with atrial fibrillation. Cochrane Database Syst. Rev. 2017, 4, CD008600. [Google Scholar] [CrossRef] [PubMed]

	



Wang, Y.; Kong, M.C.; Lee, L.H.; Ng, H.J.; Ko, Y. Knowledge, satisfaction, and concerns regarding warfarin therapy and their association with warfarin adherence and anticoagulation control. Thromb. Res. 2014, 133, 550–554. [Google Scholar] [CrossRef] [PubMed]

	



Clarkesmith, D.E.; Pattison, H.M.; Lip, G.Y.; Lane, D.A. Educational Intervention Improves Anticoagulation Control in Atrial Fibrillation Patients: The TREAT Randomised Trial. PLoS ONE 2013, 8, e74037. [Google Scholar] [CrossRef]

	



Ahmed, N.O.; Osman, B.; Abdelhai, Y.M.; El-Hadiyah, T.M.H. Impact of clinical pharmacist intervention in anticoagulation clinic in Sudan. Int. J. Clin. Pharm. 2017, 39, 769–773. [Google Scholar] [CrossRef]

	



Marcatto, L.R.; Sacilotto, L.; Tavares, L.C.; Facin, M.; Olivetti, N.; Strunz, C.M.C.; Darrieux, F.C.C.; Scanavacca, M.I.; Krieger, J.E.; Pereira, A.C.; et al. Pharmaceutical Care Increases Time in Therapeutic Range of Patients With Poor Quality of Anticoagulation With Warfarin. Front. Pharmacol. 2018, 9, 1052. [Google Scholar] [CrossRef]

	



Roseau, C.; Richard, C.; Renet, S.; Kowal, C.; Eliahou, L.; Rieutord, A.; Chaumais, M.C. Evaluation of a program of pharmaceutical counseling for French patients on oral anticoagulant therapy. Int. J. Clin. Pharm. 2020. [Google Scholar] [CrossRef]

	



Griese-Mammen, N.; Hersberger, K.E.; Messerli, M.; Leikola, S.; Horvat, N.; van Mil, J.F.; Kos, M. PCNE definition of medication review: Reaching agreement. Int. J. Clin. Pharm. 2018, 40, 1199–1208. [Google Scholar] [CrossRef]

	



Messerli, M.; Blozik, E.; Vriends, N.; Hersberger, K.E. Impact of a community pharmacist-led medication review on medicines use in patients on polypharmacy—A prospective randomised controlled trial. BMC Health Serv. Res. 2016, 16, 145. [Google Scholar] [CrossRef]

	



Latif, A.; Pollock, K.; Boardman, H.F. The contribution of the Medicines Use Review (MUR) consultation to counseling practice in community pharmacies. Patient Educ. Couns. 2011, 83, 336–344. [Google Scholar] [CrossRef]

	



Hatah, E.; Tordoff, J.; Duffull, S.B.; Cameron, C.; Braund, R. Retrospective examination of selected outcomes of Medicines Use Review (MUR) services in New Zealand. Int. J. Clin. Pharm. 2014, 36, 503–512. [Google Scholar] [CrossRef] [PubMed]

	



Hanna, J. Real-world application of MedsCheck opportunities: The Costco pharmacists intervention trial for reduction of cardiovascular risk. Can. Pharm. J. (Ott) 2013, 146, 325–328. [Google Scholar] [CrossRef] [PubMed]

	



Castelino, R.L.; Bajorek, B.V.; Chen, T.F. Retrospective evaluation of home medicines review by pharmacists in older Australian patients using the medication appropriateness index. Ann. Pharmacother. 2010, 44, 1922–1929. [Google Scholar] [CrossRef] [PubMed]

	



American Pharmacists Association. Medication Therapy Management in community pharmacy practice: Core elements of an MTM service (version 1.0). J. Am. Pharm. Assoc. 2005, 45, 573–579. [Google Scholar]

	



Boeni, F.; Arnet, I.; Hersberger, K.E. Adherence counseling during patient contacts in swiss community pharmacies. Patient Prefer. Adherence 2015, 9, 597–605. [Google Scholar] [CrossRef] [PubMed]

	



Ledroit, M. Direct oral anticoagulants: The impact of pharmaceutical interviews on patients’ knowledge (Abstract). In Proceedings of the 43rd Congress of the Europeon Society of Clinical Pharmacists, Copenhagen, Denmark, 22–24 October 2014. [Google Scholar]

	



Messerli, M.; Vriends, N.; Hersberger, K.E. Humanistic outcomes and patient acceptance of the pharmacist-led medication review “Polymedication Check” in primary care in Switzerland: A prospective randomized controlled trial. Patient Prefer. Adherence 2018, 12, 1071–1078. [Google Scholar] [CrossRef]

	



Shrestha, S.; Sapkota, B.; Kumpakha, A.; Acharya, U.; Sharma, R. Evaluation of patients’ knowledge on warfarin in outpatient pharmacy of a tertiary care cardiac center. BMC Res. Notes 2015, 8, 429. [Google Scholar] [CrossRef]

	



Hernández Madrid, A.; Potpara, T.S.; Dagres, N.; Chen, J.; Larsen, T.B.; Estner, H.; Todd, D.; Bongiorni, M.G.; Sciaraffia, E.; Proclemer, A.; et al. Differences in attitude, education, and knowledge about oral anticoagulation therapy among patients with atrial fibrillation in Europe: Result of a self-assessment patient survey conducted by the European Heart Rhythm Association. EP Europace 2016, 18, 463–467. [Google Scholar] [CrossRef]

	



Janoly-Dumenil, A.; Bourne, C.; Loiseau, K.; Luauté, J.; Sancho, P.O.; Ciancia, S.; Caillet, F.; Boisson, D.; Rioufol, C.; Plauchu, M.M.; et al. Oral anticoagulant treatment—Evaluating the knowledge of patients admitted in physical medicine and rehabilitation units. Ann. Phys. Rehabil. Med. 2011, 54, 172–180. [Google Scholar]

	



Obamiro, K.O.; Chalmers, L.; Lee, K.; Bereznicki, B.J.; Bereznicki, L.R. Anticoagulation knowledge in patients with atrial fibrillation: An Australian survey. Int. J. Clin. Pract. 2018, 72, e13072. [Google Scholar] [CrossRef]

	



Van Dijk, M.; Blom, L.; Koopman, L.; Philbert, D.; Koster, E.; Bouvy, M.; van Dijk, L. Patient-provider communication about medication use at the community pharmacy counter. Int. J. Pharm. Pract. 2016, 24, 13–21. [Google Scholar] [CrossRef] [PubMed]

	



Linn, A.J.; van Weert, J.C.; Schouten, B.C.; Smit, E.G.; Van Bodegraven, A.A.; Van Dijk, L. Words that make pills easier to swallow: A communication typology to address practical and perceptual barriers to medication intake behavior. Patient Prefer. Adherence 2012, 6, 871–885. [Google Scholar] [CrossRef] [PubMed]

	



National Target Groups for MURs. Available online: http://psnc.org.uk/services-commissioning/advanced-services/murs/national-target-groups-for-murs/ (accessed on 9 February 2017).

	



Vormfelde, S.V.; Abed, M.A.; Hua, T.D.; Schneider, S.; Friede, T.; Chenot, J.F. Educating orally anticoagulated patients in drug safety: A cluster-randomized study in general practice. Dtsch. Arztebl. Int. 2014, 111, 607–614. [Google Scholar] [PubMed]

	



Patino, M.I.; Kraus, P.; Bishop, M.A. Implementation of patient education software in an anticoagulation clinic to decrease visit times for new patient appointments. Patient Educ. Couns. 2019, 102, 961–967. [Google Scholar] [CrossRef]

	



Streiner, E.L.; Norma, G.R. Health Measurement Scales: A Practical Guide to Their Development and Use; Oxford University Press: Oxford, UK, 1989; pp. 39–52. [Google Scholar]

	



Nunnally, J.C. Psychometric Theory, 2nd ed.; McGraw-Hill: New York, NY, USA, 1994. [Google Scholar]

	



Delgado-Rodríguez, M.; Llorca, J. Bias. J. Epidemiol. Community Health 2004, 58, 635. [Google Scholar] [CrossRef]

	



Wofford, J.L.; Wells, M.D.; Singh, S. Best strategies for patient education about anticoagulation with warfarin: A systematic review. BMC Health Serv. Res. 2008, 8, 40. [Google Scholar] [CrossRef]








[image: Pharmacy 08 00054 g001 550] 





Figure 1. Answers from 81 patients to five close-ended questions on satisfaction with the amended PMC assessed during the follow-up telephone interview (Part B). 
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Table 1. Content of the seven open-ended questions added to the basic Polymedication-Check (PMC) and forming the semi-structured interview (Part A) and the additional five close-ended questions of the follow-up interview (Part B).
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	Item
	Content
	Asked in





	1
	“knows how”
	A,B



	2
	“knows why”
	A,B



	3
	“What happens in case of underdosage”
	A,B



	4
	“What happens in case of overdosage”
	A,B



	5
	“What to do in case of a missed dose”
	A,B



	6
	“How long to take the OAC”
	A,B



	7
	“Why to inform HCPs about having an OAC therapy”
	A,B



	8
	“I would recommend this service to other patients”
	B



	9
	“The pharmacist was able to answer all my questions”
	B



	10
	“I am more confident about how to take my OAC”
	B



	11
	“It is easier to take my OAC as prescribed”
	B



	12
	“I have less concerns about my therapy with OAC”
	B










[image: Table] 





Table 2. Characteristics of patients with vitamin K antagonist (VKA) or non-vitamin K antagonist oral anticoagulant (NOAC) therapy.
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	Characteristics
	Total
	VKA
	NOAC
	p-Value between Groups





	Number of recruited patients, n (%)
	81
	50 (61.7%)
	31 (38.3%)
	-



	Age in years, mean (SD)
	70.7 (12.3)
	69.0 (13.1)
	73.3 (10.7)
	ns



	Gender, women (%)
	34.6%
	28.0%
	45.2%
	ns



	Duration of OAC Therapy, years, mean (SD)
	5.8 (5.4)
	7.4 (5.7)
	3.3 (3.6)
	<0.01



	Number of Rx-medication, mean (SD)
	10.2 (4.3)
	9.8 (4.5)
	10.7 (4.1)
	ns
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Table 3. Number and percentages of knowledge gaps per item detected after the PMC (semi-structured interview; part A) and the follow-up interview (part B).
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Item

	
[Part A] Semi-Structured Interview

	
[Part B] Follow-up Interview

	
before-after Comparison




	

	
Total

(n = 81)

	
VKA

(n = 50)

	
NOAC

(n = 31)

	
p-Value *

	
Total

(n = 76)

	
VKA

(n = 47)

	
NOAC

(n = 29)

	
p-Value *

	
[A-B]

(n = 76)

p-Value **






	
1: “knows how” [n (%)]

	
6 (7.4)

	
1 (2.0)

	
5 (16.1)

	
<0.05

	
0

	
0

	
0

	
ns

	
n.a.




	
2: “knows why” [n (%)]

	
9 (11.1)

	
5 (10.0)

	
4 (12.9)

	
ns

	
1 (1.2)

	
1 (2.0)

	
0

	
ns

	
<0.05




	
3: “What happens in case of underdosage” [n (%)]

	
22 (27.2)

	
12 (24.0))

	
10 (32.3)

	
ns

	
4 (4.9)

	
2 (4.0)

	
2 (6.5)

	
ns

	
<0.001




	
4: “What happens in case of overdosage” [n (%)]

	
22 (27.2)

	
9 (18.0)

	
13 (41.9)

	
<0.05

	
10 (12.3)

	
3 (6.0)

	
7 (22.6)

	
<0.05

	
ns




	
5: “What to do in case of a missed dose” [n (%)]

	
51 (63)

	
31 (62.0)

	
20(64.5)

	
ns

	
15 (18.5)

	
11 (22.0)

	
4 (12.9)

	
ns

	
<0.001




	
6: “How long to take the OAC” [n (%)]

	
8 (9.9)

	
6 (12.0)

	
2 (6.5)

	
ns

	
9 (11.1)

	
4 (8.0)

	
5 (16.1)

	
ns

	
ns




	
7: “Why to inform HCPs about having an OAC therapy” [n (%)]

	
18 (22.2)

	
8 (16.0)

	
10 (32.3)

	
ns

	
2 (2.5)

	
2 (4.0)

	
0

	
ns

	
<0.005








* Chi-Square or Fisher’s exact test; ** McNemar’s test n.a. not applicable.
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