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QUESTIONS TO PTAC 

Note to PTAC members: These questions have been identified by PHARMAC staff as being 

particularly relevant to the application. Please feel free to provide additional information as 

appropriate. 

Need 

1. Does rivaroxaban have the same or similar therapeutic effect to any pharmaceuticals 

currently listed on the Pharmaceutical Schedule, in the requested indication? If so, which 

pharmaceutical (or therapeutic subgroup) and at what dose does it have the same or 

similar effect? Are there currently any problems with access to them, or their availability?  

2. How severe is the health need of patients with Peripheral Artery Disease (PAD)/ 

Coronary Artery Disease (CAD)? Please describe the health need of a person over their 

lifetime on current treatment with: 

2.1. PAD? 

2.2. CAD? 

2.3. PAD + CAD?  

3. What is the Committee’s view of the patient number estimates by the applicant and 

PHARMAC staff? 

3.1. What is the Committee’s opinion on estimated uptake of rivaroxaban from the eligible 

patient population?  

3.2. How does the Committee consider the proposed Special Authority criteria would limit 

incident patient uptake for patients with: 

• PAD? 

• PAD + CAD? 

4. What are the health needs of families and whānau of people at risk of major 

cardiovascular events (including long-term effects) or of wider society? How severe are 

these needs?  

5. Does PAD with or without CAD disproportionally affect: 

• Māori? 

• Pacific people? 

• Other groups already experiencing health disparities relative to the wider New 

Zealand population (eg. NZ Dep 9-10 deprivation, refugees/asylum seekers)? 

6. What is the strength and quality of evidence in relation to health needs due to this PAD, 

PAD+CAD, or CAD alone? 

Health benefit 

7. Does rivaroxaban provide any additional health benefit or create any additional risks 

compared with other funded treatment options? If so, what benefits, or risks are different 

from alternative treatments? 
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8. What is the strength and quality of evidence, including its relevance to NZ, for health 

benefits that may be gained from rivaroxaban for PAD and PAD+CAD patient groups? 

9. Would rivaroxaban produce a health benefit for family, whānau or wider society, 

additional to the health benefits for people with PAD w/wo CAD? If so how, and what is 

the strength and quality of evidence for this benefit? 

10. Should rivaroxaban be funded, are there any consequences to the health system that 

have not been noted in the application?  

Suitability 

11. Are there any non-clinical features of the rivaroxaban tablet formulation (eg size, shape) 

that may impact on use, either by the patient, by family, or by healthcare workers, that 

have not been considered in the application?  

12. With a more widespread use of rivaroxaban proposed should PHARMAC consider 

whether funding a dedicated reversal agent (Andexant alfa) is appropriate? 

Costs and savings 

13. Does the information in the PICO table (Table 3) accurately reflect the intended 

population, intervention, comparator and outcome, should rivaroxaban also be funded 

for patients at high risk of major cardiovascular events due to the presence of: 

13.1. PAD 

13.2. PAD+CAD only? 

13.3. If not, how should this be adjusted? 

13.4. Would there be any change to the PICO if funding for the CAD population was 

considered? 

13.5. What is the role of the use of clopidogrel in NZ in combination with aspirin? 

14. With which pharmaceuticals would rivaroxaban be used in combination, and which 

pharmaceuticals would it replace, in treating the requested indication? 

15. Would the use of rivaroxaban create any significant changes in health-sector 

expenditure other than for direct treatment costs (e.g. diagnostic testing, nursing costs 

or treatment of side-effects)? If so, what are these? 

General  

16. Is there any data or information missing from the application, in particular clinical trial 

data and commentary? 

17. Does the Committee consider the proposed Special Authority criteria to be appropriate for 

patients with: 

17.1. PAD 

17.2. PAD + CAD 

17.3. If not, how should these be amended?  

17.4. In which population do you consider the pharmaceutical provides the most benefit 

to patients: 
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• PAD only 

• PAD + CAD 

• CAD only 

• How would the funding of each patient group listed above impact patient 

numbers?  

• What additional information would the Committee need to see to make a 

recommendation on the CAD only patient group, if any? 

17.5. What is the Committee’s advice on changes that could be made to the Special 

Authority criteria to restrict access to those patients with the greatest need (ie with 1 

or more comorbidities)? 

17.6. Do the proposed Special Authority criteria act to address current inequities in 

medicines access and health outcomes in relation to cardiovascular disease in New 

Zealand?  

• If not, how could they be amended to do so?  

 

Recommendations 

18. Should the listing of rivaroxaban in the Pharmaceutical Schedule be extended to: 

18.1. Patients with PAD only? 

18.2. Patients with PAD and CAD? 

• Name the Factors for Consideration particularly relevant to a positive or negative 

recommendation for each scenario and explain why each is relevant. 

19. If widened access is recommended, what priority rating would you give to this proposal 

(for each scenario listed above)? [low / medium / high / only if cost-neutral]?  

20. Does the Committee have any recommendations additional to the application? 
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PURPOSE OF THIS PAPER 

The purpose of this paper is to seek advice from the Committee regarding an application 

from Bayer for the use of rivaroxaban (Xarelto) for the first-line treatment of Peripheral Artery 

Disease (PAD) with or without Coronary Artery Disease (CAD). 

 

 DISCUSSION 

BACKGROUND 

Previous consideration of rivaroxaban  

Rivaroxaban is currently listed without restriction on the Pharmaceutical Schedule (all 

formulations: 10 mg, 15 mg, and 20 mg). Rivaroxaban has previously been considered by 

PTAC and various Subcommittees for the treatment and prevention of venous 

thromboembolism, and for stroke prevention in atrial fibrillation, but there has been no 

consideration for the 2.5 mg formulation or for the requested indication.  

 

Need  

Description of the disease 

Atherosclerosis is a progressive disease characterised by the accumulation of lipids and 

fibrous elements in the large arteries. Peripheral artery disease (PAD) and coronary artery 

disease (CAD) are clinical presentations of atherosclerosis, which is a progressive condition 

affecting the large and medium-sized arteries. PAD and CAD develop in different vascular 

beds but can frequently coexist in patients with multi-vessel disease. The main risk factors for 

atherosclerosis include lack of physical activity, smoking, unhealthy diet, age, and a family 

history of heart disease.  

PAD is caused by atherosclerosis of the arteries of the lower extremities and sometimes the 

carotid arteries. Clinical presentations of PAD include asymptomatic and symptomatic 

disease, the latter including intermittent claudication (IC), chronic limb ischemia (CLI), and 

acute limb ischemia (ALI). CLI and ALI are the most severe manifestations of PAD and can 

lead to gangrene and amputation. The unstable plaques in PAD can also rupture and trigger 

acute atherothrombotic events as a result of embolus formation. Atherothrombotic events may 

present as myocardial infarction (MI), stroke, cardiovascular death, and ALI. PAD is broadly 

defined as a progressive stenosis or occlusion of any of the arteries except the coronary and 

intracranial arteries.  

CAD is caused by atherosclerosis of the coronary arteries that leads to a restriction of blood 

flow to the heart. CAD can be categorised into (1) acute coronary syndrome (ACS) and (2) 

chronic CAD. ACS refers to a range of conditions associated with a sudden, reduce blood flow 

to the heart including unstable angina and acute MI. Chronic coronary syndrome includes 

patients with stable angina and patients who have survived ACS and have ‘restabilised’ 

although patients remain at risk of recurrent major adverse cardiovascular events (MACE), 

which includes MI, stroke and cardiovascular death.  
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For reference, the patient groups proposed by the supplier in this application are defined as 

follows (Figure 1): 

1. The group of patients in the stable phase of PAD (referred to throughout the submission 

as “PAD-ALL); and   

2. The subgroup with diagnoses of PAD and CAD (concurrent). This population is a subset 

of the PAD-ALL population. 

Figure 1: Proposed patient population 

 

The proposed target population in New Zealand specified in the submission has been refined 

to high-risk patient group with 2 or more vascular beds affected and have been presented as 

the PAD-ALL (including both the PAD only subgroup and the combined PAD with CAD 

subgroup of patients) population and a separate population, the PAD & CAD subgroup. 

PAD and CAD share the same risk factors; both increase with age and could present in 

different severities entailing different risks of future major cardiovascular events. 

Atherosclerosis can have long, stable periods interrupted by unstable periods, typically due to 

an acute atherothrombotic event. The risk of future major cardiovascular events varies 

considerably between patients with stable disease as compared to those with unstable 

disease and based on evidence of more generalised atherosclerotic disease and previous 

atherothrombotic events. 

Overall, there is a proven high unmet clinical need in PAD-ALL patients and the PAD & CAD 

subpopulation with approximately 50 per cent of people with PAD being under-diagnosed and 

under-treated (Conte & Vale. Heart Lung Circ. 2018;27:427-32).  While PAD is not immediately 

life threatening, someone with PAD is up to six times more likely to have a heart attack or 

stroke. Both these populations show positive efficacy outcomes in the presented clinical trial 

data (prevention of cardiovascular events). 

While PAD is not immediately life threatening, someone with PAD is up to six times more likely 

to have a heart attack or stroke. In addition, the reduced blood flow to the limbs can lead to 

the limb developing gangrene, where it starts to decay and die. There is no cure for gangrene. 

The only treatment option is to amputate the affected limb to prevent the gangrene from 

spreading further in the body. 
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CAD is characterised by atherosclerotic plaque accumulation in the coronary arteries which 

occurs over decades before becoming clinically apparent. The disease can have long, stable 

periods interrupted by unstable periods, typically due to an acute atherothrombotic event. The 

probability of having MACE within 5 years of the onset of stable angina is up to 35%, 

depending on clinical variables that affect the risk (Fox et al. Eur Heart J. 2019;40:1466-71; 

Fox et al. Nat Rev Cardiol. 2020;17:9-21) 

 

Epidemiology 

In 2008, the New Zealand prevalence (over a period of ten years) of PAD was 416 per 

100,000. This equated to about 17,000 individuals. Prevalence was higher for men than 

women (491 and 347 per 100,000 respectively) with prevalence for both groups increasing 

with age. Prevalence of PAD in non-Māori (438 per 100,000) was higher than that in Māori 

(269 per 100,000) (National Health Committee, 2013). 

 

The health need of the person 

The most well recognised symptom of PAD is leg pain experienced during walking (intermittent 

claudication) which can reduce walking capacity and contribute to mobility loss and is 

associated with impaired health-related quality of life. In the advanced stages of PAD, events 

such as ALI may occur, a limb-threatening condition and requires surgical revascularisation 

for limb salvage in approximately half of cases. Amputees have a poorer quality of life than 

patients who are successfully revascularized, as amputations have permanent and profound 

effects.  

Effective secondary prevention of MACE and ALI in PAD patients with or without CAD 

contributes to physical and psychosocial well-being and reduces disability and functional 

impairment in the target patient population, in addition to avoiding costly hospitalisations. 

 

The availability and suitability of existing medicines, medical devices and treatments 

Current treatment guidelines from New Zealand and international medical bodies recommend 

the use of low-dose aspirin indefinitely in the secondary prevention of MACE in patients in the 

PAD-ALL or PAD & CAD groups.  

Lower extremity artery disease (LEAD) affects the lower limbs and is one of the manifestations 

of PAD. Antiplatelet agents are used in patients with LEAD to prevent limb-related and general 

cardiovascular events. Long-term single antiplatelet therapy with either aspirin or clopidogrel 

is recommended in symptomatic patients and patients who have previously undergone 

revascularisation during the chronic phase of LEAD. However, clopidogrel is not Medsafe 

registered for the treatment of PAD in New Zealand.  

In patients with both LEAD and CAD, clopidogrel plus aspirin treatment duration may be 

prolonged if patients have a reason for longer treatment in accordance with the CAD treatment 

guidelines. 

 

rel
ea

se
d under 

the

Offic
ial

 In
form

ati
on Act



8 
A1499025 

The health need of family, whānau, and wider society 

The impact of a patient with PAD & CAD on family and whānau is expected to be related to 

the care burden associated with MACE such as myocardial infarction, or ischemic stroke 

and/or acute limb ischemia or amputation. Following an atherothrombotic event, half of 

patients with PAD are no longer working, which places a financial burden on the family and 

whānau (Steg et al. JAMA. 2007;297:1197-206).  

If patients suffer from a stroke, it is possible that they will suffer a disability which impedes 

their ability to carry out daily living activities unassisted such as dressing, transfers in the 

bathroom, etc.  

 

The impact on the Māori health areas of focus and Māori health outcomes 

Heart health (including high blood pressure, and stroke), is a Māori health area of focus for 

PHARMAC. 

In 2018, deaths from ischaemic heart disease for Māori was 80.9 per 100,000, compared to 

the non-Māori populations 44.7 per 100,000.    

In 2014-2016, the age standardised rate for hospitalisations due to cardiovascular disease 

was 2082 per 100,000 for non-Māori males, and 3285 per 100,000 for Māori males. For non-

Māori females, the hospitalisation rate was 1161 per 100,000, compared to 2272 per 100,000 

for Māori females.  

PHARMAC staff were unable to identify hospitalisation and mortality rates by ethnicity for PAD 

as a subset of cardiovascular disease.  

In 2012-2014, Māori males died from stroke at a rate of 46 per 100,000, compared to non-

Māori males’ rate of 29 per 100,000. For females, the rate was also higher for Māori females 

than non-Māori females (46 deaths compared to 26 deaths per 100,000). 

Gurney et al. (Diabetologia. 2018;61:626-35) in their study to understand the risk factors of 

lower limb amputations in the New Zealand diabetic population identified that the risk of major 

amputation among Māori individuals (6.4 cases/1,000 Māori individuals) was substantially 

higher than for European (3.6 cases/1,000). From their observations they concluded that the 

individual condition with the strongest association was PAD, which independently increased 

the risk of major amputation by nearly 13 times, and the risk of minor amputation by more than 

seven times. 

 

The impact on the health outcomes of population groups experiencing health 

disparities 

After adjusting for age, Pacific men and women aged 45−64 years had significantly higher 

hospitalisation rates from total cardiovascular disease, ischaemic heart disease and stroke 

than men and women in the total population of the same age. Pacific men aged 45−64 years 

had almost twice and Pacific women almost three times the mortality rate for total 
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cardiovascular disease than total men and women respectively of the same age (NZ Ministry 

of Health, 2012). 

Adults living in the most socioeconomically deprived areas have significantly higher levels of 

most health risks, including cardiovascular disease, diabetes and obesity (NZ Ministry of 

Health, 2016) 

The impact on Government health priorities 

Cardiovascular disease as a long-term health condition is a government health priority.  

Cardiovascular disease remains one of the leading causes of death and disability for the 

New Zealand population, therefore the economic burden of managing the health of patients 

with cardiovascular disease/coronary artery disease is substantial.  

 

Health Benefit 

Details of the pharmaceutical under consideration 

 

Clinical Pharmacology and Mechanism of Action 

Rivaroxaban is a direct factor Xa inhibitor that targets both clotting factor and platelet 

pathways. Factor Xa converts prothrombin to thrombin through the prothrombinase complex 

which leads to fibrin clot formation and activation of platelets. 

 

New Zealand Regulatory Approval 

Rivaroxaban is Medsafe approved in combination with aspirin, for the prevention of major 

cardiovascular events (composite of stroke, myocardial infarction, and cardiovascular death) 

in patients with coronary artery disease (CAD) and/or peripheral artery disease (PAD).  

 

Recommended Dosage 

2.5 mg rivaroxaban twice daily in combination with a daily dose of 100 mg aspirin. 

 

Proposed Treatment Paradigm 

The supplier is proposing rivaroxaban 2.5 mg, in combination with aspirin, as an alternative to 

low dose aspirin monotherapy for the prevention of major cardiovascular events (composite 

of stroke, myocardial infarction and cardiovascular death) for the PAD-ALL patient group, and 

the PAD + CAD patient group.  

The supplier is proposing that treatment using rivaroxaban 2.5 mg is initiated at any time 

following resolution of acute events but is not to be administered in patients who are also 

eligible for dual antiplatelet therapy. 

 

Proposed Special Authority Criteria 
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The supplier has proposed the below Special Authority criteria based on the inclusion criteria 

from the pivotal trial. 

For the prevention of cardiovascular events in patients with PAD: 

 
INITIAL APPLICATION  
Applications from any relevant practitioner. Approvals valid for 12 months.  
All of the following:  
1. Patient has peripheral artery disease; and 

1.1. Previous peripheral artery or carotid revascularisation intervention; or  
1.2. Asymptomatic stenosis > 50% of the carotid artery diagnosed by angiography or non -invasive imaging; 

or 
1.3. Intermittent claudication and ankle-brachial index (ABI) < 0.90; and 

2. Patient must be prescribed rivaroxaban 2.5mg twice daily in combination with 100mg aspirin daily; and 
3. Patient must not be in the period immediately following revascularisation when intensified antiplatelet therapy 

is indicated; and 
4. Patient must not be on Dual Anti Platelet therapy  
  
RENEWAL:  
Applications from any relevant practitioner. Approvals valid for 12 months.   
The treatment remains appropriate and the patient is benefiting from treatment.  

 
For the prevention of cardiovascular events in patients with PAD and CAD: 
 
INITIAL APPLICATION  
Applications from any relevant practitioner. Approvals valid for 12 months.  
All of the following:  
1. Patient has peripheral artery disease and 

1.1. Previous peripheral artery or carotid revascularisation intervention; or  
1.2. Asymptomatic stenosis > 50% of the carotid artery diagnosed by angiography or non -invasive imaging; 

or 
1.3. Intermittent claudication and ankle-brachial index (ABI) < 0.90; and  

2. Patient must be prescribed rivaroxaban 2.5mg twice daily in combination with 100mg aspirin daily; and 
3. Patient must not be in the period immediately following revascularisation when intensified antiplatelet therapy 

is indicated; and 
4. Patient must not be on Dual Anti Platelet therapy; and 
5. Patient has chronic coronary artery disease (CAD)  
  
RENEWAL:  
Applications from any relevant practitioner. Approvals valid for 12 months.  
The treatment remains appropriate and the patient is benefiting from treatment.  

 

PHARMAC staff seek the Committee’s advice on the following points:  

• Does the Committee consider the proposed Special Authority criteria to be 

appropriate? If not, what should be amended?  

o Should the patient population be limited to patients with PAD only, or should 

patients with PAD + CAD, or CAD only, be able to access rivaroxaban? How 

would each scenario effect patient numbers?  

o Do the proposed Special Authority criteria address current inequities in 

medicines access and health outcomes in relation to cardiovascular disease 

in New Zealand? If not, how could they be amended?  

International Recommendations 

In addition to the recommendations outlined below, the supplier has indicated that rivaroxaban 

is funded for this indication in the European Union, USA, Switzerland, Chile, Israel, Republic 

of Korea, Turkey, and Mexico.  
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for the trial were to: (1) determine whether rivaroxaban 2.5 mg twice daily with aspirin 100 mg 

once daily compared with aspirin 100 mg once daily reduces the risk of the composite outcome 

of MI, stroke, or CV death in participants with stable CAD or PAD; and (2) determine whether 

rivaroxaban 5 mg twice daily compared with aspirin 100 mg once daily reduces the risk of the 

composite outcome of MI, stroke, or CV death in participants with stable CAD or PAD. 

For the purpose of the trial, CAD was defined as previous myocardial infarction or history of 

angina with evidence of multivessel disease, or multivessel revascularization; and PAD was 

defined as claudication with objective evidence of arterial disease, previous amputation or 

revascularization, previous carotid revascularization, or asymptomatic carotid disease with at 

least 50% stenosis.  

Figure 2: COMPASS trial design 
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Literature Search 

PHARMAC staff conducted a PubMed search (search terms: COMPASS and 

RIVAROXABAN) and identified the following relevant publications not provided by the 

supplier: 

• Anand et al. J Am Coll Cardiol. 2019;73:3271-3280 (Appendix 2): a study to identify 

subsets of patients in the COMPASS trial at higher risk of recurrent vascular events, 

which may help focus the use of rivaroxaban and aspirin therapy. Patients were risk 

stratified (using the REACH (REduction of Atherothrombosis for Continued Health) 

atherothrombosis risk score and CART (Classification and Regression Tree) analysis) 

and the absolute risk differences for rivaroxaban with aspirin were compared to aspirin 

alone for the composite of cardiovascular death, myocardial infarction, stroke, acute limb 

ischemia, or vascular amputation; for severe bleeding; and for the net clinical benefit. 

Rivaroxaban + aspirin vs aspirin alone reduced serious vascular event incidence by 25% 

(4.48% vs. 5.95%, HR 0.75; 95% confidence interval 0.66 to 0.85).  

 

• Anand et al. J Am Coll Cardiol. 2018;71:2306-2315 (Appendix 2): a study assessing the 

impact of treatment with rivaroxaban + aspirin compared with aspirin alone on the 

incidence of major adverse limb events (MALE), peripheral vascular interventions, and 

all peripheral vascular outcomes. Compared with aspirin alone, the combination of 

rivaroxaban 2.5 mg twice daily and aspirin lowered the incidence of MALE by 43% 

(p=0.01), total vascular amputations by 58% (p=0.01), peripheral vascular interventions 

by 24% (p=0.03), and all peripheral vascular outcomes by 24% (p=0.02). 

 
 

• Fox et al. J Am Coll Cadriol. 2019;73:2243-2250 (Appendix 2): a study to determine the 

effect of the rivaroxaban + aspirin, compared with aspirin alone in vascular patients with 

or without moderate renal dysfunction. For the COMPASS trial, CAD patients aged 

younger than 65 years required additional risk factors were, and these comprised 

documented atherosclerosis or revascularization involving at least 2 vascular beds, or at 

least 2 additional risk factors. The additional risk factors included a glomerular filtration 

rate (GFR) <60 ml/min (but those with a GRF <15 ml/min were excluded); hence, the 

population was enriched for moderately severe renal dysfunction. Patients in the 

COMPASS trial were categorized by severity of chronic renal disease according to the 

estimated GFR <60 and ≥60 ml/min and the relation between renal dysfunction and 

outcomes was also investigated as a continuous function of GFR.  

Cardiovascular death, MI, or stroke was reduced in those randomized to rivaroxaban 

plus aspirin compared with aspirin alone (GFR ≥60 ml/min: 3.5% rivaroxaban plus 

aspirin, 4.5% aspirin alone; HR: 0.76; 95% CI 0.64 to 0.90; GFR <60 ml/min 6.4% 

rivaroxaban plus aspirin, 8.4% aspirin alone, HR: 0.75; 95% CI 0.60 to 0.94).  

Ischemic stroke occurred in 0.7% of patients taking rivaroxaban + aspirin, and 2.2% of 

patients taking aspirin alone in the group with a GFR <60 ml/min (HR 0.31; 95% CI 0.17 

to 0.57; p<0.0001) and 0.4% vs 1.2% in patients with GFR ≥60 ml/min (HR 0.62; 95% CI 

0.44 to 0.87; p=0.005; the P value for the interaction = 0.05).  
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• Branch et al. Circulation. 2019;140:529-537 (Appendix 2): a study exploring the effects of 

rivaroxaban with or without aspirin in patients with or without a history of heart failure 

(HF) and an ejection fraction of <40% or ≥40% at baseline. Rivaroxaban and aspirin had 

similar relative reduction in major adverse cardiovascular events compared with aspirin 

in participants with HF (5.5% versus 7.9%; HR 0.68; 95% CI 0.53 to 0.86) and those 

without HF (3.8% versus 4.7%; HR 0.79; 95% CI 0.68 to 0.93; P for interaction = 0.28) 

but larger absolute risk reduction in those with HF (HF absolute risk reduction 2.4%, 

number needed to treat=42; no HF absolute risk reduction 1.0%, number needed to 

treat=103). The primary major adverse cardiovascular events outcome was not 

statistically different between those with EF <40% (HR 0.88; 95% CI 0.55 to 1.42) and 

≥40% (HR 0.81; 95% CI 0.67 to 0.98; P for interaction = 0.36). 

 

• Lamy et al. J Am Coll Cardiol. 2019;73:121-130 (Appendix 2): a sub-study to determine 

whether the COMPASS treatments are more effective than aspirin alone for preventing 

graft failure and major adverse cardiovascular events (MACE) after coronary artery 

bypass graft (CABG) surgery. The combination of rivaroxaban and aspirin did not reduce 

the graft failure rates compared with aspirin alone (OR 1.13; 95% CI 0.82 to 1.57; 

p=0.45). Compared with aspirin, the combination was associated with fewer MACE (HR 

0.69; 95% CI 0.33 to 1.47; p=0.34).  

 

• Sharma et al. Circulation. 2019;139:1134-1145 (Appendix 2): an analysis of stroke 

outcomes in the COMPASS trial. Fewer patients had strokes in the rivaroxaban plus 

aspirin group than in the aspirin group (HR 0.58; 95% CI 0.44 to 0.76; P<0.0001). 

Ischemic/uncertain strokes were reduced by nearly half (HR 0.51; 95% CI 0.38 to 0.68; 

P<0.0001) by the combination in comparison with aspirin alone. The occurrence of fatal 

and disabling stroke was decreased by the combination (HR 0.58; 95% CI 0.37 to 0.89; 

P=0.01).  

 
PHARMAC seeks the Committee’s advice on changes that could be made to the SA 

criteria to restrict access to those patients with the greatest need (ie 1 or more 

comorbidities)?.  

 

Branch et al. Circulation. 2019;140:529-537 outlines results from the subgroups with or 

without a history of heart failure, and Fox et al. J Am Coll Cadriol. 2019;73:2243-2250 

outlines differences in patients with differing renal functions. PHARMAC staff also 

identified a study by Bhatt et al (Circulation. 2020;141:1841-1854, Appendix 2) which 

outlines the comparison of the effects of rivaroxaban plus aspirin versus aspirin + 

placebo in patients with diabetes mellitus versus without diabetes mellitus in preventing 

major vascular events. Of the total COMPASS trial population, 10341 had diabetes 

mellitus. The cumulative hazard for cardiovascular death, myocardial infarction, or stroke 

with rivaroxaban + aspirin vs aspirin with placebo in patients with diabetes had an HR of 

0.74 (95% CI 0.61 to 0.90; absolute risk reduction 2.3%), compared to a HR of 0.77 in 

patients without diabetes (95% CI 0.64 to 0.93; absolute risk reduction 1.4%) at 36 

months. The absolute risk reduction for all cause death for patients with diabetes was 

1.9% with rivaroxaban + aspirin compared to aspirin alone (HR 0.81; 95% CI 0.65 to 

1.00) versus 0.6% for patients without diabetes (HR 0.84; 95% CI 0.68 to 1.03).  
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