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Abstract: Background: Special access programs provide physicians in Canada access to new drugs before they are publicly 

funded, but little is known about how they impact prescribing practices. For men with metastatic castration-resistant prostate 

cancer post-docetaxel chemotherapy, a special access program for enzalutamide was open from June-December 2013. To better 

understand how this impacted prescribing practices, we surveyed medical oncologists at our institution. Methods: All four 

genitourinary medical oncologists at the Princess Margaret Cancer Centre completed an anonymous paper or electronic survey 

for each patient enrolled. The survey consisted of seven multiple-choice questions (with free text option) asking about disease 

characteristics, prior treatments, and reasons for prescribing enzalutamide. Results: Surveys were completed on all 155 patients; 

92% (142/155) had metastatic disease, with 20% (28/142) having visceral disease; 8% (13/155) had non-metastatic disease; 

and the majority (92%) had progressive disease. All patients were on androgen deprivation therapy, 60% had prior prednisone, 

30% had prior abiraterone, and 34% had prior docetaxel. Most (50%) used enzalutamide because it was supported by available 

data; 35% reported free drug was the motivating factor; 10% indicated their patients were unfit for chemotherapy; and in 5%, 

all other options were exhausted. Over half reported feeling enzalutamide was the appropriate treatment option for their patient 

at that time. Conclusions: During the special access program, most patients received enzalutamide in settings supported by 

available evidence. A minority did, however, received enzalutamide outside of the formally studied setting, suggesting that 

funding and accessibility can impact prescribing practices. 
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1. Introduction 

In Canada, novel therapeutics are regulated by Health Canada 

(HC) through the Food and Drug Act [1, 2]. Once a new drug is 

approved, a notice of compliance and a drug identification 

number are assigned. The Pan-Canadian Oncology Drug 

Review then evaluates for clinical benefit, pricing is negotiated 

by the pan-Canadian Pharmaceutical Alliance, and finally, each 

province makes its own funding decision [3]. From initial 

submission to HC, approval takes approximately 12 months, 

with an additional 17 months on average for a drug to appear on 

the provincial formulary. This can be contrasted with the US 

where time from initial submission to FDA approval and drug 

availability is only about 9 months [4]. 

Delays in access to new drugs can negatively impact 

patient outcomes. During the long interval from HC approval 

to drug access, physicians may be able to access new drugs 

through clinical trials, private insurance plans, or special 

access programs (SAP). While practical, legal, and ethical 

issues have arisen from these SAPs [5], they have been used 

extensively to facilitate access to new oncology drugs. One 

study of Canadian oncologists evaluating methods to 

overcome barriers to accessing unfunded anticancer drugs 

showed that 96% of respondents use SAPs [6]. 

From June-December 2013, a SAP was established for the 

drug enzalutamide, a well-tolerated androgen-receptor 

blocker, for men with metastatic castration-resistant prostate 

cancer after failure of docetaxel chemotherapy. This was 

based on the interim analysis of the AFFIRM randomized 

phase 3 trial which showed enzalutamide had a 5-month 

survival benefit over placebo, ultimately leading to its HC 

approval in May 2013 [7]. During the SAP, results of another 

randomized phase 3 trial, PREVAIL, were announced [8]. In 

PREVAIL, enzalutamide also showed a survival benefit in 

the pre-docetaxel setting but was not HC approved for this 

indication until April 2015 [9]. More recently, the 

ENZAMET and ARCHES studies also reported a survival 

benefit for enzalutamide when added to ADT in the 

metastatic hormone sensitive setting [10, 11]; this indication 

has received HC approval but is not yet funded in Canada. 

Although SAPs are used quite commonly to access new 

drugs in oncology, the impact of SAPs on prescribing 

practices is not well understood. We hypothesized that 

prescribing patterns may be influenced by drug availability 

and perceived benefit for additional indications, beyond the 

setting where there was HC approval. This hypothesis was 

tested by surveying medical oncologists offering patients 

enzalutamide via the SAP. 

2. Methods 

The enzalutamide SAP was available for men with prostate 

cancer treated at the Princess Margaret Cancer Centre 

(Toronto, Canada) from June to December 2013. During this 

time, medical oncologists were approached to complete an 

anonymous paper or electronic survey for each patient they 

enrolled in the program. Patient identifying information was 

not collected for the survey, and physicians completed these 

surveys anonymously. 

Respondents were asked to comment on whether the 

patient had metastatic or non-metastatic prostate cancer, the 

main sites of metastatic disease, and if there was disease 

progression at the time of starting enzalutamide. Information 

on prior treatment was also obtained. The reasons for 

prescribing enzalutamide at that time were also explored. 

Possible reasons included: 

1) enzalutamide is only available to patients at no cost for 

the next few weeks/months, 

2) the use of enzalutamide is supported by the data, 

3) the patient is not fit for chemotherapy, 

4) the patient has exhausted all other treatment options. 

Finally, physicians were asked to indicate their primary 

motivation for prescribing enzalutamide, funding and 

accessibility issues aside: 

1) enzalutamide is the most appropriate treatment at this 

point in time, 

2) enzalutamide is as good an option as other approved 

lines of treatment at this point in time, 

3) enzalutamide would be prescribed as the next line of 

treatment but at further progression 

4) enzalutamide would not be the next line of treatment. 

Surveys were completed shortly after the patients were 

enrolled on the program. 

3. Results 

From June to December 2013, 155 patients were 

prescribed enzalutamide through the SAP by genitourinary 

medical oncologists at our institution. Surveys were 

completed for all 155 patients. 

3.1. Disease Characteristics 

Characteristics of the patients are shown in Table 1. All 

patients had received a prior LHRH agonist (100%) and 

were on continuous anti-androgen therapy (100%). 

Patients had received multiple prior treatments including: 

93/155 (60%) prior prednisone, 56/155 (36%) prior 

abiraterone acetate (28 pre-docetaxel chemotherapy, 28 

post- docetaxel chemotherapy), and 53/155 (34%) prior 

docetaxel. 102/155 (66%) had not received prior docetaxel. 

Of the 66% who did not receive prior docetaxel, 

approximately 50% received enzalutamide before the data 

showing a benefit from enzalutamide in the pre-docetaxel 

setting were released in October 2013. 

3.2. Reasons for Enzalutamide Use 

Half of the surveys indicated that use of enzalutamide was 

supported by the AFFIRM data (in the post-docetaxel setting) 

(Figure 1). The remainder of responses indicated that 

enzalutamide was prescribed because it was available to 

patients at no cost (35%); that the patient was not fit for 

chemotherapy (10%); or that the patient had exhausted all 

other treatment options (5%). 
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Figure 1. Responses to question; “What is your primary reason for 

prescribing enzalutamide?” 

 

Figure 2. Responses to the question; “Funding and accessibility issues aside, 

why are you prescribing enzalutamide at this time?” 

Table 1. Patient and Disease Characteristics. 

Survey Question Patient and Disease Characteristics % of patients (N/155) 

Does this patient have metastatic castration resistant prostate 

cancer (mCRPC) now? 

Non-metastatic Disease 8% (13/155) 

Metastatic Disease 92% (142/155) 

Does this patient have progressive disease now, at the time of 

starting enzalutamide? 

Progressive Disease 92% (142/155) 

No Progression 8% (13/155) 

What are the sites of metastatic disease in this patient? 

Bone Only 46% (65/142) 

Bone + Lymph Node 21% (28/142) 

Visceral Disease 20% (28/142) 

Lymph Node Only 8% (13/42) 

Other 4% (6/142) 

What previous treatments has this patient had? 

LHRH ongoing 100% (155/155) 

Prior prednisone 60% (93/155) 

Prior abiraterone 36% (56/155) 

Pre-chemotherapy 50% (28/56) 

Post-chemotherapy 50% (28/56) 

Prior docetaxel 34% (53/155) 

No prior docetaxel 66% (102/155) 

 

Physicians were asked to select the most appropriate 

statement regarding the choice to use enzalutamide if funding 

and accessibility were not concerns. The majority stated that 

enzalutamide is as good an option as other approved lines of 

treatment (Figure 2). However, 7% of responses indicated 

that had it not been for the SAP, enzalutamide would not 

have been the preferred next line of therapy, and 11% of 

responses indicated that enzalutamide would have been used 

but at the time of further disease progression. 

4. Discussion 

SAPs play a critical role in ensuring that patients have 

timely access to novel therapeutics. The time from initial 

release of positive trial results to the time a drug is available 

can approach 2 years or more and varies across the country 

[4]. During this time, physicians often look for SAPs or 

clinical trials, or sometimes, patients will pay privately or 

attempt to access drugs out of the province or even country. 

SAPs are designed to be less stringent than clinical trials and 

may offer important insights and safety information about 

how a drug performs in the general population [12, 13]. With 

the rising costs of both oncology drugs and clinical trials, 

SAPs may play a bigger role in the field of oncology. 

However, very little is known about how SAPs impact 

prescribing practices. 

In this study, we found, as expected, that the majority of 

patients had mCRPC. However, only 34% had prior 

docetaxel and fit the eligibility criteria for the AFFIRM 

Phase 3 trial. Interestingly, 66% had mCRPC but had not 

received prior docetaxel, and half of these patients were 

treated with enzalutamide prior to the release of PREVAIL 

trial results. Likewise, a recent Canadian study of the 

CheckMate 128 SAP for nivolumab plus ipilimumab in 

advanced melanoma revealed differences between the SAP 

population and the patient population of the original 

randomized controlled trials, CheckMate 069 and CheckMate 

067. Specifically, the SAP included patients that had received 

other prior systemic treatment, whereas CheckMate 069 and 

Checkmate 067 did not [13]. Another SAP, the KEYNOTE-
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030, which provided access to pembrolizumab in advanced 

melanoma, also expanded eligibility criteria compared to its 

preceding clinical trials, as it aimed to provide treatment 

access prior to commercial availability rather than contribute 

as another clinical trial [14]. 

There were likely several reasons to explain our study’s 

results. First, the SAP did not mandate that patients had to 

have metastatic disease and had to have prior docetaxel. 

Second, the majority of patients did not have visceral disease, 

and so there may have been less incentive to offer docetaxel 

chemotherapy if enzalutamide was available. Third, 

enzalutamide is a well-tolerated oral drug with few side 

effects, and in this elderly patient population, it may have 

been the preferred option over docetaxel chemotherapy. 

Fourth, all the medical oncologists surveyed participated in 

the PREVAIL or AFFIRM trials and had prior experience 

with enzalutamide. They were therefore familiar with its 

efficacy and any potential safety and monitoring issues, and 

they felt comfortable prescribing it in the pre-docetaxel 

setting, even prior to the release of the PREVAIL results. It is 

unclear if the same trend would have been seen for a 

chemotherapy drug, or one where there was less familiarity a 

priori. 

Interestingly, most physicians indicated that enzalutamide 

was the best or as good as other available options at the time, 

but 7% indicated that enzalutamide would not have been 

their next line of treatment had it not been for the SAP. When 

asked for reasons for prescribing enzalutamide, 35% 

indicated that a reason was that enzalutamide was available 

at no cost through the SAP. This result is similar to that of a 

previous Australian study of SAPs in colorectal cancer, 

which also found that economic reasons influenced SAP 

participation [15]. This serves to highlight that SAPs have the 

potential to change a treatment decision, especially if there is 

concern that access to a drug will subsequently become 

limited. Many SAPs are open for a finite period of time, 

pending a funding decision, thus leading to potential lapses in 

drug availability between the end of a SAP and drug 

availability. In this setting, clinical trials may be able to 

address access issues and at the same time collect additional 

safety information or information on patients that did not 

strictly fit the trial criteria. 

This study provides important insights into prescribing 

practices on an SAP but has some key limitations. This study 

was conducted at a single, large, academic institution with 

dedicated genitourinary medical oncologists who already had 

some experience with enzalutamide. The surveys were done 

after patients were enrolled on the SAP and not in real time, 

so there may have been potential for recall bias. Finally, 

enzalutamide is an oral, well-tolerated drug, and findings 

may not be generalizable to other drugs with higher potential 

for toxicities. 

5. Conclusion 

During the SAP, most patients received enzalutamide in 

settings supported by available evidence. However, a 

minority received enzalutamide outside of the formally 

studied setting, and a minority of physicians indicated that 

enzalutamide would not have been their next line of 

treatment had it not been for the SAP, suggesting that funding 

and accessibility can impact prescribing practices. When it 

comes to new drugs in oncology, strong, collaborative 

relationships are required between regulatory bodies, 

industry partners, physicians, and patient advocates to ensure 

that drug access occurs in a timely manner. Although SAPs 

aim to fill the gap between HC approval and drug access, 

these stakeholder groups must also be aware of and mitigate 

any potential biases which may arise during these programs. 

Ultimately, these combined efforts should optimize patient 

outcomes with earlier access to novel effective therapeutics. 
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