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5) Therefore, we recommend re-consideration of your proposal for reimbursement of GSM 

therapies to include Prasterone, an excellent GSM product and to consider it with its closest 

comparator, Vagifem.   
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recommendation is enclosed. Although Premarin cream is composed of conjugated estrogens rather 
than estradiol, its concentration of 625 micrograms per gram is substantially higher than 100 
microgram/gram threshold discussed in the EMA recommendation. Furthermore, the product 
monograph for Premarin warns that there is a risk of systemic absorption with use of Premarin 
vaginal cream, and treatment with 0.3 mg vaginal Premarin cream has been shown to elicit 
elevations in estrone levels beyond the reference level in postmenopausal women. Given the high 
strength of Premarin cream, the recommendation that estrogen-based creams be limited to 4 weeks 
of treatment further underscores that Premarin is an inappropriate comparator to include in an 
evaluation of Intrarosa for the treatment of long-term postmenopausal VVA.   
 
➢ The condition that the negotiated price of Intrarosa “not exceed the least costly vaginal 

estrogen product reimbursed for the treatment of postmenopausal VVA” is based on 
inappropriate comparators and places an excessive burden on Intrarosa even beyond 
what is required of currently funded vaginal estrogen treatments.  

 
The recommendation that Intrarosa’s price be based on all vaginal estrogen products reimbursed for 
postmenopausal VVA, includes several products which are inappropriate comparators to Intrarosa for 
the reasons described above in detail. These treatments are infrequently used, not intended for long-
term use, and administered via an entirely different route of administration than Intrarosa. 
Furthermore, requiring that Intrarosa’s price be equivalent to the cheapest of all of these treatments, 
Premarin cream, inherently means that CADTH is recommending Intrarosa’s price be cheaper than 
Vagifem, Estring, and Estragyn vaginal cream. Thus, this condition puts a restriction on the Intrarosa 
price greater than what has been required for these non-Premarin treatments. Currently, the majority 
of patients are treated with reimbursed local hormonal therapies that are not the lowest cost, i.e., are 
not Premarin cream (in Nov 2021 96% of patients in Canada were treated with treatments other than 
Premarin cream -- IQVIA). A further concern in benchmarking to the Premarin cream price is that 
Premarin cream is frequently out of stock due to manufacturing disruptions and as such is not a 
readily available option for many patients; the latest shortage lasted for 7 months from May 21st to 
December 7th (https://www.drugshortagescanada.ca/drug/2414). Due to frequent shortages of 
Premarin cream stock, Premarin is in effect not a legitimate real world comparator and its price 
should not be used as the basis for the Intrarosa price negotiations. There are much more 
appropriate currently reimbursed comparators such as Vagifem that treats 89% of all VVA patients in 
Canada (Nov 2021 – IQVIA). VVA is a chronic illness that needs to be treated chronically; every time 
there is a drug shortage a treatment switch is required, which results in the healthcare system 
incurring the additional costs of a physician visit. Moreover, interruptions to treatment can worsen 
long term patient outcomes, increasing the possibility of outcomes which incur further expenses for 
the healthcare system.  
 
➢ Clinical studies have consistently shown that Intrarosa (prasterone) does not increase 

circulating androgen levels above normal postmenopausal levels. 
 
The suggestions that Intrarosa can increase androgen levels (Table 2, page 7 of the draft 
recommendation) above levels seen in normal postmenopausal women contradicts well-established 
published clinical findings. The ERC-230 study reported testosterone and dihydrotestosterone (DHT) 
levels well within normal postmenopausal vulvovaginal atrophy levels after 12 months of prasterone 
treatment (Ke et al. 2015). Moreover, an integrated analysis of multiple prasterone (Martel et al. 
2016) clinical trials further found that the primary androgenic metabolite, serum androsterone 
glucuronide (ADT-G), remained well within normal postmenopausal ADT-G levels after 12 weeks of 
treatment. Therefore, Intrarosa treatment does not result in androgen levels increasing relative to the 
levels seen in normal postmenopausal women. 
 






