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If not, please provide details regarding the information that requires clarification. 
 
 

a CADTH may contact this person if comments require clarification. Contact information will not be included in any public 
posting of this document by CADTH. 

  







































CADTH Reimbursement Review  

Feedback on Draft Recommendation 

Stakeholder information 

CADTH project number PC0221-000 

Name of the drug and 

Indication(s) 

Larotrectinib for the treatment of adult and pediatric patients with 

solid tumours that: have a neurotrophic tyrosine receptor kinase 

(NTRK) gene fusion without a known acquired resistance mutation; 

are metastatic or where surgical resection is likely to result in 

severe morbidity, and; have no satisfactory treatment options. 

Organization Providing 

Feedback 

PAG 

Reconsideration of the draft recommendation 

1. Please indicate if the stakeholder requires the expert review committee to reconsider its
recommendation.

Request for major revisions: A change in recommendation category or patient population 
is requested 

x 

Request for minor revisions: A change in reimbursement conditions is requested ☐ 

The report mentions that “the evidence had to be evaluated from a tumour agnostic perspective.” 
It is not clear if the evidence is sufficient to warrant a positive recommendation.  

a) The report suggests that “there is considerable heterogeneity in the effect of larotrectinib
on tumours in different sites, and substantial uncertainty in the magnitude of the effects of
Larotrectinib.”
- “OFS and PFS were difficult to interpret given the methodological limitation of pooling

patient populations.”
- “ORR ranged from 0% to 100%”; “subgroup analyses were exploratory hence non-

inferential.”
- The manufacturer submitted 3 analyses to address the heterogeneity concerns.

pERC noted the BHM analyses “does not provide evidence to support the combined
analysis of the data for approval over all tumour types”.  Although the intra-person
Growth Modulation Index (GMI) analysis mitigated pERC’s concerns over between
patient heterogeneity, “it is not clear if the needed assumptions hold, etc.”

b) pERC “noted that there was considerable heterogeneity of cost-effectiveness across the
different tumour types”.  Further, pERC noted that “cost effectiveness could be improved
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and the budget impact reduced if larotrectinib was restricted to certain patient 
populations.” 

- With testing, the pooled ICER is 929K/QALY.
- The ICERS varied widely, from 183-203K/QALY for adult non-GIST STS and

pediatric IFS respectively, to 818K/QALY for NSCLC.  For melanoma, there is no
price reduction that would make Larotrectinib cost-effective.  In settings where NGS
testing is not routinely done, the costs of the testing dominate that of the treatment
such that no price reduction would make Larotrectinib cost-effective.

Clarity of the draft recommendation 

2. Is the rationale for the draft recommendation clearly stated in the
draft recommendation?

Yes ☐ 

No x 

PAG is suggesting that the following excerpt from page 13 be added to the front page: 

“CADTH was unable to address limitations stemming from the excessive complexity of the sponsor’s 
model. As such, CADTH was unable to validate calculations in the model, and it is possible that 
further limitations exist beyond those identified, which may result in an underestimation of the true 
ICER for Larotrectinib” 

3. Are the reimbursement conditions clearly stated and the rationale
for the conditions provided in the draft recommendation?

Yes x 

No ☐ 

N/A ☐ 

4. Have the implementation issues been clearly articulated and
adequately addressed in the draft recommendation?

Yes ☐ 

No x 

N/A ☐ 

1. In adults and pediatric patients, which tumour types have the highest likelihood of being
NTRK positive?

2. What is the current state for NTRK testing publicly?
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CADTH Reimbursement Review  
Feedback on Draft Recommendation  

Stakeholder information  

CADTH project number PC0221-000 

Brand name (generic)  VITRAKVI® (larotrectinib) 

Indication(s) For the treatment of adult and pediatric patients with solid tumours that: 

have a neurotrophic tyrosine receptor kinase (NTRK) gene fusion 

without a known acquired resistance mutation; are metastatic or where 

surgical resection is likely to result in severe morbidity, and; have no 

satisfactory treatment options 

Organization  Bayer Inc. 

Contact informationa Name:  

Email:  

Phone:  

Stakeholder agreement with the draft recommendation  

1. Does the stakeholder agree with the committee’s recommendation. 
Yes ☒ 

No ☐ 

Bayer Inc. (Bayer) agrees with the CADTH-pCODR Expert Review Committee (pERC) 
recommendation and conditions for the reimbursement of VITRAKVI by participating public plans. 
Reasons: 

• Bayer is pleased with pERC’s recognition and response to the evolving understanding of the causes 
of cancer, in this case a rare genomic alteration that results in TRK fusion cancer in pediatric and 
adult patients irrespective of tumour site. Acknowledgement that the VITRAKVI clinical data 
package and basket trial design in this very rare cancer population meets the evidence threshold 
for public reimbursement is an encouraging step forward in offering patients effective, innovative 
therapies such as VITRAKVI. 

• This recommendation acknowledges both the oncogenicity and rarity of NTRK gene fusions, the 
substantial unmet need in patients with metastatic or locally advanced TRK fusion cancer due to 
the substantial burden of disease and lack of other targeted treatment options, along with the clinical 
value of VITRAKVI in managing the disease.  The positive recommendation also reflects the high 
level of patient and clinician group input provided to CADTH for this review and how collectively this 
input supported patient access to VITRAKVI. 

• Bayer acknowledges and appreciates pERC’s decision to evaluate VITRAKVI from a tumour-
agnostic perspective, which is aligned with VITRAKVI’s clinical development program as well as its 
approved indication. The reimbursement recommendation was made for all adult and pediatric 
patients with solid tumours harbouring an NTRK gene fusion irrespective of the origin of their 
cancer, which ensures equity in patient access to VITRAKVI.  

• While Bayer disagrees with the magnitude of the cited price reduction and views the assumptions 
used in the economic re-analysis serve to magnify rather than reflect any clinical uncertainty, we 
look forward to negotiations with the pan-Canadian Pharmaceutical Alliance (pCPA) to address 
payers’ budgetary concerns and find a mutually agreeable path to providing access to patients in a 
timely manner. To this end, Bayer continues to submit that a performance-based risk sharing 
agreement is a feasible and productive approach for all parties. 
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Expert committee consideration of the stakeholder input 

2. Does the recommendation demonstrate that the committee has considered the 
stakeholder input that your organization provided to CADTH? 

Yes ☒ 

No ☐ 

 

 

3. Are the reasons for the recommendation clearly stated? 
Yes ☒ 

No ☐ 

 

4. Have the implementation issues been clearly articulated and adequately 
addressed in the recommendation? 

Yes ☒ 

No ☐ 

 

5. If applicable, are the reimbursement conditions clearly stated and the rationale 
for the conditions provided in the recommendation? 

Yes ☒ 

No ☐ 

As stated above, Bayer agrees with the recommendation and is not requesting a reconsideration. In 
the context of the reimbursement conditions, Bayer provides the follow for consideration: 

1. An editorial revision is requested in Table 1 (Reimbursement Conditions and Reasons), page 
4, section “Prescribing”, item #2. 
Bayer suggests changing “…clinician who is experienced…” to “…clinician who is 
knowledgeable…” such that the condition would instead read, “Larotrectinib should only be 
prescribed by a clinician who is knowledgeable in diagnosing and treating patients with NTRK 
gene fusions”. TRK fusion cancer is very rare and NTRK gene fusions only became actionable 
biomarkers with the recent approval of VITRAKVI. As such, few Canadian clinicians at present 
have had direct experience diagnosing and treating a patient with an NTRK gene fusion.  
Rather, we believe (and agree with) the intention of this condition is that only those clinicians 
who have the requisite knowledgeable in this area to appropriately manage patient care should 
prescribe VITRAKVI.  It is important to note that there is no unique or additional knowledge 
required by a prescriber related to NTRK gene fusions as compared to other gene fusions or 
similar biomarkers, and VITRAKVI itself is an oral drug and does not require any special 
knowledge for administration, dosing, etc. The edit proposed will add clarity to the 
recommendation, especially at the time of implementation.  

2. Bayer submits that clinicians can appropriately interpret and operationalize the conditions 
indicated in Table 1. We note that should a Provisional Algorithm be undertaken following the 
completion of the VITRAKVI review, advanced consideration should be given to Initiation 
condition #2 (Table 1, page 3, section “Initiation”, item #2), to ensure appropriate and 
sustainable translation of this condition across multiple individual tumour sites.  
Bayer has supported the work of Canadian experts in the areas of oncology and pathology (the 
CANTRK working group) in the development of diagnostic and treatment algorithms for TRK 
fusion cancer within a Canadian context. Their work has resulted in two recent, peer-reviewed 
publications:  one for adult1 and another for pediatric2 TRK fusion cancer patients (Note: the 
pre-publication manuscripts were included in the resubmission of VITRAKVI). These published 
algorithms could meaningfully contribute to any Provisional Algorithm work, and otherwise help 
to simplify the process of developing de novo algorithms across multiple tumour sites.   It is also 
important to consider that “standard treatments” for any given tumour site rapidly evolve when 
setting out to define what these treatments are at any given point in time, and in some cases 
can be highly influenced by individual patient considerations and prognosis.  Thus, so long as 
Initiation condition #2 is operationalized in way that still allows for oncologist clinical judgment 
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of individual patient circumstance, and tumour-specific considerations, then clinicians should 
be able to adhere to it. 

a CADTH may contact this person if comments require clarification. Contact information will not be included in any public 
posting of this document by CADTH. 
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