Comments on the CADTH review of DMARDs post MTX-IR.
The Canadian Rheumatology Association, Ontario Rheumatology Association, Arthritis Society
and CAPA have some comments on the protocol.
- It looks like the scope is currently limited to MTX-IR population.
This should be broadened to look at both treatment naive patients with RA as well as
MTX/csDMARD-IR.
- It looks like there will be grouping of all ‘double DMARDs’ together for the main analysis.
The rationale is not appropriate as some double therapy that is inferior or superior will be
grouped together such as: HCQ+SSZ expected response are not the same as MTX+HCQ,
-In the real world, sc MTX has a better response and durability than po (from early RA
Canadian cohort data), so they should be be looked at separately
It is important to clarify outcomes important to patients, in addition to studying cost effective
treatment strategies. For instance, a significant minority of patients with RA do not tolerate MTX and
also don’t tolerate full doses of drugs or have serial monotherapy due to side effects with
combination treatment. This will need to be acknowledged within the protocol and real-world data
may provide insights about these patients (such as OBRI). Side effects causing drop out are likely
better studied in real-world Canadian data.
Specific comments include:

there should be 2 questions and then 2 different populations with different data sources
2 questions: Mtx mono vs combination at onset in ERA
Mtx-IR adding combination Rx in ERA and established RA
2 populations
ERA, established RA
Data sources
RCTs
Meta-analyses, SLR
Real world data (esp Canadian)
To clarify the questions:
What are the differences between starting with MTX or combination with MTX and one or
more csDMARD(s).
Population usually initial MTX use (ERA), sources: RCTs and cohort data (CATCH) and possibly
other registry data and /or billing data (Rhumadata, OBRI and any available data from BC, ON,
Que, Alberta admin data)
What is the added value of MTX-IR adding another csDMARD(s) or adding to an advanced
therapeutic or switching to another DMARD or advanced therapeutic
Populations: early or established RA
Data: RCTs such as RACAT, some arms of BeST trial, TEAR trial

Other RCTs of MTX-IR with active comparators
Use of Hazlewood meta-analysis and other analyses with indirect comparisons
Support again from real world data (esp Canadian)
Adding to MTX vs. switching off of MTX can be embedded into the second question as there are
RCTs that look at this.
This is the first review that will then later move in to biologics and other advanced therapeutics
so this is really not as much as cost question. I fully understand the CAPA and TAS positions
about patients first and not dollars first, but I think the review is to look at the best bang for
buck which is not unreasonable. I am deferring to others as I can draft something like above
and submit or have it submitted with other stakeholders together or separately.
One final point is that the CRA Guidelines will look at this question in RA in conjunction with the
American College of Rheumatology, so the CADTH review may be premature; especially if it
differs from the other review with respect to inclusion criteria, etc. Perhaps the protocols
should be harmonized or divided.
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