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Peer Abstract Abstract, line 36: “improved disease activity” — not exactly We agree and have made the change to ‘improved
Reviewer #1 improved disease activity, improved disease control? disease control'.
Peer Evidence ES-3, lines 26-32 Clarify all DAS28 scores described are The ranges of DAS28 scores described for each drug
Reviewer #1 Summary baseline mean or median scores of included studies? category capture both mean and median values of our
included studies and we have clarified the text in this line.
Peer Evidence Page 14, Table ES-2, lines 10-14: unclear how the response Response is defined by the ACR or DAS, and we have
Reviewer #4 | Summary is defined? Several response outcomes are mentioned, what | added footnotes to Table ES-3. If one changes and
if one changes and others didn't. others do not, this is described in the detailed results.
Additionally, Table 3 in the Methods describes the
hierarchy of preferred measures for data abstraction.
Peer Evidence Page 13, lines 15-18: There is a wide range of prior DMARD Although there is a wide range of prior DMARD and
Reviewer #4 Summary and glucocorticoid use. There weren't any subgroup analysis glucocorticoid use, we did not have a sufficient number of
that compared whether the results differed between different trials within each population comparison to do any
populations. subgroup analyses.
Peer Evidence Page 14, lines 45-48:: Why was no strength of evidence Thank you for catching, we have added the strength of
Reviewer #4 | Summary provided for this comparison? Please consider adding. evidence.
Peer Evidence Page 16, lines 40-42: why speculate this as "possible"? We reviewed the trials examining withdrawals due to lack
Reviewer #4 Summary Consider performing the Analysis of withdrawals due to of efficacy, and upon review with our statistician, we
inefficacy and compare between arms to substantiate/qualify | could not perform an analysis as there were only 1-2
this statement. trials per drug comparison that examined this. Thus, we
can only describe these results qualitatively and did not
perform quantitative analyses.
Peer Evidence Page 17, lines 49-51: how do you balance the higher efficacy | That is a good point, and we have added this point to the
Reviewer #4 | Summary with a burden of multiple drugs and potentially higher risk, end of the paragraph under ‘Findings in Relationship to
with this as the first line therapy? what is Already Known'.
Peer Evidence Page 17, line 40-42: You are comparing a systematic review We agree our evidence is not directly comparable and
Reviewer #4 Summary to a guideline/recommendations that incorporate systematic have added this to the text in the ES. Under ‘Discussion
review, meta-analysis, patient values/preferences and and Findings in Context’ in the Evidence Summary, we
experience of a panel of providers and patients with few note: “Our key findings may differ somewhat from the
hundred years of experience, where clinical trials do not exist. | ACR guidelines for early RA for other reasons. This
Is that a fair comparison? Might you be better off comparing to | report assessed the comparative effectiveness based on
other contemporary systematic reviews instead? If you current evidence. While not directly comparable, the ACR
decide to still compare this review to ACR or EULAR clinical guidelines moves beyond evidence to make
recommendations/guideline, then perhaps a table showing recommendations when evidence is limited.”
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key similarities and differences from your review would help.
My suggestion is that you compare apples to apples

(systematic reviews) rather than apples to oranges
guideline).

Page 18, line 3-12: | did not see the evidence for poor
prognostic factors in your analyses. Which trials provide
analyses of these factors? please present those data. An
active disease as in the trails analyzed doesn't equate poor
prognostic factors, as specified in the EULAR guideline. If
trial data were analyzed or presented by these prognostic
factors, present that analyses. If no such analyses exist,
please remove this interpretation that your analyses showed
support for this EULAR recommendation "specifically". From
where | can see, this interpretation goes much beyond the
data presented. does not support this.

Response

We did not do formal analyses on studies with poor
prognostic factors, but we described them when studies
noted their patient population had poor prognostic factors
(studies cited in that paragraph). The studies cited do
support our statement.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Public Evidence Page ES-2, Results and key findings Actually, 16 studies were reported as high risk of bias,
Commenter Summary but not all of these studies were eligible to be used in the
#4 (Leticia NWMA. The sensitivity analyses were performed with 2
Ferri on studies that were rated high ROB and also eligible for the
behalf of NWMA.

BMS)

Comment: Authors state a total of 14 studies were reported as
having high risk of bias and excluded from the main analysis.
Additionally, the authors claim a sensitivity analysis was

performed and reported in Appendix H accounting for these

studies while Appendix H states only 2 studies with high risk
of bias for sensitivity analysis. The information in this section
is discordant and does not correspond to Appendix H.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
Published Online: July 16, 2018




Commentator

Section

2 | AHRR

Agency for Healthcare
Research and Quality

Effective Health
Care Program

Comment

Response

& Affiliation

Public
Commenter
#5 (Jason
Spangler on
behalf of
Amgen)

Evidence
Summary

Comment: The Draft Report states “the combinations of either
a TNF or a non-TNF biologic plus MTX also produced greater
functional capacity, except for etanercept (a TNF) or
abatacept (non-TNF), for which results were inconclusive.”
We suggest the use of the word “except” is inaccurate and
should be reworded to accurately express the evidence on
ETN. The use of the word “except” suggests that ETN and
abatacept have no evidence of producing greater functional
capacity relative to controls or comparators. However,

There is evidence for ETN regarding the assessment of
functional capacity, and while limited, the results from the
Enbrel Early RA (ERA) study3 show benefits or lack of
difference of ETN depending on the timepoint reported, and
as such are inconclusive in this early RA population.

The statement should be reworded to accurately express the
evidence on ETN. We suggest revising to read - “The
combinations of either a TNF or a non-TNF biologic plus MTX
also produced greater functional capacity. Results for ETN (a
TNF) and abatacept (a non-TNF) were inconclusive.”

A similar update should be made to the relevant Key Point on
page 46 which suggests that combinations of other TNF
biologics plus MTX do not produce statistically significantly
greater improvements in functional capacity in comparison to
MTX alone.

We re-reviewed the data and modified the sentence to:
‘The combinations of several TNF (adalimumab,
certolizumab pegol, infliximab) and non-TNF biologics
(rituximab) plus MTX also produced greater functional
capacity. The results for the remainder of the biologics
(etanercept, abatacept, tocilizumab) were inconclusive.’

Public
Commenter
#6 (Fang Sun
on behalf of
Merck)

Evidence
Summary

ES-1: As the authors pointed out, compared to the 2012
report, this report has a different scope of the disease,
focusing only on early RA. Therefore, this report should not be
viewed as an update to the 2012 report. As we comment
below, due to the lack of agreement on the definition of early
RA, existing evidence is suited better for addressing
comparative effectiveness questions for the general RA
population than for a poorly-defined early RA population.
Therefore, we suggest PCORI adhere to the original scope of
the 2012 report for this update, which would yield richer, less-
biased information to guide RA management.

Although there is no consensus on the definition of early
RA, the scope of the report was determined by
stakeholder and expert input.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Public Evidence Table ES-1: Since patient adherence/discontinuation could be | We used overall discontinuations as this was used in the

Commenter Summary due to non-clinical reasons, total discontinuation may not be a | earlier report. We agree there are limits to this measure

#6 (Fang Sun good measure of harm. and thus additionally examined measures of

on behalf of discontinuation due to adverse events.

Merck)

Public Evidence Although the analyses didn’t support the combo therapy of We agree and have modified the text in the report.

Commenter Summary MTX and biologic in all early RA, it did conclude the benefits

#6 (Fang Sun of the combo therapy for early RA patients with moderate to

on behalf of high disease activities. This important finding should be

Merck) appropriately noted in the report.

Public Evidence Table ES-1: Population Included in the Review We modeled our current search on our prior report

Commenter Summary : oo : . . . . searches. We captured patients aged 18 years and older

#7 (Tom Innal )y |nc|1_15|on Criteria: Key mc_lus_lon criteria for patients W'th RA in our searches and have updated our inclusion criteria in

on behalf of is typ|ca_lly 1_8 and over as |nd|cat_ed by the def|r_1|t|ons in the the report to clarify this.

Genentech) ACR gwd_elllnes. Addmonally, patients enrolled in Actemra and

Rituxan clinical trials were adults 18 years of age or older.

Public Evidence Table ES-1: Population Included in the Review [continued] There is no consensus on the optimal definition of early

Commenter Summary « Exclusion Criteria: Consider including patients for up to 2 RA. We have added more justification to the reason we

#7 (Tom Innal - o chose a shorter disease duration in the Introduction.

ot VTl (o years as also r_10_ted in the definition of early RA from Actemra

Genentech) and Rituxan clinical trials.

Public Evidence Table ES-1: Key Questions Covered by the Review This report included the most common outcome

Commenter Summary .Di fivit q ission: Consid luating ACR measures for RA. We were limited by the measures

#7 (Tom Innal ISease activity and remission. fonsider evaiuating aS | chosen by the individual studies. We chose not to add

on behalf of continuous measure of clinical response beyond ACR50, as ACR as a continuous measure of clinical response and

Genentech) well as including CDAI. CDAI, as these were less commonly reported. If this
report is updated in the future, we will consider these
measures as their frequency of reporting increases.

Public Evidence Table ES-1: Key Questions Covered by the Review The 2 measures are highly correlated (r-squared ranging

Commenter Summary [continued] from 0.95 to 0.99):

#7 (Tom Innal « Radi hi lowi limiting th (http://www.openaccessjournals.com/articles/comparison-

on behalf of adiographic measures on. siowing or imiting the of-the-genantmodified-sharp-and-van-der-heijdemodified-

Genentech) e sharp-scoring-methods-for-radiographic-assessment-in-

measures differ by scoring methods and are not consistent
across all clinical trials. There are various methods (ex,
Sharp-van der Heijde method vs. Sharp/Genant vs. Larsen)

r.pdf).! To account for the difference scales, we are using
SMDs as our effect size comparing different drugs.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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used to define one drug’s radiographic findings and making
comparisons/extrapolations is not valid between two different
drugs with different x-ray scoring systems.

Public Evidence Table ES-1: Key Questions Covered by the Review Agree — we did include the PROs outlined. Selected
Commenter Summary [continued] PROs were discussed in the text, and the remainder are
#7 (Tom Innal « Patient-Reported Symptoms: Consider expanding PRO'’s to found in the tables.
on behalf of . >
Genentech) include additional outcome measures such as FACIT-F EQ-

5D, PGA, MCS, PCS and IPQ-R.
Public Evidence Table ES-3: Benefits and harms of biologic DMARDs for early | After consideration, we have kept the overall strength of
Commenter Summary RA treatment- Disease Activity evidence as insufficient for the disease activity
#7 (Tom Innal . . e . . comparison due to inconsistent results and lack of

* Response: Consider modifying Actemra from insufficient to A
on behalf of . S precision.

moderate strength of evidence based on significant
Genentech) . ; .

improvement in response scores for Actemra combination and

monotherapy vs. MTX. ACR was considered a secondary

endpoint and there were significantly greater response rates

observed for Actemra vs. MTX. Although some measures did

not reach statistical significance for monotherapy in the

FUNCTION trial, the ACR response rates still indicated

improvement in RA signs and symptoms for monotherapy at

weeks 24 and 52. In the U-ACT-Early trial, Actemra

combination and monotherapy had a high ACR50 response

as compared to MTX (statistical significance was not reported

between combination and monotherapy). The proportion of

patients with EULAR good response at week 24 was

significantly greater in both Actemra combination and

monotherapy vs. MTX. A similar response was seen for

ACR(20/50/70/90) at weeks 24 and 52.
Public Evidence Table ES-3: Benefits and harms of biologic DMARDs for early ¢ \(/g? Ef”]}.\g:ﬁl\"i‘.’ﬁi:ﬁfﬁ?‘ggiEiirf%:);rl?rﬁ?:r%pggsqcn
Commenter Summary RA treatment- Disease Activity [continued] Ignitl y g 1SSl 5 3 lologt

(TCZ) + MTX than TCZ or MTX alone? 3) and

#7 (Tom Innal o . . .
on behalf of » Remission: Consider changlng Actemra_from low to _ downgraded the s'tr.ength of ewdence from moderate
Genentech) moderate strength of evidence for remission. Also consider to low due to precision (large confidence intervals

modifying the statement to reflect the data in Actemra
monotherapy as there is minimal difference between Actemra
combination therapy and monotherapy in regards to clinical
remission. In both clinical trials, a significantly greater

that cross appreciable differences or harms). We
have added the 24-week primary outcomes to the
Results section as suggested.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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proportion of patients in the Actemra combination and
monotherapy arms achieved DAS28-ESR remission as
compared to MTX (p<0.0001). For the U-ACT-Early trial, we
recommend focusing on the results with the initial treatment
regimen. Sustained remission was not different between the
combination vs. the monotherapy arm (p=0.62). The p value
of 0.06 which was used for the analysis in Table 6 is incorrect
since this is for the three treatment strategies during the entire
course of the study (ex. initial plus subsequent other drug
regimens for 104 weeks) and should be changed to p<0.0001
to reflect the initial treatment regimen.

¢ Inthe Results section, Non-TNF Biologic: MTX Plus
Non-TNF with Either MTX or Non-TNF Biologic, we
added the following: ‘At the primary outcome time
point of 24 weeks, MTX plus TCZ and TCZ
monotherapy led to higher DAS28 remission than
MTX (86% vs. 83% vs. 48%, p<0.001)' We also
added this to what is now Table 7.

Public
Commenter
#7 (Tom Innal
on behalf of
Genentech)

Evidence
Summary

Table ES-3: Benefits and harms of biologic DMARDs for early
RA treatment- Disease Activity [continued]

« Radiographic Progression: Modify the statement for Actemra
to reflect data supporting that Actemra monotherapy also
produced less radiographic progression as compared to MTX
alone. Radiographic joint damage progression was low in all
treatment arms, but at week 104 it was significantly less in
both Actemra arms compared with the MTX arm. Combination
therapy with Actemra produced slightly higher remission and
less radiographic progression as compared with monotherapy
but this was not statistically significant between the two arms
and they should be considered comparable. Recent data from
the U-ACT-Early trial evaluated the effect of study treatments
on erosive joint damage and joint space narrowing. The mean
changes from baseline in Sharp-van der Heijde score (used to
evaluate radiographic progression) were significantly lower for
the Actemra combination group than for the MTX group at
week 52 (p=0.016) and at week 104 (p=0.021), and they were
significantly lower for the Actemra monotherapy group than
for the MTX group at week 104 (p=0.038), but not at week 52
(p=NS). Mean changes from baseline to week 104 in total
erosion scores were significantly lower in both the Actemra
combination (p=0.016) and monotherapy group (p=0.023)
than in the MTX group. Mean changes from baseline in total
joint-space narrowing scores did not differ significantly
between treatment groups at weeks 52 or 104. At week 104,

Thank you for the information. We have added the 2 year

radiographic findings to Table ES-3.

e Significantly less radiographic progression for non-
TNF biologic (TCZ) + MTX than MTX (but not TCZ)
alone>3

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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there were also significantly fewer erosions of the feet in the
Actemra combination (p=0.046) and monotherapy group
(p=0.022) than in the MTX group. Note that in the FUNCTION
trial, the Actemra arms were only compared to MTX, not each
other, and statistical significance was not measured as there
was not enough power to detect differences between the two
Actemra arms. Additionally, Actemra combination therapy with
MTX included both 8 mg/kg and 4 mg/kg and these doses
produced different results. The findings from the study
describing less radiographic progression in both Actemra
arms with statistical significance was reached with
combination therapy vs. MTX due to the hierarchical chain
break.

Public
Commenter
#7 (Tom Innal
on behalf of
Genentech)

Evidence
Summary

Table ES-3: Benefits and harms of biologic DMARDs for early
RA treatment- Functional Capacity

* Functional Capacity: Consider modifying Actemra from
insufficient to moderate strength of evidence for functional
capacity as there is recent data to support the improvement of
PROs with Actemra combination or monotherapy vs. MTX.
QOL outcomes (including SF-36, EQ-5D, FACIT-F, and IPQ-
R) from the U-ACT-EARLY trial were recently published.
Compared with the mean score for the MTX group,
significantly greater improvements over time in mean SF-36
PCS were reported in the Actemra monotherapy (p=0.012)
and in the Actemra combination group (p=0.044). In contrast,
no statistically significant differences over time were reported
between treatment groups for SF-36 MCS. At weeks 12 and
52, the proportion of patients who achieved MCID in SF-36
PCS was 75.6% (p=0.016 vs. MTX) and 88.5% (p=0.03 vs.
MTX), respectively, in the Actemra monotherapy group;
72.7% (p=0.049 vs MTX) and 88.7% (p=0.027 vs. MTX),
respectively, in the Actemra combination group; and 58.6%
and 72.9%, respectively, in the MTX group. The proportion of
patients who achieved MCID in SF-36 MCS was not
significantly different between groups (p=0.06). Additionally,
significantly greater improvements over time in mean EQ-5D
scores were reported in the Actemra combination group than

We appreciate the feedback. We have added the new
PRO data for the U-Act-Early study into the report. After
further consideration, we have kept the strength of
evidence insufficient. The overall evidence for this
comparison was mixed for functional capacity (ranging
from no significant differences in functional capacity to
significant differences in functional capacity).

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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in the MTX group (p=0.018). At Week 24, the proportion of
patients who achieved MCID in EQ-5D was 72.8% in the

Actemra combination group (p=0.045 vs. MTX), 69.1% in the
Actemra group (p=NS vs. MTX), and 58.6% in the MTX
group. Except for the identity domain in the IPQ-R (Actemra
vs. MTX, p=0.048), no other statistically significant between-
group differences over time were noted for IPQ-R or FACIT-F.
PRO data from the FUNCTION trial demonstrated statistically
significantly greater improvement in HAQ-DI scores from
baseline to weeks 24 and 52 for Actemra combination therapy
vs. MTX (p=0.0011 and 0.0024, respectively). Percentages of
patients with the MCID of 20.22 in HAQ-DI at week 52 were
numerically higher for Actemra combination therapy than for
MTX. Mean improvements in FACIT-F, SF-36 PCS, SF-36
MCS, Pain VAS, and PGA VAS scores at weeks 24 and 52
were larger for Actemra combination vs MTX. Clinically
relevant improvements of 25 for FACIT-F, >5.42 for SF-36
PCS, and >6.33 for SF-36 MCS were reached by week 24
with Actemra combination therapy and were maintained
through week 52. Numerically higher improvements were also
observed across all endpoints for Actemra combination
therapy vs. MTX. All PRO responses for Actemra
monotherapy were largely similar to those seen for MTX.

Peer Introduction | Page 4, lines 26-32 The logic of the first part of the paragraph | We have modified the text to incorporate the same
Reviewer #1 vs the last sentence does not follow? subject (drugs) into the first and last sentence.

Peer Introduction | As above, justify scientifically or conceptually (or was it just We have added more description surround the context of
Reviewer #2 practical due to the volume of data) why you chose to split out | the definition in the introduction. This definition was

early disease.

based on the context that the course of RA is highly
variable; some researchers have suggested defining
early RA as before development of bone erosion, but
some patients never develop erosions. Given this
variability, a recent task force of experts in RA and
clinical trial methodology recommended defining early RA
as no more than 1 year of diagnosed disease duration.
Given the above caveats and limitations of placing
boundaries on the continuum of early RA, this is the
basic definition (no more than 1 year of diagnosed RA)

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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we adopted for this systematic review update. The goal
of separating early from late disease, however one
defines these stages, is not to assess whether certain
therapeutics might be more effective in early versus late
disease, but to provide some rationale to physicians and
patients regarding an evidence-based approach in early
disease.

Peer Introduction | Include a table of definitions so the reader doesn't have to We have added a table defining all of the report’s
Reviewer #2 hunt to find where a particular one was initially defined. abbreviations and acronyms. It appears immediately after
the main report/conclusion section.
Peer Introduction | Overall the Introduction is good, and the key questions Thank you.
Reviewer #2 identified are indeed important ones.
Peer Introduction | On page 1 under Introduction, the potency of the MHC Class | We have modified the text to reflect this.
Reviewer #2 Il 'shared epitope' should be called out as the driving genetic
force in RA, rather than implying that 100 identified
polymorphisms have equivalent potency.
Peer Introduction | On page 3, in paragraph beginning with 'The optimal initiation | We have modified the text to reflect that the overarching
Reviewer #2 strategy.....", the implication is that only 1 of the 3 strategies principle should be to ‘treat to target'.
can be chosen. However, it is well accepted that the
overarching principle should be 'treat-to-target'. How one gets
there is more debatable - e.g., step-up vs step-down. In this
paragraph, the implication that they are mutually exclusive
choices should be modified.
Peer Introduction | | was pleased to see that early in the report patients are Thank you.
Reviewer #3 clearly identified as healthcare decision-makers in addition to
clinicians and others. (page ii, line 17)
Peer Introduction | Nulliparity was described as a risk factor for RA (page 1, line It is thought to be causal, but the evidence is based on
Reviewer #3 20) and I'm just curious about whether that has been fully old epidemiologic studies.* Thus, it is not really clear. In
evaluated? Is it the case that people with RA--for a variety of | the text, we note that the etiology is incompletely
reasons--end up not having their own children, or is it actually | understood and have decided to leave it at that, rather
thought to be causal? than speculate.
Peer Introduction | This seems reasonable. Thank you.
Reviewer #4

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Public Introduction | Page 1, Definitions of Early RA and Challenges with the After careful consideration, we opted to keep the
Commenter Definitions definition of early RA to 1 year of disease. We have
alﬁ:t4 (ITet|C|a Recommendation: Please consider extending the defiition of added additional justification for this in the Introduction.
erri on ) . . .
behalf of early RA from < 1 year to < 2 years from diagnosis. All included populations were of early RA less than 1
. : - . 0
BMS) Rationale: The definition of early RA has evolved over the year. We included mixed populations if more than 50% of

years. Most recently, early RA has been defined as < 6 the study population had an early RA diagnosis.

months from onset of symptoms [1] and within 3 months of
onset of symptoms [2]. Previous to these definitions, early RA
was defined as < 2 years of disease duration (from diagnosis).
This definition is still used by the National Institute for Health
and Care Excellence (NICE) guideline on the management
and treatment of RA (updated most recently in 2015) [3].
Thus, some randomized clinical trials in early RA included
patients of duration less than two years, since this was a
commonly accepted definition at the time of trial design.

We scanned the 11 studies and found that 3 studies were
more appropriately excluded for mean duration of RA
over 2 yrs, and 1 study for being an abstract-only record.
To reflect this change in the number of these studies, we
have updated the count presented in the text to 7 studies
(reported in 10 articles). In these 7 studies, we did not
find any differences from our current report’s eligible
evidence base. We added a brief summary statement to

We recognize the lack of consensus on the onset and
duration of early RA and agree with the European taskforce in
that despite ACR'’s definition of early RA as < 6 months, for
clinical research purposes (patient recruitment and population
characterization) this duration of time from diagnosis needs to
be extended. Others have stated, “It has been postulated that
the early stages of RA may, therefore, offer a therapeutic
window of opportunity in which to prevent joint damage from ) N :
occurring; it has been suggested that this window may exist the Evidence Summary (Limitations to the Evidence Base

from 3 months to 2 years following the onset of symptoms.” - second to last paragraph) and Main Report (limitations
[4] section of the Discussion - second paragraph).

Furthermore, we note that the AHRQ-PCORI systematic
review states “Most of our trials of biologics (n=10) enrolled
mixed populations of early RA patients and those with longer-
duration RA.” [5] However, 11 papers were excluded on the
basis of being eligible, except the definition of early RA was
up to 2 years. Inspecting these papers further reveals that at
least 5 trials clearly include mixed populations with the
majority of participants having a duration of < 2 years. Given
the relatively small number of trials included in the network,

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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adding these trials may improve precision of the estimates,
without unduly affecting validity.

For these reasons, we propose that AHRQ-PCORI's SR
further extend the definition and include trials that defined
early RA as < 2 years disease duration since diagnosis. In
addition, AHRQPCORI should also consider RCTs that do not
have disease duration as an inclusion criterion but have
disproportionately recruited patients with < 2 years of disease
duration (i.e. > 50% of the population, which we also note was
arbitrarily chosen with no strong rationale).

Expanding the definition of early RA to include patients < 2
years from diagnosis might also increase the proportion of
patients with early RA and other subgroup population
characteristics (e.g., poor prognostic factors or disease
activity), thereby permitting further subgroup analyses.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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definition of early RA and thus could have been better able to
conduct analysis based on more recent available evidence.

Public Introduction | References: Noted. We used most of these references, and one
gf?ﬂg‘t?;;er [1] Singh JA, Saag KG, Bridges SL, Jr., et al. 2015 American referred to our ongoing report.
Ferri College of Rheumatology Guideline for the Treatment of 1) Singh, 2016: BKG reference
err on Rheumatoid Arthritis. Arthritis & rheumatology (Hoboken, NJ)
behalf of 2016-68(1):1-26 ) y ’ ) 2) Smolen, 2017: BKG reference
BMS) 68(1):1-26. - . .
[2] Smolen JS, Landewe R, Bijlsma J, et al. EULAR 3) ,(;lfl?hisio1jd\é\{iﬁ§sngt;ﬂ?wecggsgtijr?os dvi(tartzlon
recommendations for the management of rheumatoid arthritis guigetines, & _ 9
. . . . ; e ; . the 2016 guidelines in the report instead.
with synthetic and biological disease-modifying antirheumatic
drugs: 2016 update. Ann Rheum Dis. 2017;76(6):960-977. 4) Fleischmann, 2016: This is a post-hoc analysis
. . analyzing the subgroup of patients with early RA
[3] Natlongl Instltgtg for Health and Care Excellenqe. (<1 year duration), It uses data from the ORAL
Rheumatoid arthritis in adults: management. [Practice . .
O ) Start trial of TOF vs. MTX, which we excluded
Guideline]. 2015; reviously because 250% patients have RA >2
https://www.nice.org.uk/guidance/cqg79/evidence. Accessed P y =oU70 P ,
yrs duration based on the sample’s average
2/2/2018. . .
disease duration.
[4] Fleischmann RM, Huizinga TW, Kavanaugh AF, et al. ) .
Efficacy of tofacitinib monotherapy in methotrexate-naive 5) AHROQ/PCORI, 2017: Our ongoing report
patients with early or established rheumatoid arthritis. RMD
open. 2016;2(2):e000262.
[5] Agency for Healthcare Research and Quality P-CORI.
Drug Therapy for Early Rheumatoid Arthritis: A Systematic
Review Update. 2017;
https://effectivehealthcare.ahrq.gov/sites/default/files/pdf/draft-
report-drug-therapy-for-earlyrheumatoid-arthritis.pdf.
Accessed 2/2/2018.
Public Introduction | P1: As the authors acknowledged, no consensus exists on the | In the earlier report, early RA was defined as less than 3
Commenter onset and duration of early RA. For this review, the authors yrs. Based on current literature and rheumatology
#6 (Fang Sun defined early RA as no more than 1 year of diagnosed experts, we chose one year or less and allowed
on behalf of disease duration. But a quick review of the study population populations in which >50% of patients had early RA. As
Merck) information provided in Table C-1 suggests that more than more evidence becomes available, we will consider

half of the studies included in this review (25 out of 46)
enrolled both early and post-early RA patients. Below is a
summary of the patient enroliment criteria used in the 25

making the definition more strict (e.g. >75% with early RA
1 year or less) if this review is updated in the future.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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25. The AGREE study (< 2 years)

It appeared that the authors included in this review all studies
with >50% early RA that also met the other inclusion criteria.
However, 50% is a very low threshold for selecting early RA
studies. Applying a higher threshold (e.g., 85% or 90%) is
essential to ensure the findings of the review generalizable to
the early RA population.

Peer Methods Description of Data synthesis and network MA is clear. We agree, the dearth of data is a limitation of our
Reviewer #1 However, in NWMA, at most only 2 studies were included in analyses. In cases of NWMA without closed loops, no
each comparison and in most comparisons, there is only one | statistical assessment of consistency can be made. We
study (while the pairwise MA needs a minimum of 3 studies). address this limitation in the Discussion.
Wh"e. .th.e authors S.hOWEd great efforts tq ensur(-’:‘ the . Within FDA-approved ranges, there were no substantial
transitivity assumption, the included studies don’t provide L . i :
adequate data to check on the consistency of NW. variations in average do:;ages. Biologics have_
standardized dosing regimens per kg body weight.
Within FDA approved dose ranges, are there substantial dose . .
variations across studies? Are there dose-response '(:502r gvggﬂaégfsgoggsggszn dgtgrwefsﬂ?:r:round 1 year
relationship within the dose range? What is the dose range of comprehensive for this time period than for other ones
MTX in studies included in NWMA? P P ’
Please provide the length of follow up for studies included in
NWMA.
Peer Methods For pairwise meta-analysis, it would be fine to combine low or | If we included high ROB studies for pairwise meta-
Reviewer #1 medium ROB studies with high ROB studies, and investigate | analyses, we would have enough studies to conduct
the impact of high ROB studies in a sensitivity analysis. In meta-analyses. However, we would not have enough low
many cases, high ROB studies have not led to much and medium risk of bias studies to conduct sensitivity
differences in the results. analyses without high ROB studies. In other words, we
would not be able to assess the impact of high ROB
studies on the estimates of effect. Therefore, we decided
against pairwise meta-analyses.
Peer Methods Please provide information on which version of SMD was The SMD in the plots is the standardized mean difference
Reviewer #1 used in the analysis. (i.e., mean difference divided by standard deviation). We
add this description to the Methods text under “Data
Synthesis” and each radiographic forest plot.
Peer Methods Page 6, inclusion criteria: Placebo controlled trials are only Because our report is a comparative effectiveness
Reviewer #1 considered for NWMA? review, we did not focus on the general efficacy of

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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treatments. Placebo-controlled trials would have been
eligible for the NWMA; however, we did not detect any
placebo-controlled trials for our population of interest.

Peer Methods Page 7 lines 29-31 Studies included mixed population with < We included any study with mixed populations if analyses
Reviewer #1 50% of early RA , but reported results separately of early RA | stratified results by early and established RA. If results
were also included? were not stratified, we excluded studies in which less
than 50% of participants had early RA.
Peer Methods Table 3: All reported bolded outcome measures will be We abstracted all bolded outcomes, even if a study
Reviewer #1 abstracted, if a study reported more than one? reported more than one.
Peer Methods Page 10 line 10: Clarify what items about the statistical We clarified in the text that we added an item about
Reviewer #1 analysis of RCTs were added? (For example, methods when intention-to-treat analyses.
baseline imbalance was observed? Or something else?)
Peer Methods The Methods are stringent and well thought out and justified. Thank you and noted.
Reviewer #2 | cannot comment meaningfully on the statistical methods and
will leave that to others, but | do like the addition of the
network analyses. And the decisions regarding how to
manage studies with low SOE and/or high ROB are thoughtful
and defensible.
Peer Methods As above, | think it would have been much easier and relevant | Our NWMA separates out the treatment naive studies. In
Reviewer #2 to have separated out treatment naive as the early population, | the results, we have tried to make this clearer and group
and treatment experienced as the 'late' disease population. treatment naive and treatment resistant studies.
Peer Methods Regarding K3, it would have been helpful to split out Serious Data were sparse on comparative differences in serious
Reviewer #2 Infections and Malignancies as adverse events of particular infections and malignancies in this early RA population.
interest to rheumatologists and rheumatology patients (if We have added this to the Discussion under
these were identifiable in most publications). These drive a ‘Applicability’.
Joit @ff Glossien ML (937 [5edn [PEHIENS St CEE, As noted under ‘Assessment of Methodologic Risk’, we
Did sponsorship of the studies (pharma vs non-pharma) factor | used the criteria from the ROBINS-I and Cochrane ROB
into the ROB assessment? tools. Sponsorship of studies did not factor into the ROB
assessment.
Peer Methods | previously addressed the challenge of the definition of Noted, and we added this as a limitation in the
Reviewer #3 "early" RA and the potential that patients described this way discussion.

may actually have longer-term disease. (multiple references)

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Peer Methods | was puzzled by the placement of patient adherence as a We viewed lack of adherence as an undesirable event.
Reviewer #3 sub-part of key question 3 (page 4, lines 50-53) which This is the reason why we present it in the harms
addresses "harms" versus key question 2 which addresses chapter. We agree that lack of adherence can have other
QOL, PROs, and functional capacity. It would seem to frame | reasons than harms (e.g., lack of efficacy).
(lack of) adherence as a reaction to side effects (whether
serious or not), rather than as part of the larger equation
about how the medication protocol appropriate fits in to the
patient's life (does the medication dosing "fit in" to the
patient's schedule, are the side effects manageable enough
that the patient tends to be adherent, are the patients'
treatment goals and preferences addressed appropriately by
the medication, etc.).
Peer Methods Throughout the document, studies involving MTX are We report MTX doses in the in-text tables of the Results.
Reviewer #3 described and results provided, but it wasn't clear what doses
were used. From a patient perspective, MTX can be a tough
drug with escalating side effects according to dose. When
evaluated in head to head comparison with other drugs, it
would be really valuable for patients to have a sense for the
doses used.
Peer Methods | could not tell from the methods section whether patient Yes. Further details about our patient partners can be
Reviewer #3 partners were involved in helping to develop the report (set found in Appendix J. We also added some descriptive
inclusion criteria, develop key questions, synthesize data, text to the Methods, second paragraph.
etc.)? Having that patient lens is always so valuable to any .
research and publication process. | was struck for example ﬁl:lt;c;ur?; 22%5\'/?;2:” gflf? g gp;xﬁgﬁdcg;atgggtvcﬁLRA,
by the explanation of the exclusion of Anakinra (page 6, lines other DMARDS. Also cﬂ note tze 2015 ACIg Lidelines
S )L RTI S (Tl IS BTG [ ce did not include énakinra becéuse of its infre ?Jent use in
insights on whether there are occasions where it is RA and lack of new data since 2012 (Sin h?at al., 2015).5
prescribed, even if off-label or under unusual circumstances. L 9 A
We do not have any insights on off-label use of anakinra.
Peer Methods Inclusion and exclusion criteria are reasonable. Search Thank you.
Reviewer #4 strategies are logical.
Public Methods Page 11, Data Synthesis: network meta-analyses using a The previous report employed a Bayesian framework
Commenter multivariate random effects meta-regression model with with flat priors (i.e., non-informative priors), which is
#4 (Leticia restricted maximum likelihood estimation essentially equivalent to a frequentist NWMA. The reason
Ferri on to change the model was simply for convenience

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Comment: The original systematic literature review (SLR) and
network meta-analysis (NMA) [1] used Bayesian framework
via multiple treatment comparison meta-analysis using the
methods developed by the Multi-Parameter Evidence
Synthesis (MPES) Research Group at the University of Bristol
for the analysis, however, it seems that the authors used a
different package for the updated review (the current one)
using a Frequentist approach without bringing a rationale as
to why a different approach was used.

Recommendation: Use Bayesian framework for both random
and fixed effect network meta-analysis. Consider using the
deviance information criterion (DIC) to choose the model
selected. Please describe clearly (with supporting rationale)
the statistical method chosen for this analysis and if there was
any adjustment for covariates in the model. Additionally,
consider using a baseline risk meta-regression to assess the
heterogeneity in the placebo response across studies.

Rationale: The earlier SLR used a Bayesian method for the
NMA. There was no description provided for switching to
frequentist method or justification for random or fixed effects
models. NMA can be performed within a frequentist or
Bayesian framework providing broadly comparable odds ratio
for safety and efficacy. Bayesian methods involve a formal
combination of a prior probability distribution (that reflects a
prior belief of the possible values of the model parameters)
with a likelihood distribution based on the observed data to
obtain a posterior probability distribution of model parameters.
The likelihood informs us about the extent to which different
values for the

parameter of interest are supported by the data. A major
advantage of the Bayesian approach is that the method
naturally leads into a decision framework [2-4]. The posterior
distribution can be interpreted in terms of probabilities (e.g.,
“There is an x% probability that treatment A results in a
greater response than treatment B”); frequentist approaches
do not allow such an interpretation. By allowing calculation of

Response

because of easier to use statistical software for
frequentist NWMA.

Results of Bayesian NWMA with flat priors and
frequentist NWMA provide the same results.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Public Methods P6 Table 2: If studies with >50% early RA are included in the | We have added this to the limitations.
Commenter analyses, this review may include a large proportion of post
#6 (Fang Sun early stage RA patients, which would significantly affect the
on behalf of generalizability of the review’s findings. See our previous
Merck) comment.
Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Public Methods P9 Table 3: Overall risk of harm is not explicitly defined in the | Based on the CONSORT statement, we define harms as
Commenter table. Please provide a definition. “the totality of possible adverse consequences of an
#6 (Fang Sun intervention or therapy; they are the direct opposite of
on behalf of benefits, against which they must be compared.”®
Merck)
Peer Results Describe the implications of the network structure on the We added text describing the network structure and its
Reviewer #1 validity of the network meta-analysis.: The network plot is implications in the Results whenever we present network
presented, and no discussion on the structure. The network diagrams. We also added more text to the ‘Limitations’
structure is mainly star like, indicating there is no "real" section in the Discussion.
network and the included studies don't provide adequate data
to check on the consistency of NW.
Peer Results Describe the implications of the network geometry on the We added text describing the network structure and it
Reviewer #1 validity of the network meta-analysis.: No summary of the implications in the Results whenever we present network
network geometry. The major concern is that only one or two | diagrams. We also added more text to the ‘Limitations’
studies were included in each comparison for both KQ1 and section in the Discussion.
KQ3. There were not even enough studies to evaluate
heterogeneity among studies. As the investigators also
acknowledged in the limitation of the discussion section, most
networks are star like, there is very limited information to
evaluate the consistency of network.
Peer Results Describe the implications of the result of the analysis (or of We have revised the consistency tables to include the
Reviewer #1 diagnostics) on the validity of the network meta-analysis.: results of direct and indirect comparisons for the closed
Appendix G provided results on test of consistency. Based on | loops in the network. Please note that only two of the
network plots, there are three closed loops and it is not clear three closed loops could be used in these comparisons.
why the test of consistency is only based on one loop or done | The final loop permits only direct comparisons because
correctly? the treatments comprising that loop were assessed in the
same two trials.
Peer Results Describe the implications of the synthesis of results on the The lack of head-to-head data and the general limitations
Reviewer #1 validity of the network meta-analysis.: Please see other of the NWMA are reflected in the strength of evidence

comments.

(SOE) grades, which are mostly low or insufficient. In a
few instances, the grade of SOE is moderate. In each
case, we have at least one large, well-conducted RCT,
and results from the NWMA are consistent with results
from the RCT. In other words, in these cases, indirect
comparisons of two interventions confirm the findings of
direct comparisons.
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Peer Results For KQ1 and KQ2, for each treatment/comparison, good Patient characteristics in most included RCTs were
Reviewer #1 descriptions were provided for the overall characteristics of similar by randomized group. Studies in which
included studies. However, given that the majority of included | characteristics between arms were different were rated
studies are RCTs, adding some summary comments on as having a higher ROB.
whether the patient characteristics were similar by
randomized groups would be very informative to understand
the included studies and evaluate the goodness of
randomization.
Peer Results Please provide more information on how the included studies | To ensure the transitivity assumption, studies had to
Reviewer #1 met or unmet the inclusion criteria for NWMA. For meet the following criteria: (1) patients with early RA had
Corticosteroids, there are typically multiple studies included not failed a prior treatment attempt with MTX; (2) doses
(for example, 4 to 6 studies), but none of these studies is of treatments were within FDA-approved ranges; (3)
included in the NWMA. They were not even considered for a length of followup was similar; and (4) studies were
pairwise MA. Please clarify. (The limitation of the discussion double-blinded RCTs of low or medium ROB. As for
section mentioned some heterogeneity issue, though not sure | corticosteroid studies, we determined it was only feasible
that is the main consideration, since conclusions were made to include one study?” found through our update literature
on the level of drug category). searches in NWMA. The others were not eligible for
NWMA or pairwise MA for a variety of reasons, including
that several evaluated treatment strategies (rather than
specific drugs), some were open-label RCTs, one lacked
a clear comparator, and another was a single-arm study.
Peer Results On the other hand, for NWMA, only one or two studies were We agree, that our NWMA have limitations. Most of the
Reviewer #1 included in each comparison for both KQ1 and KQ3. There results were derived from indirect comparisons relative to
were not even enough studies to evaluate heterogeneity MTX, rather than mixed treatment comparisons. We
among studies. Further, as the investigators also acknowledge these limitations in the Discussion. The
acknowledged in the limitation of the discussion section, most | limitations are also reflected in the low or insufficient
networks are star like, not “real” network, and there is very strength of evidence grades for these effect estimates.
limited information to evaluate the consistency of network.
When such limited information did not detect inconsistency,
by no means it would be considered as evidence that the
network is consistent, and the power to detect inconsistency
is very low, too.
Peer Results Appendix G provided results on test of consistency. Based on | This was an oversight. For the final report, we conducted
Reviewer #1 network plots, there are three closed loops and it is not clear tests of consistency for all closed loops.

why the test of consistency is only based on one loop. In the
text, the two reported coefficients are the same since they are
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from the same loop. Further, the direct and indirect point
estimates were not close in Appendix Tables 2-4 and there is
no power to detect any differences given the same number of
studies.

Peer Results If the test of consistency is based on one loop only, there is As noted above, we have added tests of consistency for
Reviewer #1 barely no information to test the consistency of the overall the closed loops that permit both direct and indirect
network. In effect, the NWMA did many indirect comparisons comparisons. We have added text noting the limitations
based on single studies. In this case, the available data don't | of the NWMA given the available number of studies.
justify a formal NWMA and produce all pairwise comparisons
as indicated in Figure 4, Figure 6 etc.
Peer Results The similarity of event rates of each treatment across trials, if | We applied fairly strict criteria to ensure the transitivity
Reviewer #1 available, could be assessed to get a sense of the transitivity | assumption (which contributed to the dearth of data for
assumption. This is particularly true for the MTX arm since all | our networks). These criteria are outlined in the Methods.
included studies have a MTX arm. Important and selective Differences in event rates should be mitigated by the use
indirect comparisons may be conducted when data justify. of a relative outcome measure (relative risk).
Peer Results Some of the conclusions based on NWMA may be stronger In cases where SOE grades are moderate, we have at
Reviewer #1 than it should be. For example, KQ1, “The TNF biologic ADA | least one large, well-conducted RCT, and results from
plus MTX had significantly higher ACR50 response (disease NWMA are consistent with results from the RCT. In other
activity), smaller radiographic changes, and higher remission | words, in these cases, indirect comparisons of two
rates than ADA monotherapy (moderate SOE, supported by interventions confirm the findings of direct comparisons.
NWMA).” — however, such conclusion is based on 3 study In the case of this specific example, plausibility supports
loop with only one trial in each loop. our findings. Combination therapies of a biologic plus
MTX are in general more efficacious than monotherapies.
This is also the case in patients with established RA.
Peer Results For the reporting of NWMA, the reported RR in the text (A vs. | The use of the 1/RR was primarily for comparisons of
Reviewer #1 B) is often the 1/RR shown in the forest plot (B vs. A). combined therapies to MTX monotherapy. We have
added plots of these comparisons for each outcome to
make the text consistent with the graphical
representations.
Peer Results Page 34, lines 15-16, IFX plus MTX? Instead of ETN plus Thank you for catching this. We have corrected the text
Reviewer #1 MTX? to IFX plus MTX.
Peer Results Page 35, lines 23-24 “The NWMA did not find any significant After review of the NWMA plots, this was a mistake (ADA
Reviewer #1 differences in ACR50 response for the combination of ABA instead of ABA). This has been removed. The NWMA did

plus MTX vs. ABA monotherapy (RR, 1.19; 95% CI, 0.95 to

find differences for ABA plus MTX vs. MTX and is
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1.46).” - The direct evidence only comes from one trial and is
this conclusion consistent with the results from trial (AVERT?)

consistent with the results from AGREE and AVERT. We
have madified the text accordingly.

Peer Results Page 36 section of Network meta-Analysis: please provide the | We added these numbers to the text.
Reviewer #1 number of studies included in NWMA here. Again there are
not much data to evaluate the differences between the
consistency and inconsistency models.
Peer Results There seems to be the potential to conduct pairwise MA to We looked into pairwise MAs, but we almost never had
Reviewer #1 facilitate more reliable conclusions for the drug category in data from at least three similar studies for any of the
both KQ1 and KQ2, though it is hard to judge without comparisons. One comparison, IFX plus MTX vs. MTX,
additional information. For example, KQ1, Corticosteroids did have 3 similar studies reporting the same outcomes
Versus csDMARDSs, the direction of effects seem to be that could be used in pairwise MA, but we determined it
consistent for the included studies for disease activity and would not have been informative to synthesize them this
ACR response. In some comparisons of csDMARDS, and way. The issue was that the analyses would have given
other drugs, there are also multiple studies. excessive weight to one study whose sample size (1049)
far exceeded the sample sizes of the other two (44 and
20, respectively).
Peer Results In KQ3, there are statements like “Overall, no significant As noted above, we looked into pairwise MAs, but we did
Reviewer #1 differences were found in discontinuations attributed to not have data from at least three similar studies for any of
adverse events and serious adverse events.” --- But there are | the comparisons.
five trials. Even if no trial showed no significant difference,
could combining the five trials change the conclusion? Similar
guestion applies to the section of csDMARD Combination
Therapy Versus csDMARD Monotherapy, and maybe
Adalimumab under TNF biologics (Page 69) in KQ3.
Peer Results Please provide more information to explain (why or why not As noted above, we looked into pairwise MAs, but we
Reviewer #1 pairwise MA in the specific situations). never had data from at least three similar studies for any
of the comparisons.
Peer Results Regardless of pairwise MA, it would be helpful to graphically The point of the reviewer is well taken. Forest plots are a
Reviewer #1 show the effect sizes in a forest like plot for various very good way to depict effect estimates. As mentioned

comparisons. The text did a good job to explain the results
from individual studies and provide estimates of effect size in
most sections, but it is hard to get a general and clear idea
from the text.

earlier, we have divided our original plots into smaller
subplots about specific comparisons for each outcome to
present effect sizes more clearly.
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Peer Results Page 14 lines 3-4 Did prior treatment use varied by disease Although this is an interesting question, we did not
Reviewer #1 duration? abstract study data in a way that allows us to answer it.
Peer Results Page 18 line 35 vs. lines 51-52 — same information but the Thank you, text edited to correctly describe the
Reviewer #1 section titles indicated different comparisons. comparisons evaluated in each section.
Peer Results Page 61, lines 12-14, the observational studies were limited We agree the sentence does not make sense, so we
Reviewer #1 due to medium to high risk of Bias? have removed it.
Peer Results Page 70: please make sure the description of results to be We have corrected this to 8.4% vs 4.0%, p=NR. We also
Reviewer #1 accurate and consistent. For example, Lines 19-20 “... reviewed the results and noted 2 studies (IMPROVED
combination group experienced higher rates of elevated liver and SWEFOT) were not in our tables at the end of KQ3,
enzymes than did patients in the ADA plus MTX group (8.0% | and we have updated this.
vs. 5.0%; p=NR).”
Peer Results Then Lines 25-26: “.. and discontinuation attributable to We have made sure to note when significance was
Reviewer #1 adverse events (7.8% vs. 10.8%; p=NR) were similar.” While | reported or not. We only note that a result is significant if
the event rates and the difference in event rates were similar | the authors describe it as such. Otherwise, we have
in the two cases. “Higher” was used to describe both adjusted the text to report numbers and let the reader
significant and insignificant differences, too (e.g., line 48). decide.
Peer Results Page 80 lines 13-24 Would be helpful to report the actual The adalimumab trial (HOPEFUL 1) does not present any
Reviewer #1 effect size. effect size (it is a regression analysis). For the etanercept
trial (Enbrel ERA), we already present all of the
information relevant to KQ4.
Peer Results In an encyclopedic review such as this one, it is challenging to | Thank you and noted.
Reviewer #2 decide how to, and how much to, present in the Results
section. | think the authors have achieved a nice balance
here. The text is rather dry reading, while the tables are
easier to digest, but both are important.
Peer Results One thing that concerns me is that the authors may not have Yes, our NWMA was limited to treatment naive patients.
Reviewer #2 carefully distinguished studies in which MTX (or other We have gone through the results and grouped the

csDMARD) was new therapy vs those in whom it was
background therapy. Some studies in early RA focus on
those naive to treatment and, in these cases, it is fair to say
that MTX monotherapy was compared to the treatment in the
other arm(s). However many studies in 'early’ RA focus on
MTX (or other csDMARD) inadequate responders, who are

treatment naive and resistant groups qualitatively.
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then randomized to a new therapy vs placebo (e.g., MTX +
Enbrel vs MTX + Placebo). In this case, it is conceptually
inaccurate to say that combination was better than
monotherapy, but more accurate to say that treatment 2 was
better than placebo, in MTX inadequate responders. Instead
the authors appear to have considered these two different
designs as one group which may have promoted their
conclusion that combination therapy (MTX + biologic) is better
for initial therapy than monotherapy. Studies confirm that the
percent of inadequate responders to MTX who respond to
subsequent biologic therapies is less in general than for
treatment-naive patients. | do see, however, as | re-look at
the methods, that this distinction was factored into the
network meta-analyses which is reassuring.

Peer Results Another issue is the utilization of data from secondary Thank you for catching these. We agree and have
Reviewer #2 outcomes instead of primary outcomes. For example, most modified our text to note when the outcome timepoint is
trials utilize responses at 6 or 12 months as the primary secondary. For example:

outcomes, while data at 2 year or longer time points are . .
usually secondary outcomes. By the time of these longer RGBT IR SUUEEITE WEE 20 WEELE (22k AL
followup endpoints, there has been attrition and cross-over Enbrel ERA: primary outcome was 12 months (pg. 45);
from one treatment arm to another. While these longer time - o
points are better for evaluation of safety given the longer LGS el B0 et 1T20 o i Gosins o s l2s
exposures, | am surprised they were used for efficacy month results (pg. 48);
evaluations. For example, on page 33, at the end of the PROWD study: primary outcome was work disability (pg.
paragraph labeled 'Etanercept’ and in the corresponding table | 68);
7 (page 43), the ACR 20 responses from the Enbrel Early RA : L
(ERA) trial indicate statistically higher response for the ASPIRE trial: work disability was secondary outcome
etanercept group compared to MTX, but the primary outcome measure (pg. 69)
was at 12 month and responses at 12 months were not
significantly different. Another example is on page 35 at the
end of the paragraph labeled 'Rituximab' where again 24
month data are presented, despite that the primary outcome
was at 12 months. There are other examples but | did not
catalog them but, in general, this approach should be
explained and/or defended (unless | missed it).
Peer Results By the way, in the above paragraph on page 35 about Thanks for catching this; we have also adjusted the RTX
Reviewer #2 Rituximab, there is also an error stating that one of the plus MTX arm accordingly.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018

Published Online: July 16, 2018

26




Commentator

Section

AHRY

Agency for Healthcare
Research and Qualitly

«

Comment

Effective Health
Care Program

Response

& Affiliation

treatment arms was rituximab monotherapy. Rituximab is not
approved by the FDA for RA as monotherapy, and in this trial,
the other arm was not rituximab monotherapy but rather
rituximab 500 mg + MTX.

Peer
Reviewer #2

Results

Finally, | found the analyses and summary of findings for the
csDMARDs patrticularly helpful. These are tough studies to
compare given the number of them, the variability of treatment
regimens, the confounding effect of steroids, etc, so these
analyses are a great addition to what's out there.

Thank you.

Peer
Reviewer #3

Results

Across all results, it would be ideal to ultimately have enough
evidence to draw clear distinctions on effectiveness between
therapies, particularly if they can be individualized to
subpopulations, but the authors made it clear that this is not
possible at this time.

Unfortunately, not possible at this time.

Peer
Reviewer #3

Results

This is both a "results" and "methods" comment about the
repeat finding that adults over age 65 have less benefit from
certain treatments and higher risk of SAEs (multiple
references, but page 79, lines 41-43 most clearly states it).
My concern from a patient engagement standpoint is in the
adverse consequences that may result from findings such as
this and the need to ensure that "baselines" are set
appropriately to account for smaller intervals of benefit that
could occur in this subset of patients. (If they already have
some permanent disability they shouldn't be evaluated by the
same metrics as a 25 year old newly diagnosed patient).
Were there risk adjustment strategies employed or some
other mechanism used to allow for elasticity here?

This result is based on a single retrospective subgroup
analysis that did not adjust for any baseline risks.

Consequently, we have little confidence in these results
and graded the strength of evidence as insufficient.

Public
Commenter
#4 (Leticia
Ferri on
behalf of
BMS)

Results

Page 21, KQ1, Non-TNF Biologic Versus Either Non-TNF
Biologic or MTX

Recommendation: Update text “Three RCTs compared
corticosteroids versus csDMARD monotherapy” to read “Non-
TNF Biologic versus either Non-TNF Biologic or MTX”

Rationale: This section is on non-TNF biologics, therefore text
needs correcting.

After further review, we revised this text so that it now
reads as recommended but with some modification:
“Non-TNF Biologic alone or combined with MTX versus
MTX monotherapy”.
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Public
Commenter
#4 (Leticia
Ferri on
behalf of
BMS)

Results

Page 30, KQ1, Figure 6: Forest plot for NMA: change from
baseline in radiographic joint damage score

Recommendation: Please consider adjusting for
heterogeneity across studies at baseline study-level (including
radiographic join damage) via meta-regression.

Rationale: It is well established that bone erosions in RA
patients are associated with baseline disease activity, acute
phase reactants (CRP in particular) and baseline erosions.
The trials included in this NMA differ in their baseline
characteristics, and thus it is important to control for these
factors in a meta-regression analysis or other statistical
methods. Predisposition of individuals with early RA with
existing joint erosion (independent of synovitis) to
development of joint space narrowing, which leads to more
joint erosion, has been well established via double blind RCTs
[1]. This heterogeneity is observed across the trials included
for analysis for the outcome of change from baseline in
radiographic joint damage score (erosion score, and joint
space narrowing). Similarly, heterogeneity can also be seen
across included trials for RF positivity and functional disability
which are listed as poor prognostic factors for early RA (see
uploaded summary table). Also, duration of RA is reported
differently across the included trials where some of the trials
have reported it as “duration of symptoms” while others have
not defined whether the reported value is from initiation of
symptoms or diagnosis by treating physician (which could
potentially be 2 different time points making the selection of
studies for this review with the specific definition of early RA
difficult and partly subjective). These systematic differences in
baseline patient and study characteristics can have an impact
on the treatment effect (effect modifiers) across the different
treatment comparisons in the network [2].

Additionally, for assessment of radiologic changes, not all
included trials reported the measurement tool used (e.g. some
trials reported using the Sharp score with different ranges
while others did not specify which tool they used). Since the

We used random effects models for the NWMAs, which
adjust for between-study heterogeneity. We employed
strict eligibility criteria for studies that we included for the
NWMA to meet the transitivity assumption: (1) patients
with early RA had not failed a prior treatment attempt with
MTX; (2) doses of treatments were within FDA-approved
ranges; (3) length of followup was similar; and (4) studies
were double-blinded RCTs of low or medium ROB.

Therefore, we are confident that clinical heterogeneity
across studies should not be problematic for our
analyses.
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degree of erosion is pre-determinant of comparability of
efficacy across trials, the authors should have accounted for
this baseline difference across all trials by implementing
appropriate statistical methods or described these limitations
in detail in the report. Additionally, the newer trials include
digital X-rays and these should not be mixed with the earlier
study that had standard X-rays.

Public Results » Page 27: Figure 6: Forest plot for network meta-analysis: We separated the analyses by timepoint. For NWMA, we
Commenter ACRS50 response rate focused on a time period around 1 year (52 to 56 weeks)
#4 (Leticia « Page 30" Figure 6: Forest plots for network meta-analvsis: because data were more comprehensive for this time
Ferri on h 9 ; : % I'. ) dp hic ioint d ysis: period than for other ones. For other timepoints, data
behalf of change from baseline in radiographic Joint damage score were insufficient for NWMA, or clinical heterogeneity
BMS) » Page 34, Table 14: Summary of the 30 studies included in across trials was too high to derive meaningful estimates
mixed treatment comparison meta-analysis [3] (Previous SLR | from NWMA.

report)

Recommendation: The authors did not separate the analyses
by timepoint for each of the outcomes of interest and the
outcome measure was assessed at the different timepoints
across trials. Given most of the studies reported data at 24
weeks (abatacept trials and others), performing an NMA at
24-week would have been recommended. For other
timepoints a sensitivity analysis could have been performed.

Rationale: Because time may be an important effect modifier,
combining all time points may introduce confounding. An NMA
of observed relative treatment effects at different timepoint is
prone to bias indirect estimates relative to interventions and
the outcomes of interest. A different timepoint was used in
both analysis regarding ACR and radiographic joint damage
score. Thus, the analyses of 24 weeks data only should be
considered for the primary analysis as suggested by the NICE
report [4], and the analysis including all timepoint should be
considered secondary.

Public Results Page 27: Results section We have added tables to the report that list all studies

Commenter . . .. used in our NWMA for each outcome of interest.
#4 (Leticia Recommendation: the results of the evidence synthesis is not

Ferri on clearly presented and there is no distinction as to which trial is

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018
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Page 34-35, KQ1, Abatacept Noted and added.

Recommendation: Make it clear that the AGREE trial
compared ABA + MTX to Placebo + MTX.

Rationale: Comparator group received placebo + MTX.

Public
Commenter
#4 (Leticia
Ferri on
behalf of
BMS)

Results

Page 56, KQ2 Table 8 Noted and updated.
Recommendation: Add sub-heading in table “Non-TNF

Biologics”

Rationale: Currently the table includes non-TNF biologics, but
there is no sub-heading.
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Public Results Pages 61 to 79 Detailed Synthesis, Discussion p. 85 We chose to conduct NWMA of discontinuations due to
Commgqter Recommendation: Conduct NWMA for serious adverse AEs to account for this.
#4 (Leticia . . . o o
Ferri on events or explain more precisely why it was not performed. SAEs by themselves were reported qualitatively in this
behalf of Rationale: Statements are made about there not bein report. We have clarified when we have statistical

= \ 9 comparisons, and when we do not, we just present the
BMS) differences in serious adverse events between the groups, but

; . . numbers.

no data comparing the groups were reported in the narrative

summaries for each treatment comparison. Statements were

also made in the Discussion about there not being any

significant differences in serious adverse events, even though

no analyses were reported for the comparisons. NWMA was

provided for withdrawals and withdrawals due to adverse

events, but not for serious adverse events. Analysis (or a full

narrative summary) of the safety outcomes is an important

part of every SLR and NMA as it helps bring about balance in

assessing relative benefits and harms of the treatment options

making a better and more justified case for overall

recommendations.
Public Results Pages 61 to 79 Detailed Synthesis, Discussion p. 85 Death is considered a serious adverse event. When
Commenter Recommendation: Report treatment-related deaths in reported, deaths were rare, and there were no
#4 (Leticia narrative summarfes fgr each comparison and in the evidence differences between arms. Details on deaths are noted in
Ferri on tables P the evidence tables.
behalf of :
BMS) Rationale: Deaths are included in the data for serious adverse

events in the narrative summary and evidence tables and not

reported separately, so it's difficult to tell whether any of the

studies reported deaths for specific drugs.
Public Results Page 77, KQ3, Table 9: Discontinuation rates and adverse Thank you. We have reviewed and updated this.
Commenter events
alh:t4 (ITe“C'a Recommendation: For Table 9, in the AGREE trial, values for

erri on . ; ,

upper respiratory infection should be corrected to 10.2% vs
behalf of

10.3%6.
BMS)

Rationale: The values currently reported in the draft (26% vs
26%) are the number of patients in each group.
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Public Results Page 78, KQ3, Table 9: Discontinuation rates and adverse Thank you. We have updated this.
Commenter events
Iﬁir(rli_%trllma Recommendation: For Table 9, in the AVERT trial, dosing for
el MTX should be corrected to 7.5-20 mg/week. [7]
BMS)
. ) Noted. See below for details on whether articles used in
Public Results References: report;
gécl)?lirgtie;;er [1] Landewe R, Smolen JS, Florentinus S, Chen S, Guerette 1) YES - PREMIER study companion
Ferri on B, van der Heijde D. Existing joint erosions increase the risk 2) NO - Not in database, but not used in report
of joint space narrowing independently of clinical synovitis in because commenter cited it to support their
behalf of . . . " "
BMS) patients with early rheumatoid arthritis. Arthritis research & statement. .
therapy. 2015;17:133. 3) YES - The previous 2012 RA SR
- : . 4) NO - Not in database, but not used in report
[2] Jansen JP, Trikalinos T, Cappelleri JC, et al. Indirect ) because éommenter cit:d it tousupplort tf?eir
treatment comparison/network meta-analysis study statement
guestionnaire to assess relevance and credibility to inform ) - :
health care decision making: an ISPOR-AMCP-NPC Good 5) Elo%m'\;tt;? gz’dbiltjtt: cs)tul;;f)i?tlgura?rp;gtgrar?::tse
Practice Task Force report. Value in health : the journal of the 6) YES — AGREE study companion '
International Society for Pharmacoeconomics and Outcomes 7) YES — AVERT study parent article.

Research. 2014;17(2):157-173.

[3] Donahue KE, Jonas DE, Hansen RA, et al. Drug Therapy
for Rheumatoid Arthritis in Adults: An Update. Rockville
(MD)2012.

[4] National Institute for Health and Care Excellence.
Sarilumab for moderate to severe rheumatoid arthritis. 2017;
https://www.nice.org.uk/guidance/ta485/documents/final-
appraisal-determination-document. Accessed 2/2/2018.

[5] National Institute for Health and Care Excellence. NICE
DSU Technical Support Document 7: Evidence Synthesis of
Treatment Efficacy in Decision Making: A Reviewer's
Checklist. [Report]. 2012;
http://scharr.dept.shef.ac.uk/nicedsu/wpcontent/

uploads/sites/7/2016/03/TSD7-reviewer-
checklist.final_.08.05.12.pdf. Accessed 2/2/2018.
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[6] Smolen JS, Wollenhaupt J, Gomez-Reino JJ, et al.
Attainment and characteristics of clinical remission according
to the new ACR-EULAR criteria in abatacept-treated patients
with early rheumatoid arthritis: new analyses from the
Abatacept study to Gauge Remission and joint damage
progression in methotrexate (MTX)-naive patients with Early
Erosive rheumatoid arthritis (AGREE). Arthritis research &
therapy. 2015;17:157.

[7] Emery P, Burmester GR, Bykerk VP, et al. Evaluating
drug-free remission with abatacept in early rheumatoid
arthritis: results from the phase 3b, multicentre, randomised,
active-controlled AVERT study of 24 months, with a 12-
month, double-blind treatment period. Ann Rheum Dis.
2015;74(1):19-26.

Response

Responded in the Results section .

Public Results Tables: See Results section.
Commenter

#4 (Leticia

Ferri on

behalf of

BMS)

. Thank you. We have added the number of studies
El(;bn::;enter Results Page 16 evaluating each eligible drug to Table 6.
45 (Jason Comment: The Limitation Section highlights that the evidence
S on benefits and harms from headto-head clinical trials in early

pangler on D o .
behalf of RA is limited. Howevgr, to famhtgtg transparency and increase
Amgen) readers’ comprehension of the limited evidence and

subsequent assessment, the Draft Report should:

Explicitly state the disparity in the number of studies available
per intervention identified from peer-reviewed published
literature in the conclusions for each Key Question (and Key
Points).

Consider carefully presenting in Table 6 data on the specific
number of publications identified for each drug, based on the
selection criteria, to address the Key Questions and inform
final conclusions.
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Page 33 [continued]

Comment: DAS remission was incorrectly defined as DAS 28
<1.6 instead of <2.6.

Page 46

Comment: As alluded to above in comments on the Evidence
Summary regarding the conclusions made in the Draft Report
on the effect of ETN on functional capacity, a similar update
should be made to the relevant Key Point on page 46 which
suggests that only combinations of adalimumab plus MTX and
infliximab plus MTX but no other TNF biologics produce
statistically significant greater improvements in functional
capacity in comparison to MTX alone. Data from the COMET

Response

Noted and updated.

Noted and clarified in the text of the report. We have
added that evidence is inconclusive for the TNF biologic
ETN.
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trial reported on page 50 of the Draft Report provides
supporting evidence for ETN.

Public Results Page 79 This is a valuable point. After reconsideration, we have
Commenter Comment: In the Key Points for Key Question 4, the downgraded this comparison to insufficient.
#5 (Jason —
conclusions drawn for ETN and MTX appear to be unduly
Spangler on L i » ; . . "
definitive with use of the phrase “substantially higher risks,
behalf of . . :
Amgen) des_pltg th_e grade a_SS|gnment of I_ow levels of e\/_ldence (LOE),
which limit the confidence regarding the true estimate of
effect. It is unclear how definitive conclusions can be drawn
when the supporting study4 used as a basis for the
conclusion is considered deficient as conclusions about safety
in patients older than 65 years were made based on a very
small subpopulation (n=37; 18% of the total study population)
and comparative statistical analyses were not completed.
It should be explicitly stated that evidence regarding
comparator treatments evaluating the potential harms is
limited, and as a result, no conclusions can be drawn
regarding the relative comparative safety outcomes of ETN
versus other TNFs evaluated in this review.
. ) Dy A Initial combination therapies were several including
Comenter | o et shou no ahesonecc oo | CSDVARDS and TNF biloic, MT pus SS2 i
#6 (Fang Sun rates%)gtwegn initial combination versus step-up therapies PRED group, and the MTX plus IFX group, as noted in
on behzglf of (moderate SOE).” Please specify what cothJ)inaaion thgra is the BeSt trial, and MTX plus ETN in the TEAR study. The
' pectly by Key Points refer to the detailed results.
Merck) referred here.
: . . : . No studies in Table 7, except one, reported the
Elcj)tr)rl Irien ter Resuls %ﬁfgz&ﬁ dptr)zporgfgng;?g?hz?agi'ents el 7 proportion of early RA patients they enrolled. Please refer
#6 (Fang Sun P ‘ to Appendix C (Evidence Tables) for studies’ mean and
9 median disease duration, when available.
on behalf of
Merck)
Public Results Table P53: The proportion of early RA patients enrolled in the No stuo_hes ”; Ta?IeRE'SA,\ except Onﬁ' reportltleddthsl f
Commenter studies should be presented in the table proportion of early RA patients they enrolied. Please refer
to Appendix C (Evidence Tables) for studies’ mean and
#6 (Fang Sun : ) . .
median disease duration, when available.
on behalf of
Merck)
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Peer Discussion | Limitations: Some weakness of the NWMA were well Because data were insufficient for pairwise meta-
Reviewer #1 discussed. Still the data were too sparse to warrant a formal analyses, we had to rely on NWMA. Results from NWMA
MA, and the majority of comparisons are only indirect have limitations, as we outline in the Discussion.
comparisons.
Peer Discussion | Page 81 lines 30-31 “All outcome differences reported in the ﬁ;tcearuj:s en ?r']?se ;:g?eni’ SW; smﬁwlﬁw;?;ng;/ﬁwdultt?pl)sl eStSet‘ltgir;im
Reviewer #1 table are statistically significant.” ?? In Table 10? No outcome '
differences were reported.
Peer Discussion | The Discussion section is overall well written and clear, and DIRIIENE BRI IS CEE
Reviewer #2 doesn't overreach the findings. | do think the caveat that
secondary outcome measures were used in some analyses
needs to be mentioned, as this may also explain differences
in findings between this study and those of the ACR or
EULAR.
. . . . - . . We have added this comment to the ‘Research Needs’
Peer Discussion | Clearly, more comparative effectiveness clinical trials with the section in the Discussion
Reviewer #2 biologics need to be done, but whether these need to be '
directed specifically to early RA patients is a question here
since hiologics tend not to be first line treatments.
. . . . : We agree and have added this statement to the
Pee( Discussion | | think the entire future researc_:h needs section (pages _89—90) ‘Rese%rch Needs' section in the Discussion.
Reviewer #3 was well done and clearly outlines the needs of the patient
community. | would only add that not only is additional
research needed, additional patient-centered research is
needed with appropriate use of PROs and other PGHD so
that results are truly reflective of patient preferences and
desires.
Peer Discussion | The discussion needs to be more balanced than it currently is, W? have toned down the Discussion n I_|ne_ with the
Reviewer #4 and needs to be based on the data presented Evidence Summary. We have noted I_|m|tat|0n_s pf the
' NWMA. We have also added text noting the difficulty of
balancing the higher efficacy of combination therapy with
a burden of multiple drugs and potentially higher risk of
harms, with this as the first-line therapy.
. . . - . . We agree and describe our limitations in the Limitations
Pee( Discussion | Clarity and Usability: Most points are clearly presgnted in and F%ture Research Needs section of the Discussion
Reviewer #4 results. Please see my comments related to the discussion

section. This is an updated analysis and most findings that
support previous reviews. With more data and an updated
analysis, it advances knowledge and provides a higher quality

(lack of head-to-head trials, reliance on NWMASs,
subgroup needs).
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evidence for some comparisons. However, most of the
important questions still have limited high-quality data to help
make clear choices/decisions.

We have added text regarding real world data/registry

Public Discussion | Page 89, Research Needs data in the discussion
Commenter . . . . ’
#4 (Leticia Recommenda_tmn: Please consider |n(_:lud_|ng real-world data,
Ferri on especially registry data, as these studies include data on long
behalf of term effects and follow-up.
BMS) Comment: There was no real discussion about the clinical

significance of the results (magnitude of effect).

. . . . : . . . . B Yes, as we noted in the Applicability section,
Cmenter | o e e e acon o | dsconinuaton rtes vere higher nccsenatonsl an
#6 (Fang Sun paragraph of the page. Reasons for this variation and how it npn-coptrollgd stud|e§. L have_added thg higher
on behalf of may impact on the applicability of the results should be discontinuation rates in observational studies may reflect
Merck) discussed real world settings as compgrgd wrgh the tighter

: adherence in a controlled clinical trial

Public Discussion | P88: Discussions on the selected studies’ differences and We had very strict criteria for studies to be eligible for

Commenter how they may impact on the meta-analysis results should be NWMA. To ensure the transitivity assumption, studies

#6 (Fang Sun considered. had to meet the following criteria: (1) patients with early

on behalf of RA had not failed a prior treatment attempt with MTX; (2)

Merck) doses of treatments were within FDA-approved ranges;
(3) length of followup was similar; and (4) studies were
double-blinded RCTs of low or medium ROB.
Therefore, we believe that the impact of studies’
differences on effect estimates is small.

Public References | Pages 49 and 50 MEECTI T

gg r(tl]rgseonr']cer Comment: A few incorrect references were identified.

Spangler on The ERA study cited as the second eligible study with

behalf of information on the impact of ETN on physical function

Amgen) (reference 79 in Draft Report) on page 50 does not include

results on functional capacity. Although this is the reference
for the clinical trial, the correct publication (reference 76 in
Draft Report) which presents results reported should be
included.
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The above reference should be corrected on page 49.

Thank you. We found one incorrect use of reference 86

Public References C_omment: Reference 86 in the D_raft_ Re_port has b_een wrongly with the Enbrel ERA. and we have removed that from the
Commenter cited as an ETN study. This publication is on adalimumab. text
#5 (Jason '
Spangler on
behalf of
Amgen)
Public References | ¢ Consider incorporating data from the following references for | FUNCTION publications
Commenter Actemra to ensure the Network Meta-Analysis is Burmester GR, Rigby WF, van Vollenhoven RF, et al.:
#7 (Tom Innal comprehensive. . X
Retrieved with 10/5/17 update searches and already
on behalf of FUNCTION i ted into revised report
Genentech) incorporated into revised report.

Burmester GR, Rigby WF, van Vollenhoven RF, et al.
Tocilizumab combination therapy or monotherapy or
methotrexate monotherapy in methotrexate-naive patients
with early rheumatoid arthritis: 2-year clinical and radiographic
results from the randomised, placebo-controlled FUNCTION
trial. Ann Rheum Dis. 2017 Jul;76(7):1279-1284.
https://www.ncbi.nlm.nih.gov/pubmed/28389552

Burmester G, Blanco R, Keiserman M, et al. Tocilizumab as
combination therapy and as monotherapy vs methotrexate in
MT X-naive patients with early rheumatoid arthritis: Patient-
reported outcomes from a randomized, placebo-controlled
trial. Ann Rheum Dis 2014;73(suppl 2):672. Presented at:
European League Against Rheumatism 2014; Paris, France.
Abstract #SAT0226. http://www.eular.org

U-ACT-EARLY

Teitsma XM, Jacobs JW, Welsing PM, et al. Sustained Drug
Free Remission in Early RA Patients Treated To Target with
Tocilizumab, Methotrexate or Their Combination. Presented
at: European League Against Rheumatism 2016; London, UK.
Abstract #FRI10203. http://www.eular.org

Teitsma XM, Jacobs JWG, Welsing PMJ, et al. Effects of
tocilizumab in DMARD-naive early rheumatoid arthritis

Burmester G, Blanco R, Keiserman M, et al.: Found
through handsearching and excluded as abstract-only
record.

U-Act-Early publications

Teitsma XM, Jacobs JW, Welsing PM, et al Sustained
Drug Free Remission in Early RA Patients: New record
not suggested or found previously, but we cannot include
it because it is an abstract-only record.

Teitsma XM, Jacobs JWG, Welsing PMJ, et al. Effects of
tocilizumab in DMARD-naive early rheumatoid arthritis
patients: New record not suggested or found previously,
but we cannot include it because it is an abstract-only
record.

Teitsma XM, Jacobs JW, Welsing PM, et al. Tocilizumab
Inhibits Progression of Erosive Joint Damage in Early
Rheumatoid Arthritis: New record not suggested or found
previously, but we cannot include it because it is an
abstract-only record.

Teitsma XM, Jacobs JWG, Welsing PMJ, et al. Patient-
reported outcomes in newly diagnosed early rheumatoid
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patients on Health-Related quality of life: results of the U-Act-
Early trial. Presented at: European League Against
Rheumatism 2017; Madrid, Spain; Abstract #SAT0218
http://www.eular.org

Teitsma XM, Jacobs JW, Welsing PM, et al. Tocilizumab
Inhibits Progression of Erosive Joint Damage in Early
Rheumatoid Arthritis More Effectively Than Step-up
Methotrexate Therapy. Presented at the 2017 American
College ofRheumatology Annual Meeting in San Diego, CA,;
November 3-8, 2017. ACR Abstract #2458.
https://www.rheumatology.org/Annual-Meeting

Teitsma XM, Jacobs JWG, Welsing PMJ, et al. Patient-
reported outcomes in newly diagnosed early rheumatoid
arthritis patients treated to target with a tocilizumab- or
methotrexate-based strategy. Rheumatology (Oxford). E-pub
Date: [published online ahead of print] September 2017.
https://www.ncbi.nlm.nih.gov/pubmed/29029185

arthritis patients: New record with eligible data that we
have incorporated into the report.

Public Appendix Appendix A: Search Strings We have fixed this by improving transparency in two

g;)?lrgtie;;er Commen_t 1: There is a significant different in the r_1umbers ways: _ _

Ferri on reported in search tables for the total number of hlts_for all 1) Reporting Ns Qf dL'JpI|c'ates remoyed from each

behalf of databases search and PRISMA flow pregented as Flgurg 2o0n databqse's initial y'|eld in Appendix A;

BMS) page 14 of the report. This is lack of clarity and an error in 2) Referring readers in the Search Results text of
reporting which is concerning especially as this report will the Results to Appendix A for details about
become public and it is not known which search (database on duplicates removed
citations) were used for the purpose of screening.

: . . . Our team considered this, but in peer-reviewed literature,
(P:gm Ir(r:1en ter Appendix SRR Sear(.:h Str.lngs : : !t is generally not allowable to use the drug brand name
#4 (Leticia Comment 2: The list of mtervent_lon names used in the _ in the paper. We had alsp decided to model our search
e o searches focuses c_)nly on generic names of the drugs while to | strategy based on our prior report searches.
el o make the search hlghly sensitive it would have made more
BMS) sense to use generic names as well as brand names. The

strings will search mainly in the title and abstracts and there
might be cases where the authors of the papers have avoided
using generic names (and instead had used brand names)
throughout the abstract. Additionally, drug classes were not
used as part of the search string. This could potentially lead to
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missing even more trials as there might have been cases
where authors had discussed and mentioned only class
comparison in the title and abstract (to be captured only if
class names where among the search strings) but presented
more detailed information in results tables of the fulltext on
individual therapies.

Peer General This is an ambitious and comprehensive analysis of the Thank you.
Reviewer #2 comparative effectiveness of RA treatments, and the authors
are to be congratulated for a job well done.
. L We agree with the issues of defining early RA and have
FEEN General e SIS G, EENINY LT ) te_mporal d?ﬂn't'on o wha_t . added context to the reasoning behind our definition.
Reviewer #2 constitutes early vs later disease is increasingly anachronistic.

Since we know that autoimmune diseases evolve as a
continuum starting years before the first clinical symptoms
appear, the ascertainment of time of onset of disease has
itself taken on new meaning, leading to a relaxation of the
classification criteria for RA (which, though not meant to be
diagnostic criteria, are nonetheless used as such.)

In step with this, our definition of 'early' RA has become more
and more restricted, some folks arguing that early RA
includes only the fist six weeks of symptoms. A number of us
have proposed to define established RA as already treated
disease, or - specifically for RCTs - that which had failed or
inadequately responded to the initial treatment (usually with a
csDMARD as monotherapy) while early disease is treatment-
naive disease. In this ARHQ review, | find the choice to
restrict this treatment review to early disease somewhat
dissatisfying and scientifically unjustified. That is probably my
only issue with the overall approach.

| would challenge you in your introduction to at least
acknowledge the artificiality of defining an early vs late phase
in the continuum that starts pre clinically, and justify more
clearly why you chose to separate the two (early vs late). |
think we would all agree that it is easier to get control of RA in
its earlier stage than later but | don't think there are data
suggesting that responses to specific therapeutic agents
differ by stage of disease, but the unsophisticated reader
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might assume there are in the absence of a scientific
justification for splitting out early disease.Therefore, a
scientific rationale for choosing to separate by time - other
than because the data are overwhelming - would be important
to lay out up front.

We have acknowledged these limitations of the definition

Peer General In addition to a philosophical objection to the restriction by in the Introduction and the ‘Limitations’ section of the
Reviewer #2 time is a practical problem. By one year into disease, the Discussion
less responsive RA patient has typically already gone through '
several iterations of treatment and cannot be considered the
same as the newly diagnosed treatment-naive RA patient. To
combine them as if they were the same is somewhat
unsatisfying. Just as the evolution of RA is a continuum, so is
the treatment. | realize it's too late to reconsider early vs late,
and the definition of early disease, but acknowledging some
of these nuances would be helpful for readers.
Peer General Clarity and Usability: Yes, to all of the above questions. | m(:r?l?f:c?tﬂrzgge:n\c,:vggrg;nzot?]ceefjnsserc?fgtz)iirodllc?gg cs and
Reviewer #2 guess the big issue for us in the field with this report is if, and pestering providers, insurance companies, and the FDA
how, th? highlighting that biologic + MTX is better than_ L2 In the Discussion v;/e note a few caveats: ,'Although the .
filone will be used _by the (rjntarl]nu;ag:gjzerls 19 pestert pr?wders, evidence for the effectiveness of MTX plus biologics in
esutien ly use oibidiogic: e tedlng utthars B et - R S b Gl EGe e andeid orcsrelfon a
differences in responses of treatment-naive patients to g;{:;ﬁ; 3\]:i|r|ec? ; 3::"' OF:SI\;.I.S)C(’ rr?]ig;tﬁ elpa? p:(;/att()auih:c: certain
'?r 'g:t’ggn': gﬂv?/-aﬁ/ \;rsow&(f)‘zemngrt,cl,?rzg?azr;oﬁ?,;o ::::p;g:jlr?cliing information is available about how to identify or predict
the issue, CMS is planning in its revised reimb;Jrsement thgse patients. Sec?’?d’ many INSUrers require MTX
schemes to penalize doctors for prescribing these expensive LD 55 ) prerequisite to cel e .b'°|°g'9 (reloEtely e
dications, as if the physicians have control over pricing.] e G effectwe_nes_s ©F LY, 7L patle_nts may pe
me ' wary of a combination therapy approach in early disease
(e.g., cost, side effects, injections). Additionally, there are
difficulties with balancing the higher efficacy with a
burden of multiple drugs and potentially higher risks.’
Peer General Before | begin, | want to provide brief context for my remarks. Noted.
Reviewer #3 Because | am a patient reviewer (both a person with a

rheumatologic diagnosis and a professional who works with
and for patients with arthritis), my review and comments are
focused on the reports' inclusion of patient-centered
concepts/principles and potential impacts on patients.
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Peer
Reviewer #3

General

The report includes a great deal of information that may be
useful to clinicians and patients, but as with any guidance it
should be used in conjunction with thorough conversations
with patients about their preferences and goals for treatment.
In terms of the target population and audience, the challenges
of the definition of "early" RA were stated, but another issue
that was not touched on (unless | missed it) is the significant
challenge of delayed diagnosis. Often an onset is insidious
and difficult to quickly diagnosis; even when the
symptomology is clear patients may struggle to reach a
provider who is able to gather enough relevant clinical data to
produce a working diagnosis. Because of this, | wonder how
many patients included in the reviewed studies had pre-
existing disease for many months or years, regardless of the
specific date of diagnosis (and hence, inclusion in the
population of "early" RA).

We agree and have added this to the ‘Limitations’ section
of the Discussion.

Peer
Reviewer #3

General

| was interested and encouraged by the inclusion of the
second "contextual" question; from a patient engagement
perspective, taking account of the real situational barriers to
care is crucial. Evaluating treatment options for relative
effectiveness in the absence of that context is far less useful.

Noted.

Peer
Reviewer #3

General

| was confused by the inclusion of patient adherence within
key question 3 and will address that more in the methods
section.

See response above in the Methods section. We agree
that lack of adherence can have other reasons than
harms (e.g., lack of efficacy). We viewed lack of
adherence as an undesirable event. This is the reason
why we present it in the harms chapter.

Peer
Reviewer #3

General

Key question 4 was also very well-constructed and important
from a patient engagement perspective--how patients make
decisions about their care and what outcomes are important
to them are so heavily influenced by these types of societal
and demographic factors, that this context is absolutely
critical.

Thank you.

Peer
Reviewer #3

General

While the focus of this review is necessarily on medications,
we know from the patient community that treatments like
massage, physical and occupational therapy, meditation, and
other complementary therapies can be incredibly useful and

Noted.

Source: https://effectivehealthcare.ahrg.gov/topics/rheumatoid-arthritis-medicine-update/final-report-update-2018

Published Online: July 16, 2018

42




Effective Health

/f. P

Agency for Healthcare

Research and Qualitly CGreProgrﬂm

goAr?friTl]iZ?i?rt](Jr Section Comment Response

beneficial and it would be wonderful to have the endorsement

of the scientific community on those activities and a better

understanding of their effectiveness when included in a

holistic treatment approach.
Peer General Clarity and Usability: Depending on the intended audience, Noted.
Reviewer #3 the report reads very well and summarizes an immense

amount of information in a clear and concise way. If the

intention is for a patient audience to ultimately be able to

access the information, | suggest working with a patient

advocacy organization, patient advisory team, or both, to

produce a revised, shorter, more linguistically appropriate

version.
Peer General The report is meaningful. The target population is defined UL 7o
Reviewer #4 reasonably well. The key questions are appropriate and

explicitly stated.

. . _ We searched the gray literature, which also included
Public General AS also dgscnbed earll.erlln the comments made f(_)r the abstracts. Abstracts were excluded given high risk of bias
Commenter introduction section, eliminating the search for main and/or limited data
#4 (Leticia conferences and proceedings (such as ACR and EULAR) '

Ferri on published during the past 2-3 years in this review might have
behalf of led to also missing trial reports on stratified population that are
BMS) a potential match for the specific definition criteria for early RA
in this review. One such example of missing evidence in this
review is a poster presented at EULAR conference 2014 [1]
which stratifies patients with less than or greater than 6
months of disease duration and discusses clinical outcomes
in patient with early RA using data from the AMPLE trial [2]
(head-to-head trial).
Public General If definition of early RA is expanded to < 2 years, please We considered the AMPLE trial for inclusion previously
Commenter consider including AMPLE trial. when BMS sent us supplemental evidence and data last
#4 (Leticia July (see Schiff et al., 20168), but we excluded the
Ferri on subgroup analysis data that BMS sent us because of
behalf of wrong design (post-hoc analysis of subgroups not
BMS) assigned to treatments by randomization).
The original study publication, Schiff et al., 2014°, was
ineligible because patients with RA up to 2 years were
eligible.
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We considered this but determined that this was outside

Public General Please con5|der.h.|ghl|ght|ng that eac_h non-TNF biologic the scope of the report, since we do not discuss the
Commenter works on a specific target of the autoimmune inflammatory mechanism of action for other drugs
#4 (Leticia cascade. Among the non-TNF biologics, abatacept is the only '
Ferri on bDMARD that has selective T-cell costimulation modulation
behalf of as its mechanism of action.
BMS)
Public General The corrections to the adverse events noted above suggest ;T)ng B T2 VR (OO R 0 SN EIEN Eile) C1E
Commenter that there are issues with the quality of the data extraction — '
#4 (Leticia please consider checking again for accuracy of both
Ferri on extraction and reporting.
behalf of
BMS)
Public General With regard to Grading the Strength of Evidence for Major (?eet(; ziilujk?ot[?te g(i;(rjriigtslirzcég%ﬁlg?gf/iedgﬁgz PoOrtNO{/]:/el\r/lxuv(\:/g
Commenter Comparisons and Outcomes; we note that SOE was graded used the new GRADE guidance for data based on '
#4 (Leticia using the EPC approach, but it should be noted that the NWMA. In general, the principal approaches of GRADE
Ferri on GRADE working group have updated their guidance for NMA, and EP'C guidance’ towards strength of evidence are very
behalf of and this could be considered for a revision to this review. similar
BMS) Please see the recent update by Brignardello-Petersen R, '
Bonner A, Alexander PE, et al [3].
Public General SR Report states, “Fourteen studies (14/46= 30%) specifically der;(g?gt;reizpﬁgsf e:)Oo?cntt? ;r:::tr ;I? r;r;:;g; uwse egailr\:eour
Commenter enrolled only RA patients without a prior treatment history, NIV o (vatal b e e G iy e
#4 (Leticia and six studies [2-7] (13%) did not report any information at all :
Ferri on about prior treatment use. Among the remaining 26 studies, 9
behalf of studies (35%) reported on patients’ previous use of
BMS) methotrexate (MTX) use specifically, 15 studies (58%) on any

DMARD use, and 14 studies (54%) on corticosteroid use.” [4]
At least one other NMA used separate networks for MTX
naive and MTX-IR (inadequate response) studies — given
small number of studies, it may not be possible to do this, but
there should be some discussion about this.

Recommendation: Add table under each network with list of
studies included in network for each treatment comparison.

Rationale: Not clear which studies are included in each
network analysis. It's also hard to determine whether baseline
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characteristics impacted the results since it's not clear which
studies were included in each network.

Public
Commenter
#4 (Leticia
Ferri on
behalf of
BMS)

General

References:

[1] Schiff M, Weinblatt ME, Valente R, et al. Clinical response
by baseline RA disease duration in the AMPLE (abatacept
versus adalimumab comparison in biologic-naive RA patients
with background methotrexate) trial. Poster presented at;
EULAR Annual European Congress of Rheumatology; June
11-14, 2017; Paris, France. FRI0019.

[2] Schiff M, Weinblatt ME, Valente R, et al. Reductions in
disease activity in the AMPLE trial: clinical response by
baseline disease duration. RMD open. 2016;2(1):e000210.

[3] Brignardello-Petersen R, Bonner A, Alexander PE, et al.
Advances in the GRADE approach to rate the certainty in
estimates from a network meta-analysis. Journal of clinical
epidemiology. 2018;93:36-44.

[4] Agency for Healthcare Research and Quality P-CORI.
Drug Therapy for Early Rheumatoid Arthritis: A Systematic
Review Update. 2017;
https://effectivehealthcare.ahrq.gov/sites/default/files/pdf/draft-
report-drug-therapy-for-earlyrheumatoid-arthritis. pdf.
Accessed 2/2/2018.

We scanned the references to determine if we had
already used them, and if so, how. Below are the details:
1) Abstract-only
2) Excluded for ineligible study design
3) We are adding this to the Methods
4) Our ongoing RA report

Public
Commenter
#5 (Jason
Spangler on
behalf of
Amgen)

General

GENERAL COMMENTS

Thank you for the opportunity to comment on the draft report
on “Drug Therapy for Early Rheumatoid Arthritis in Adults: A
Systematic Review Update” (herein referred to as “Draft
Report”).

Amgen is invested in the scientific development of therapies
to meet unmet medical needs and enrich patients’ lives, and
appreciates the efforts of the Agency for Healthcare Research
and Quality (herein referred to as “Agency”) in developing this
evidence report with the aim of helping healthcare
stakeholders make informed decisions and improve quality of
care for patients with early rheumatoid arthritis (RA).

Noted.
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Amgen manufactures etanercept (Enbrel®) (herein referred to
as “ETN"), a tumor necrosis factor (TNF) receptor, which is
approved by the Food and Drug Administration (FDA) “for
reducing the signs and symptoms, inducing major clinical
response, inhibiting the progression of structural damage, and
improving physical function in patients with moderately to
severely active rheumatoid arthritis.”1

Public General Amgen believes that evidence from systematic reviews should Noted.
Commenter be reported accurately, comprehensively, and in a transparent
#5 (Jason manner to ensure that stakeholder assessments are based on
Spangler on a solid evidence base. Amgen acknowledges that the authors
behalf of of the Draft Report have strived for very high quality in
Amgen) conducting the systematic review for a complex early RA
patient as alluded to in the methods utilized for the systematic
review and guidelines referenced (Agency’s Methods Guide
for Effectiveness and Comparative Effectiveness Reviews and
Preferred Reporting Items for Systematic Reviews and Meta-
Analyses (PRISMA)). To further improve the accuracy of
reporting and reliability of the evidence, Amgen is providing
comments on outcome evidence relating to these patients and
the drugs, including ETN, summarized in this report. These
outcomes include disease activity, functional capacity, and
harms with specific examples mentioned in the attached
comments.
Public General The summary of evidence across treatment interventions is After further review, we have broken apart the Igrge g
Commenter lacking appropriate interpretation and balance. For example e plot_s U] [FCELEI eac_h Sl comparison Ui
#5 (Jason when summarizing evidence on benefits for biologic disease: L section. UDULED [Oelii=e t_he G CEED Gl
e . . comparison paragraphs to describe the relevant
Spangler on modifying anti-rheumatic drug (0DMARDS), only two drugs comparisons (significant and nonsignificant)
behalf of have been called out, where other TNFs, including ETN, with :
Amgen) equivalent supporting evidence on benefits are not.

To facilitate assessments of strengths and weaknesses of
evidence, conclusions should accurately represent findings in
the context of the totality of evidence. Certain conclusions
appear to be based on limited scientific evidence. The Draft
Report did not consider the strength of available evidence and
the paucity of evidence on specific outcomes in areas such as
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harms of these drugs. Specific instances are outlined in the
attached comments. Additionally, a few errors in reporting
were identified.

We modified the text to make this clearer in the beginning

Public General In defining the scope of the Draft Report, the Agency has of the report
Commenter modified the scope of the Draft Report to include only those '
#5 (Jason patients with early RA. Given this targeted scope of the Draft
Spangler on Report, there are substantial differences in the body of
behalf of evidence and conclusions in comparison with the 2012
Amgen) Report, as such the Draft Report is only a partial update. The
Agency should be clear this is a partial update of the 2012
Report.
i ] Noted.
Public General Amgen looks forward to the Agency’s response and changes
Commenter to this important document to ensure the final version is
#5 (Jason accurate and appropriately addresses the evidence for the
Spangler on treatment of early RA patients.
behalf of
Amgen)
: . . - . Noted.
Public General Dear Reviewer, Amgen is providing you with referenced
Commenter information. If you would like a reprint of a reference, contact
#5 (Jason Amgen Medical Information. Please note that if you are a
Spangler on covered recipient as defined by the Affordable Care Act (ACA)
behalf of and Amgen provides you with the requested reprint(s),
Amgen) Amgen’s cost to obtain such reprint(s) may need to be
disclosed and reported in accordance with the requirements
under the ACA, state law and related disclosure obligations by
Amgen. If you are a non-covered recipient requesting
information on behalf of or the benefit of a covered recipient
(physician or teaching hospital), the same requirements may
apply.
Again, thank you for the opportunity to provide comments on
the draft report on “Drug Therapy for Early Rheumatoid
Arthritis in Adults: A Systematic Review Update.” Please
contact Jason Spangler or George Jaresko with any questions
regarding this submission or requests for further information.
Public General Currently, there is a lack of agreement on the definition of nggﬁ%?dgr aal?l%vee)’(&iﬁzgif e
Commenter early RA. As suggested by this draft review, most existing :
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#6 (Fang Sun studies reported outcomes for a mixed population including all
on behalf of stages of the disease. Due to the significant flaw in study
Merck) selection (see previous comments), the findings of this draft
review may not be generalizable to the early RA population.
We suggest PCORI adhere to the original scope of the 2012
report for this update, which would yield more helpful
information to guide RA management. It would be more
meaningful to include all stage RA patients in the review
because RA is a continuous disease.
Public General Biosimilars are a cost-effective treatment option that recently We appreciate this feedb_ack. Our report had stringent
: . . inclusion criteria for studies and our scope was for early
Commenter became available to RA patients. Patients, healthcare : :
. . ; ; : RA patients only. This should be a focus of future
#6 (Fang Sun providers, and payers need meaningful and timely information X
. AR studies.
on behalf of on the effectiveness and safety of biosimilars. In the case
Merck) where no study was identified that could meet the CER’s
stringent inclusion criteria, the authors should include other
information or studies for discussion or analysis. Filling the
knowledge gap on the effectiveness and safety of biosimilars
would make this review more valuable, useful to the public
and other stakeholders.
: . : Noted.
Public General Dear AHRQ Clinical Expert Panel:
commenter Genentech appreciates the opportunity to provide comments
#7 (Tom Innal . .
on the Agency for Healthcare and Quality (AHRQ) Systematic
on behalf of : ; . A
Genentech) Review for Drug Therapy in Early Rheumatoid Arthritis (RA).

We applaud AHRQ's efforts in facilitating an open source,
transparent process for providing this clinical source of
healthcare technologies from a broad set of stakeholders.

Genentech is committed to advancing the scientific
understanding of RA and pursuing the development of novel
therapies to help individuals diagnosed with this chronic and
debilitating disease. Early and appropriate treatment by
rheumatologists can help improve outcomes and prevent
unnecessary delay in determining appropriate drug regimens
for patients. Treatment decisions for patients with RA are
complex and personal. We support comparative effectiveness
tools that account for the needs of individual patients, facilitate
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