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_ 2015 RA Treatment
2014 it's Recommendations
Boston!

W ACR/ARHP ANNUAL MEETING

The DRAFT
New ACR Recommendations for the Management of RA

Sunday, November 16, 2014

Jasvinder Singh, MD, MPH - University of Alabama at Birmingham

Rationale for Evidence-Based
Clinical Practice Recommendations

+ Summarize efficacy and safety considerations for
busy clinicians

« Are advisory, NOT proscriptive

« May help to improve health care

« Should be based on evidence and created using a
formal process (e.g., GRADE)

Overview

+ Timeline and Process
« Guideline development process: GRADE method
= Topics covered
« Timeline and panel composition

+ DRAFT 2015 ACR RA guidelines
* Recornmendations
+ Level of evidence

» The future

Updates to ACR Guideline
Development Process

* New collaborations and infrastructure within ACR

* GRADE instead of RAND-UCLA
« PICO questions instead of scenarios
» Use REVman software for comprehensive data
« abstraction and analysis
» Voting process changes: GOAL was consensus

+ Transparency
» Online public comment period for project plan

» Disclosures, evidence/SOF tables, final paper

2015 RA Guideline
New Domains and Topics

» Expanded list of therapies - DMARDs
(traditional) ; biologics; tofacitinib
» New safety considerations
(prior serious infection, vaccination)
» Incorporated glucocorticoids
» Treat-to-target strategies
* How to taper off therapy

2015 RA Guideline
Progress and Timeline

Spring/ October November  Early Spring
Summer 2014 2014 2014 2015 2015
Literature review Voting panel ACR and journal

face-to-face meeting review process

Presentation of draft
recommendations
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Examples of Previous RA Treatment
Recommendations/Guidelines

~ ACR 1996: Monitoring of Drug Therapy, R4 management

« ACR 2002: RA Management

« ACR 2008: RA Management, Monitoring of Drug therapy

= British Society of Rheumatology 2005: TNF o -Blockers

- [talian Society for Rheumatology 2006: TNF o -Blockers

= French Society of Rheumatology 20086. TNF a -Blockers

- Service de rhumalologie, France 2008: MTX, non-
pharmacological Rx

= EULAR 2010: RA management

= ACR 2012: RA Management

= EULAR 2013: RA management

Priniciples for 2015 RA guidelines
 Focus on common patients, not exceptional cases

« Optimal dose of medication given tor 3 months
before therapy escalation or switching

» Disease activity measurement using one of ACR
recommended measures should be performedin a
majority of encounters for individuals with RA

+ Panel considered cost as one of many possible
conditions to recommendations; however, explicit
cost-effectiveness analyses not conducted

Principles for 2015 RA guidelines

+ MTX is initial therapy in most RA patients

* Mono-DMARD therapy = most often MTX, but could
also be $SZ, HCQ, or LEF

+ All patients with RA should see rheumatologist
+ GC treatment should be limited to “lowest effective

dose for shortest possible time” to provide best
henefit-risk ratio for patient

Principles for 2015 RA guidelines

+If a patient is doing well and their RA is under
control, switching from one therapy to another
should be done only at discretion of treating
physician in consultation with patient. Arbitrary
swifching between therapies should not be done.

» Functional status assessment using a
standardized, validated measure should be
performed routinely for RA patients - at least
once per year, but more frequently if RA is active.

2015 RA Treatment
Recommendations

2015 Recommendations:
Goals of RA Therapy

» Strongly recommend using a treat-to-target strategy
rather than a non-targeted approach in
* Early RA
« Established RA

+ |deal target should be low disease activity or
remission, determined by the clinician and patient
= In some cases, another target may be chosen because of
risk tolerance, comorbidities, etc.

11




Early RA B Purple=Strong Reco

h Black=Conditional Reco
Na i ve Early
RA

Low disease Moderate or high
activity Disease activity

DMARD monotherapy DMARD monotherapy

Flare
DMARD-
failure,
Moderate or
High disease
activity

Flare

short-term glucocorticoids

Flare

Combination traditional DMARDs or Add low-dose
TNFi +/- MTX or glucocorticoids
Non-TNF biologic+/-MTX

DMARD-failure+
tailed TNFi or non-
TNF biologic,
moderate or high
disease activityx

| £See next algorithm: established RA }

Purple=Strong Reco
Black=Conditional Reco

Established RA

DMARD-

Naive
established
RA

Low disease activity Moderate/high disease activity

DMARD monotherapy DMARD Tﬂ?m" most

W i
DMARD-
Failurex
Established
RA

(DMARD failure) (DMARD failure)

xConsider adding low-dose glucocorticoids:
Consider using short-term glucocorticoids for flares

Combination traditional DMARDS or
TNFi+ /-MTX* or
Non-TNF biologict+ /-MTX% or
Tofacitinib+MTX

(Single TNFi fW Nﬂde non-TNF biologic failure)

Non-TNF biologic+ /-MTX | (Multiple TNFi failure) | Non-TNF biologict /-MTX

Another Non-TNF biologict /-MTX

TNFi+/-MTX Tofacitinib+ /-MTX
J (Dual failure: TNFi and non-TNF biologic failure!l lmultile non-TNF biologic failure)
Another Non-TNF biologic+/-MTX Tofacitinib+ /-MTX
Tofacitinib+ /-MTX TNFi+/-MTX (in TNFina i ve)
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Clinical Scenario

» 33 yo female patient with RA x 5 years, who had been
stable on subcutaneous methotrexate 25 mg aweek
therapy x 3 vears, presents with worsening joint pain and
swelling x 3-months.

« On examination, she has
» 10 tender and 12 swollen joints

= X-rays 3 years ago showed 3 erosions in MCPs, that have
not progressed in last 3 years

RA patients with Past fueie-Strons Reco
Treated Malignancy

Previously treated or untreated . Combination DMARD or non-

non-melanoma skin cancer TNF biologic over TNFi
Previously treated or untreated
melanom: skin cancer * TNFi over tofacitinib

» Combination DMARD or non-
Previously treated TNF biologic (abatacept,
lymphoproliferative disorder tocilizumab or rituximab) over

TNFi

Previously treated solid organ - Same therapy as in patients
malignancy Without this condition

Conditional recommendations supported by low level evidence are largely based
upan expert opinion and clinical experience

RA patients with Hepatitis B/C s Conitiora rovo

Active Hepatitis B infection and
Receiving effective antiviral
treatment

DMARD, TNFi, non-TNF
biologic or tofacitinib

Hepatitis C infection and
receiving
Effective antiviral treatment

DMARD, TNFi, non-TNF
biologic or tofacitinib

Strong recommendation were largely based upon the American
Association for the study of liver diseases, cases series and clinical
experience

RA patients with Congestive Heart NYHA
Class lll/IV

Combination DMARDs or non-

Established RA and CHF TNF biologics or tofacitinib
over TNFi

Established RA and CHF Combination DMARDs or non-

worsening on current TNFi TNF biologic or tofacitinib

therapy over another TNFi

Conditional recommendations supported by clinical experience and
FDA safety warning with TNFi

RA patients with
Previous Serious Infection

Combination DMARD over TNFi Rituximab over TNFi

Abatacept over TNFi Tocilizumab over TNFi

Conditional recommendations supported by low level evidence are largely based
upon expert opinion and clinical experience

Clinical Scenario

+ 54 yo patient with 5-year history of DM, hospitalized
with bacterial sepsis (SIRS) 1-year ago treated with IV
antibiotics, who was recently diagnosed with RA by
her MD, presents with 15 swollen and 15 tender
joints.

+ Radiographs show extensive erosions in MCPs,
wrists and early erosions in MTPs. Acute
inflammatory markers are high.

« She is currently tapering glucocorticoids prescribed
by her primary care doctor.
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Clinical Scenario: Recommendation

» Appropriate treatment options per the
guidelines would include:

1. Combination DMARD therapy
2. TNFi

3. Abatacept

4. Rituximab

5. Tofacitinib

6. Any of the above

Live attenuated Vaccines
in RA Patients on Biologics

- |deally, patients aged>>=50 yrs should receive herpes
zoster vaccine before biologic therapy (FDA approved for
age 50+, although CDC rec is for 60+)

« Early and established RA, currently on biologics
= Do not use live attenuated vaccines such as herpes
zoster (shingles) vaccine (Conditional
recommendation; b/c no data specific to early RA, but
safety warning)

Conditional recommendations supported by low level evidence are largely based
ipon CDC recommendations, safety waming, expert opinion and clinical experience

Tapering Therapy: Established RA

Taper traditional DMARD therapy,
TNFi, non-TNF biologic or
Tofacitinib (Conditional
Recommendation)

Continuing traditional DMARD
therapy, TNFi, non-=TNF biologic
or tofacitinib

Do not discontinue all
therapies

Strong recommendation based on clinical experience that anly a very small minority of
patients are able to discontinue all therapies: Conditional recommendations supported
by low level evidence are largely based upon expert opinion and clinical experience

Conclusions

» 2015 RA recommendations incorporate
evidence and utilized a formal group process
» Reference guide for busy clinicians
+ |[dentify gaps in evidence
» Provide a frame-work for future efforts

» ACR membership needs to remain proactive
to avoid being on the receiving end of
defining what is good quality in
rheumatology

Research Agenda

+ What role will biosimiars pay in the management of
RA?

» What to do when pt has mod/high disease activity,
single TNFi-IR and is on MTX-should the pt take
another TNFi+MTX or a non-TNF biologic+MTX?

- Is it safer to use TNFi or tofacitinib in established RA
patients with moderate/high disease activity, with
previously treated lvmphoproliferative disorder?

Possible topics for future RA
guidelines

» Use of DMARDSs, biologics in RA patients during
pregnancy and breastfeeding periods

» Treatment of RA patients with extra-articular
manifestations, such as interstitial lung disease
and others

+ DMARDSs/biologics in perioperative period

« Biomarker tests

+ Biosimilars
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