Primary Care Diagnhosis and

Management of
Rheumatoid Arthritis




Objectives
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e modifying antirheumatsi
orior to referra




RA Pathophysiology
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RA Pathology and
Clinical Manifestations

Normal Synovium

RA Synovium




ACR Criteria: Diagnosis of RA

AM STIFENESS (>1 h)
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Physical Examination
Rheumatoid Osteoarthritis




Physical Examination
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Laboratory and Radiology

— Rheumatoid factor: IgM against Fc of IgG
— Anti-cyclic citrullinated peptide (anti-CCP)

SR or CRP
B8C, electrolytes, creatinine




Serologic Factors in RA:
Anti-CCP and RF

Table 1 Diagnostic Value of RF and anti-CCP Data in the overall patient
population.

Autoantibodies RA Non-RA  Sensitivity  Specificity
(n=102) (n=98) (%) (%)

RF(>20U/ml) 56 11 95 89
High titer RF
(>50 U/ ml) 46 4 45 96

Anti-CCP 42 2 41 o8




Patients presenting with early arthritis
RA 102 non RA 98

!

Rheumatoid factor

RF >50 U/ml
45% of RA
4% of non RA

High Risk of developing RA

Anti-CCP
High risk of developing erosive disease -

Positive Negative
14% of RA

2% of non RA










Stages of RA

Intermediate



Poor Prognostic

Indicators
Earlier age at onset; female sex

Polyarticular synovitis
High titer rheumatoid factor and/or anti-CCF
levated ESR or CRP level

osions or cartilage loss on x-ray (in <
DR4
1ctional status
manifestations: rr




Rate of progression

« Up to 93% of patients with
<2 years of RA may have
radiographic abnormalities

* Erosions can be detected
by MRI within 4 months of
RA onset

* Rate of progression is
significantly more rapid In
the first year than in the

che HA f al. J Risumarol. 1989;16:585-591. second and third years

FM ot al. Ann Rheum Ms. 1598;57-350-35E.

I'll- DM &t al. J AMeomarol 1935.21732-1796.




DMARD Treatment:
The Earlier the Better

B Delayed treatmeni (median treatment lag time, 123 days; n =109)
 Early treatment {median treatment lag ime, 15 days; n=97)




Glucocorticoids

* Local injection: limited to a few joints
* Low-dose oral (<10 mg prednisone):
— “Bridge-therapy” until DMARD response

(polyarticular synovitis)

— Control of disease despite NSAIDs and
adequate trials of DMARDs

0ss of independence or employme
, Special events

20porosis). dose




NSAIDS

Reduce joint pain and swelling
orove function




Hidroxychloroquine

Sulfazalasine

Methotrexate

DMARD

200-400 mg
PO daily

2-3 grams
daily

7.5-25 mg
PO,SC or IM
Weekly

+

Folic acid
1 mg daily

Gl upset
Retinal
toxicity

Gl intolerance
Cytopenia
Rash

Oral ulcers
Red urine

Gl intolerance
Rash
Cytopenias
Oral ulcer
Alopecia
Hepatitis
Pneumonitis
Teratogenic

Fundoscopy
every 12
months

CBC every 2-
3 months

LFT, CBC
creatinine
monthly Xx 6 m
then every 2-3
months




Table 2. Recommendations for contraindications to starting or resuming therapy with nonbiologic and biologic disease-
modifving antirheumatic drugs in RA patients™®
Organ system and conlraindication ABA  Ant-THNEF o MIMN RIT
Infectiou: diseases and pnevmonitis
Acute zerious bacterial intection or infection, currently receiving X X -
antibiotics
Upper respiratory tract infection (presumed viral) with fever (=101°F) X X —
Monheeled infected skin ulcer X X -
Latent TB infection prior to initiation of latent TE initation X X -
treatment, or active TB disease prior to completing & standard
regimen of anti-TH therepvt
Active life-threatening fungal infection X X —
Active herpes-zoster viral infection X X -
Interstidial pneumonitis (due to BA or unknown cause] or clinically — — —
significant pulmonary fibrosis
Hematologic and oncologic
White blood cell count =Z,000/mm*# - - -
Platelet count =50,000/mm®* - - -
Myelodysplasia - - -
Treated lymphoproliferative disease of =5 years - X -
Cardiac
Moderate to severe heart failure (WMYHA IIT o1 IV] and left ventricular — x —
ejection fraction =50% &
Liver
Liver transaminase level 2 times the upper limit of normal — — —
Acute hepatitis B or C wiral infection X X X

Chronic hepatitis B viral infection. receiving therapvT
Child-Pugh class A# - - -
Child-Pugh class B or C X X

Chronic hepatitis I viral infection. not receiving therapy
Child-Pugh class A — —
Child-Pugh class B or C X X

Chronic hepatitis C viral infection. receiving therapy
Child-Pugh class A — — —
Child-Pugh class B or C X X *

Chronic hepatitis C wiral infection, not receiving therapy
Child-Pugh class A — —
Child-Pugh class B or C X X

Remnal
Creatinine clearance <30 ml/minute — — —
Meurologic
MMultiple sclerosis or other demyelinating disorder — X —
Pregnancy and breastfeeding
Plannirg for or current pregnancy — —
Breastfeeding - -




Hidroxychloroquine Liver Chronic Hepatitis B or C not receiving therapy
Childs-Pugh class B or C

Sulfazalasine Hematology  Plts < 50,000
Liver LFT elevation 2-folds the upper limit of normal
Acute hepatitis B or C
Chronic Hepatitis B or C /Childs-Pugh class B or C

Methotrexate ID Acute serious bacterial infection
Latent TB or active TB
Life threatening fungal infection
Active HSV infection
Interstitial Pneumonitis from RA or unknown cause
Clinical significant Pulmonary Fibrosis
Hematology WBC<3,000
Plts < 50,000
Myelodysplasia
Treated lymphoproliferative disease < 5 years
Liver LFT elevation 2-folds the upper limit of normal
Acute or Chronic hepatitis B or C regardless of Childs-
Pugh class
Pregnancy Teratogenic
Breastfeeding  Contraindicated
Saag et al. Arth Care & Research. 2008;6; 762-784



Diagnosad rheumatocsd arthritis

.

Im anticipation of possible future biologic therapoy:
Check tuberculosis and candida control skin tests
before placing on steroids or other DRAARDS_
EBaseline chest radhwagraph

y
Erosicns visible on radiograph?
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rAild disease hAoderate or severe diseass

;

Trial aof hydrooopchboroquine [Flaquenil), sulfasalazineg
tazulfidine), aor minccoyclne (MMinccing

‘

Adequate control of joint pain and saselling?

| no | v
= Trial of methotrexate,* 10 to 15 mg once per
Yeos week = hydrowechlorequine = sulfasalazine

|

adequate controd of jaint pain and swelling ?

s |

-
l Mo
Imcreasze dotage of methotrexate

20 mg orally onoe per veeek; at
25 mg, switch to SC or kA

'

Adequate contral of joent pain and swelling? -€———

rias |
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bAonitar dissase activitly every three o six monthe.

Annual radiographs

Sweitch from methatrexate to leflunamide
tarava) of azathioprine (lrmwran);

ov 2dd leflumomide or azathioprine 1o
methotrexated:

o 2dd a bictogic agent to methotrexate. ¥




RF negative
HCL/S

No structural damage

Low
RF positive
DAS 28 < 3.2 P SS7

Structural Damage

RF negative

No structural damage

8>3.2 to <5.1

Structural damage




Outcomes Measures

Ritchie index (assess tenderness)
Comprehensive swollen joint count (44 joints)

ESR
Patient global assessment
Remission: DAS < 1.6;
and severe F

‘ DAS with modifications to include 28-joi
ender and swollen joints

low disease activity: < 3.2;
moderate RA: > 3.2 and = 5.1;



Disease Activity Score (DAS 28)

Jaint Status - 28 Joint Count

Tanderness Swelling

& Joint Count TENZ2S I | S Joint Count SVw=28

€© ESR fafter 1 hour in mm) | | |

@ General Health ar patient's global assessment of disease activity
How active has your rhheurmatoid arhritis been during the last 7 days?"

highest activity possikble
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FPatient's assessment in mim
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esponse Criteria

Improvement (20%, 50%, or 70%) in tender/swollen
joint score AND 3 of 5 core set measures:

Patient global assessment

Physician global assessment

Patient pain

HAQ
Acute-phase reactants (ESR, CRP)

3 groups of patients based on DAS/DAS28 resg
criteria:
Good responders

Patients with > 1.2 improvement
DAS/DAS28 AND DAS endpoint < 2.4
endpoint < 3.2




ACR Criteria for Remission

Five of the following must be present x 2
AM stiffness < 15 min

1t pain by hx
In or tenderness on r




MTX Is our best anchor drug

ACR20 [ACR50 |ACR70 |[HAQ
12 m

N~
e~ =




tudy (RA Duration)

More Studies

Interventions

Sequential monotherapy
(MTX)

Step-up combination
therapy (MTX)
Combination therapy
(MTX, SSZ) + high-dose
prednisone

Combination therapy
(MTX) + infliximab

Remission/
Radiographic Outcomes

At 1y, 32% of all patients had clinica
remission (DAS44 < 1.6), with no
differences between treatment grc
At 1y, significantly more patients
combination therapy groups (8

93%:; both P < 0.01) had no

of radiographic joint dame

step-up (73%) or seque

groups (67%).




SWEFOT: Triple DMARD vs MTX + anti-TNF

MTX monotherapy
ERA (~20 mg/wk)
ms <1 Krn 3-4m
Nu uthar DMA

DAS28 >3.2 ; .

MTX + SSZ + HCQ (& CsA); n=130 .

Sr:rnaninQ | 12m 24 rrll
ndomization 1 endpoint: % pts
DAS28 >3.2 with EULAR Good
(n=258/48T7) response
Pt disposition
B MTX responders * 30% pts responded to the
@ MTX intolerance initial 3—4-month trial of MTX

B Other disease us@.8% monotherapy (DAS28 <3.2)
W Other

EAmA : - * At 12 m, 75% maintained a
o AmB : low disease activity

van Vollenhoven, et al. EULAR Paris 2008, LB0001; ibid, OP0043



SWEFOT Trial: Early RA (ERA) Patient -
Outcomes in Initial MTX Responders

N=487 with ERA (symptom duration < 1 year) for SWEFOT trial

All started MTX with rapid dose escalation to 20 mg/week
ter 3-4 months, 144 patients with DAS28<3.2 continued on MTX & did not enter cor

ion of SWEFOT trial

6 months

9 months

12 months

DAS28 values (mean £+ SEM)

2.4 +0.09*

2.43 £0.12*

2.53 +0.10*

% patients with DAS28 < 3.2

87%*

79%*

75%*

% patients with DAS28 < 2.6

61%*

59%*

60%*

*p<0.001, compared with all other patients in SWEFOT trial analyzed as one group,

including those intolerant to MTX




SWEFOT Trial: Addition of DMARDSs vs. anti-TNF
herapy in ERA Patients who Failed Initial MTX Therap

Sulfasalazine 1000 mg BID + hydroxychloroquine 400 mg QD (n=130)
Infliximab 3 mg/kg/infusion given at 0, 2, 6 weeks, then q 8 wks (n=128

AR Good Response at 12 Months ACR Responses at 12 Months

13

o —m= l

ArmA Arm B ACR20 ACRS50 ACR70

10




Studies on their way

(RA Duration)

Interventions

Init MTX/ETN

Init Triple DMARD
Step-up MTX/ETN
Step-up Triple DMARD

Remission/

Radiographic
Outcomes

At 6 m, 28% of pt ac
remission on MT
at 6m response
initial aggre
compare




A Clinic Pharmacogenetic Model to Predict the
Efficacy of Methotrexate Monotherapy iIn
Recent Onset Rheumatoid Arthritis

Non genetic model:

— Smoking
Female
Positive RF
at baseline




Pharmacogenetics
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Pharmacogenetic model

MNon-genetic model

I-specificity




Summary

now the clinical and lab findings of RA
RF is not equal to RA
thotrexate is our best anchor drug.
an start therapy before referral.
e to severe RA will likely require
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