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23coUld talk about
o NNEVAnSIghisnerautoimmunity and

noplosis

iorrlle selof ANA testing

Osteoporosis
TThe'many new: biologics coming down
the pipeline.




. )

renviliftalik about

L -
o appreachithe problem of painful

4

[110S;

ByAERLR andltreat rheumatoid
arthritis early?
TNE Inhibiters in Rheumatoid Arthritis
(RA)
Are cox 2 selective inhibitors an
advantage over less selective NSAIDs?
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first case

- -

N SvioMWomeniisseen; for 8 weeks of

HanERENENGoL pain. She is otherwise
healthiyy 1igs 2 children ages 1 and 4.

She'takesio medicines, has had an
appendectomy in the past, and is
currentliy working part-time in her
husband’s computer business as a book
keeper.




ShuaiEreoRsSet of pain was
SISherhinks her hands might swell in
IEMINERES SHE NotES HEr rings are tight.

I @

SHENMIGNINOE mere tired than usual and Is

SUrpHsEaNnaishens S pounds lighter than
she thought she weighed. She denies a rash,
cankers, chest pain, bowel changes,
Raynauds, back pain, paresthesias,
weakness. She Is sexually active with her

husband. She had no preceeding iliness.
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determine your pretest

/ efidisease Is a physical

=

exam
thls isitrue of ALL rheum diseases
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@ IGOKTOr on exam
-

- Hsyliithe JG l ; (r EIVE, muscle, bursa, tendons, bone,

SOlIRISSUE)
| [

ch JOJH S ? (polyariicular, pauciarticular, monoarticular)

Doe iine ide the spine?
IS there evidence of synovitis or bony
enlargement o5 not sure?

Are there clues from other parts of the
exam?
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resis,PeEudogout

2AUCIECHIEIR= psoriatic,
lyme IBDFRESEACtIVE

Polyarticular = RA, SLE,
DM, PV, SSEl; ehronic gout

Spinal - ank spond,
psoriatic arthritis, reactive
arthritis

Degenerative

Vienoarticular - traumatic
@)W RAVANIS)

Pauciarticular - OA of the
hip, knee

Polyarticular - nodal OA,
hemochromatosis, cartilage
issues

Spinal - DDD, facet
arthropathy, DISH




al (1
Sk NG subcutaneous nodules
\onme Jllmc ; ealt; albbdomen, LN, thyroid,

ne Grrjge am

Joint.exam shows mild synovitis of the MCP
and PIP jeints of the hand, the wrists and the
MTPs of the feet.

Therefore, she has a symmetrical,
iInflammatory polyarthritis.
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eldifferential of early
ESYAGVItIS?
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Review of Early RA:
Differential Diagnosis

Viral arthritis
— B-19 parvovirus, rubella, hepatitis C
Lyme arthritis
Reactive arthritis
— eg, postinfective: throat, gut, sexually acquired
Seronegative spondyloarthropathy

— eg, psoriatic, ankylosing spondylitis, inflammatory bowel
disease

Connective tissue disease

— eg, systemic lupus erythematosus (SLE), scleroderma,
inflammatory osteoarthritis (OA)

Regional pain syndrome/soft tissue RA

Brewer EJ Jr, et al. Arthritis Rheum. 1977;20(suppl):195-199.

Clinical Guidelines for RA. Scottish Intercollegiate Guidelines Network (SIGN).
Available at: http://www.sign.ac.uk/guidelines/fulltext/48/index.html.
Accessed November 2003.
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Review of Early RA:
Differential Diagnosis (cont’d)

Polymyalgia rheumatica

Polyarticular gout

Fibromyalgia

Pseudogout (chondrocalcinosis; calcium

pyrophosphate dihydrate crystal deposition) and
other crystal-induced arthropathies

Medical conditions presenting with arthropathy

— eg, sarcoidosis, thyroid disease, infective endocarditis,
hemochromatosis, diabetic cheiroarthropathy,
paraneoplastic syndromes, multiple myeloma

Clinical Guidelines for RA. SIGN. Available at: http://www.sign.ac.uk/guidelines/fulltext/
48/index.html. Accessed November 2003.




i OVWACEIINO U be sure this is

~A amd not ar Other prOCeSS?
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cerRACyGCliceitrullinated peptide)
ESR, CRP?

Rheumatelogy: consult?

Time?




ier early RA

JIVINEES /'“ IgA RF 63%, CCP 56%
AMOVI'RF 82%, IgA RF 90%, CCP >90%

Combit AUPINIESE at spec 96%
CCPR+2% blood donoers but not elderly

Together, IgvVi'RE and CCP: predict more serious
disease defined by erosions and by disability. No pt
with all three markers had remission at 8yrs.

Bas Anti-cyclic citrullinated peptide antibodies, IgM and IgA rheumatoid factors in the
diagnosis and prognosis of rheuamtoid arthritis Rheumatology 2003;42:677-680




- B CCPapigee Jgn 2y e found in early
- diseaseN60-70%) withia spec with second
EUERINESES 01195-98%. IgM RF may be

PoSIVEBWIth less, specificity.
Viay precede the develepment of disease.

93% +CCPR pts with UDPA progressed to RA
while only' 25%, off CCP- pt prog.




Diagnostic Criteria for Early RA

A set of 7 diagnostic criteria for early
RA have been proposed that may
distinguish between self-limiting
arthritis and persistent erosive and
nonerosive arthritis

— Symptom duration at first visit — IgM-RF positivity
— Morning stiffness =1 hour — Anti-CCP positivity
— Atrthritis in 23 joints — Erosions on

— Bilateral compression pain in radiographs of the
metatarsophalangeal (MTP) hands or feet
joints

Visser H, et al. Arthritis Rheum. 2002;46:357-365.




SEERRERsyStemifor early
SYIIGVIUS
-

SV INONIISE=6WRS=6110)

SYIOVIUSE=GNTION!

2.49 OR score 2
9.49 3

1.96

1.73

1.65

2.99

4.58

2.75

| rir
Nrigllils > & Jelnie]geltjes
BilateralWiRicompression
IgMIRE >5 U
Anti-CCP >92'|U
Erosionsi on hand oxfoot film




andprobanility of
iMimited synovitis

-

7/ = .80
8= .87
Oi=102
10=.95
M= .o
12 = .98
13 =.99
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-~ Jmel d ratios

- N wnﬁ ~\(f
NI =N ESEIS lspec
Rresiesiodds = prev/1-prev

Posi-test'prob'= post-test odds/(post-
test odds + 1)




| LR effect on post-

it 0f0)0)= ollities

 Pretest
probability

-




MEVAIERCEANANER on post
Sterenability
-

Pre-test prob LR+ 12
 Pos

-




— AGIGIRE

_| '_' cjel =l _)J\/Jr | D (disease modifying drug)

AddisrEdnisene
See a consultant




wierddia that early
SReENnElfits RA?

OBIRA trial - S5Z Vs highidose pred plus SSZ and MTX
owad Ife radm rarlulr gic lbenelit after 5 years despite

lzigeliglicell ggnleiie
= etanencept va MITX which we will review later

Fin-RAGB)= &tenped down combination tx with SSZ, MTX,
Prednisone and HCQ vs menotherapy with MTX.

All'stiggest awindow: of opportunity to treat RA and
diminish radiegraphic damage

Landewe RB COBRA combination therapy in patients with early rheumatoid arthritis: long-
term structural benefit of a brief intervention A&R 2002;46:347-56

Bathon JM A comparison of etanercept and methotrexate in patients with early rheumatoid
arthritis NEJM 2000;343:1586-93

Mottonen T Comparison of combination therapy with single-drug therapy in early rheumatoid
arthritis:a randomized trial. FInRACo trial group Lancet 1999;353:1568-73




ACR 20/ 50/-70 Response Criteria
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A 2075, 507, 0¥ 0% Improyement in:




Sharp Scores

Joint space narrowing (JSN) scores

A .

Total Sharp score




ring Method
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2 joingg ayaliviiad 4 joinis evaluated
JSN seale: 0 = nojimall
1 = fleeall o dioulpiiiull
2 = > 50% of origjinall spaee left -
3 = < 50% of joini spaee o sulbluxation "

=rusions secala I = disecrata
2—i = dagyznding on
surfaca ar22 j

. 1 5 = complaia coll:
4. = bony ankylesis o luxation) F

van der Heijde DN Baillizre’s Clin Rhzuimatsl, 1996510435133,




ssessment Questionnair:
e HAQ)

| Widely accepted, validated, rheumatology-specific instrument

=~ to assess physical function in RA
{

mean decrease of at least (.22

HAQ Disability Index (HAQ-DI)
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NREMISSIeRIacnieved inf24.7% of pts on
‘comeatenitherapy vs 11.2% of pts on

SSZ aleneratter 1 year. (24/97 vs 11/98)
At year 2, 37% remission vs 18.4%.

Suggests that early aggressive
treatment increases the chance of
remission.
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- Whopked et a "Yer down study of SSZ,
S Vipkgidierednisone vs SSZ alone.

ANefzlln), 2l .o.gh the clinical differences

PEWEEHNMIE groups was unchanged at
year, there was a large difference in
erosive scores in favor of combination
therapy.




ACR Recommendations:
Early Aggressive Treatment of RA

“Successful treatment to limit joint damage and functional loss requires early
diagnosis and timely initiation of disease-modifying agents. The goal of
treatment is to arrest the disease and achieve remission.”’
American College of Rheumatology (ACR)
Ad Hoc Committee on Clinical Guidelines

Disease
onset

RS 50% to 70% of patients have

il b radiographic damage within the

first 2 years of disease onset23

1. ACR Subcommittee on Rheumatoid Arthritis Guidelines. Arthritis Rheum. 2002;46:341.
2. van der Heijde DMFM. Br J Rheumatol. 1995;34(suppl 2):74-78.
3. Sundy JS, St. Clair EW. J Musculoskeletal Med. 2002;19:395-403.




Joint Erosions Occur Early in RA
7T | : | —

Up to 93% ofi patients with
< 2 years of RA may have radiog

abnormalities

Rate of progression is significan
more rapid in the first year than
second and third years

Radiographic changes in the fee
Important indicators of disease
progression in RA




Treatment: The Earlier, the Better

ACR-20 response criteria from 14 randomized,
controlled trials of second-line drugs/devices; N=1435

Endpoint: To determine relationship between disease
duration and response to treatment

Disease duration | <1y | 1-2y 2-5y 5-10y >10y

ACR-20
response rates*® 53% | 43% 44% 38% 35%

« Uniform decline in ACR response with greater disease
duration

* Multivariate analysis showed disease duration had the
strongest impact on patient response to treatment
(odds ratio=0.97 t0.0.98 per year)

*ACR response rates in patients receiving active treatment.
Anderson JJ, et al. Arthritis Rheum. 2000;43:22-29.




Review of Early RA: Correlation
Between Disability and Radiographs
* Correlations between the HAQ and DAS were significant at 0, 3,
and 6 years but not at 9 years

* Correlations between the HAQ and Sharp score were significant
and higher at 6 and 9 years than at zero and 3 years

DAS

—— Sharp score
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0 3 6

Time of HAQ score (y)
378 patients with early RA (<1 y)

Welsing PM, et al. Arthritis Rheum. 2001;44:2012.




Review of Early RA: Correlation
Between Disability and Radiographs

e DAS correlated strongly with HAQ throughout disease
duration

* Sharp score correlated weakly with HAQ at study start
but strongly after 12 years

*
.

DAS
—— Sharp score
-#-SJC

-@- Ritchie articular
index for tender
joints
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6

Time of HAQ score (y)
132 women (aged 20-50 years) with early RA

DAS=disease activity score.

*P<0.001.

TP<0.05.

Drossaers-Bakker KW, et al. Arthritis Rheum. 1999;42:1854-1860.
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Adapted from Kirwan Ji J Rizwmatol, 2001523:331-836.




Structural Damage and Disability Progresses
Even Though Signs (SJC) Improve

Mean SJC
-4 Mean Larsen
%= Mean HAQ

7
[
o Q
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I Q
c =
5 -
s 2
w
o
=

Time (y)

Leirisalo-Repo M, et al. Presented at: ACR 63rd Annual Scientific Meeting;
November 1999; Boston, Mass.




Treatment: The Earlier, the Better

ACR-20 response criteria from 14 randomized,
controlled trials of second-line drugs/devices; N=1435

Endpoint: To determine relationship between disease
duration and response to treatment

Disease duration | <1y | 1-2y 2-5y 5-10y >10y

ACR-20
response rates” 93% | 43% 44% 38% 35%

« Uniform decline in ACR response with greater disease
duration

* Multivariate analysis showed disease duration had the
strongest impact on patient response to treatment
(odds ratio=0.97 t0.0.98 per year)

*ACR response rates in patients receiving active treatment.
Anderson JJ, et al. Arthritis Rheum. 2000;43:22-29.




S rhere 2l wa t@ predlct a bad

heugh presence of RF, high
delvity, physical disability,
radlographlc damage at

on

SEZISE
FZ clple
0)| r\f F' I‘JQf
IHOWEVEr; rIy reatment may negate some

of these negative features.

Most rhetmatoelogists now: feel that early
treatment with a DMARD is warrented early,

rather than late.
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NEWERAIGS, for RA
-
B [erfldlnslzle L&RLHJJ = chimeric monoclonal Ab

STC&‘I)F nbrel) = soluble receptor

AC El]ff]LJHJc 0 -(Humlra) - monoclonal Ab to TNF
Anakinerar (Kineret) - IL 1 receptor antagonist
Leflunimide (Arava) = a pyrimidine antagonist
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sMlINhrais\VWithr Traditional DMAR

Changes"m Total Sharp

Estimated Y earyETroyression
ge at ERdIPoINt 3.

LER 4 10) V1 OAG LEK g 10) SNV vl
Study VTS Study JHUMIN?

A CHVEWE RSO LERVS L. = 0,005
EF = leflungmide; WTX = methylirecaie; P50 = ylacehy; 337 = sulfagalazine
Steand V, et all Areir Lugern ddzd. 19995139:235.42-2330; 2. Smelen J3, ot all Lapcas, 19993333:239-200;

2B=2F s UG =01S

L
L.
3. Emery P, et al, feuusatolosy. 2000539:6335-963,




ACR Respone Rates: Traditional DIMAI

-'fU_.}:J:J'F/‘:/J'J‘:J‘:J'J':J_SIL_J'_._J‘_/'J‘:/J'J'SJ'I‘:/

PBO LEF MTX
(n=118) (ni=182) (n=182)
26 5% 467

34" 23"

20) 9




 of Triple Therapy in RA

B MTX +HCQ
B MTX -+ HCQ-

P=1.005
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O DA YR, &k 3. Anidpsrizes Ritenmnn. 200246 A GA-1179.
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o WEenyElfeclivei=iiave revolutionized

treatmentor this disease. Remarkably
apPIGNESPLNSE iates in early and late

dises SESH
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Synovium

Osteoclast

Production of metalloproteinases and
other effector molecules

Migration of polymorphonuclear cells

T —




TNF-a Inhibitors

Anti-TNF-a mAbs Fusion Protein

* Infliximab » Etanercept
—  Chimeric (human/murine) — Dimeric soluble form of the p75 TNF

IgG1 monoclonal antibody receptor
Binds to soluble, transmembrane- — Binds to TNF-a and LT-a
bound, and receptor-bound forms — Does not lyse cells expressing TNF-a
of TNF-a
Does not bind TNF-g (LT-a)
Lyses cells expressing TNF-a

« Adalimumab
—  Fully human IgG1 monoclonal

antibody
Binds to soluble, transmembrane-
bound, and receptor-bound forms
of TNF-a
Binds to TNF-a
Does not bind LT-a
Lyses cells expressing TNF-a

LT-a=lymphotoxin-a

Remicade [package insert]. Malvern, Pa: Centocor, Inc; 2002.

Enbrel [package insert]. Thousands Oaks, Calif: Wyeth and Amgen Inc; 2002.
Humira [package insert]. Abbott Park, lll: Abbott Laboratories; 2002.




The ACR Criteria

* Improvement is denoted as ACR-20, ACR-50, or
ACR-70, reflecting an improvement to the 20%,
50%, or 70% level of tender joint counts (TJCs) and
swollen joint counts (SJCs) plus improvement in 3 of
the following:

— Patient assessment of disease activity
— Physician assessment of disease activity
— ESR

— Pain scale

— Functional questionnaire

“The ACR success criteria (20, 50, 70) require that

the patient complete the trial and the patient meet
ACR responder at the end of the trial”

Johns Hopkins Arthritis Education Guideline. Available at: http://www.hopkins-arthritis.
som.jhmi.edu/edu/acr/acr.htmi#class_rheum. Accessed August 2003.




2pt Vionotiherapy:
2 [Rates at 24 Weeks

[ Placebo
H Etanercept 24

@ -1
ACR-20

<0.001; fP <000 TP < U3
MJI eland LW, et al, Aun Intern Med, 1999;130:.473—136.




REMCEPENCT amg
Yea

Total'Sharp Joint ¥ryiion

< D.UUS

3}
=
©
—(
3]
w0y m
Y

¥

amy
-y
-
Sy
Lz
=5 )

=)
-—
-y
o=
@)

Bathon JM, et all NV Engl J Med. 2000;343: 13361393,

Sharp Score

JSN
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SO JrEaﬂy RA: Patients With

sEliogression Over 2 Yea
' W 120 me

Lpht A fr) =

B O Gianerceni 20
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Total Hharp yeore Erosion yeore

*P=0,02; tP=0.01; TP =13
Genovese MC, et al. Arthritis Rirewin. 2002;5.46: LL43-1.{50,
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ERA: Change in Total Sharp
Scores Through 2 Years

Etanercept ERA Study

— MTX 20 mg
— Etanercept 25 mg

—
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Blinded Open-label

Bathon JM, et al. N Engl J Med. 2000;343:1586-1593.
Genovese MC, et al. Arthritis Rheum. 2002;46:1443-1450.




ERA: ACR Responses Through
12, 24, and 48 Months

Etanercept ERA Study 2-Year Extension
P=0.005

2% 78%|ACR-20
P=NS

48%

Patients (%)

—
29%

-# Etanercept 25 mg
- MTX

' ///I
18 24 48

Months
Etan n=207 n=152 n=NA

MTX n=217
L | I

Blinded Open-label

*P<0.05.

Bathon JM, et al. N Engl J Med. 2000;343:1586-1593.

Genovese MC, et al. Arthritis Rheum. 2002;46:1443-1450.

Genovese MC, et al. Presented at: EULAR 2003; June 18-21, 2003; Lisbon, Portugal.




%r esiinto your office with
and pain and deformity.
"oreJ i aths symptoms have been

pre SRNeIRYearsTwith gradual
worsening| disfigurement. He has come
In today ecause his friend Maude
takes Celebrex for her arthritis and is
very pleased with the results. He wants

to give it a try.




WhHEIRVIERGIraltnitis does he
1EVE
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- |_Neuiean Sk ere guestions. ...
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- %
s t ‘r"ﬂ’h osteoarthritis, a
oLl e ressmg PENY enlargement
“- zlple rlérorr at_;,on ofithe PIP and DIP

jeIntsEgirtsually improves with
Increasing deformity, but disability gets
worse. No DIMARD exists for this type
(or any type) or osteoarthritis.
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e NSAIDs

0,0 B'extra)
Meloxican (Mobic)




DENCHXIZISPECIIC drugs add

geVantage 7
- ‘
tterantisinflammatory drugs?

[

Do theyaezly less cardiovascular effect

OnviCEUiprEssure?
Do theyadave less renal adverse effect?
Do they’elfect platelets?

Do they haverless gastrointestinal
effect?




Vielenie 15 BIRImproving
toxicl [/ rem IN 3/ DS - baseline risk

2-27) O year

R

L Niheseochian e iewsiconclude that only
JuproJre Withr tradienalinonselective Cox

_ EISican decrease both endoscopic and
nicalAimpoertant wlceration.

IHOWEVENR,1901h celecoxib and roficoxib have
PEeen shewn| to decrease endoscopic as well

as clinically important Gl adverse events.

Celebrex trial (CLASS) JAMA 284:1247-1255; 2000
Vioxx trial (VIGOR) NEJM 343:1520-1528; 2000
Cochrane collaboration




WIEER iral andithe CLASS trial
N W)R BWYiOxx in pts withi RA over age
g -

230-9)0),
CLASS=Celebrex in OA and RA age
=18,

Outcomes - clinically relevant Gl events
- bleeds, perforation, obstruction, ulcer.




N WIGOR=E000iptsiwith RA randomized to
N ERTeEyH(I000mE) Vs Vioxx (50mg). 9 mon F/U.
' jEEiH'F lIZECNREIdEnce rates ofi 2.1 vs 4.5 for a RR of
0.0 IR

] F2l O e 'oxx. 78 events vs 414.

CLASS - >8 OO ptsiwithi OA and RA over 18yo
randemized to celecoxib (600mg) vs diclofenac
(150m@) erikuprefen (2400mg) for up to 6 mon.
Annualized incident rates 1.4% vs 2.91% for a RR
reduction of 0.59. 32 vs 51 (26% RA; 25% ASA)

In pts on ASA with Celebrex the rate was 4.70%
vs 6.00% p=.49




I Nhsreasennaieiof i especially within 3
S mentsieRstating the drug - shown only
WitRVAEx*A(andsstillicontroversial)

and....

Addition ot ASA In appropriate pts may
negate this effect, but ASA reduces the
benefit of the selective Cox 2 inhibition.
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EWIGOR andICLASS data, the
gVeragengskiplwoelld need to be 76 for

rofecoxbrand 81 for celecoxib to be

cost effective at the Can$50.000/QALY

[For'pts withr prior gastric event (not
dyspepsia) both agents are cost
effective when compared to NSAIDS
with a ppi.

Maetzel A The cost effectiveness of rofecoxib and celecoxib in patinets with osteoarthritis or rheumatoid
arthritis Arth Care and Research 49:283-292; 2003




s?a clinical diagnosis
ireNEhs second
'i@gmem o early RA is beneficial

JeWerselective meds in RA are very
effective.”
Trreatment withi Cox 2 specific drugs

may not be better than less expensive
non-selective Cox inhibitors in the usual

pt.




| -~
VIEVANEIEXCUSED NOW... My

Norainisiiulls. . ..
L




