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- Reduced development and
numbers of naive B cells

- Decreased diversity of 8 cel
repertoires and B cell response

Macrophage
- Defective phagocytrosis
- Decreased cytekine
production,
antigen presentation

to new antigens and superoxide anion

production

Nk':dce“d o Neutrophils
-Recuced cytolytic potentidl - _ nacreased phagocytosis
:::l’swl expression in NKT chemotaxis and apoptosis

func
- Decreased cytokine and ShLS
chemokine production
. ~ Dendritic cell
T lymphocyte - Recuced IFN production and
- Reduced development and expression of CD2S and ICAM-1 in
numbers of naive CD4'/CD8" T cells mature MODCs

- Decline in CD4* function and in
CD8 T cell ytotoxiaty+proliteration
- Reduced generation of Th subsets

- Reduction in lymphocyte cytatoxicity

and greater migratory capacity of
monacyte-macrophage derived APCs

Along with age increasing, the immune system undergoes a gradual process of remodeling

Cancers 2018, 10, 211; doi:10.3390/ cancers 10070211
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With aging, innate immune cells are in a state of sustained activation >
increase of homeostatic cytokine production




Epidemiology

EORA definition: >60 years, but heterogeneity across studies

ﬁ Global RA prevalence 0.5% and 1%
Prevalence among persons aged >60 years of ~2%.

Mean age at RA onset has increased by 10 years over the past two decades.

More balanced Male to Female ratio (1:2)

RA incidence (NOAR register) :
steeply rises with age in men,
increases up to age 45 years, plateaus until age 75 years, afterwards declines in women

Druce Aging 2009 26 9 739-750



Clinical features

EORA is a heterogeneous disease characterized by
three distinct clinical patterns

Most common clinical form (70%) = Third form=
RA-like, RF positivity, joint erosions and RS3PE-like
worse prognosis than YORA syndrome

> a

Second form (25%) =
PMR-like, usually RF negative,
acute onset,
no joint erosions, good prognosis

Druge Aging 2009, 26 (7). 739-750



Distinctive features:
EORA vs YORA

Simultaneous small and Higher ESR and/or CRP Radiological narrowing
large joint involvement of the joint space
More frequent chronic
Acute onset pattern disease anemia An aggressive, destructive
EORA form reported
Marked constitutional RF and anti-CCP+ at
symptoms similar/lower rates

Less common deformities,
Sjogren’s syndrome,
lung involvement

More frequelj]t - Ther Adv Musculoskel Dis
spontaneous remission 2018, Vol. 1011) 3-11



The prevalence of ACPA is lower in
rheumatoid arthritis patients with an older
age of onset but the composition of the
ACPA response appears identical

Boeters et al. Arthritis Research & Therapy (2017) 19:115

3321 RA patients from 5 cohorts (older >50 years)
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The proportion of ACPA-positive patients seemed to decrease
after age of onset of 50 years across all cohorts.



The prevalence of ACPA is lower in
rheumatoid arthritis patients with an older
age of onset but the composition of the
ACPA response appears identical

ACPA age >S0yr

OR (CI95%)  weight
0.95(0.94-0.97) 48.42
0.96 (0.94-0.98) 30.54
0.95(0.92-0.99) 7.49
0.98(0.96-1.01) 11.60
0.92 (0.86-0.98) 1.95

0.96 (0.95-0.97) 100

random p<0.001

OR (CI 95%) weight

0.97(0.96-0.99) 67.17

0.97 (0.95-0.99) 32.83
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random p<0.001

—
—f
!
——
> > v o D
o & NI $
anti-CarP  age <S0yr
ey
——
k) \J v o N
Q:b Q.b Q9 QQ \'Q

Boeters et al. Arthritis Research & Therapy (2017) 19:115

RF age >S0yr
OR (CI195%)  weight

p——t 0.97(0.96-0.99) 51.13

p—t—q  0.98(0.97-1.00) 29.97

pped (.97 (0.94-1.00) 7.72
——

=t 0.99(0.96-1.02) 9.40

0.90 (0.84-0.96) 1.77

0.97 (0.96-0.99) 100

?’). ?:b v ?p 9° random p<0.001

Age of onset >50 years was
associated with a significantly
lower frequency of ACPA positivity

Similar results
were observed for RF and anti-CarP
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The composition of the ACPA response did not change with
increasing age of onset with respect to titer, isotype distribution, fine specificity and avidity index.

Boeters et al. Arthritis Research & Therapy (2017) 19:115



Delay in diagnosis

EORA: mimics

Table 1. Differential diagnosis of elderly-onset
rheumatoid arthritis.

Osteoarthritis
Polymyalgia rheumatica

Crystal arthritis [gout, pseudogout or chronic
pyrophosphate arthropathy)

Remitting seronegative symmetrical synovitis with
pitting oedema [RS3PE syndrome]

Spondyloarthropathy
Connective tissue disease
Systemic vasculitis
Faraneoplastic syndrome
Hypertrophic ostecarthropathy
Sarcoidosis

Infectious arthritis [viral and bacterial infections)

Missed-diagnosis

Mis-diagnosis

Ther Adv Musculoskel Dis
2018, Vol 10(1) 3-11



PMR and EORA:

Proliferative synovitis of

the shoulder bursae is a
key feature for
discriminating EORA-
PMR from PMR.
Suzuki T, AMD 2017

to the mirror

» Clinical findings Peripheral arthritis had
poor PPV
« Immunological findings Caporali R, ARD 2001

« Serological findings
 Cytokine/normonal findings

 Genetic findings

FOLLOW UP
MIGAHT GIVE US
THE ANSWER!

« Imaging findings
 Hystological findings

 Therapuetic findings



Prognosis

* Prognostic factors in EORA patients
RF and ACPA+ > higher SJC, more radiological damage

Acute onset > good prognosis (response to therapy)

Pitting oedema > less structural damage (erosions)

« EORA as a prognostic factor (versus YORA)

- lower remission rates

- more radiographic progression

- higher HAQ scores

Drugs Aging 2008, 20 F) 73%-7 50



Therapy

The ‘age bias’ =
disparities in the prescription of treatment by doctors
based on patient age due to a greater risk of AEs.

« Changing in pharmacokinetics and pharmacodynamics
« Impaired health literacy
» Polypharmacy (drug-to-drug interactions)

 Comorbidities



Do patients with older-onset rheumatoid arthritis
receive less aggressive treatment?

Z Tutuncu. G REEd J Kremer. A Kuvunuugh Ann Rheum Dis 2006:65:1226-1229. doi: 10,1134/ ard 2005.0511 44

Cross-sectional study from CORRONA register

Table 2 Characteristics of patients by comorbidities
Age ot onset of RA
=60 years #0-60 years
% Freq n % Freq n p Value
Sex ffemale) 69.3 1440 2007 71.9 1504 2094 0072
Use of 63.9 1342 2101 9.6 1253 2101 0005
metho rexake
Use of biclogical 250 525 2101 33.1 4% 2101 0.000
agent
Use of =1 309 649 2101 40.5 851 2101 0.000
DMARD
_I Use of prednisone  41.0 837 2039 I7.64 778 2067 0025
| O =540 yedars O40=50 yaors |
350 —
Mean MTX dose among the 3001= o5
YORA group was higher < 250 - 271 244 YV
than that in the EORA é 200 |- 5 230
grOUp J;:l: 150 - 1743 182
5 141 139
50 80
0 | | | | | |

2.5 mg 5-75mg 10-125mg 15-175mg 20-225mg =25 mg

Figure 1 Distribution of methotrexate (MTX) dose.



The challenging interplay between
rheumatoid arthritis, ageing and
c 0 m 0 rb id it i e S van Onna and Boonen BMC Musculoskeletal Disorders (2016) 17:184
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Fig. 1 Conceptual model for the effects of ageing and development of

comorbidity in patients with RA. Abbreviatior: RA, rheurnatoid arthritis
e A




Cardiovascular Comorbidities Relate More
than Others with Disease Activity in
Rheumatoid Arthritis

Gloria Crepaldi’, Carlo Alberto Sciré®, Greta Carrara®, Garifallia Sakellariou’,
Roberto Caporali’*, lhsane Hmamouchi®, Maxime Dougados®,

i 1
Carlomaurizio Montecucco PLOS ONE | DOI:10.1371 fjournal.pane. 0146991

Association between CDV comorbidities and disease activity (DAS28)

AIlIM: to explore the
relation between
comorbidities and disease
activity in 3920 RA
patients included in the
cross-sectional
observational multicenter
international study
COMORA.

*O
Ischemic heart

disease

=Y =Tt
N s

*o
Stroke Hyparipemia

o o
* Obesity Diabetes™

wee DAS 28

Renal

Hypertension
L deficiency *

*set of analysis adjusting for demographics, disease-related
variables, and treatment variables.

° set of analysis adjusting also for other comorbidities.



EORA: which therapy?

v' Acute systemic and articular involvement
v" Lab features (severe inflammation)

v Comorbidities (mood/fatigue)

EORA profiling?

v Safety




Serum TNF-a levels (pg/ml, log scales)

Proinflammatory Cytokine Profiles of Patients
with Elderly-Onset Rheumatoid Arthritis:
A Comparison with Younger-Onset Disease

Gerontology 2009;55:250-258

Comparison of serum inflammatory cytokines in 86 active EORA (>60) vs 76 active YORA

p < 0.005
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Significantly higher IL-6 and lower TNF- levels in EORA vs YORA patients.
Higher levels of serum IL-6 in EORA patients with PMR-like symptoms than in those without

No differences for levels of IL1, IL8, INF among groups



Is IL6 the key?
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IL6 inhibition and anemia

AIM: impact of TCZ, TOFA, obDMARDs, onbDMARS on anaemia markers in American RA patients

== TOFA - TOFA
. -4 obDMARD < PR
| A ALLPATIENTS Tom | .7 B anemic SRR
o - TC7

Hb (g/dL)
124 126
1 1

122
1

120
|

Hb (g/dL)
129 130 131 132 133 134 135 138 137
1

118

-G Indax -} 12 12 24 ] Index - 12 18 24

Table 2
Change in haemoglobin at 6, 12, and 24 months from index date. Treatment groups balanced on sex and baseline measures. Analysis was adjusted for age, sex, and duration

of RA, history of CVD, CKD, cancer, and diabetes prior to index date

Bean (95% Q1) (gidL) Changes at 6 months (gfdl) Changes at 12 months (gidL) Chamges at 24 months (g/dL)
index dare mean (95% CI) rmean (95% C1) rmean (95% CI)
all Anaemic at index Al Anaermnic at All Anaernic at All Anaernlc at
date index date index dare imdex dare
TCZ 1326 (1322, 13.3) 1206 (1198 1214) 0.2 (004, 0.30) 040 (0.24, 056) 024 (003, 036)  055(032, 0.78) 0323 (014, 0.42) 0.72 (036, 1.08)
TOFA 13.04 (12,99, 13.09) 1189 (1181, 11.97) 00O (=001, 011} 040 (022, 0.58) 006 (=007, 0.18) 046 (015 0.76) 004 (=034, 0.43) 0.5B (0.05, 111)

obDMARD  13.27 (13.26,13.20) 1190 (11.87,11.92) 006 (0.04, 0.07) 020 (016 0.24) 007 (004, 0.09) 025 (021, 0.30) 004 (002, 0O7)  0.35 (029, 0.41)
onbDMARD 134 (1314, 13.15) 1186 (1184, 11.88) -0.06 (=010, =0.02) 017 (014, 0.19) =005 (-0.09, -0.02) 021 (018, 0.24) -0.08 (-01, -0.06} 0.26 (022, 0.30)

Seminars in Arthritis and Rheumatism 47 (2018) 478-484



Treatment visit
Tocilizumab Week 24
OPTION [47] 4 mg/kg gdw + MTX qw 213 60.7 (21.0) 25.0™ NR
B ma/kg gdw + MTX gw 205 59.9 (22.4) 29.8"
Placebo gdw + MTX gw 204 57.3 (22.2) 14.0
Week 24
AMBITION [51] B ma/kg gdw 268 58.7 (22.9) 31.9 NR
MTX gw 262 61.5 (20.6) 29.9
Week 4 Week 24
TAMARA [50] 8 mg/kg gdw + DMARD 288" 60.4 (21.5) 36.0 (26.7) 23.6 (26.3)
Week 52 Week 1047
LITHE [48, 49) 4 ma/kg gdw + MTX qw 309 NR 231 26.6 (25.4)
8 mg/kg gdw + MTX qw 398 26.27 28.9 (25.5)
Placebo gdw + MTX gw 393 15.1 25.6 (24.4)
| L 6 Sarilumab Week 24 Week 52
MOBILITY [52] 150 mg g2w + MTX gw 400 65.4 (21.4) 28.5 (1.4) 32.7 (1.4)
200 mg g2w + MTX gqw 389 66.7 (21.4) 31.8 (1.3) 331 (1.4
- - - - Placebo g2w + MTX gqw 398 B63.7 (19.9) 15.4 (1.4) 19.3 (1.6)
inhibition
TARGET [53] 150 mg g2w + csDMARDs 181 71.0(19.3) 26.9 (1.9) 319 21)™
200 mg g2w + csDMARDs 184 74.9 (18.4) 30.6 (1.9)y 33.7 (2.0
Placebo g2w + csDMARDs 181 71.6(18.2) 15.1 (1.9) 213 (2.3)
) Week 24
an d P R OS MONARCH [54] 200 mg g2w 184 70.9 (18.8) 36.2 (1.8 NR
Adalimumab 40 mg g2w 185 70.3 (19.3) 27.4 (1.8)
Fatigue [FACIT-F)
Treatment Baseline Treatment visit
Tocllizumab Waak 24
OPTION [47] 4 mokg gdw + MTX gw 213 27.0(11.5) T3 NR
8 mokg gdw + MTX gw 205 ar. 7 (10.8) a.e
Placebo gdw + MTX gw 204 26.7 (11.1) 4.0
Waak 24
ADACTA [74] B mo'kg gqdw 163 MR 11.4 MR
Adalimurmab 40 mg g2w 162 8.9
Sarilumal Waak 24 Weak 52
MOBILITY [52) 150 mg g2w + MTX gw 400 26.3 (9.8) 8.6 (0.5)" 9.1 (0.5)"
200 mg g2w + MTX gw a9 259 (10.4) 9.2 (0.5)" 8.2 (0.5)"
Placebo g2w + MTX gw aog 272 (10.4) 5.8 (0.5) 6.1 (0.5)
Weak 12 Week 24
TARGET [53] 150 mg 2w + csDMARDs 181 235 (10.6) 8.0 (0.7 9.8 (0.8)
200 mg g2w + csDMARDs 184 23.1 (10.8) 9.5 (0.m" 1001 (0.8
Placebo g2w + csDMARDs 181 23.7 (10.8) 5.6 (0.7 6.8 (0.9)
Waak 24
MOMARCH [54] 200 mg g2w 184 236 (8.9) 10.2 (0.7) HNR
Adalimurmab 40 mg g2w 185 24.4 (10.3) 8.4 (0.7

Choy E., et al. Rheumatology 2017



IL6 inhibition and mood

Mood (SF-36 MCS)
Treatment Baseline Treatment visit
Tocilizumab Week 24
OPTION [47] 4 mg/kg gdw + MTX qw 213 40.1 (11.8) 5.7 NR
8 mag/kg g4w + MTX qw 205 40.9 (10.8) 7.37*
Placebo gdw + MTX qw 204 39.1 (11.0) 2.7
Week 24
ADACTA [74] 8 mag/kg gdw 163 NR 7.97 NR
Adalimumab 40 mg g2w 162 5.0
Sarilumab Week 24 Week 52
MOBILITY [52] 150 mg g2w + MTX gw 400 39.0 (11.3) 5.7 (0.g)™* 7.1 (0.8)
200 mg g2w + MTX gqw 399 38.7 (12.0) 8.2 (0.8) 8.4 (0.6)"
Placebo g2w + MTX gqw 398 38.9 (11.4) 3.9 (0.6) 5.5 (0.7)
Week 12 Week 24
TARGET [53] 150 mg g2w + csDMARDs 181 38.6 (11.4) 5.1 (0.8) 6.3 (0.8)
200 mg g2w + csDMARDs 184 39.1 (11.4) 6.5 (0.7)* 6.8 (0.8)
Placebo g2w + csDMARDs 181 38.5 (12.6) 3.5 (0.7) 4.7 (0.9)
Week 24
MONARCH [54] 200 mg g2w 184 36.4 (10.4) 7.9 (0.8) NR
Adalimumab 40 mg q2w 185 36.9 (11.6) 6.8 (0.8)
Sirukumab Week 24 Week 52
SIRROUND-T [55] 50 mg gdw 292 NR 3.9 (10.7)~ 4.7 (10.1)
100 mg g2w 292 NR 4.1 (9.3 4.9 (10.5)
Placebo g2w 294 NR 1.1 (8.9)
Values given as mean (s.0.). *Only phase 3 clinical trials reporting patient-reported mood were included in this table.
‘P <0.0001, P <0.001, "P<0.01, ""P<0.05. NR: not reported; qw: every week; g2w: every 2 weeks; gdw: every 4 weeks.

Choy E., et al. Rheumatology 2017



L6 and cancer

Parathyroid hormone-like hormone 1
Hypoxia-induced factor T p38 T AP-1 1
Apoptosis signal-regulating kinase 1 1
VEGF 1 MMP-13 1 Ras 1 Raf-1 1
MEK 1 ERK 1 NF-«B 1

i

STAT3 1
STAT3

Angiogenesis and tumor migration
N § STAT3/

Fra-1
-

ZEBI 1 Snail 1 Slug 1 MMP-2 1 JAK/

MMP-9 1 / STAT3
E-cadherin | N-cadherin 1 Snail 1
Vimentin T Twist 1

Epithelial-mesenchymal transition

Cancer-stromal interaction

J AK/S TAT3
PI3K/AKT
NF-xB

Anti-apoptotic effects & drug resistance

LMP-1 t
EBV  Bcl-21t
PIo IL6R 1
p21} 9 Q\ c-Mye 1 @ =
ps3 | 00 — OO
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STAT3 T 1
/7 Regllly 1

w01
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\ Pre-malignant IECs CAC cells
Fntoeti
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RekZ § Jagged-11 88 &
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ABCG2 1 G 4 e 1.
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L-[. Ho et al./Biochemical Pharmacology 97 (2015) 16-26



Efficacy and safety of biological agents in the older rheumatoid arthritis
patients compared to Young: A systematic review and meta-analysis

Seminars in Arthritis and Rheumatism 000{2018) 1-9

SR (April 2016): 32 studies (24 in >65 years patients), mainly for TNFis

First anthar kst name (yar)  Couniry (ies) Sy type Ageautaff  Hologids) sudisd Total samplesie Sudy's oo on elderly RA?  Bfficcy  Safety  Baseline MK use 2 esed by =
Studies wsing G- 65 af age as aut-aff for ol der RA \
na o mal 65 Anti=THF i L] Ha X X
Fliesctom amn (3003) [43] Multple dinial trals Post-hocanalysis of RCT - 65 Anti-THF 1124 e x x
Genevay (| 200 7) | 55] Swirerland Otservatonal 65 Anti-THF 1555 e x x Yeu
Bathom (2006) |42 Multple dinial triaks Post-hocanalysis of RCT - 65 Anti-THF 1247 e x x
Fillipind { 3000 )| 54] laly Oitservatonal 65 Amnti-THF 1114 e x x Yeu
Holler (200@) 53] U%A & Famope Post-hocanalysis of RCT - 60 Anti-THF TER e x Yeu
Haedl it (2009} | 56] Hetherlands Utmervatonal 5 Anti=THF T30 Yes x Yeu
S fF (2000065 ) [ 1] Multple dinial triaks Post-hocanalysis of RCT - 65 Anti-THF 1247 e x
Burmester | 2008 ) | 67] Germamy, taly, Franee, Spain Observational 65 Anti-THF G110 Mo
Askling (2007 70] Sweeden Otservatonal 65 Anti-THF 167 Mo
vamn Dartel {201 3)[71] HNetherlands Otservatonal 65 Anti-THF X4 Mo
Takeuchi (2008} [ 72] Japan Otservatonal &0 Anti-THF 5000 Mo REduced
Lurati | 2008 | [ 58 1 Oitservatonal 65 Amnti-THF 103 e 2 . .
ﬂmqﬂﬂ'll‘lillﬁﬂ o Obmervatianal & Anti-THF HEe N benefit-to-risk ratio
Mat=uhara | 300 4) | 57] Japan Otservatonal 65 Anti-THF SEg Mo
Tutumnou 200 6) | 24 UsA Otservatonal &0 Anti-THF 1221 e 3
Lahaye | 2016)[52] France Otservatonal 65 Aha m7 e Of bDMARDS
Takahashi | 2015) [6H] Japan Otservatonal 65 Aha iy | Mo F
Pers (2015 ) [ 46) France Otservatonal 65 TCE I e In EORA VS YORA
Hoike (2014} 75] Japan Otservatonal 65 TCE a1 Mo
Hoike (2011} 7] Japan Oitservatonal 65 TCE R8T Mo
Papet | 201 4)[ 51 France Otservatonal 65 Pt mah 1704 e
Winthrop (20 14) ja5] 1U5A, Axia, Furope Post-hocanalysis of RCT - 60 Tabudtinih 4784 Mo x
Cohen (2014 ) [ 47] Multple dinial triaks Post-hocanalysis of RCT - 65 Tabudtinih 4784 Mo x
Studfies not using G065 years of aze a5 aut-off for defining ol der B4
Martin [ 2014 )| 59] LsA Utservatonal < | Anti-THF 1294 e x x
Aneachino (2015 ) | G5] laly Utmervagonal 50 Anti-THF F Mo x
Maniard L | 3007 )| 6] laly Otservatonal 5 Anti-THF 54 Mo x
Askling {2009) | &) Sweeden Oitservatonal = Amnti-THF G4 Mo x
Mguyen-Khaa (2002 )| 73] UsA Otservatonal i Anti-THF b EATEES Mo x
Chiang | 2014)[74] Tadwan Otservatonal < | Anti-THF 44 Mo x
Perz (2014} 45] France Otservatonal < | TCE e Mo x
Cortis | 2004} [ 7] U5A Oiservatonal = \ Allbiolagics ns2 Mo x

Anti-THF - anti tomor necosis factor agents (eanencept, adalimumah, golimumah, mflixmah, eertolzumah), Aha - ahatacept, TCE - ndlizumah, RCT - randomized aontralled trias

Few informations of comorbidities



EORA: which target?

No-frailty RA
Successful +

aging

—

()

Comorbidities

cardiovascular disease
stroke

chronic kidney disease
pulmonary disease
ostecarthritis
sarcopenia

depression

cognitive impairment

Reversible stage
Pre-frailty or frailty

1. weight loss
(or loss of muscle)
2. slow walking speed
3. exhaustion
(or fatigue)
4. muscle weakness
5. low level of physical
activity

The patients have frailty if
3 or more of the 5 crteria
are met. Patients with a
score of 1 or 2 are
considered to be pre-frail.

Irreversible stage

functional decline
falls

Institutional zation
ressure ulcers
delinum
incontinence
malnutrition

WV

mortality

Drugs Aging (2016) 33:97-107

A different T2T strategy towards a benefit-to-risk ratio approach?



Most people over age 50 in the general population do not meet ACR
remission criteria or OMERACT minimal disease activity criteria for

rheumatoid arthritis Rheumatology 2007:46:1020-1023

The majority (85%) of community population over age
50 among 1400 Finnish subjects did not meet criteria for
remission or MDA in RA!

TaeLe 1. ACR criteria for remission and OMERACT criteria for MDA

ACR criteria OMERACT MDA criteria

1. Mo swollen joints 1. Swollen joint count (0-28) =1

2. No tender joints on RADAI® 2. Tender joint count (0-28) <1
(=1 tender joints on RADAIF

3. Nomal ESR 3. ESR =20

4. Morning stiffness <15min® 4. Pain (0-10) =2
(pain <2/10y®

5. No pain (pain = 1/108° 5. Patient global assessment of disease
activity (0—10) =2 (global =2/10)

6. No fatigue (fatigue < 1/10)° 6. Physician global assessment of

disease activity (0-10) =15
7. Health assessment questionnaire
(HAQ, 0-3) =0.5 (HAQ =0.5F

Current criteria for disease control might not be accurate in the older



CLASSIFICATION/DIAGNOSIS
Definition of “older age” as a calendar state and not as a biological state might be inappropriate

Performance of ACR 1987 and ACR/EULAR criteria not specifically known in elderly population

Mis-diagnosis

CLINICAL MONITORING
Different performance of clinical composite scores in EORA vs YORA

TREATMENT
Older RA subset is under-represented in CTs

Different definitions of aged persons in RLD

Age-bias

T2T different approach



Disease and [management beliefs of elderly patients

with rheumatoid arthritis and comorbidity: a qualitative study

Qinial Rheumatology (2018) 37:2367-2372

Survey of 15 Dutch RA patients (mean age 67 years , range 51-83; mean disease duration 14 years)

Questions about RA and aging in general

What do you think about aging in general? What makes it difficult? Are
there also advantages?

Acre there jont complaints that you consider to be age-related? Are you

able to differentiate these complaints from R A-related complamts? If
s0, how do you do that?

Questions about RA and comorbidity

Can you tell me about the other medical conditions you have, apart from
RA?

How many doctors do you visit, apart from your GP?

Which medical condiion takes most of your ime? Why?

About which medical condinon do you worry the most / the least? Why?

Is it possible for you to prioritize your medical conditions? Which
condition is the most “important” one, when you consider the impact on
your health and daily fimctionmg? Why? Which condition is the least
‘important’ one? Why?

Does comorbidity influence the medical treatment of your RA? [fyes, can
you give an example?

Questions about medication treatment for BA

Does it ever happen to you that you receive conflicing advice from
different medical specialists? Can you give an example? When related
to medication for a spectfic medical condiion, which advice do you
follow? Do you then priontize the medication for RA or the
comorbidity?

RESULTS:
Misconceptions: all physical complaints
attributed to RA

Priority: comorbidities over RA.

AIMS:
Better understanding and informing
of patients’ beliefs on RA and comorbidity



Conclusions

 In the maxi-aging era, burden of chronic diseases in the elderly
should be considered as an urgent need

* Inaged persons, RA itself and prevalent/incident comorbidities might
Impact on disease presentation, management and prognosis

* Due to several reasons, EORA treatment is still an unmet need

» A benefit-to-risk ratio target might be suitable
In the older to prevent/limit, while considering, a frailty state



