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A useless life is an early death.

~Johann Wolfgang von Goethe
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® Recent studies, mostly in matoid arthritis and less so in other diseases, have shown that the gap of excess

mortality risk is steadily closing.
@




Clasotesiiteg Rheumatoid Spondyloarthritis Systemic Connective Total
Arthritis (n = 6008) (n = 3289) Tissue Diseases (1 = 2339) (n=11,636)

Female no, % 4613 (76.78) 1712 (52.05) 1787 (76.40) 8112 (69.71)
Male no, % 1395 (23.22) 1577 (47.94) 552 (23.60) 3524 (30.29)

Mean age at diagnosis of
rheumatic disease (SD)

58.91 (15.01) 48.91 (14.42) 61.37 (17.22) 56.57 (16.08)

Mean years of follow-up (SD) 3.80 (2.04) 3.74 (2.0) 3.38 (2.10) 3.70 (2.05)

Total person years of follow-up 22,861.11 12,303.61 7899.61 43,064.34
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Systemic

Standardized Rheumatoid Psoriatic Ankylosing Sjogren Systemic 2 e oy Polymyalgia
: it 3 ¥ e Lupus Erythe- . : Vasculitis Myositis SRR
Mortality Arthritis Arthritis Spondylitis e : Syndrome Sclerosis (M30, M31) (-Mﬂ) Rheumatica
- < matosus > 30, M3 33
Ratios (M05, M06) (M07) (M45, M4e) (M35.0) (M34) (M35.3)

(M32)

Total 1.25(1.14; 1.36) 1.04 (0.81; 1.31) 1.25 (0.88; 1.71) 2.53 (1.59; 3.83) 1.50 (0.98; 2.20) 2.66 (1.49;4.39) 3.24 (2.59; 4.01) 3.24 (2.59; 4.01) 1.29 (1.07; 1.53)

Women 1.26 (1.13; 1.41) 0.90 (0.56; 1.38) 1.11 (0.48; 2.19) 2.72 (1.64; 4.25) 1.23 (0.72; 1.97) 2.23 (0.82; 4.85) 3.38 (2.42; 4.60) 1.43 (0.30; 4.18) 1.29 (1.03; 1.60)

Men 1.23 (1.05; 1.42) 1.11(0.83; 1.47) 1.75 (0.36; 5.12) 2.80 (1.03; 6.10) 3.06 (1.40; 5.81) 1.29 (0.87; 1.84) 2.53 (1.16; 4.81) 3.12(2.28; 4.18) 1.27 (0.93; 1.70)
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MORTALITY IN INFLAMMATORY
RHEUMATIC DISEASES

All Death Cases Rheumatoid Arthritis ~ Spondyloarthropathies Systemic Connective Tissue

1 = 950 Death Cases Death Cases Diseases Death Cases
- n =509 n =142 n =299

Causes of Death

Diseases of the
circulatory system no, 450 (47) * 257 (51) 51 (36) 142 (48)
(%)
Neoplasms including

lymphopoetic system 220 (23) 104 (20) 47 (33) 69 (23)
no, (%)

Diseases of respiratory
system no, (%) 57 (6) 34(7) 5(3) 18 (6)

Diseases of the
musculosceletal system
and connective tissue
disease no, (%)

48 (5) 25 (5) 4(3)

External causes of
death no, (%) 38 (4) 17 (3) 10 (7) 11 (4)

Other diseases no, (%) 137 (15) 72 (14) 25 (18) 40 (13)
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Meta-Standardized Mortality Ratio Heterogeneity,
(95% CI) Including Current Study Using 12 (%)

Rheumatoid arthritis (M05, M06) 1.44 (1.32; 1.56) 90.6%
Psoriatic arthritis (M07) 1.26 (1.08; 1.47 74.0%
Ankylosing spondylitis (M46) 1.59 (1.29; 1.96 57.1%

Disease Entities

)
)

Systemic lupus erythematosus (M32) 2.65 (2.13; 3.28) 95.0%
)

Sjogren’s syndrome (M35.0) 1.45 (1.13; 1.86 87.0%
Systemic sclerosis (M34) 2.55 (1.76;3.68) 95.8%
Vasculitis (M30, M31) 1.92 (1.44; 2.57) 94.7%
Myositis (M33) 5.06 (3.67; 6.98) 89.6%
Polymyalgia rheumatica (M35.3) 0.95 (0.52; 1.73) 95.0%

Int. J. Environ. Res. Public Health 2021, 18, 12338. https://doi.org/10.3390/ijerph182312338




RA AS PsA SLE SSc

General General General General General
Patients population Patients population Patients population Patients population Patients population

N 42 735 213 675 9707 48 535 13779 68 895 10 440 52 200 2277 11 385

Female 33641(79) 168205(79) 4163 (43) 20 815 (43) 7565 (55) 37 825 (55) 9315(89) 46 575 (89) 1998 (88) 9990 (88)
gender

N (%)

Median 64 (54-73) 47 (38-56) 54 (45-64) 53 (42-64) 59 (49-68)

(IQR)

age in

years

Bournia V-K, et al. RMD Open 2021;7:€001694. doi:10.1136/rmdopen-2021-001694

/)



95% CI
0.71 to 0.77
0.62 to 0.87
0.70 to 0.87
1.50 to 1.81
2.33 10 3.17

\ Variable

Bournia V-K, et al. RMD Open 2021;7:€001694. doi:10.1136/rmdopen-2021-001694



® Patients with SLE and SSc need closer follow-up and more effective treatments



nent.

® Five- dnd 10 -year surv ents with SLE improved from less than j>

(f 50% in the 1950s to more Than 90% in ’rhe 1980s




\9ING CAUSES OF DEATH IN FEMALES IN THE UNITED STATES /

\)OM 2000 TO 2015 : g
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Arthritis Rheumatol. 2018 August ; 70(8): 1251-1255. doi:10.1002/art.40512
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Intravenous ~ Increasing use of
cyclophosphamide antimalarial drugs and
awareness of
cardiovascular
complications of SLE




o non-SLE
- and geographic

regions

&
(f Eric Y Yen. Ann Intern Med. 2017 December 05; 167(11): 777-785. doi:10.7326/M17-0102



among

Eric Y Yen. Ann Intern Med. 2017 December 05; 167(11): 777-785. doi:10.7326/M17-0102.




na, and New Mexico

R

and clus jinia, and Washington .

®* The areas with elevated rtality had higher a'res of poverty omd/or greater

concentrations of Hispanic persons ’rhqn the areas with lower mortality
/) Eric Y Yen. Ann Intern Med. 2017 December 05; 167(11): 777-785. doi:10.7326/M17-0102.




Group by Study name Statistics for each study
Cause

L Ui
SMR mar Rur  pVels SMR and 95% CI

927 n
1

CVvD Bernatsky,2006C 1.700 1 1
CVvD Bjornadal, 2004C 2970 2.786 3
CvD 2.253 1304 38
Infection Bernatsky, 20061 5.000 3.716 6
3
3

500

66 ]

Infection Bjornadal, 20041 4 930 090
Infection
Malignancy Bernatsky,2006M 0.800 0.600

Malignancy Bjornadal, 2004M 1.650

876

Malignancy 1.163
Renal disease Lerang, 2014 3.000
Renal disease Voss, 2013 2.200
Renal disease Bernatsky, 2006 7.900
Renal disease Bjornadal, 2004 9670
Renal disease 4 689

DN = W PN - -]

01 02 0.5

Control

YH Lee. Lupus (2016) 25, 727—-734
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® Better management of renal disease in SLE may improve the ultimate mortality.
@
/) YH Lee. Lupus (2016) 25, 727-734




1 year from

Eric Y Yen et Al. Arthritis Care Res (Hoboken). 2021 October ; 73(10): 1502-1510. doi:10.1002/acr.24411




* The riser ct changes in disease

incidence, SSc recogniti yation, and /or better management,

&
Eric Y Yen et Al. Arthritis Care Res (Hoboken). 2021 October ; 73(10): 1502-1510.
/) doi:10.1002/acr.24411
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until death or migration from Olmsted County.

* All causes of death (including contributing causes of death) as reported in the medical record and/or the death certificate

were collected for all cases

ARTHRITIS & RHEUMATISM Vol. 48, No. 1, January 2003, pp 54-58DOI 10.1002/art.10705




Value

Number of patients 609
No. (%) female 445 (73.1)
No. (%) male 164 (26.9)
Length of followup, mean = SD years 142 +94
Age at incidence, years
Mean, median 58.0, 58.2
Minimum, maximum 18.5,92.8
Incidence rate per 100,000 population 44.6 (41.0-48.2)

(95% confidence interval)

ARTHRITIS & RHEUMATISM Vol. 48, No. 1, January 2003, pp 54-58DOI 10.1002/art.10705
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* Cancer with cher

i
&

* History of alcohol use

®* Corticosteroid use

ARTHRITIS & RHEUMATISM Vol. 48, No. 1, January 2003, pp 54-58DOI 10.1002/art.10705
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Treat Signs and Symptoms in  Combination and Biologic Rx
Established Disease Disease Modification




Rheumatology 2021;60:1400-1409 doi:10.1093/rheumatology /keaa374
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34+ ) in RA,

lisms associated with

accelerated «

* Ability of TNF-a inhibitors to delay the onset of CD8+ T-cell senescence and to

(f enhance telomerase activity in vitro
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® The time of start, r s, and its primary drivers, as well as

the ways to control accelerating aging (ie, its potential prevention and/or

(f reversibility)




Women Men

DAS28 Deaths SMR (95% Cl) Lost life years (95% Cl) Deaths SMR (95% Cl) Lost life years (95% Cl)

0.86 (0.58 to1.24) -1.5(-3.0 t0 0.0) 13 0.54 (0.29 to 0.92) -2.4 (-6.1 t01.3)
3.2-4.1 60 0.94 (0.72 t01.22) 0.0(-1.41t01.4) 39 1.11 (0.79 to 1.52) 0.1 (-2.11023)

>4.1-5.1 88 1.35 (1.09 to 1.67) 3.0(1.1t0 4.9) 42 1.34 (0.96 to 1.81) 0.5 (=1.3 10 2.1)
>5.1 132 3.33 (2.79 to 3.95) 10.3 (8.9 t0 11.6) 60 3.33 (2.54 to 4.30) 10.7 (8.9 to 12.6)
LSS dslo Ll Sz 154 1.41 (1.20 to 1.65) 1.9 (0.8 to 3.0)

Listing J, et al. Ann Rheum Dis 2015;74:415-421. doi:10.1136/annrheumdis-2013-204021



IMPACT OF AGE, SMOKING, DAS AND CHD ON
SURVIVAL RATE IN RA

Non-smoker, no comorbidity B - DAS28 <32 3;. (1)

Smoker, no comorbidity M - DAS28> 5.1 98.8

96.0

Smoker, CHD 982
Non-smoker, no comorbidity
Smoker, no comorbidity

87.2

Smoker, CHD 94.2

81.9

Non-smoker, no comorbidity 32.;

Smoker, no comorbidity 97.9
93.2

Smoker, CHD 97.0
90.3

95.1

Non-smoker, no comorbidity 84.5

Smoker, no comorbidity 93.5
79.7

Smoker, CHDq Male aged 65 90.6
] 71.8

Listing J, et al. Ann Rheum Dis 2015;74:415-421.
doi:10.1136/annrheumdis-2013-204021



Adjusted HR: 6 (rituximab
12) months risk window
Unadjusted HR approach

HR  95% CI HR 95%Cl p(
At baseline
Male 185 15310225 175 1.40t02.18 <0.0(
Age per 5 years 166 157t01.75 149 1.40t01.59 <0.000
Diabetes 343 27710426 184 14610233 <0.0001
Chronic lung disease 331 263t04.17 168 131t02.17 0.0003 =
Chronic renal disease 490 3.71t06.47 194 143t0263  0.0001 .
Prior malignancy 315 227t0437 126 088t01.80 0.20 $
Osteoporosis 286 238t0343 143 1.16t01.76 0.0015
Coronary heart disease 494 400t06.10 143 1.12t01.83  0.006
Smoker 082 062t01.07 137 1.02t01.85 0.038
At follow-up

DAS28* <3.2
DAS28* 3.2-4.1

1.21 to 2.71

0.76 to 1.74

DAS28* >4.1 t0 5.1 229 157t0333 117 078t01.75 043
DAS28>5.1 486 335t07.04 175 1.14t0268 0.013
Prednisone most recent 12 months: 0 mg/d Ref. Ref.
1-5 mg/d 133 1.00to1.76 1.05 0.80to138 0.71
>5-10 mg/d 222 165t0298 146 1.09t0195 0.013
>10-15 mg/d 395 26110598 200 1.29t03.11  0.0033 o
>15 mg/d 668 4.06t011.0 359 211t06.13 <0.0001 0 =
FFbH* in % of full function per 10% improvement 0.76 0.73t0 0.79 0.88 0.84t0 0.93 <0.0001
Methotrexate Ref. Ref.
Other synth. DMARDs 253 19510328 1.14 0.86to 1.51 0.36
TNFa inhibitors 0.77 0.61t0098 064 0.50to0.81 0.0007
Rituximab 1.01 0.70to1.46 0.57 0.39t00.84  0.0062
TNFe inhibitors or rituximab NA NA
Other biologics 102 068to1.52 064 042t0099 0.043
DAS28>4.1 for > 6 (12) months after NA NA

discon- tinuation of a biologic without
start of a new one

Listing J, et al. Ann Rheum Dis 2015;74:415-421. doi:10.1136/annrheumdis-2013-204021
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Rheumatic Disease in America:

Cost and Impact

52.5 million Americans are living > form of rheumatic disease
osteoarthritis, lupus, gout, sc

dis are the leading cause ol
annually’.

L including rheumatoid arthritis (RA),
ren’'s and juvenile idiopathic arthritis. Rheumatic
U.S. healthcare system an estimated $128 billion

Rheumatic diseases are the leading cause The cost of rheumatic disease is expected
of disability in America to increase as the population ages

$128 billion

Annsal cost of theumatic
diseases to the US.
healthcare sygem*

$80.8 billion

n medics

Age range 3t which RA

About the The American College of Rheumatology represents U.S. rheumatologists, rheumatology health

American College professionals and the millions of U.S. patients living with rheumatic disease. We advocate

of Rheumatology for high-value, high-quality healthcare policies and reforms that will ensure safe, effective,
affordable and accessible rheumatology care for our patients.
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