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IS methotrexate

o MIEEEILIE sulfasalazine
o ¥HELER 1% hydroxychloroquine
o Fc & 4T Leflunomide
o <M (AR ~ JEEY)
« IS 71 2% cyclosporin A
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Ustekinumab(& B E
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fEF13%), Golimumab (S /RA B 1),

Adalimumab ([a[ZE7KE371), Etanercept ((XHPE ),
Certolizumab pegol

e.g. Remsima
Secukinumab (&f<E B HT)
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Disease Act|V|ty Score (JF|E G F77)28
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- Emin¥stE: ESRE(CRP

. 5 \SEEEEES TG (Global Health)

Score Range (0 —9.4)
gy B2 High: >5.1
« ifEModerate: >3.2 and
o BT Low: <3.2
« EfFRemission:<2.6
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PsA Minimal disease activity (MDA) criteria
o/ INRIR TSR

5 of the following 7 criteria are met:

— PR BAETE H <1

— HERRRBAETE H <1

— FZFE PR Y [ EE A2 EEPASI <1 or BSA <3
— AR H R EEFE EEVAS <15

— R ARG EFE T VAS <20

— TJJ5EHAQ <0.5

— W) R R N ACE R3S 52 <1

| -

(V)

PASI: Psoriasis Area and Severity Index; BSA: Body Surface Area; VAS: Visual Analogue Scale;
HAQ: Health Assessment Questionnair

lgg Fb LK 2 cy
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| Microbes, autoantigens,
| inflammatory molecules
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Study ID

RA

Ogdie (2015)

Ljung (2014)

Chung (2013)
Lindharsen (2011)
Semb (2010)

Holmqvist (2010)
Sodergen (2007)
Solomon (2006)
Maradit-Kremers (2005)
Goodson (2005)
Turresson (2004)
Solomon (2003)
Subtotal (I-squared=89.0%, p=0.000)

AS

Essers (2014)

Chou (2014)

Brophy (2012)

Subtotal (I-squared=72.0%, p=0.028)

PsA
Ogdie (2015)

ERVIAREBRR
Faculty of Medicine
The Chinese University of Hong Kong

RR (95% Cl)

1.70 (1.57, 1.84)
1.93 (1.66, 2.25)
1.33(1.28, 1.39)
1.70 (1.50, 1.90)
1.78 (1.55, 2.04)
1.60 (1.40, 1.90)
2.90 (1.90, 4.10)
1.80 (1.70, 2.00)
1.06 (0.69, 1.62)
1.14 (0.64, 2.03)
1.76 (1.23, 2.44)
2.07 (1.28, 3.34)
1.69 (1.50, 1.90)

0.91 (0.65, 1.28)
1.50 (1.29, 1.75)
1.28(0.93, 1.74)
1.24 (0.93, 1.65)

1.41(1.17, 1.69)

B\ P e 1y

% weight

6.21
5.33
6.51
5.78
5.53
5.33
2.60
6.20
2.28
1.48
2.98
1.95
52.18

3.01
5.33
3.27
11.61

4.89

5 TR A e DR 2R B e

Schieir O, et al. Ann Rheum Dis 2017;76:1396-404
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*Wong K, et al. Arthritis Rheum 1997;40:1868-72.
*Gladman DD, et al . Arthritis Rheum 1998;41:1103-10.
*Gladman DD, et al. Ann Rheum Dis 2009;68:1131-5.
*Han C, et al. ) Rheumatol 2006;33:2167-72.
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Heart Attack

EXTENDED REPORT

Risk of incident cardiovascular events in patients
with rheumatoid arthritis: a meta-analysis of
observational studies

Juan Antonio Avina-Zubieta,'? Jamie Thomas,? Mohsen Sadatsafavi,*
Allen J Lehman,' Diane Lacaille,'?

Results Fourteen studies comprising 41 490 patients
met the inclusion criteria. Overall, there was a 48%
increased risk of incident CVD in patients with RA (pooled
RR 1.48 (95% C1 1.36 to 1.62)). The risks of M| and CVA
were increased by 68% (pooled RR 1.68 (959 C1 1.40 to
Z2.03)) and 419 (pooled RR 1. 41 (95%9% ClI 1.14 to 1.74)).

5.

Ann Rheum Dis 2012;71:1524-1529. doi:10.1136/anntheumdis-2011-200726
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CC Mok et al. ARTHRITIS & RHEUMATISM
Vol. 63, No. 5, May 2011, pp 1182-1189
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Arteries (coronary, carotid...)
T Permeability of endothelial cells
J» Endothelial function

‘" Foam cells

Plague formation

1 Extracellular matrix degradation

Plaque destabilization

AERvLKE

The Chinese University of Hong Kong
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Bk

— cells, T cells, B cells...
/—\ * /I Pro-inflammatory cytokines, ie.
»  TNF-a, IL-1, IL-6...

2

F=MHEAE

Inflammatory arthritis
Both locally and systemically
+  Activation of macrophages, mast

« I Adhesion molecules, ie.

* ICAM-1, VCAM-1, E-selectin...
« I Proteinases, ie.

= MMPs...

Traditional CVD risk factors

Hyperlipidemia
Insulin resistant
Obesity
Hypertension

122
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Risk assessment tool for estimating a patient’s 10-year risk of developing cardiovascular disease

The risk assessment tool below uses information from the Framingham Heart Study as recommended by the 2009 CCS Canadian Cholesterol
Guidelines to predict a person’s chance of developing cardiovascular disease in the next 10 years, modified for family history (double the CVD risk
percentage if any CVD present in a first degree relative before age 60). In men over 50 or women aver 60 of intermediate risk whose LDL-C does not
already suggest treatment, hsCRP can be used for risk stratification. Please enter your patient's information in the fields below.

Age: A5 |Years :
Gender: Female ® Male :
Total cholesterol: 56 |mmollL :
HDL cholesterol: 1.2 | mmol/L :
Smoker: ® Yes No i
Diabetes: ® Yes No :
Systolic blood pressure: 143 [mm Hg :
This onfine a=sessment tuol is intended o a dinial Is the patient being treated for high blood Yes '® No '
ei::l:c;ric:rr?f: tool should |3I'ESS.JTIL—‘7

not be vsed for patiznt care

Calculate risk o
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Faculty of Medicine
The Chinese University of Hong Kong
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Framingham Risk Score - RESULTS"#

Your patient's Framingham Risk Scoreis 25.3%
2009 CCS Canadian Cholesterol Guidelines Recommendation’

Risk Level Initiate/consider treatment if any of the following: Primary LDL-C targets
High Either
(FRS = 20%) « Consider treatment in all patients. « < 2.0 mmollL or
* = 50% reduction

Adapted from Genest et al. Can J Cardiol. 2009 *

* The high-risk includes patients with evidenca of athercsclerosis in any vascular bed, diabetic men over 45 and diabstic women over 50

In high-risk patients, pharmacological therapy should be considered concomitanthy with estyle changes. Please consult guidelines for complete recommeandations
Clinicians should exercise judgmant when implementing lipid-lowering therapy; lifestyle modifications will have an F ri nt resu “5 o
important long-term impact on health and the long-term effects of pharmacotherapy must be weighed against potentis
side-effects.
([ J
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Patient 2

Framingham Risk Score?

Risk assessment tool for estimating a patient’s 10-year risk of developing cardiovascular disease

The risk assessment tool below uses information from the Framingham Heart Study as recommended by the 2009 CCS Canadian Cholesterol
Guidelines to predict a person’s chance of developing cardiovascular disease in the next 10 years, modified for family history (double the CVD risk
percentage if any CVD present in a first degree relative before age 60). In men over 50 or women over 60 of intermediate risk whose LDL-C does not
already suggest treatment, hsCRPF can be used for risk siratification. Please enter your patient’s information in the fields below.

Age: A5 |Years :
Gender: Female * Male :
Total cholesterol: 3.6 [mmolL :
HOL cholesterol: 1.2 [mmoliL :
Smoker: ® Yes No :
Diabetes: Yes @ No :
Systolic blood pressure: 136 |mm Hg :
¢ o0l i intended 25 a clinical Is the patient being treated for high blood Yes ® No :
S pressure?

Calculate risk o

BRELAREER

Faculty of Medicine
The Chinese University of Hong Kong
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The Chinese University of Hong Kong




Patient 2

Framingham Risk Score - RESULTS1#

Your patient's Framingham Risk Scoreis 9.4%

2009 CCS Canadian Cholesterol Guidelines Recommendation’
Risk Level Initiate/consider treatment if any of the following: Primary LDL-C targets

Low = 50% reduction
(FRS = 10%) « LOL -C = 5.0 mmol/L

Adapted from Genest et al. Can J Cardiol. 2009.*

Clinical judgment should be used regarding the timing of pharmacolopical therapy in low risk patients. Please consult guidefines for complete recommendations

Clinicians should exercise judgment when implemsenting lipid-lowering therapy; lifestyle modifications will have an P rl nt resu “5 o
imponant long-term impact on health and the long-term effects of pharmacotherapy must be weighed against potentia

side-sffects.
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Plaque Buildup in Arteries

Wall of artery

Plaque
(fatty deposits)

BEHE

Buddup of
plague

Partially
blocked artery
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Vessel Stiffness Test - PWV
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PsA and Subclinical Carotid Atherosclerosis 1327
P<0.001
P<0.001
| P=0.001 P=0699 ‘
1500+
140 P=0013 P=0079 | | 1
[ | [ |
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] 22.2
i i 16.7 i :
3 20 20 '_| 20 75
0 r r 0 ' r 0 — r
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100+ p<0.001 100+ p<0.001
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o 433 S 211 PsA
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Shen J, et al. Ann Rheum Dis 2017;76:1237-44
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(HR 1.24, 95% CI 1.03 to 1.49)

o EHicsDMAR
* 5 0] HEERIR
YR

Ogdie A, et al. Ann Rheum Dis 2015;74:326—-332
Low ASL, et al. Ann Rheum Dis 2017,76:654—60
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0.64 0.74
0.63 0.73 [
0.72
g 062 E 0.71
E 0.61 v E‘ 0.70 .
= L = 0.69
g 060 g 0.68
§ 0.59 % 0.67 |
= 0.66
0.58 0.65
0.57 0.64
MO M6 Mo M6
C D
36 15.50
34 »
15.00
32
(1 @
2 30 £ 14.50
® _
X5 28 E 14.00
26
13.50
24
22 : : 13.00
Mo M6 Mo M6

B MTX-alone group ’ MTX + IFX group
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Baseline 6 Month P-value*

Mean IMT , mm

Placebo (n=21) 0.51 + 0.07 0.53 + 0.08 0.044

Golimumab (n=18) 0.52 = 0.07 0.54 + 0.09 0.099

Maximum IMT , mm

Placebo (n=21) 0.54 + 0.08 0.56 £ 0.10 0.085

Golimumab (n=19) 0.56 + 0.09 0.56 £ 0.10 0.852

baPWV, m/s

Placebo (n=20) 12.19 £+ 1.56 12.63 £ 1.32 0.028

Golimumab (n=19) 12.41 + 1.46 12.35 £ 1.57 0.855

Aortic Alx

Placebo (n=20) 12.35 £+ 10.3 11.60 = 10.9 0.700

Golimumab (n=19) 11.4 = 11.8 13.1 = 10.9 0.454
) #nvixs qu Faculyof Mediine Tam LS et al. Rheumatology 2014

‘*“ The Chinese University of Hong Kong
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Group 1 Group 2 Group 3 p-value
Mean IMT, mm 0.010#
Baseline 0.70(0.63-0.74) 0.71(0.60-0.73) 0.79(0.74-0.83)
3 months 0.68 (0.64-0.73) 0.67(0.62-0.70) --
2years  0.63(0.59-0.75) 0.67(0.62-0.74) 0.82(0.71-0.86) t
Maximum IMT, mm 0.013#
Baseline  0.81(0.70-0.90) 0.78(0.71-0.84) 0.90(0.81-1.15)
3 months  0.80(0.70-0.89) t 0.74(0.70-0.79) t -
2years  0.75(0.65-0.85) t 0.78(0.70-0.82) 0.87(0.82-1.12)
Annualized rate of change, mean (95%CIl) mm/year
Mean IMT -0.0137 (-0.0381to  -0.0069 (-0.0294 to 0.0129 (0.0001 to 0.058*
0.0106) 0.0156) 0.0257)
Maximum IMT -0.0223 (-0.0392to - -0.0167 (-0.0487to  -0.0077 (-0.0317 to 0.713*
0.0054) 0.0153) 0.0163)

ERATABBRR
ﬂ;!,.n Faculty of Medicine

B #noaxe
‘*‘ ¥{__ The Chinese University of Hong Kong
-ﬁll,l“-

racutty of Medicine Tam LS, et al. Ann Rheum Dis 2011;70:75-6.
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Group 1 Group 2 Group 3 p-value
Mean IMT, mm 0.010#
Baseline  0.70(0.63-0.74) 0.71(0.60-0.73) 0.79(0.74-0.83)
3months  0.68 (0.64-0.73) 0.67(0.62-0.70) t -
2 years 0.63(0.59-0.75) 0.67(0.62-0.74) 0.82(0.71-0.86) t
Maximum IMT, mm 0.013#
Baseline  0.81(0.70-0.90) 0.78(0.71-0.84) 0.90(0.81-1.15)
3 months  0.80(0.70-0.89) t 0.74(0.70-0.79) t --
2years  0.75(0.65-0.85) t 0.78(0.70-0.82) 0.87(0.82-1.12)
Annualized rate of change, mean (95%CI) mm/year
Mean IMT -0.0137 (-0.0381to  -0.0069 (-0.0294 to 0.0129 (0.0001 to 0.058*
0.0106) 0.0156) 0.0257)
Maximum IMT -0.0223 (-0.0392to - -0.0167 (-0.0487to  -0.0077 (-0.0317 to 0.713*
0.0054) 0.0153) 0.0163)

AERvLKE

The Chinese University of Hong Kong
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Tam LS, et al. Ann Rheum Dis 2011:70:75-6.
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1.0 =
Time-averaged DAS28
p<0.024
3, == <3.2 (low)

0.9 = -——|i === DAS28 >3.2 (moderate-high)
_ ==
it A S
§ 0.8 = I'
[
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L
i
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£ 0.7
>
o

0.6

0.5+

T T T T 1 | 1
0 20 40 60 80 100 120
Time to event or censoring
(loss to follow-up or censoring)
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« MDA, minimal disease activity

2 2w e PN creoisase
L;,zfg AERTLKRE CU ; Ity ?M dicine
_m .' Th Chln e Univer: ty fH gK g Hong Kong




EETIAEBER
s Faculty of Medicine
HONG KONG The Chinese University of Hong Kong

9 AEP X kg

:* { The Chinese University of Hong Kong

A= B ek o Eﬁﬁﬁf?iﬁ%ﬂ%ﬁ%lb

ME E R 2 - —TH29EAVFITHE
(ERESULTET

Copyright © 2017. All Rights Reserved. Faculty of Medicine, The Chinese University of Hong Kong



e $7100444 R e
PRI 24 1% >

disease activity ) FI-~AE
L PSR B R P
HSE R AR
?@Eﬁ%%&ﬁéﬁiu% s
R

aaaaaaaaaa
F Ity fMd

) txvxxs

..!" The Chinese University of Hong Kong

CU

[13% 78

\ib
=

57

U%H%m

CE T R 2R R

RS 2 2R BRI ENTESS (minimal
7 S RPRP SIS HYE A ]

DI (L L T
Eﬁ*%@g@%/J*aFﬁl%zﬁg
7 B S R () Do T B




Z 2R EHIMDAREZY TR SREIAR R BE (L

Univariate analysis Multi-variate analysis®

| OrR | 9sa | pvale | OR | 95%CI | pvalue |

Age 1.040 0.996-1.085 0.073 1.069 1.009-1.131 0.023
Gender 1.133 0.479-2.680 0.777
Baseline deformed joint count 0.886 0.801-0.981 0.020
Baseline VAS Physician Global 0.980 0.960-1.001 0.062 0.964 0.936-0.993 0.016
Baseline plasma TC 1.958 1.173-3.266 0.010
Baseline plasma LDL-c 2.226 1.200-4.129 0.011 2.628 1.310-5.493 0.007
Baseline plasma total triglyceride 1.529 0.919-2.545 0.102 1.856 0.974-3.539 0.060
bDMARD use at baseline 0.298 0.078-1.137 0.076 0.110 0.018-0.652 0.015
Presence of carotid plaque, baseline 2.222 0.914-5.404 0.078
Sustained MDA 0.508 0.211-1.221 0.130 0.273 0.088-0.846 0.024

3Adjusted for age, gender, baseline deformed joint count, NRS physician global score, total triglyceride, TC, LDL-c level, use of bDMARDs, and presence of
carotid plaque at baseline
bDMARD, biologic disease-modifying anti-rheumatic drug; OR, odds ratio; VAS, visual analog scale
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3The effect of treatment on CVD risk was similar in patients with 1JD and those without 1JD, although the risk reduction in patients with 1JD was not significant

AN Faity o Wedicne Semb AG, et al. Arthritis Rheum 2012;64:2836-46
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Propensity score-matched analysis in patients with AS

Association between statin initiation and all-cause mortality 0-407
(propensity score-matched cohort) 0.35
Statin initiator Non-initiator S 0304 Statin (n=1108)
(n=1108) (n=1108) % Comparison (n=1108)
£ 0251
Mean follow-up, PYs 5.3 5.1 g
0.20 4
Deaths, n 96 134 S
. = 0.151
Mortality rate/1000 PYs 16.51 23.79 E
(95% Cl) (13.37 t0 20.16) (19.93 t0 28.17) 3 0101
HR (95% Cl) 0.63 1.00 (Ref) 0.05 1
(0.46 to 0.85)
Rate difference/1000 PYs ~7.3 0.0 (Ref) 000, : . : . '
(95% Cl) (-12.5to-2.1) 0 2 4 6 8 10

Time (years of follow-up)
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Favors NSAIDs  Favors no NSAIDs RR [95% CI
All CVE feexcl
Bernatsky et al. 2005 (nsNSAIDs) —o— 0.8[0.6,1.1]
Bernatsky et al. 2005 (Cox-2) —e— 0.9[0.7,1.2]
Garner et al. 2010 (Rofecoxib) 2.35[1.39, 4.00]
Innala et al. 2011 (Cox-2) 2.39[1.21,4.74] S
Lindharsen et al. 2012 (NSAIDs) e 1.21[1.07,1.36] EI
Nadareishvili et al. 2008 (Celecoxib) 2.45[0.99, 5.45] 5 — i E
Nadareishvili et al. 2008 (Rofecoxib) 3.24[1.15,7.62]
Suissa et al. 2006 (Cox-2) —-— 1.11[0.87, 1.43] /\ ZW
Suissa et al. 2006 (NSAIDs) —=— 1.05[0.81, 1.36] Q [/
Watson et al. 2002 (current Naproxen) — 0.53[0.22,1.28]
Watson et al. 2002 (past Naproxen) [ E——] 1.26 [0.88, 1.81] A E
Wolfe et al. 2008 (Celecoxib) —— 1.0[0.8,1.3] ﬁ 7@‘
Wolfe et al. 2008 (Rofecoxib) L e — 1.2[0.9,1.6]
All 2 ! 1.18[1.01,1.38] E/j
s : T ! \
All CVE — COX-2 inhibitors 0 2 4

Bernatsky et al. 2005 (Celecoxib or Rofecoxib) —o— 0.9[0.7,1.2] .

Garner et al. 2010 (Rofecoxib) 2.35[1.39, 4.00] f b

Innala et al. 2011 (Cox-2) I 2.39[1.21,4.74] ro a COXI

Lindharsen et al. 2012 (Celecoxib) —ro—i 1.12[0.83,1.52]

Lindharsen et al. 2012 (Rofecoxib) —a— 1.56[1.14,2.13] E/\j

Nadareishvili et al. 2008 (Celecoxib) 2.45[0.99, 5.45]

Nadareishvili et al. 2008 (Rofecoxib) 3.24[1.15,7.62] E‘/

Suissa et al. 2006 (Celecoxib or Rofecoxib) - 1.11[0.87,1.43] j.@g‘

Wolfe et al. 2008 (Celecoxib) —e— 1.0[0.8,1.3] =

Wolfe et al. 2008 (Rofecoxib) —a— 1.2[0.9,1.6]

All —— 1.36[1.10, 1.67]

All CVE — Non-COX-2 NSAIDs

Bernatsky et al. 2005 (nsNSAIDs) —a—
Undharsen et al. 2012 (Naproxen)
Lindharsen et al. 2012 (Ketoprofen) —
Lindharsen et al. 2012(Etodotac) |—
Lindharsen et al. 2012 (Ibuprofen) i
Lindharsen et al. 2012 (Diclofenac)
Suissa et al. 2006 (Naproxen or others) L
—
e

om
[
»d

Ly 0.8[0.6,1.1]
0.98 [0.47, 2.06)

— 0.76 [0.36, 1.60]

—=—t 1.11[0.83,1.47]

——— 1.16 [0.96, 1.41]
—ea— 1.35[1.11, 1.64]

o

—a—

—

1.05[0.81, 1.36]

1.26[0.88, 1.81]
Watson et al. 2002 (past Naproxen) 0.53[0.22,1.28]

Al 1.08[0.94, 1.24]

Watson et al. 2002 (current Naproxen)
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