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Effect of PAD treatment on mean fluorescent intensities of intracardiac structural proteins (n=59)

~

59 sera from RA patients enrolled in a cohort
COLUMBIA UNIVERSITY 1) w study were Incubated with uncitrullinated or

IRVING MEDICAL CENTER 'gnificantI)[ more reactive citrullinated (exposed to peptidyl-arginine-
Abstract - deiminase-2 [PAD-2]) myocardial proteins

seckgroundpurpose: — to citrullinated [PAD- treated] ! | - } (actin, myosin, tropomyosin, and troponin).
Digst_olic dysfunc_tion and heart faiIL_Jre with prgserved EF are more prevalent in RA. We have pre\_/i(_)usly shpwn increased i I _ I — 2 . .

S O o O o ot 1 et oy s myocardial proteins (Actin, | | " - Fluorescent anti-human 19G Fc antibody was
g/IQetsZ?ad?r:om RA patients enrolled in a cohort study were incubated with uncitrullinated or citrullinated (exposed to MyOSI n TrOpOmyOSI n and Tropon I n) added’ rl nsed’ and mean ﬂ uorescence
peptidyl-arginine-deiminase-2 [PAD-2]) myocardial proteins (actin, myosin, tropomyosin, and troponin). Fluorescent anti- ]

human IgG Fc antibody was added, rinsed, and mean fluorescence intensities (MFI) were recorded. Demographics, RA - : I nte n S Itl eS (M F I) We re re CO rd e d . D e m Og rap h I CS )
characteristics, and measures of LV function were compared between highest and lowest MFI tertiles for each protein in - . . .
both citrullinated and uncitrullinated forms. The associart)ions of anti-myogardial antibodies with measures of car%iac t h an t O t h e I r u n t r e at e d RA Ch araCte rl Stl CS ; an d m eaS u reS Of LV fu n Ctl O n

function, assessed by 3D echocardiography, were modeled using generalized linear models, adjusting for relevant
confounders (variables associated with both LV function and seroreactivity to anti-myocardial proteins).

0 - P20 020 - 20 oR0 - = oR0 o0 40 were compared between highest and lowest
Patier|1t s.erawith the highest tertile of seroreactivity against citrullinated (but not uncitrullinated) myosin showed multiple h O m O | O S (Flg u re 1) . ‘igure 1. Mean Fluorescent infen=ities (M) before and afler PAD treatment broken down by cardiac peciein : p g g g . .

differences (p < 0.05) in measures of diastolic function: E/A ratio (0.95 vs 1.05), mean S wave (8.80 vs 10.09) and E/E’ MFl tert”es f()r eaCh pr()te|n N b()th C|trU|I|nated
;Zt:gr.(ega.lsgr\./\i/til:é?fil)eglif\iggi(rzlzci)iec?if?eertet?l:.dl_ig\sl.teolgcql:‘u(?t(r:lﬁe?nrr:c)(;cr)cr;)::(ijeiglt;:gttewﬁ ;)nvglif)f)tdi:i\lljérseyﬁg?[l:szjoncﬁg?endbv‘\iittvr\lled?gsigﬁc ' Uncitrullinated Myosin | Citrullinated Myosin Uncitrullinated Troponin | Citrullinated Troponin and unCItrullln ated form S The aSSOC|at|On S Of
e e S e o e = T Wi 2) E/E' and E/A | | . . L
Tender Joint Count, previously dentfed potential confountlers (Fig. 1) . Lowest | Highest | p | Lowest | Highest (p -owest | Highest1p |Lowest | Highest)\p anti-myocardial antibodies with measures of
L@iii%?é?j;ﬂﬂﬁiﬁéhf ?nF;élga/iiﬁifyire”saﬁfgaed”d‘?&ifa?Biﬁiﬂleie?i’ﬁﬁitu‘iﬁﬁ!ﬂ?fé?&%ﬂ?ﬁ?ﬂé@?ﬂ&rﬂ?ﬁ oman ratios (m easures of =20 |n=0 n=21 | n=0 S K S cardiac function, assessed by 3D
myocaradial tissue are needeaq. _ _ _ Demographics Demngraphics . .
- echocardiography, were modeled using
Agein | 54.05 96.70 | 049 |55.05 |3895 |032 Agein |55.50 5345 |0.61 55.85 |56.55 |0.86 : i : :
I 1 t O d U Ct 1O 1N dl_aStO“C fu.ﬂCt.IO.ﬂ) years years generalized linear models, adjusting for relevant
_ _ _ differed significantly |S&> * "™ © P&t 2 2 0 e confounders (variables associated with both LV
[ D|aStOI|C dySfu NCction and heart ) Male |5 0 005 |5 3 070 | [Male |6 0 002 |5 3 0.70 f : d /i ' dial
_ _ b etween h j g h eSt an d . vl unction and seroreactivity to anti-myocardia
fallure with preserved EF are more | RAcharacteritics RA charactrisios proteins).
prevalent in RAl |OweSt tertl I es Of ([)S%%Qs (31'?1?3) ?1'931) e (31'?.164) (31'?.4?3) o (%%8)28 (36.6960) ?1*.3001) o ?{.6013) ?{?466) oo C I =
_ - - CCPin |94.50 250.00 | 0.27 | 83.00 |250.00 | <0.01 | [CCPin |231.00 25000 [0.72 8150 250.00 | <0.001 O n C u S I O n
« We have previously shown MFIs for citrullinated e o | iS00, Lo, AL e s, | BLES | aooo mhn | =
. . . . . . [IQR] ' : [IQR]
increased staining for citrullinated MYyO0Sin (Table 1). There o RA patients generate
- - . . . . - Systolic function Systolic function
SUbStrateS In necrOpSIed hea‘rts Of were no Stat|St|Ca”y S|gn|f|Cant EF in 60.95 6158 |073 [61.00 |61.75 |065 EF in 61.89 6025 [0.36 61.67 60.50 |0.49 . . .
RA patients 2 differences in measures of e s A (e el rean | o0 [ M R an tl b O d | eS ag a-l n St
| : : : (SD)
. diastolic dysfunctlon between - - - - - GLs |-1631 |[-1720 [015 |-1741 |-1646 |0.13 . . .
. We hypothesized that groups for uncirulinatec S e e s s e ]| citrullinated myosin,
) Diastolic Function Diastolic Function
' I ' myosin or any of the other . . '
Individuals with RA may miocar o pyroteins (either ge - [sri [o0s [oss[7se [oes [ooms|[ee [7s [7e0 [oss [sov [ose Jow | | | @ fOrmation of such
en erate an tl b 0 d | es _ _ _ _ :Esig) {10117) {10.2:?) 0.32 {10.531) {%gg 0.026| |[EA |1.16 |1.13 |0.84 [1.17 [1.09 |0.51 - - .
O citrullinated or uncitrullinated). - - oo o | [|ED) Jess e 00 |03) antibodies m ay con tribute
Table 1: Characteristics of patients with highest and lowest MFI

againSt CitrU”ina.ted groups. Proteins not shown: Actin, Troponin tO dIaStO“C d!SfunC“On |n

m yO car d | al p rOte| NS an d A . Crude Adjusted* E)ﬁ;:tchliiSnesz?rZicnﬂVity score CCP: cyclic citrullinated peptide EF: ejection fraction GLS: global RA
that these antibodies are | pe0.022 0007 3) Multivariable analyses showed that

_ _ 11 d | | _ Studies to elucidate the pathophysiologic
assoclated with left o the diastolic parameter E/E’ ratio mechanisms including analyses of
ventricular (LV) A | ® remained significantly associated after S(ejg::;(;r;ﬂnpgptehr:; i%rgefcgﬁg';'maﬁi%an

. 94 - : :

dysfunction. L I controlling for RA duration and Tender myocardial tissue are needed.
- Doan o pond o, Crowsn o Oflln v cariel B 3 81 g Joint Count, previously identfied potential

arthritis in Rochester, Minnesota, over a forty-year period. 7- confounders (Figure 2)

Arthritis & Rheumatism. 2002 Mar 1;46(3):625-31. - . . : . : ..
2. Giles JT, Fert-Bober J. Park JK, Bingham CO, Andrade F 6 Fig. 2: Comparison of E/E’ ratio by tertile of reactivity to Scan QR code to

Fox-Talbot K, et al. Myocardial citrullination in rheumatoid 1 2 3 1 2 3 citrullinated myosin

arthritis: a correlative histopatholc?gic study. Arthritis Tertiles of Reactivity to Means and 95% CI depicted d 01744, l od d d bS tI‘ ac t

Research & Therapy. 2012 Feb 24;14:R39. Citrullinated Myosin * Adjusted for RA duration and Tender Joint Count




