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NpwtonaBscg N 16tonaB<g RP
(vooo¢ Raynaud)

e nAkia evapénc 13-30 etwv

® YUVOLIKEC
® OETLKO OLKOYEVELOLKO LOTOPLKO

Acvutepontabec RP (cuvdpopo
Raynaud)

e Autoavooa voonuata (XEA, SSc, SiS,
MCTD, DM/PM)

e totiveg, dappaka (bleomycin, cisplatin)
e N. Buerger
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locale et de la gangréne symétrique

Wigley FM et al. Clinical manifestations and diagnosis of Raynaud phenomenon, Uptodate des extrémités”, 1 862
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SYITHMATIKH ANAZKOMHEH KAl META-ANAAYZH 33
I\/]E/\ETQN NAPATHPHZHS (N=33733)

e BAu pUAo [OR=1.65, (1.42 to 1.91)],

® OLKOYEVELAKO LOTOPLKO [OR=16.6, (7.44 to
36.8)],

* XELPWVOKTIKN epyacia [OR=2.66 (1.73 to
4.08)],

e nukpavia [OR=4.02, (2.62 to 6.17)],

e kapdLayyetakn vooog [OR=1.69, (1.22 to
2.34)]

BM) Open Prevalence, risk factors and associations
of primary Raynaud’s phenomenon:

systematic review and meta-analysis
of observational studies

Rozeena Garner," Rakesh Kumari,' Peter Lanyon," Michael Doherty, "2
Weiya Zhang?®

pooled prevalence PRP: 4.85% (95% CI OLKOYEVELAKN Katdotacn [married,
2.08% to 8.71 %) OR=0.60, (0.43 to 0.83)]
pooled annvual incidence PRP: 0.25%

(95% C1 0.19% to 0.32%).

Garner R et al. BMJ Open 2015;5:e006389.



AIEYPEYNHZH QAINOMENOQY RAYNAUD
(XTOXOZ H NPQIMH AIATNQZH AEYTEPOMAGOYS RP)

1. NAENMTOUEPEC LOTOPLKO (epyacia, pappaka)

2. KAwN g€€taon (avalntnon KAWIKWY onueilwv evdelktikwyv CTD
1X.okAnpodaktuAia, odnuatwdn SAakTuAa, TNAAYYELEKTAOLEC,
pitting scars )

Fevikn aipatoc, ANA, TKE/CRP

4 . Tp I.XO E l.6 O 0) KOT[ I'] 0) r] Herrick A. Journal of Scleroderma and Related Disorders 2019, Vol. 4(2) 89-101

Oepuoypadla
Laser Doppler
B s techniques
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No. of articles on nail fold capillaroscopy in RD

APIOMO2 AHMO2IEY2EQN 2TO

PUBMED ME ©EMA NAILFOLD
CAPILLAROSCOPY IN RHEUMATIC DISEASE
(1970-2018)

Smith V. et al. Autoimmunity Reviews 2020:19(3):102458
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DOYZIOAOTIKH EIKONA
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[MTAPAMETPOI NMOY EKTIMQNTAI 2THN

| TPIXOEIAOZKOINH2ZH: O APIOMOX TQN

TPIXOEIAQN

Angle between || Angle between
. ] »
adjacent adjacent
capillaries = B’ keapillaries < 80°

TAVAKOL ET AL. BIOMED RES INT. 2015; 2015: 974530

Average

72 Average capillary

capillary lenath
length eng

Not 3 iy
counted .

O ap1OuUoC TV TPLYOE®V GUGYETICETOL UE TNV
nAkia (8.45=1.32 tpryoeidry/mm ce drouo <40
etV Kot 9.151.42 tpryoetdry/mm o€ Atoud

>40 etV
Dolezalova P et al. Ann Rheum Dis. 2003;62(5):444



MAPAMETPOI NMOY EKTIMQNTAI 2THN
TPIXOEIAO2KOIlH2H: TO EYPO2 TQN TPIXOEIAQN

ylyavtiaio
TpLYOELdN:
OUOLOYEVWC
SlateTapEva e
€UPOC>=50um

Loop dimensions:

1 = Arterial

2 = Apex

3 = Venous

4 = Total width

HOFFTEE ET AL. RHEUMATOLOGY (OXFORD), VOLUME 51, ISSUE 4, APRIL 2012, PAGES 749-755,



[MAPAMETPOI NMOY EKTIMONTAI 2THN TPIXOEIAO2KOIMH2H:
| H MOP®OAOTIA TON TPIXOEIAQN KAI H TTAPOYZIA
MIKPOAIMOPPAT'IQN

LLLKPOOLLOPPOAYLEC bushy
capillaries

HOFFTEE ET AL. RHEUMATOLOGY (OXFORD), VOLUME 51, ISSUE 4, APRIL 2012, PAGES 749-755,



Capillaroscopic
characteristics

Category 1

Category 2

Non-scleroderma pattern

Scleroderma Pattern

Non-Specific Abnormalities

1f any of the capillaroscopic characteristics is abnormal,
alone or in any combination, as highlighead i yellow

Early Active Late

| - ' | - - Lorwered derpaty Further lomeral densey
Density (/mm) >7 | > 7 P R o
| Dimension (pm) Normal | 20-30 > 50 (giant) | > 50 (giant) .
Abnormal morphology ** - + - B 4
'Haemorrhages - | - +/e +/- .
*Dimension “*Morphology

Apical diameter

= ( "'-—‘-.\l i "\| fie
I.\_ ‘I v
P AR I /
l| ’

MNoe 10 Ayt oy
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Sone soles, considernsg scleroderma patierns

The carly pemern NEVER peesents with lowerod density (cul-
ofl > 7 capillances jmum)
The pctive and Biie patterss ALWAYS present with orwered
demsity (< 7 capillanies ‘'mm)y, however, the oat-ofTs we nol
atsolute
In the aotive pattern, the hoss of capallares 15 combined with
gt capillanies
In the Qg pattern, the loss of capilianes 1s combined with
ataormmal shapes

v In 8 bte pattern, gaant capt s arg NEVER found

.
.

Smith V. et al. Autoimmunity
Reviews 2020;19(3):102458




2KAHPOAEPMATIKA MMTPOTYIA TPIXOEIAO2KOIMH2ZH2

a) “Early” scleroderma pattern

B ]

A

4]

Capillaroscopic characteristics:

Density: 8 capillaries in 1 linear mm ().
Dimension:  presence  of  giants
(homogeneous enlargement of all three
limbs of the capillary with the diameter =
50 um, ).

Morphology: hairpin shaped capillaries.
Haemorrhages: present (A).

b) “Active” scleroderma pattern

Capillaroscopic characteristics:

Density: 3 capillanies in | linear mm (]).

Dimension: presence of a giant (homogeneous
enlargement of all three limbs of the capillary

with the diameter = 50 um, 4).
Morphology:

Haemorrhages: absent,

N | f |

hairpin shaped capillaries and
presence of an abnormally shaped capillary ($).

¢) “Late” scleroderma pattern

Capillaroscopic characteristics:

Density: 1 capillary in | linear mm ().
Dimension: not measured because of
presence of abnormal shape.
Morphology: presence of an abnormally
shaped capillary ($).

Haemorrhages: absent.

Smith V. et al. Autoimmunity Reviews 2020;19(3):102458



MH EIAIKOY XAPAKTHPA
ANNOIQ2EI2-PRESCLERODERMA

SIGNATURE

Smith V. et al. Autoimmunity Reviews 2020;19(3):102458
Pacini G et al. RMD Open 2022;8:e002449




FAST TRACK ALGORITHM

Easy rule of thumb to discern an image as belonging to the
scleroderma pattern or not

(Category 1: NON-scleroderma pattern; Category 2: Scleroderma pattern

“If density is extremely OR

lowered (+ 3 or less), -
ot st if thgre are
scleroderma pattern giants

m In all the other cases, the image belongs as per default to Category 1

]

’_

Then your image

belongs
to Category 1

Then your image
belongs
to Category 2

INTER-RATER RELIABILITY

Mean Cohen's kappa (95% CI) and Light's kappa for the groups of raters at the
8th EUSTAR course on SSc (Nijmegen 2019).

Group of raters Mean Cohen's kappa (95% Light's kappa
CI)

Expert raters (n = 3) 1
Attendees (n = 85) 0.94 (0.92-0.96)
“Novices” (n = 47) 0.93 (0.90-0.96)
“Moderately experienced” 0.94 (0.89-0.98)
(n = 29)
“Experienced” (n = 9) 0.97 (0.92-1)

CI: Confidence Interval.

V. Smith, et al. Autoimmunity Reviews 18 (2019) 102394



HMIMO2OTIKH EKTIMH2H TH2
TPIXOEIAO2KOIMH2H2

Kappia AAAayn

<33% tpLyoeldIkEC aAAolwoeLlg/pelwon/mm

33%-66% tpLyoeldikec aAAolwoelc/peiwon/mm

>66% TPLYOELOLIKEC aANOLWOELS/LElwon/mm

Mo KAOe e€eTalopevo SAKTUAO Kal yla KABE pia oo TLg
e€eTA{OEVEC TIAPAUETPOUC UTIOAOYLLETOL TO UECO score OTO 4
niedia (1 mm). Ta péoa score aBpoilovtal kat dtapouvtal dta 8

Cutolo et al. Best Practice & Research Clinical Rheumatology
Vol. 22, No. 6, pp. 1093-1108, 2008

Smith, V et al. Ann Rheum Dis 2011;70:180-183




H MEIQ2H TOY APIOMOY TQN TPIXOEIAQN
YMNOAOINZOMENH 2E 8 NMEAIA ANOTEAEI

MPOINQ2TIKO AEIKTH
A ANAMNTY=H EAKQN

Discussion
This is the first study to show that a simple NVC
scoring modality-namely, the calculation of

mean score of capillary loss-investigated over
eight fields (8 fingers, 1 field per finger) can
be constructed and used as a simple prognostic
index for digital trophic lesions which makes it
possible to use it as a day-to-day in-office
clinical tool.

Smith, V et al. Ann Rheum Dis 2011;70:180-183



TITTO202TO TOY EIKAZOMENOY Q2 NMPQTOMNAGOY2
OAINOMENOY RAYNAUD METAMINTEI 2E AEYTEPOINAGE2

ErtumoAaopocg RP: ~5%,
ErtutoAaopog SSc: ~0.025%

Apa rtepimou 1 otoug 200 aoBeveic e RP Ba avamtuéouv teAka SSec.

Herrick A. Journal of Scleroderma and Related Disorders 2019, Vol. 4(2) 89-101

Swiss Medical Weekly 7 studies selected

An open access, online journal * www.smw.ch N:405] primqry RP, .I 220 ernSiﬁonS 1'0 CTD

Systematic review | Published 30 September 2017 | doi10.4414/smw.2017.144506 (rq’re: 265/] OO pa’rien’r-yeqrs), medn age at RP onset

Cite this as: Swiss Med Wkly. 2017;147:w14506 34 'I

Outcomes, rates and predictors of transition of

. s . .

'SOI_ated Raynaud’s phen_omenon. a systematic N= 657 suspected secondary RP, 188 transitions to CTD
review and meta-analysis (rate: 11.01 /100 patient-years), mean age at RP onset
Francesca Ingegnol?, Nicola Ughi?, Chiara Crotti?, Marta Mosc®, Chiara Tani® 37

2 Division of Rheumatology, ASST Pini, Dept. of Clinical Sciences and Community Health, Universita degli Studi di Milano, Italy
® Rheumatology Unit, Department of Clinical and Experimental Medicine, University of Pisa, Italy



ANAs as predictors of CTDs

ANA+CPS. ANA.CPS. Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI
De Angelis 2003 0 12 0 35 Not estimable
: Hircshl 2006 14 28 19 236 3T7%  621[352.10.96]
Ta ANA w¢ mMpoyvwoTLKOG Koenig 2008 2 70 3 213 269%  28.40(8.91, 90.56]

, Ingegnoli 2010 22 81 10 129 355% 350[1.75,7.01]
deiktng yta CTD Valentini 2014 10 15 0 0 Not estimable

Total (95% CI) 206 613 100.0% 7.63 [2.87, 20.29]
Total events 74 32

Heterogenelity: Tau*= 058, Chi*=9.70, df= 2 (P = 0.008), F= 79%

Testfor overall effect Z= 4.07 (P « 0.0001)

ANAs as predictors of SSc
ANASCPS.  ANACPS. Risk Ratio
Study or Subgroup _Events Total_Events Tohl Weight _M.H, Random, 5% CI_Year
De Angelis 2003 0 12 Notestmable 2003
, Hircshl 2006 + 3 26 7% 87 [192,2365] 2006
Ta ANA WG IPOoyvVWOTLKOG Koenig 2008 28 70 213 423%  28.40(8.91,9056] 2008
: Ingegnoli 2010 6 81 120 190%  956[1.17,7793 2010
delktng yla SSc Valentini 2014 10 15 0 Notestmable 2014

q«umcn 206 613 100.0%  13.23[4.72,37.06] ||
otal events 40 5

Heterogeneity Tau*= 030, Chi*=314,df=2(P=021), = 36%

Testfor overall effect Z= 491 (P < 0.00001) ) ANA-CPS- ANA+CPS-

s 4
A L)

01 10

ANAs as predictors of CTDs other than SSc
ANA+CPS-  ANA-CPS- Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI

De Angelis 2003 0 13 0 35 Not estimable 2003

Hircshl 2006 10 28 14 236 518% 6.02 [2.96, 12.25] 2006

To ANA wc T[pOVV(DG'ELKéC Koenig 2008 0 65 0 210 Not estimable 2008
, : Ingegnoli 2010 16 81 9 129 482% 2.83[131,6.10] 2010
deilktng yta CTD ekto¢ tou SSc Valentini 2014 o 15 o o Not estimable 2014

[l Total (95% C1) 202 610 100.0% 4.18 [1.93,9.06) ||

Total events 26 23

: _ Heterogeneity: Tau? = 0.17; Chi* = 2.19, df = 1 (P = 0.14); I* = 54%
Ingegnoli et al. Swiss Med Wkly. 2017;147:w14506  |[RiiudimipaipetiSirpron

L
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Ll

0.1 1 10
ANA-CPS- ANA+CPS-




Ta ANA Kkat n tpLyoelbooKomnnon
w¢ npoyvwoTtikot deiktec yia CTD

Ta ANA Kkal n TpLYoel600KOTINON WG
T(POYVWOTLKOL OeikTeC yLar SSc

Ta ANA Kkal n TpLYoel600KOTINON WG

TiPOYVwoTLKol deikteg yia CTD
EKTOC TOU SSc

Ingegnoli et al. Swiss Med Wkly. 2017;147:w14506

ANAs and Capillaroscopy as predictors of CTDs

ANA+CPS+  ANACPS. Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
De Angelis 2003 2 3 0 35 86% 4500[259, 782.04) 2003 +
Hircshl 2006 3 4 19 236 324% 8.32[4.57,18.97) 2006 —
Koenig 2008 35 44 3 213 252% 56.48(18.18,175.45) 2008 —
Ingegnoli 2010 35 47 10 129 339% 961[518,17.83) 2010 —-—
Valentini 2014 " 2 0 0 Not estimable 2014
mco 119 613 100.0%  16.96 (6.61,43.55] | e
Otal eve 56 32
Heterogeneity. Tau®= 0.58, Chi*= 10.67, df= 3 (P = 0.01), P=72% 501 oh 1 e 100
Testfor overall effect Z= 5.89 (P < 0.00001) ' ANA+CPS+ ANA-CPS-
ANAs and Capillaroscopy as predictors of SSc
ANA+CPS+  ANACPS. Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
De Angelis 2003 3 2 0 35 Not estimable 2003
Hircshl 2006 1 4 5 236 248%  11.80([1.75,79.37] 2006 s FEr—
Koenig 2008 33 M 3 213 516% 56.48[18.18,17545] 2008 —_—
Ingegnoli 2010 26 47 1 129 236% 71.36[9.96,511.30] 2010 —
Valentini 2014 "n 2 0 0 Notestimable 2014
| Total (95% CI) 118 613 100.0% 40.45[14.02,116.77] | B
Total events 76 9 ) . .
Heterogeneity: Tau®= 0.23; Chi*= 2.66, df = 2 (P = 0.26); = 25% H 001 o 1 5 1000

Test for overall effect Z= 6.84 (P < 0.00001)
ANAs and Capillaroscopy as predictors of CTDs other than SSc

Heterogeneity: Tau® = 0.51; Chi*=3.01,df =1 (P = 0.08); P = 67%
Test for overall effect: Z = 2.47 (P = 0.01)

ANA+CPS+  ANA-CPS- Risk Ratio

Study or Subgroup __ Events _Total Events Total Weight _M-H, Random, 95% C| Year
De Angelis 2003 0 2 0o 35 Not estimable 2003
Hircshl 2006 2 4 14 236 46.0% 8.43(2.79, 25.42] 2006
Koenig 2008 0 44 0 210 Not estimable 2008
Ingegnoli 2010 9 a7 9 129 540% 2.74[1.16,6.50] 2010
Valentini 2014 o 21 0 0 Not estimable 2014
| Total (95% C1) 118 610 100.0% 4.60 [1.37, 15.44] |
Total events 1" 23

0.01

01

1

10 100

ANA-CPS- ANA+CPS+)



THE VEDOSS PROJECT

1. TTOAUKEVTPLKO, TIPOOTITLKO registry

2. 42 EUSTAR centres og 20 xwpec otnv Eupwrn, B. Apeptkn kat N. ApepLKn.

3. «...Patients with Raynaud's phenomenon were eligible for enrolment. Those who had fulfilled the
1980 ACR or the 2013 ACR-EULAR classification criteria for systemic sclerosis, as well as of
any other ACR or EULAR classification criteria for other definite connective tissue diseases at
enrolment were excluded....»

4. kpunpla VEDOSS

1.  Oetkd ANA

2.  eldka yla 1o SSc avtoavtiowpata (ACA, anti-Scl-70, anti-RNA-pol IlI)

3.  un ¢ucoloyikn tpryoeldbookonnaon (any capillary loss, giants-cupneptAapBavel kat pn eOKA evpApaTa)
4 otdnuatwdn daktula

2TOXOC N ekTipnon tng mpoodou oe SSc otnv 5¢etia.

Bellando-Randone et al. Lancet Rheumatol. 2021;3:e834-43



THE VEDOSS PROJECT

A

—— ANA positive
386 did not meet the VEDOSS — SSc-Ab positive
criteria — Puffy fingers
35 had no confirmed symptoms — Abnormal NVC
or signs of Raynaud's phenomenon SSc-Ab positive and abnormal NVC
B 350 fulfilled the 1980 ACR or 2013 ACR-EULAR —— SSc-Ab positive and puffy fingers
criteria for systemic sclerosis ANA positve and puffy fingers
764 met the VEDOSS criteria G .
4 for analysis 1 had missing information ANA and Abnormal NVC

v v

211 had only baseline visit 553 had at least one follow-up visit

1150 patients enrolled in the
VEDOSS database

Patients with endpoint (%)

100+

80

60

404 39:5% 36.0%

29.3% Number at risk
ANA positive

| 15.6% 17-8% po
. 12 SSc-Ab positive
Puffy fingers
Abnormal NVC
401 | ANA SSc-Ab positive and abnormal NVC
208 ] SSc-Ab SSc-Ab positive and puffy fingers
(382" ] Abnormal NVC ANA positive and puffy fingers
. . . 1'96 ]l Puffy fingers ANA positive and abnormal NVC
400 300 200 100 O None

Number of patients

Raynaud’s phenomenon (%)

Baseline 0

Bellando-Randone et al. Lancet Rheumatol. 2021;3:e834-43



ITHE VEDOSS PROJECT

overall progression rate 52.4%

Bellando-Randone et al. Lancet Rheumatol. 2021;3:e834-43



Day (circle) Mon. Tues. Wed Thurs. Fri Sat  Sun. Visit Returned L]
SUBJECT SUBJECT Mo; , Dy, Yer
NUMBER o INITIALS L1 | ] patE l | l | [ | ]
How many times have you been exposed to outdoor temperatures today? ]
Zero Attacks Today? (check here) [) Patient Reported Outcomes
A N NAUD'S ’ ’
(a:ms DURATION | ATAGK | DURATION | ATACK | DURATION ywa Xpnon o€ KALVI.KEC
NUMBER . NUMBER . NUMBER .
(minutes) (minutes) (minutes) l.l £ A ét £ q
1 | | 6 | l 1 | |
4 L ! .l o [ P |
3 8 13
1 | 1 I | | (frequency and duration)
% o] s || el DO LA
5 L 10 [ 3
Raynaud’s Condition Score (RCS) is your rating of how much difficulty you
CIRCLE below the number that best indicates the difficulty you had today with your Raynaud’s condition: had with your qunaud TODAY. Consider
Diff':cc:jty 0 1 2 3 4 5 6 7 8 9 10 gm how many attacks you had and how long
they lasted. Consider how much pain,

numbness and other symptoms the
Raynaud’s caused in your fingers.....

(VAS scale 0-100, change of 15 clinically
significant)

Merkel et al. Arthritis and Rheumatism 2002;46(9):2410-20




H OEPATIEIA TOY OAINOMENOY RAYNAUD
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Herrick A.Journal of Scleroderma and Related Disorders 2019, Vol. 4(2) 89—101



Table |. BExamples of oral drugs most widely used in the treatment of complicated and uncomplicated RP.

Drug or group of drugs Main mechanism of action/other points Examples
to highlight

Usual dose range

Calcium channel blockers Act on smooth muscle to cause Nifedipine
vasodilation (sustained release)
Amlodipine

Phosphodiesterase type Inhibit degradation of cyclic guanosine Sildenafil
5 inhibitors monophosphate (and therefore increase

nitric oxide effect) Tadalafil

Angiotensin |l receptor Block action of angiotensin Il on vascular Losartan
blockers smooth musdle

Alpha-adrenergic Block vasoconstriction Prazosin
blockers
Selective serotonin Block uptake of serotonin, a Fluoxetine
reuptake inhibitors vasoconstrictor
Endothelin-| receptor Block action of endothelin-1 on smooth Bosentan
antagonists musdle cells. For prevention of recurrent

digital ulcers in patients with SSc

|0 mg twice daily to 40 mg
twice daily

5mg once daily to 10mg once
daily

20 mg/25 mg three times daily
to 50 mg three times daily

20 mg alternate days to 20mg
once daily

25 mg once daily to 100mg
once daily

500 pg twice daily to 2mg
twice daily

20 mg once daily

625 mg twice daily increasing
to |25mg twice daily

RP: Raynaud’s phenomenon; SSc systemic sclerosis.

Herrick A.Journal of Scleroderma and Related Disorders 2019, Vol. 4(2) 89-101
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