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SYSTEMIC
LUPUS

ERYTHEMATOSUS

[Z] viktoria Kabanova | Dreamstime.com

hair loss

Halir breakage and halr loss often
happens toward the front of the
forehead In people with lupus, but can
also occur In patches.

headaches

Headaches, dizziness, and mood changes
may occur related to lupus inflammation
blocking oxygen to parts of the brain over
time, or a local inflammation.

difficulty swallowing

Difficulty swallowing is caused by

Sjogren's, which makes the mouth feel
extremely dry, and affects the
swallowing muscie

enlarged liver

Liver problems are caused when there's
Inflammation and reduced blood flow to the
liver. This can result in an enlarged liver

pancreatitis

Pancreatitis can be triggered by lupus
Inflammation or by medications used to
manage it. Treatment will depend on
what caused your pancreatitis.

kidney
problems

Fluid bulidup in the
abdomen could be a sign
of kidney problems

kidney disease

Kidney problems are caused by long-term
Inflammation and can eventually lead to
Kidney damage or failure

anemia

)
Sjogren’s

Sjogren's syndrome is common in people with
lupus and makes the mouth and eyes feel
extremely dry. It can cause complications, like
wouble swallowing and cavities.

mouth sores

Sores In the Inner cheek and lower
mouth, along with dryness can result in
gum disease.

gland swelling

Swelling of glands could mean Inflammation
from a lupus flare, a sign of infection,
or lymphoma.

chest pain

Chest pain could be a sign of a heart attack,
blocked arteries near the heart, or
inflammation In or around the lungs.

trouble breathing

Difficulty breathing can result from fluid
bulldup around the lungs, preumonia, or
scarring within the lungs

heart di

Anemia might be a sign of inflammation,
an immune attack of red blood cells, or it
could mean there's internal bleeding from
a damaged blood vessel

pregnancy complications
Pregnancy In women with lupus is considered
high risk. You'll need to be closely monitored
by your doctor,

tiredness

Fatigue, often severe, can be an overall
symptom of lupus, or it could mean there's
another health issue, like heart. kidney, or
liver problems.

Inflammation of the blood vessels is likely a
sign that you're at higher risk of developing
heart disease or experlencing complications
In the area where the vessels are Inflamed.

digestion issues

Digestive problems may be caused by
medications you're taking for lupus
symptoms, or a sign your body isn’t
moving waste at a normal pace.

intestinal ulcers

Lower Intestine ukcers might develop as
a side effect from medications used to
manage lupus symptoms

joint pain

Joint pain and stiffness may come from
fupus arthritis, which can affect primarily
small joints.

skin sensitivity

Butterfly-shaped rash and skin
sensitivity can be triggered by sun
exposure or ultraviolet light.



H opyavikn BAGRN oto ZEA TpoKaAsgiTal ATrd TNV EMPNEVOUOC A EVEQPYOTNTA TNG
VOO OU KOl a1rdé TNV aBpoloTIK 660 TWV KOPTIKOOTEPOEIdOWYV

Mopcia vooou* =l

KAIviki evepyoTnta
m.X. E§apoeigl2

H epuévouoa evepyoTnta
VOOOU 0dnyei o€ augnon
aBpolIoTIKAG dOONG
VAUKOKopTugacTepoelécbv

Abéon
YAUKOKOPTIKOOTEPOEIDWV

H BAGBN aBpoiletal Adyw
KAIVIKNG / OpOAOYIKAG
EVEPYOTNTAG, XPNONG

YAUKOKOPTIKOOTEPOEIOWYV KAl
QVOOOKATOOTOATIKWVZ-S

AOpoioTikh BAGRN

Méxp1 kai 80% pakpoTTpOOEO NG OPYAVIKAG
BAGBNg ptTOpPEi VO O@EIAETAI OTN XPAON
YAUKOKOPTIKOOTEPOEIDWVE

1. Petri M, et al. ] Rheumatol 2009;36:2476—2480; 2. Petri M, et al. Arthritis Rheum 2012;64:4021-4028;
3. ACR Ad Hoc Committee on SLE Guidelines. Arthritis Rheum 1999;42:1785-1796;

4. Thamer M, et al. ) Rheumatol 2009;36:560-564;

5. Legge A, et al. ) Rheumatol 2016;43:1050-1056; 6. Gladman DD, et al. ] Rheumatol 2003;30:1955-1959.
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H opyavikn BAGRn otov ZEA ptropei va ep@avicoTel HEOO OE€ £va XPOVO aTTo T
o1ayvwon kai HEXPI Kal o1o 50% Twv aoBevwy oTa 5 xpovia TTapd tn Bepartreia

NoocooTd acBevwyv pe ZEA pe poéviun opyaviki BAapn (SDI > 0)

M A. Chambers 2009 ueAérn e 232 aoBeveig pe ZEN o€ éva kévipo o1o Hvwuévo BaoiAeio!

100%

100% B B. Urowitz 2012 moAukevipikn peAETn kooptng e 298 aoBeveic pe ZEA og 11 XWpeg?

M C.Frodlund 2019 troAukeTpIKA UEAETN pE 543 aoBeveic pe ZEA otn Zoundia (Ta TTo000TA £X0UV £¢axOel KaTd
TTpocéyyion atrd Ta diaypappaTa)d

80% M D. Segura 2020 avadpouikn peAétn pe 300 aoBeveig pe ZEA atmod éva kévipo oto Hvwuévo BaaoiAeio*
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MeAETEG ATTO DIAPOPETIKEG KOOPTES TTOU CUMTTEPIAAMBAvVOVTAl OTO id10 SIAYPAUMA VIO ETTEENYNHATIKOUG AOyoug Hovo

SDI = SLICC (Systemic Lupus International Collaborating Clinics)/ACR (American College of Rheumatology) Damage Index; SLE = systemic lupus erythematosus.

1. Chambers SA, et al. Rheumatology. 2009;48(6):673—675. 2. Urowitz MB, et al. Arthritis Care Res. 2012;64(1):132-137. 3. Frodlund M, et al. Lupus. 2019;28(10):1261-1272. 4. Segura BT, et al.
Rheumatology.

2020;59(3):524-533.
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Association between organ damage and
mortality in systemic lupus
erythematosus: a systematic review

and meta-analysis

Irene B Murimi-Worstell,"? Dora H Lin,®> Henk Nab,* Hong J Kan,®
Oluwadamilola Onasanya,?® Jonothan C Tierce,'? Xia Wang,” Barnabas Desta,’
G Caleb Alexander,'*® Edward R Hammond’

ABSTRACT

Objective At least half of patients with systemic

lupus erythematosus (SLE) develop organ damage as

a consequence of autoimmune disease or long-term
therapeutic steroid use. This study synthesised evidence
on the association between organ damage and mortality

Strengths and limitations of this study

» We report a systematic review with meta-analysis
of high-quality studies across four continents that
demonstrates a consistent association between
systemic lupus erythematosus (SLE)-related organ

in patients with SLE. . damage and increased mortality.
Design SyStemat"f review and meta-analysis. » To our knowledge, this is the first meta-analysis in-
Methods Electronic searches were performed formed by a systematic literature review investigat-

in PubMed, Embase, Cochrane Library and Latin ing the association between organ damage, assessed
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H BaBuoAoyia SDI > 0 augavel Tov Kivduvo BavAaTou, HE ONUAVTIKE MEIWOoN TNG
eMIBiwong og acOeveic NE TTPWIMN OpYAVIKE BAARN

2UYKEVTPWTIKN avaAoyia Kivduvou atrd Jia pETA-avaAuon
10 peAETWYV TTOU ava@EpouV ToV Kivdouvo Bavarou ava 1

povada auénon otn BaduoAoyia SDI?
34%

Augnon oTtov Kivduvo Oavdarou

—eo— 1.34(1.24-1.44) yia KGO 1 emiTTAéov povada oTn

BaBuoAoyia SDI
(P < 0.001)

0 0.5 1 15 2
Avaloyia Kivdouvou, 95% Cl

Mia GAAN HEAETN €B€ICE OTI O OUYKPION YE aoBeveic xwpic TTpwinn opyavikn BAGRN (SDI = 0), ool gixav
TTpwiun opyavikn BAGRnN (SDI > 0) gixav onuavTika xapnAoTepo TToooaTo £TiRiwong ota 10 £€1n

TTapakoAoUBnong2
eo0e . . . . — N H peAétn oxedidoTnke yia va TTpoadlopicel av
iﬂ 263 aoBeveig pe 2EA Tou evidx@nkav 1 xp6vo pera m ﬂ TouAdyitoov 10 T TTpakoAoUBNoNg TTPWIKN 0pyavIKA BAGRN UTTopEi va TTPoPAEWE! TN
ondyvuwon BvnrétnTa
Cl = confidence interval; 1. Murimi-Worstell IB, et al. BMJ open 2020;10:e031850;

SDI = Systemic Lupus International Collaborating Clinics/American College of Rheumatology Damage Index. 2. Rahman P, et al. Lupus 2001;10:93-96.
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About

The systemic lupus international collaborating clinics American College of Rheumatology
Damage index (SLICC/ACR DI) was developed to quantify damage that has occurred since
onset of lupus.

It has been shown to be a valid measure for damage and correlates with mortality.

In this index,Jdamagelis defined a non-reversible change, not related to active inflammation,
occurring since the onset of lupus, ascertained by clinical assessment and present for at least

6 months. 'Repeat' episodes mean at least 6 months apart to score 2. The same lesion cannot
be scored twice.

References

Gladman DD, Goldsmith CH, Urowitz MB, Bacon P, Fortin P, Ginzler E, Gordon C, Hanly G,
Isenberg DA, Petri M, Nived O, Snaith M, Sturfelt G.

The Systemic Lupus International Collaborating Clinics/American College of Rheumatology
(SLICC/ACR) Damage Index for Systemic Lupus Erythematosus International Comparison.
Journal of Rheumatology 2000, 27 (2): 373-6




H xpnon oteposidwyv oXeTiCeTal PHE OPYAVIKN BAARBN

H ékBeon o€ oTEPOLION
oXeTideTal uE aENON OTN P =0.001

BaBuoAoyia SDI ]
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Xwpig €kBeon o€ oTepocidn (n = 86) m’'EkBeon o€ otepoeidr) (n = 173)

Mpooapuoyn armo:
SDI = Systemic Lupus International Collaborating Clinics/American College of Rheumatology Damage Index. Sheane BJ, et al. Arthritis Care Res (Hoboken) 20‘)17'655):;52256.



H opyavikn BAGRN aBpoileTal TAXEWG OTA TTPWIMA OTAOIO TOU AUKOU

H mrpwipn BAABN CUCXETIOTNKE JE TNV EVEPYOTNTA TNG
VOO OU KaI TN XPHOTN KOPTIKOOTEPOEIOWV

¥ 304 g BAGBn mou Bev oXeTieTaN PE OTEPOEISH (N = 58)
g: I BAGBnN trou oxeTideTal pE OTEPOEIDN (N =38)
= 25 7 Katd tnv mopeia Tng véoou, n
@- - TPWIMN BAGRN atrodideTal
==y - z ”
X TOOO OTNV EVEPYOTNTA TNG
> P - -
S 15- vOooou (£CAPOEIC KAl EPPEVOUCT
S £V£PVC')Tr]TG§), 000 Kal OTN '
w10+ XPNON KOOTIKOOTEPOEIOWV
4
g 51
W
B
< O0-
12 24 36 48
Mnveg
(C_)_ o g o oo ALdee’La véco’u ’ Méon c?uipxaa napokoAovOnonge:
M ; < 12 pnveg anod tnv évtaén 27,4 HAVES

Adapted from Figure 1B of
GC =glucocorticosteroids. Piga M, laccarino L, et al. Rheumatology (Oxford) 2020;59:2272—2281.



Ta oTepoEId) ouoxeTiCovTal NE OPYAVIKE BAARBN AVEEAPTNTA TNG EVEPYOTNTAG

NG VOO OU
2.5 - . .
B 2 uoxETion Pe TN vooo
20 @ [1iIBav cuoXETioN UE Ta
e o » oTEPOEIDN
SACQ = 2-year period without clinical i ,

activity and with persistent serologic activity W 2UCXETION WE TO OTEPOEION)

1.5 -

P=0.13

1.0 -

Mean damage accrued
over 10 years, SDI

0.0 -

Serologically active
clinically quiescent
n =55

SACQ = serologically active clinically quiescent.

Not clinically quiescent
n=110

Steiman AJ, et al. Arthritis Care Res 2012;64:511-518.



Augnuévog Kivouvog ¢EAIENG opyaVvIKNG BAARBNG 600 HeyaAUTEPN N

MEéon 060N TTrpedvi{ovng

Emidpaon Tng 86ong Tpedvifovng oToV Kivduvo avatrtu§ng opyavikng BAABNg

Méon 1rponyoupevn 66on TTpedvilovng, mg/nuépad

Avaloyia kivduvou(95% CI, P < 0.001)

>20 —r— 2.514 (1.977-3.196)

>15t0 <20 —— 1.799 (1.350-2.399)

>7.5t0<15 1.537 (1.284—1.840)

Ol-l 0!2 0!5 1 é 5I 1|0

Avoloyia KIvdUvou yia oTroladTToTeE opyavikr BAGRN vs. yé€on Tponyouuevn d6on
Pedvi{ovng < 7,5 mg/nuépa
(Cox proportional hazards model)

O1 aoBeveig TTou €ixav ekTeOEi O€ péon
TTPonNyouuevn d6on Trpedviiévng 2 7,5
mg/nuépa gixav 1,7 @opEG HEYAAUTEPO KivOUVO
VO AvATITUEOUV OTTOIAdNTIOTE VEQ OPYQAVIKN

BAGPBN o€ oUYKPION PE EKEIVOUG TTOU €ixXav EKTEDEI
o€ péEon TTponyouuevn doon Tpedviddvng < 7,5
mg/nuEPa (HR = 1.742, 95% Cl 1.489 to 2.039, P <
0.001).

Me KGBe 1 mg augnon TnG HEong NUEPHOING
doong pedvifovng (avetdptnTa atmmod TNV
apxikni d6on 1TpedviCovng), O KivOUVOS EUPAVIONG
OTTOI0COATTOTE VEAG OpYaVIKAS PAABNG augntnke

KAt mTepitTrou 3% (HR = 1.028, 95% Cl 1.022 to
1.035, P <0.001).

H peAétn TG KoopTNG aoBevwv e ZEA atrd 1o Hopkins ATav yia TTpooTITIKA diaxpovIKA HEAETN TTou TTapakoAouBouce acBeveig pe ZEA péow Tpiunviaiwy (1 Mo GUXVWYV) ETTICKEWEWY, CUUTTEPIEAARE

2265 aobeveig Tou TTapakoAoubnBnkav aTnv Tropeia 26 eTwv peTagy 1987 kai 2012, ye pia péon didpkeia TTapakoAoubnong Ta 6,2 £1n.

aAverage prednisone dose during prior cohort follow-up

ClI = confidence interval; HR = hazard ratio; LLDAS = Lupus Low Disease Activity State; RR = relative risk; SDI = Systemic Lupus International Collaborating Clinics/American College of Rheumatology Damage Index

Al Sawah S, et al. Lupus Sci Med. 2015:2:e000066.
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AKOMAO Kal XOMNAN 000N OTEPOEIOWYV UTTOPEI VA TTPOKAAECEI AVETTIOUUNTES

EVEPYEIEG

Kivduvocg Aoipwcewv
5-7,5 mg/nuépa

Kapdiayyeiaka voarnuarta

7,5 mg/nuépa
2.Uvopopo Cushing 0
5 mg/nuépa yia 1

unva

OcTeotmOpwon
5 mg/nuépa
yia 6 JrVeC

YT1repyAukaiuia

O1 avetmBuunTeC EVEPYEIEC ATTO TA
2,5 mg/nuépa

OTEPOEION Eival ECAPTWHPEVEG ATTO TN
dOON Kal TO XpOvo €kBeongl—3

Ta dedopéva BaaiovTtal o€ Pia HEAETN Kal UTTOPET va PNV epapuodovTal o€ OAoUg Toug aoBeveig Kal TTANBuoIoUG aoBevWIV

AepPATONOYIKES
ATTPOOCdIOPIOTO

O¢

[[AaUKWMA Kal KAaTappAaKTNG
6—7,5 mg/npépa yia > 1
£TOG KaIl 6 £Tn avTioTOIXO

WuyxoAoyIKEG Kal
OUUTTEPIPOPIOAOYIKEG >
20-40 mg/nuépa
MTTOPEI va ocuuBei dueoa

@

® OO0TeOUUEAIKA
VEKPWON
> 30 mg/nuépa

1. Ruiz-Irastorza G, et al. Rheumatology (Oxford) 2012;51:1145-1153;

2. Nevskaya T, et al. Clin Exp Rheum 2017;35:700-710;
3. Stojan G, et al. Curr Treatm Opt Rheumatol 2017;3:164-172.



IdavVIKN N €TTITEUEN TNG XAMNAOTEPNG dUVATHG OOONG KOPTIKOOTEPOEIOWY OTO
2UuoTnMaTIKO Epubnuatwdn Auko

H xaunAdtepn 860N TPedvIZovng €XEl HIKPOTEPO KivOUVO U Tamo auoTnpo 6plo d6oNG TTPEdVICOVNG PTTOPET va OXETICETAI LE

AVOOTPEWIUNG OPYaVIKNG BAGBNGLa MEIWPEVN opyavikn BAGRBN2

Avaloyia kKivdouvou (95% ClI)

— <7.5
= >0— —— 1.06 (0.55-2.06) ,
& 0-6 mg/npépa
g_g >6-12 I 1.53 (0.69-3.38) RR ylaadénon 0.38 0.47
E 3 otoSDI > 1
o >12-18 —— 1.58(0.65-3.84) (95% Cl) 0.21-0.70  0.28-0.79
Q> _ _
< ;% >18 —Cm— 2.63 (1.09-6.32) P value P =0.002 P =0.005
c >
2 @_ Mia peAETN pE OTOXO TOV TTPOCOIOPICKO KAl TNV TTIOTOTTOINCN TOU
= E LLDAS 1rpdTeive 0TI €va TTI0 auoTnpo Oplo aTrd < 7.5 mg/nuépa yia
: ' ' TN 660N Pedvifdvng oT1o LLDAS ptropei va oxeTiCeTal e TTEPAITEPW
0.1 1 10 TTPOCTACIA OTTO TNV ABPOICTIKH OpYavIKH BAGRN?

aWeighted secondary analysis estimating hazard ratio of organ damage by cumulative prednisone dose model that appropriately adjusts for measured confounders in n=141 patients.
Cl = confidence interval; LLDAS = Lupus Low Disease Activity State; RR = relative risk; SDI = Systemic Lupus International Collaborating Clinics/American College of Rheumatology Damage Index. 16

1. Thamer M, et al. J Rheumatol. 2009;36(3):560-564. 2. Franklyn K, et al. Ann Rheum Dis. 2016;75:1615-1621.
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be considered. Updated specific recommendations
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Table 1 EULAR Recommendations for the management of patients with systemic lupus erythematosus—2023 update

Overarching principles
A. SLE requires multidisciplinary, individualised management with patient education and shared decision-making, taking into consideration the costs to patient and society.

B. SLE disease activity should be assessed at each clinic visit (the frequency depending on physician’s discretion), with evaluation of organ damage (at least annually), using validated
instruments.

C. Non-pharmacological interventions, including sun protection, smoking cessation, healthy, balanced diet, regular exercise and measures to promote bone health are important to
improve long-term outcomes

D. Pharmacological interventions are directed by patient characteristics, type and severity of organ involvement, treatment-related harms, comorbidities, risk for progressive organ
damage, and patient preferences.

E. Early SLE diagnosis (including serological assessment), regular screening for organ involvement (especially nephritis), prompt initiation of treatment aiming at remission (or low
disease activity if remission is not possible) and strict adherence to treatment are essential to prevent flares and organ damage, improve prognosis and enhance quality of life.

Recommendation/statement

1. Hydroxychloroquine is recommended for all patients (1b/A), unless contraindicated, at a target dose of 5mg/kg real body weight/day (2b/B) but individualised based on risk for flare
(2b/B) and retinal toxicity.

2. Glucocorticoids, if needed, are dosed based on the type and severity of organ involvement (2b/C), and should be reduced to maintenance dose of <5mg/day (prednisone equivalent)
(2a/B) and, when possible, withdrawn; in patients with moderate-to-severe disease, pulses of intravenous methylprednisolone (125-1000 mg/day, for 1-3 days) (3b/C) can be
considered.

3. In patients not responding to hydroxychloroquine (alone or in combination with glucocorticoids) or patients unable to reduce glucocorticoids below doses acceptable for chronic use,
addition of immunomodulating/immunosuppressive agents (eg, methotrexate (1b/B), azathioprine (2b/C) or mycophenolate (2a/B)) and/or biological agents (eg, belimumab (1a/A) or
anifrolumab (1a/A)) should be considered.

4. In patients with organ-threatening or life-threatening disease, intravenous cyclophosphamide (2b/C) should be considered; in refractory cases, rituximab (2b/C) may be considered.

5. Treatment of active skin disease should include topical agents (glucocorticoids, calcineurin inhibitors) (2b/B), antimalarials (hydroxychloroquine, chloroquine) (1a/A), and/or systemic
glucocorticoids (4/C) as needed, with methotrexate (1b/B), mycophenolate (4/C), anifrolumab (1a/A), or belimumab (1a/B) considered as second-line therapy.

6. In active neuropsychiatric disease attributed to SLE, glucocorticoids and immunosuppressive agents for inflammatory manifestations (1b/A) and antiplatelet agents/anticoagulants for
atherothrombotic/aPL-related manifestations (2b/C) should be considered.

7. For acute treatment of severe autoimmune thrombocytopenia, high-dose glucocorticoids (including pulses of intravenous methylprednisolone) (4/C), with or without intravenous
immunoglobulin G (4/C), and/or rituximab (2b/B), and/or high-dose intravenous cyclophosphamide (4/C), followed by maintenance therapy with rituximab (2b/B), azathioprine (2b/C),
mycophenolate (2b/C), or cyclosporine (4/C) should be considered.

8. Patients with active proliferative lupus nephritis should receive low-dose (EuroLupus) intravenous cyclophosphamide (1a/A) or mycophenolate (1a/A) and glucocorticoids (pulses of
intravenous methylprednisolone followed by lower oral doses); combination therapy with belimumab (either with cyclophosphamide or mycophenolate (1b/A)) or calcineurin inhibitors
(especially voclosporin or tacrolimus, combined with mycophenolate, 1b/A) should be considered.
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Ta YAUKOKOPTIKOOTEPOEION WG BEpaTTEIa «YEQUPOY

EULAR Recommendation/Statement |

2UoTaon

Ta YAUKOKOPTIKOOTEPOEIDN, €AV atraitouvTal, divovTal o€ doon TTou BacileTal oToV TUTTO KAl T 0ORApPOTNTA TS OPYAVIKNG
ouppeToXnS (2b/C) kail Ba TpéTrel va peiwvovTal oe 860N ocuvtipnong < 5 mg/nuépa (avaloyo Tpedvilovng) (2a/B) Kal
orav gival duvaTto, va AatrooUPOVTal, o aoBeveic Pe HETPIA WS ooBapr] VOoo, WOeIG evOOPAEBIOG HeBUATTPEDVIZOAOVNG
(125—-1000 mg per nuépa, for 1-3 days) (3b/C) utropouv va xopnynBouv.

EmimAéov mAnpo@opieg
*  H xpovia £kBean YAUKOKOPTIKOOTEPOEIDN €ival 0 BACIKOS KivOUvog

*  XpAon YAUKOKOPTIKOOTEPOEIDWYV WG ‘Bepatreia YEQupa’ OTTWC OTN PEUNATOEION apBPITIdA, XPNOINOTTOIWVTAC TNG
XauNAGTEPN duvaTr) 000N YIA TO MIKPOTEPO dUVATO XPOVIKO dIACTNHA, HE OTOXO TNV TTANPN atTOoUPONn

GC = glucocorticoids; RA = rheumatoid arthritis.
Fanouriakis A, et al. Ann Rheum Dis. 2023. doi: 10.1136/ard-2023-224762 (online ahead of print).
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of the disease, but also thereafter. This need for increased aware-
ness for signs of new-onset kidney involvement was emphasised
by several Task Force members, because LN represents a major
milestone in the natural history of the disease and delaying its
diagnosis has profound prognostic repercussions; (3) pursuing a
treatment target, which should ideally be remission, as defined
by the recent Definition Of Remission In SLE (DORIS) criteria,’
or alternatively, a state of low disease activity, such as the Lupus
Low Disease Activity state (LLDAS).”” Both remission and
LLDAS have been extensively validated and proven to reduce
the risk for damage and other adverse outcomes in patients
with SLE (a detailed analysis of the favourable outcomes asso-
ciated with remission and LLDAS is given in the online supple-
mental appendix); and (4) the importance of patient adherence
to treatment. Specific reference to the issue of adherence in the
overarching principles was emphasised by several panellists,
including the patient research partners, because medication
non-adherence, despite reported wide variations, is considered
a major cause of treatment failure.”> A trusting relationship
between the physician and patient forms the basis for the mini-
misation of the risk of non-adherence. Mean (SD) LoA for the
final overarching principle was 9.81 (0.51).

Individual recommendations

1. Hydroxychloroquine is recommended for all patients (1b/A),
unless contraindicated, at a target dose of 5mg/kg real body
weight/day (2b/B), but individualised based on risk for flare
(2b/B) and retinal toxicity.

HCQ is the mainstay of treatment for patients with SLE and
the current SLR extended the existing body of evidence regarding
the multiple beneficial effects of HCQ in various aspects of the
disease. In the 2019 recommendations, emphasis was placed on
the specification that HCQ dose ‘should not exceed 5 mg/kg real
body weight/day’, in view of data which suggested a higher than

HCQ (mainly for retinal toxicity).”” Finally, quinacrine can be
considered in patients with cutaneous manifestations and HCQ-
induced retinopathy. The statement on HCQ was agreed on by
77.8% of participants following one round of amendments (the
only statement where this was needed) and mean (SD) LoA was
9.21 (3.39).

2. Glucocorticoids, if needed, are dosed based on the type
and severity of organ involvement (2b/C), and should be
reduced to maintenance dose of <5 mg/day (prednisone equiv-
alent) (2a/B) and, when possible, withdrawn; in patients with
moderate-to-severe disease, pulses of intravenous methylpred-
nisolone (125-1000mg per day, for 1-3 days) (3b/C) can be
considered.

Minimisation of GC use, in view of their detrimental effects,
was a major theme of discussion during the Task Force meet-
ings. Numerous studies in the current SLR confirmed associa-
tions of different cut-offs for daily prednisone dose with adverse
outcomes, most of which pointed to the threshold of 5§ mg/day.
Although a controlled trial of different GC tapering regimens or
maintenance doses is still lacking in SLE, the Task Force elected
to lower the ‘acceptable’ threshold of daily prednisone dose for
maintenance treatment to maximum 5 mg/day prednisone equiv-
alent, as compared with 7.5 mg/day in the 2019 recommenda-
tions. Ideally, one could envision the use of GC only as ‘bridging
therapy’ in SLE, similar to rheumatoid arthritis (lowest possible
dose for the shortest possible period), and the complete with-
drawal of GC is the optimal target.

Intravenous pulses of methylprednisolone (MP) of various
doses (depending on disease severity and patient weight) capi-
talise on the immediate non-genomic effects of GC,*® and
may allow for a faster tapering of per os (PO) GC.* Impor-
tantly, pulse IV MP has not been linked to certain established
GC-related harms, like avascular necrosis.>® Initial PO dose also
depends on disease severity; a retrospective study in 206 patients
with LN using propensity score matching found higher rates of
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Table 1 EULAR Recommendations for the management of patients with systemic lupus erythematosus—2023 update

Level of agreement

Mean (SD) % with score =8
Overarching principles
A. SLE requires multidisciplinary, individualised management with patient education and shared decision-making, taking into consideration the costs to patient and society. 9.88 (0.40) 100
B. SLE disease activity should be assessed at each clinic visit (the frequency depending on physician’s discretion), with evaluation of organ damage (at least annually), using validated 9.74 (0.63) 100
instruments.
C. Non-pharmacological interventions, including sun protection, smoking cessation, healthy, balanced diet, regular exercise and measures to promote bone health are important to 9.90 (0.37) 100
improve long-term outcomes
D. Pharmacological interventions are directed by patient characteristics, type and severity of organ involvement, treatment-related harms, comorbidities, risk for progressive organ 10 (0) 100
damage, and patient preferences.
E. Early SLE diagnosis (including serological assessment), regular screening for organ involvement (especially nephritis), prompt initiation of treatment aiming at remission (or low 9.81 (0.51) 100
disease activity if remission is not possible) and strict adherence to treatment are essential to prevent flares and organ damage, improve prognosis and enhance quality of life.
Recommendation/statement
1. Hydroxychloroquine is recommended for all patients (1b/A), unless contraindicated, at a target dose of 5 mg/kg real body weight/day (2b/B) but individualised based on risk for flare  9.21 (1.35) 90.4
(2b/B) and retinal toxicity.
2. Glucocorticoids, if needed, are dosed based on the type and severity of organ involvement (2b/C), and should be reduced to maintenance dose of <5 mg/day (prednisone equivalent) ~ 9.57 (0.77) 97.6
(2a/B) and, when possible, withdrawn; in patients with moderate-to-severe disease, pulses of intravenous methylprednisolone (1251000 mg/day, for 1-3 days) (3b/C) can be
considered.
3. In patients not responding to hydroxychloroquine (alone or in combination with glucocorticoids) or patients unable to reduce glucocorticoids below doses acceptable for chronic use, | 9.32 (0.91) 95.2
addition of immunomodulating/immunosuppressive agents (eg, methotrexate (1h/B), azathioprine (2b/C) or mycophenolate (2a/B))land/or biological agentsj(eg, belimumab (1a/A) or
anifrolumab (1a/A)) should be considered.
4. In patients with organ-threatening or life-threatening disease, intravenous cyclophosphamide (2b/C) should be considered; in refractory cases, rituximab (2b/C) may be considered. 9.38 (0.99) 95.2
5. Treatment of active skin disease should include topical agents (glucocorticoids, calcineurin inhibitors) (2b/B), antimalarials (hydroxychloroquine, chloroquine) (1a/A), and/or systemic ~ 9.35 (1.06) 95.2
glucocorticoids (4/C) as needed, with methotrexate (1b/B), mycophenolate (4/C), anifrolumab (1a/A), or belimumab (1a/B) considered as second-line therapy.
6. In active neuropsychiatric disease attributed to SLE, glucocorticoids and immunosuppressive agents for inflammatory manifestations (1b/A) and antiplatelet agents/anticoagulants for 9.68 (0.81) 97.6
atherothrombotic/aPL-related manifestations (2b/C) should be considered.
7. For acute treatment of severe autoimmune thrombocytopenia, high-dose glucocorticoids (including pulses of intravenous methylprednisolone) (4/C), with or without intravenous 9.48 (0.86) 97.6
immunoglobulin G (4/C), and/or rituximab (2b/B), and/or high-dose intravenous cyclophosphamide (4/C), followed by maintenance therapy with rituximab (2b/B), azathioprine (2b/C),
mycophenolate (2b/C), or cyclosporine (4/C) should be considered.
8. Patients with active proliferative lupus nephritis should receive low-dose (EuroLupus) intravenous cyclophosphamide (1a/A) or mycophenolate (1a/A) and glucocorticoids (pulses of ~ 9.36 (1.06) 92.8
intravenous methylprednisolone followed by lower oral doses); combination therapy with belimumab (either with cyclophosphamide or mycophenolate (1b/A)) or calcineurin inhibitors
(especially voclosporin or tacrolimus, combined with mycophenolate, 1b/A) should be considered.
9. Following renal response, treatment of lupus nephritis should continue for at least 3 years (2b/B); patients initially treated with mycophenolate alone or in combination with 9.56 (0.81) 95.2
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This statement emphasises the value of conventional and
biological immunomodulatory/immunosuppressive drugs for
the control of the disease and facilitation of GC tapering and
withdrawal. Since no new, high-quality data emerged in the past
4 years regarding conventional immunosuppressive drugs, delib-
erations regarding this statement focused on two main issues: (1)
inclusion of anifrolumab, following its approval in 2021,* ** as
well as belimumab,® as biological agents with proven efficacy
in controlling disease activity, reducing flares, and allowing for
GC dose reduction. In the recommendation, there is no hier-
archy in the choice between anifrolumab and belimumab, as
the two drugs have not been compared in a head-to-head trial
and their approval was the result of RCTs in similar extrarenal
SLE populations. The panel noted that there are more than 10
years of real-life clinical experience with belimumab, while no
real-life data for anifrolumab had been published by the time
of the SLR completion. (2) The positioning of biological agents
in relation to conventional immunosuppressive drugs for the
treatment of SLE. For the latter point, while considerations
from specific countries, healthcare settings and biological reim-
bursement policies have to be taken into account, most panel-
lists agreed that prior use of a conventional immunosuppressive
drug (MTX, AZA, mycophenolate mofetil or mycophenolic acid
(henceforth combined referred to as ‘mycophenolate’, see online
supplemental table 1 for details), leflunomide®® or others) should
not be mandatory for initiating anifrolumab or belimumab. Of
note, this is unchanged from the 2019 recommendations. The
rationale driving this statement was that, despite their substan-
tially higher cost, approved biological drugs have proven their
efficacy in high-quality RCTs, while such data are lacking for

For the treatment of active skin disease in SLE, few new data
have emerged since the 2019 recommendations, and a significant
body of evidence continues to originate from studies in patients
with cutaneous lupus erythematosus. Recommended first-line
treatment (topical agents, antimalarials and/or systemic GC) has
not changed in the statement. HCQ is the antimalarial of choice,
but chloroquine may be used in the settings discussed earlier.*’
Quinacrine (mepacrine) may also be used in cases of inadequate
response or toxic retinopathy, as add-on to HCQ or alternative
therapy, respectively,*® but its use is limited by frequent intoler-
ance and unavailability in many countries.

For the ~40% of patients not responding to first-line therapy,*’
comparative studies among existing immunosuppressive drugs
are lacking. Despite this paucity, reccommended second-line drugs
have partly changed from 2019, because the Task Force decided
to recommend drugs more familiar to rheumatologists (such as
MTX or mycophenolate, instead of dapsone or retinoids). A
small retrospective study in 73 patients with refractory CLE to
first-line therapy found similar response rates (~65%) between
MTX and mycophenolate.* Anifrolumab and belimumab have
both shown efficacy in mucocutaneous manifestations of SLE,**°
although only anifrolumab has used the Cutaneous Lupus Area
and Severity Index in its clinical programme, whereas belimumab
has reported responses according to the general instruments
SLEDAI and BILAG (hence, the designation B in the Grading
of Recommendation, despite positive RCT data). Importantly,
the list of recommended drugs is indicative and other treatments
may be considered as second-line or third-line options, including
dapsone, retinoids, CNI, AZA, CYC and RTX, ideally in collab-
oration with dermatologists experienced in the treatment of
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Recommendation

Treatment of Non-Renal Systemic Lupus Erythematosus

TS T T

Exercise - - - Clinical SLEDAI=0
No smoking GC PO/IV (if needed, short-term use to control active disease; taper to <5 HCQ
Balanced diet mg/day as quickly as possible and discontinue, if possible) GC < 5 mg/day
Vaccinations
Normal body weight it or
Blood pressure, lipid, AZA
glucose control Low disease activity
MMF MMF SLEDAI <4
Acetylsalicylic acid, HCQ
I ac =5 mordey
(in aPL+/APS)

or biological agents

CNI | CNI at stable, tolerated
dose
Assess adherence to CcyCc
treatment RTX RTX
— s
Grade A Grade B Grade C Grade D

Figure 1 Treatment of non-renal systemic lupus erythematosus. Top-to bottom sequence does not imply order of preference (eg, MTX, AZA and
MMF are equal options for second-line therapy in mild disease or first-line therapy in moderate disease). *Mild disease: constitutional symptoms; mild
arthritis; rash <9% body surface area; platelet count (PLTs) 50-100 x 10°%/L; SLEDAI<6; BILAG C or <1 BILAG B manifestation. *Moderate disease:
moderate—severe arthritis ('RA-like’; rash 9%—18% BSA; PLTs 20-50x10”/L; serositis; SLEDAI 7-12; >2 BILAG B manifestations). *Severe disease:
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2uoTtdaosic EULAR 2023: ZkEWnN yia vwpeitePpn XpRon BIOAOYIKWY TTAPAYOVTWYV

Qa trpeTTel va €eTaleTal N TTPo0ONKN BIOAOYIKOU TTAPAYOVTA YIa TOV EAEYXO TNG VOOOU, TN YEIWON TwV

ECAPOEWV KI TN MEIWON TWV KOPTIKOOTEPOEIDWV
AAyopi6uocg ouoraoswyv EULAR 2023 yia tov e§wveppiko ZEAN

Moderatea Severea

e  Oa TTpETTEI Va ECETALETAI N
2nd line TPooOnKn BioAoyikoU

HCQ (all patients unless contraindicated) rapayovra o¢ GO‘G&VEIQ TTou Bev

NIV (if needed, sh | q AVTATTOKPIiVOVTOl OTNV
GC PO/IV (if needed, short-term use to control active disease; taper to <5 i h i
mg/day as quickly as possible and discontinue, if possible) udpoguxAwpokivn (Mévn TGS

— o0& OUVOUO MO uE

ron KOPTIKOOTEPOEION) ) 0 A0OEVEIC
ME aduvayia pEiwong

MMF MMF KOPTIKOOTEPOEIBWYV 0€ DOOEIC

BELIMUMABY aTTOOEKTEG YIa Xpovia Xprion

ANIFROLUMAB?
CNI CNI

* Agv aTtraiteitTal n TPONyouuEvN
ATTOTUXiO O€ £va 1
TTEPICOOTEPA

A28 RTX OVOOOKOTAOTOATIKA QAPHOKO

- B ) TIPIV TNV €vapcn BloAoyikou
Grade A Grade B Grade C Grade D ’
TTapayovTa

Reproduced from Fanouriakis A, et al. Ann Rheum Dis. 2023. doi: 10.1136/ard-2023-224762 (online ahead of print), with permission from BMJ.

Top-to bottom sequence does not imply order of preference.

aMild: constitutional symptoms/mild arthritis/rash < 9% BSA/PLTs 50-100 x 109/L; SLEDAI < 6; BILAG C or < 1 BILAG B manifestation. Moderate: moderate-severe arthritis/rash 9—18% BSA/PLTs 20-50 x 109/L/serositis; SLEDAI 7-12; = 2
BILAG B manifestations. Severe: major organ-threatening disease (cerebritis, myelitis, pneumonitis, mesenteric vasculitis); thrombocytopenia with platelets < 20 x 109/L; TTP-like disease or acute hemophagocytic syndrome; rash > 18%
BSA; SLEDAI > 12; = 1 BILAG A manifestations.

bRecommendation of belimumab and anifrolumab as first-line therapy in severe disease refers to cases of extrarenal SLE with hon-major organ involvement, but extensive disease from skin, joints, etc. The use of anifrolumab as add-on
therapy in severe disease refers mainly to severe skin disease. For patients with severe neuropsychiatric disease, anifrolumab and belimumab are not recommended.

AZA = azathioprine; BILAG = British Lupus Assessment Group disease activity index; BSA = body surface area; CNI = calcineurin inhibitor; CYC = cyclophosphamide; EULAR = European Alliance of Associations for Rheumatology; GC =
glucocorticoids; HCQ = hydroxychloroquine; IS = immunosuppressants; IV = intravenous; MMF = mycophenolate mofetil; MTX = methotrexate; PLT = platelet; PO = per os; RTX = rituximab; SLE = systemic lupus erythematosus; SLEDAI =
Systemic Lupus Erythematosus Disease Activity Index; TTP = thrombotic thrombocytopenia purpura.

Fanouriakis A, et al. Ann Rheum Dis. 2023. doi: 10.1136/ard-2023-224762 (online ahead of print).
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SLEDAI- Descriptor Definition
2K score

8 Seizure Recent onset, exclude metabolic, infectious or drug causes.

8 Psychosis Altered ability to function in normal activity due to severe
disturbance in the perception of reality.

8 Organic brain syndrome Altered mental function with impaired orientation, memory or
other intellectual function.

8 Visual disturbance Retinal changes.

8 Cranial nerve disorder New onset of sensory or motor neuropathy involving cranial
nerves.

8 Lupus headache Severe, persistent headache which may be migrainous, but
must be nonresponsive to narcotic analgesia.

8 Cerebrovascular accident ~ New onset of cerebrovascular accident(s). Exclude
arteriosclerosis.

8 Vasculitis Ulceration, gangrene, tender finger nodules, periungual
infarction, splinter haemorrhages, or biopsy or angiogram
proof of vasculitis.

4 Arthritis >2 joints with pain and signs of inflammation (i.e. tenderness,
swelling or effusion).

4 Myositis Proximal muscle aching/weakness, associated with elevated
creatine phosphokinase/aldolase or electromyogram changes
or biopsy showing myositis.

4 Urinary casts Heme granular or red blood cell casts.

4 Haematuria >5 red blood cells/high power field. Exclude stone, infection
or other cause.

4 Proteinuria >0.5 gram/24 hours.

4 Pyuria >5 white blood cells/high power field. Exclude infection.

2 Rash Inflammatory type rash.

2 Alopecia Abnormal, patchy or diffuse loss of hair.

2 Mucosal ulcers Oral or nasal ulcerations.

2 Pleurisy Pleuritic chest pain with pleural rub or effusion, or pleural
thickening.

2 Pericarditis Pericardial pain with at least 1 of the following: rub, effusion,
or electrocardiogram or echocardiogram confirmation.

2 Low complement Decrease in CH50, C3 or C4.

2 Increased DNA binding Increased DNA binding by Farr assay.

1 Fever >38°C. Exclude infectious cause.

1 Thrombocytopenia <100 000 platelets / x10%/L, exclude drug causes.

1 Leukopenia <3000 white blood cells / x10%/L, exclude drug causes.

C3 = Complement protein 3, C4 = Complement protein 4, CH50 = 50% haemolytic complement activity, DNA =

deoxyribonuclease, SLEDAI-2K = SLE disease activity index 2000

Summarized from Gladman DD, Ibanez D, Urowitz MB. Systemic lupus erythematosus disease activity index

2000. J Rheumatol. 2002;29:288-91 (99).
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* 09/2007
* [oAvapBpitda, dSvuokaia, alcOnua KOTTWONC

e ANA 1:1280 opotoyevng, anti-dsDNA 750 (¢pt<200),
. Hb 11,7g/dl

« SLEDAI 6,SDI O
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...CASE #1

 Enavepdaviletalto 2016 (peta amo 9 €tn )
* Yo MeBuAmpedviloAovn 4mg/d... (bLekoPe AZA & avtlOlN aywyn)

 NoAvapBpitdba, Suokayia, aicOnua kKOTTWonNc, tpLyontwon, BAaPec SCLE,
cognitive impairment (yvwotikn e€acbevnaon)

« ANA 1:1280 opotoyeving, anti-dsDNA 265 (¢pt<200)

e Juvvoonpotnteq: Katappaking, Octeomopwaon eykateotnuevn (Tscore -3,2), Kol
o. Cushing

* SLEDAI 11,5DI 4
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o =>»MeOBulnpedviloAovn 8mg, emavevapén AZA 100 mg/d, pioedpoviko ofy 75mg(2tb)/m
e ZHMN ywaBelimumab
* OMQ2....ocevn .

e Emavépyetat (kat maAL) peta amnod 3 xpovia (05/2019) Aoyw apeAeLac kot KatabAupng
* Movo uno MeBulnpedviloAovn 4 mg/d!

e Ko kavteooptavn 16 mg/d Aoyw YrEptaonc
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* ‘ExeL apBpitda, e€avOnuata SCLE o€ kopuo, akpa kat pwplaclopopdo PAvKTALVWOEC OE
MEApATA

« =>»Evapén MTX 15mg/wk, MeBuAnpedviloAovn 32mg/d, Ao aywyn wg eLxe.
e ..3uNnRvec apyotepa (08/2019) =

=>» Meyan BeAtiwon kAwika (o apBpitida kat e€avOnua)
Yo MeBuAnpedviloAovn 6 mg/d, MTX 15mg/wk, AoLrtr) aywyn wg eLe.

Avadépel kat duoTmvola otnv Komwon!
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* .. 3uAvecapyotepa (12/2019) =
= EZAPZH NOZOY (apBpitida, xeipetAa, e€avOnua) utd MeBuAnpedviloAovn 2mg/d

* Au&non 6oonc MeBuAnpedviloAovne otalémg/d
Yuveyilet MTX15mg/wk
Néo 2HIM ywa Belimumab ,ok€Pn kat yio MMF

* MpooBnkn ustekinumab 45mg/12wks amno Asppatoloyo Aoyw Ppwpiaong meAUATWY
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 06/2020

e Inpavtikn BeAtiwon ota meApata ! Alyotepo o€ KOPUO Kol AKpa

« Konmwon (+), apBpitida (+), puikn atpodia

*  MeBuAnpebviloAovn 2mg/d, Aoutry aywyn idla

e Inupavtikn embeivwon dtaAeimovoacywAotntac!!!

* Triplex=»70% anodppain oTLC LNPLOLEC apTNPLEC

* (mpooBnkn =P?kAomidpoyeAn75mg, eletipiunn/atopBaoctativn 10/20mg)

e JUotoon yla dtakomn Kamviopatog !
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@ English Edition Register Log In

Medscape

NEWS & PERSPECTIVE DRUGS & DISEASES CME & EDUCATION VIDEO DECISION POINT

Drugs & Diseases > Calculators

Calculator About References Default Units v

esults
SLICC/ACR Damage Index

Measure accumulated damage since onset of lupus

SLICC/ACR Damage Index

Questions
Created by g QxMD
1. Retinal change or optic atrop... No
2. Cataract? Yes
3. Cognitive Impairment or Maj... Yes
4. Seizures requiring therapy fo... No
5. Cerebrovascular Accident? No



CASE #1...

..2xpovia apyotepa (03/2022)

e NEaEZAPIH NOXOY pe abpitida(+), e€avOnua yevikevupuevo SCLE(+), €vtovn
kKomwon(+), tpxontwon(+), mupetio(+), kepaiaAyio(+)

 SLEDAI20

e Atakom MTX, ustekinumab kat évapén AZA 100mg/d kat MeBulnpebviloAdvng 24

mg/d
e JHM ywaBelimumab 200mg/wk —kat evapén aywync 06/2022
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CASE #1...

* 4 unvec apyotepa(10/2022)

 MeyadAn BeAtiwon kAwvika !!!

* Ymno Belimumab 200mg/wk, AZA 100mg/d, MeBuAnpedbviloAdévn 8mg/d
 SLEDAIA4

* JoPapéc ouvvoonpotntec (aoptoAayovia mapakapudn xetpovpylka 10/2022 Aoyw
cofapnc aBnpwpaTiKnG vVOoOoU)

e Aoutn aywyn: Aevoocoupaumnn, Ziwohomnpapn 1x2, Kavteooaptavn 8, eletipipnn/atoppactativn
10/40, KhoruboypeAn 75, avOpakikd aocfeotio/BLtapivn D3 1x1



CASE #1...

14 pnvecg apyotepa... o mtpoodato npo 3unvou pavtePfou (02/2024)
e Aywynwceéxerano evapénc Belimumab = AA\A... MeBuAnpedviloAovn povo 2mg/d (ue

TIPOOTITLKNA SLOKOTIAC)

 OXIl e€avBnua, OXlapBpitida !!!

 BeAtiwon kOMwong, avaktnon puikng palog, BeAtiwon YuyxoAoyioag,
BeAtiwon yVwoLlaKAGLKAVOTNTAC

e SLEDAI 2, clinical SLEDAI O
* OuHwc..SDI 7
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CASE#2

 05/2019 oto Latpeio

e Tuvaika 38 etwv pe dtayvwon ZEA amo £€toucg

* Ektetapévo knAtboPAlatidwdec e€avOnua = Asppatoloyol, AAAepyLOAOyOoL =P BETLKOC
OVOOOAOYLKOC EAEYXOC = PeupaTOAOYOC
=2 IEA=>YbpofuxAwpokivn 400mg/d (B2=82kg) kat G Cs IM koL per os
vPnAeg do0oeLg

e ANA 1: 320 AentOC OTLKTOC, anti-Ro/SSA (+)
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CASE#2

* ‘Htav kaAa ywa 2 xpovia (mAnv nmiwv apBpaAylwyv Kat EUKOANG KOTtWONG)
* Yo YopofuxAwpokivn 400/200mgENMH

e 01/2022 (Aolpwén COVID19 npo 20ugpou) =

o =» ekTeTaAMEVO  KNALSoPAaTIOWdEC e€dvONnUa 0€ KOPUO, AVW KOl KATW
aKpa, TPOCWTIO KAL TPLXWTO KEDAAAC LE ATILO KvnNOoo, BSA=50
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CASE#2

* 'Evap&énMeBuAnpedbvilohovne 32mg/d (pe otadlokn peiwon)
* Yépo&uxAwpokivn 400mg/d

* 'EAeyxoc ytaHBV,HCV,TB,

« KAl poplLakog EAeyxog yLo ToAUpopPLoUO Yovidiwv

nebulotpavodepaong tng Betomoupivng(Thiopurine-S-
methyltransferase TPMT):

*  JUuyKeKkpLpEVoL ToAupopdLlopol tou yovidiouv odnyolv oe peiwon n mAnpn anouvotia
TNC evepyotnTag tou eviUpou og 10-12% twv Kauvkaolwv = Tofkotnta oTo HUEAO
TWV 00TWV
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CASE#2

02/2022

Yo AZA 100mg/d, Yoépo&uxAwpokivn 400mg/d, MeBuAnpedviloAdovn 8mg/d
2XETLKN BeAtiwon

AAAQL... o 2 wks vEa e€apan Kol NTTATIKA Evu Lo >3TTAACLO

Alakoriy AZA , MeBuAnpebdvilodovn24mg/d

>HMNywa belimumab 03/2022 =» (évapén...05/2022)
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CASE#2

e 4unvec apyotepa (09/2022)
 MeyaAn BeAtiwon!!!

 EAayiwoto €avOnua, BSA=5
 'Hmo 0.Cushing
 ApOBpalyiec (-), kortwon (-)
e Alakormn koptlovng




CASE#2

e 12unvec apyotepa (05/2023)

* OeauaTLKA BeAtiwon!!!

 Anovoia eéavOnupatocano 6punvou, BSA=0
e 0.Cushing (-)

 ApBpalyiec (-), kortwon (-)

* SLEDAIO

* SDIO

e GGCs(-)
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Applying the Working Definition of the Disease Modification Criteria to Systemic

Anca D Askanage’. Richara Fure®, Mars DaVEn’, Acdiow S Eomtack’, Andreas Schwartng**

Lupus Erythematosus Treatments From the Published Literature

Poster No. POS1153

Ming-Hu Zhao?, lan N Sruce’. Munther Khamashia®, Bermia Rubin®, Asgela Canol®, Mark Dandels™.
Roger Abramind Lawy''. Ronald van Velenhoven™, Murray B Urowtz '

Introduction

+ Systemic lupus erythematosus (SLE) is a
& chronic, multi ic autoimmune disease,
o where 30-50% of patients develop organ
damage within 5 years of diagnosis'#
« Classification of avadlable treatments for SLE as
disease modifying would assist in comparing
treatments and informing treatment decision-making
* Recently, criteria for disease modification in SLE have
been proposed as 'minimizing disease activity with
the fewest treatment-associated toxicities and slowing
or preventing organ damage progression™
~ Ewvaluation criteria at three time points were
also proposed

Objective

To review the published literature of extra-renal disease
lupus and apply the proposed criteria to SLE treatments
at three time points

Methods

« A selection of SLE clinical trial (n=32) and clinical
practice/observational (n=54) publications that contained
outcomes relevant to the criteria across different
treatment classes were reviewed (authors' clinical
experience was also considered for inconclusive/missing
data), and outcomes were matched to the proposed
extra-renal disease modification criteria at three time
points (1 year, 2-5 years, and >5 years)

- Specific criteria at each time point were designated as:
having been met; insufficient evidence in literature, but
strong general indications of criterion met; inconclusive
(unclear if data available satisfies the criterion); no data
available in selected literature to support the criterion
as met; or data were available in the iterature, but
there was a negative impact on criterion

+ While safety was included in the definition of disease

madification, the focus of this review was the extra-renal
disease activity components of the definition
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Table 1. Application of the proposed matrix for extra-renal disease activity and organ damage disease modification criteria
[ Gwomuveri | Owommvenis | Gucomeverst |
‘ Synificant reducsan in daease © Sustansd improvement in multiple
aclivity measured usng a valdated fool | grgan domains/ne worsaning in muitiple
(Le. SELENA-SLEDAL BELAG. SRI4) organ domains
@ Significart reducton in severs flare < ~
S g 8 . ool ’ - R LS No change in 801 or delayed progresson
{Le SFior BILAG)
o Reducton n us= of stemoids* . Confinued reduction in use of
and'or Mmmunasupsressants st=roxds’ andior immunoauppressants
Glucocorticoids 1] 0 0 0 0
Hydroxychloroquine? (1] (3] (1] (5 ]
@ Immunosuppressants
Azathioprine 6 Qo O L]
Cyclophosphamide 0O 0 © 0O © © @
Mizoribine 0O 0 O 0 © &
Mycophenolate mofetil © 0 @&
) calcineurin inhiitors
Cyclosporine (2] O 6 © @
Tacrolimus O 0 O © © i)
W Bioclogics
Abatacept 1] (3] 0 e 0 @
Anifrolumab O & © O 6 © @
Belimumab O @ © O © © @
Rituximab o O (2] &
.n—:n-to isuficiert evience o B Sarature i meet e speciic crtancn, bt stong genersd ndicesons of cerion et | | ncoschusve. () | data not susists in e Martire 15 oot atteson
| dale werw swadatie = Bie llerstise, S0 Berw W 8 fagalve srgmct on criwnon
srsw;—moauuks& and LLDAS 7, 55 mglday par DORIS i ¥
BLAG, Setah s Lupus Assexamernt DOMS, defition of remession in SLE, LLDAS, Lupus Low Dassse Actvey State; SO0 8, G College of
Fheurmuiciogy Dermage e SELENA-SLEQAL Seluty of £ nLupes £ - Dtsesse Actly ndex. SFL SELENA-SLEDA farw index: Sf04, SLE Responder

* Table 1 shows which disease modification criteria were met (green), or
for which data were inconclusive (yellow) or not availablefindicated a
negative impact (red) at each of the three time points

« Most of the SLE treatments (n=10/14) evaluated met at least one disease
modification criterion across all time points (Table 1)

» For many SLE treatments, data relevant to the specific criteria at each

time point were lacking or inconclusive according to our disease

modification criteria definitions

Hydroxychloroquine improved cumulative 15-year survival rates

(0.95 versus 0.68 [p<0.001] with and without hydroxychloroquine,

respectively), which is suggestive of slowed organ damage progression

and long-term disease modification; however, data pertaining to the
specific criterion (no change in SDI or delayed progression) are lacking*

* Belimumab met all of the criteria at the first two time points and was the

only treatment to meet disease modification criteria at >5 years based on
the current literature

-~ In a post hoc propensity score matched longitudinal analysis, the
change in SDI at Year 5 was significantly reduced with belimumab
versus standard therapy (mean difference [95% confidence interval]:
-0.434 [-0.667. —0.201]; p<0.001)°

« While glucocorticoids certainly decrease disease activity at early time
points, doses >7.5 mg/day (prednisone-equivalent) can negatively impact
damage accrual, hampering their disease modification potential >5 years

.

Conclusions

* The use of multiple agents in combination, differences in
study designs, patienl populations, and definitions of

reatment response pose challenges In calegorsing SLE
treaiments as disease modifying using the recently

published criteria

» Of the 14 SLE treatments evaluated, only hydroxychloroquine
and belimumab met the recently published disease
modification criteria at all three time points
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ysed matrix for extra-renal disease activity and organ damage disease modification criteria

DISEASE MODIFICATION POTENTIAL

DISEASE MODIFICATION CONFIRMED
(BEYOND § YEARS)

© Sinificant reduction in dsease
activty measured u=ng a validated tool
(i.e. SELENA-SLEDAI, BILAG, SRiI4)
‘ Significant reducton in severe flare
measured usng a validated ool

{i.e. SFl or BILAG)

@ Reduction in use of steroids*
and'or mmunosuppressants

Outcomes Year >6
@ Sustanad improvement in multiple
organ domains/no worsening in multiple
organ domains
No change in SDI or delayed progression

’ Prevenbion of severe flares

. Continued reduction in use of
steroids® andior iImmunosuppressants



Glucocorticoids
Hydroxychloroquine?

@ Immunosuppressants
Azathioprine
Cyclophosphamide
Leflunomide

Methotrexate

Mizoribine

Mycophenolate mofetil

° Reduction in use of steroids*

and'cr mmunosuppressanis
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*$7.5 mg'dey per 2019 EULAR SLE Yesimert guidebnes and LLDAS (prednacione-egurslent)® 7. <5 mg'dey (predetsclone-eguivaient) per DORIS sermtxscn defirstion * 'ncludes chiroguine dohosghatle
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