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>UYKpouon cuUdpEPOVIWV

* Koptla yU autn TNV mapouoioon



AcBevnc 1

f'uvaika 50 etwv pe Dx SLE amo 25€tiac
MAcupo-niepkapditida mpo 16etiog

Aeukwpatoupia & atpotoupla
£VOOVOOOKOMELOKA aAAA KA VEPPLKN
AeLtoupyia

Qoelc kukhodwodauidnc po 15 etiac & HCQ &
CS



AcBevnc 1

* po 3etiac: AE mup. ocuvdpoun/Loxatko AEE
* Aeukwpatoupia. PCR: 1270mg/d

— Qoelc kukhodwodauidbnc/CS X 6.
— MMF gvapén 3 puAvec peta 3g/d PCR :1250mg

—1326mg 1.5 pnva peta



AcBevnc 2

e [uvalka 49etwv

* Eloaywyn otn N/ kAwvikn mpo dLetiog yia

uTtEptaon, otdnua BAedpapwv kat otdnpota

KOTW AKPWV aTto 3 privou

* Alatapayn VeEdPLKNC AeLtoupylog,

AEUKwpOTOUpLA, aLpaToupla



Epyaotnploka

AoBevng 1

Urea : 47
Creatinine :0,8
Urine :

Prot+++,Hb+++, RBC 20-25

PCR: 1270mg

Ht:34,4 Hb:11,2 WBC:8350
PLT:434000

CRP:8,64 ESR:86

AoBevng 2

Urea:102
Creatinine:1,9
Urine :

prot +++, Hb++,RBC 8-10

PCR :1318mg

Ht:31,9 Hb:10,9 WBC:8240
PLT:259000

CRP: 0,29 ESR:30



ANO2OAOTI'TKO2

AoBevng 1
 ANA:1/320 OM

e Anti-dsDNA: Oetika

e Anti Ro/La : apvntika
* Anti Sm/RNP : Btk
* (C3:53 C4:8

AoBevng 2

 ANA:1/160 OM

* Anti-dsDNA:apvnTIKa

e Anti Ro/La : apvntika

e Anti sm/RNP : apvntikd
e (C3:48 C4:13



BIOWIA NEDOPOY

AoBevng 1 AoBevng 2

* Bioyia vewpou : * Bioyia veppou:

V/III pe deiktn evepyotntacg 5 V-G pe beiktn evepyotntac 13
KoL xpoviotntog 8 KoL xpoviotntog 3



AcBevnc 1

[l 2 Xpovia xwpic Aeukwpatoupla

Mpo 2etiac ¥ MMF 2gr/d

Mpo €toug PCR =400mg>> 1124mg

T MMF 3 gr/d

MpooBnkn RTX +valsartan Aoyw PCR :1600mg npo 7 pnvou
Eppovn Aeukwpoatoupiog PCR :1441 mg mpo 4 pnvou
MpooBnkn npo 3unvou Tacrolimus 1mg X2

PCR: 300mg mpo nnvog



AcBevnc 2
Qoelc kukhodwodpauidne (n=6)
2 pnvec peta: MMF 2gr/d (néylotn avektn 66on) PCR:
950mg
6 unvec petd PCR:2239mg mpooBnkn RTX.

RTX 20¢ kUKAoc. PCR : 657mg
— + lisinopril d/c Aoyw BrRxa
— 4 pAvec peta + valsartan d/c owdrypata

PCR : 400-700mg/d
‘Evapén tacrolimus po 8 prjvou 2mg X2

PCR:176mg



AlaKupdvoelg PCR aoBevwyv katd Tnv TTO0pEia vooou

AcBeviicl 368 Mo 326 .. 1124 916 1152

AcBeviic2 B8l o0 [PBESl B85 B8 o7 W@ 432 649

PCR aobBevwyv PeTA £vapcn tacrolimus

Before After

tacrollmus tacrolimus
AcBeviig 1 300mg 268mg
AcBevric 2 - 176mg 291mg




Calcineurin inhibitors(CsA,TAC) block the synthesis of
IL-2, a cytokine necessary for activation of T cells

“Cascade” of events activating:

Antigen-presenting T-helper cells Death of

Natural Killer T cells foreign
cell Macrophages cell type

B cells & Ab production P

Ly
Y
foreign Q IL-2
e IL-2
T ce" T cell ® antigenic Receptor 0 00 0

peptide d/—

ITAMS /

D mTOR

® T cell proliferation 0 Q

0
o N

(being activated) Receptor

G2 G1 IL-2
Cell Q0
w\ ‘ Cycle T »{i}? 0 Q

x”?"??"‘ff/ IL-2 mRNA

Hucfear transcﬁpr.‘on of
kine genes

Adapted from Wood & Goto, 2012



Calcineurin inhibitors & Aeukwpatoupla

e AvoookataoTtaAtikni dpaon
e Apouv ota modokuttapa {mpwteivoupia
— 2taBepomoinon aktivng ota todokutTOpa

* CsA deopevetal otov Kutt/Ko urtodoxea cyclophyllin

KOlL TO CUMTTAOKO AANAETILOpA LE KAACLVEUPLVN

e Tacrolimus 6eopevetal og aAlo vrtodoyxea the FK-
binding protein-12 (FKBP12), mou peta aAAnAemnidpa

LE KaACLVEUPLVN



Nedpitida Avkou & Tacrolimus

TAC avwtepo amo CYC otnv emaywyn Vdeonc, aAAa
TAC woaéio pe MMF otnv emaywyn Udeong

TAC+ MMF avwtepo ano CYC

TAC 1L0 QTTOTEAECUATIKO 0TNV EAATTWON TNG TPWTEIVoupLog

KAAUTEPO HOKpOTIPOOECUO aMOTEAEGLATA
TAC Acdalec otnv KUNoN

TAC Awyotepec AE (Aolpwéelg,Aeukorevia,lEZ)

Autoimmunity Reviews 2016; 15:93



Tacrolimus in non-Asian patients with SLE: a real-life

experience from three European centres

Chiara Tani,1,2,3 Elena Elefante,1,2,3 Miguel Martin-Cascon,1,2,3 Meriem Belhocine,1,2,3
Cristina Lavilla Olleros,1,2,3 Roberta Vagelli,1,2,3 Chiara Stagnaro,1,2,3
Nathalie Costedoat-Chalumeau,1,2,3 Guillermo Ruiz-Irastorza,1,2,3 Marta Moscal,2,3

mg, 24h Tani C, et al. Lupus Science & Medicine 2018;5:e000274. doi:10.1136/1upus-2018-000274
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Tacrolimus
Odnyieg Xpriong

AKATAAANAO YLl EMNPEACUEVN VEDPLKN AELTOUpYLa
Apxkn 6oon: tabl Img X 2

Entineda dapuakou: 1 efd peta tnv aAAayrn Socoloyiag
Erti un avtamnokplong: avénon d6ong kabe 2 - 4 €B6
>T0X0C erunedwv: 4 — 7 ng /ml

Awatripnon > 6 HAVEC LETA TNV UdeonN - petd taper MMF
AN ayry MMF og AZA ylo. oXedLaopo EYKUOOUVNG

Tl kottape? Enineda dappuakov, Cr, Glu



H rpooOnkn TAC R CsA o€ GAAN AVOOOKATAOTOATIKA
BepaTtreia: ATTOTEAECUATIKN O& a0BevEIG HE OUOKOAEG OTN
Oepatreia LN (d1axuTn UTTEPTTAACTIKA N MEMBPAVWON)

A. Kronbichler, et al Autoimmunity Reviews 18 (2019) 510-518

Table 3

Efficacy and side effects of calcineurin inhibitors in the treatment of refractory LN. Refractory LN was defined as: #1 refractory disease despite MMF therapy, #2 LN
resistant to CYC treatment, #3 patients failed to respond to sufficient intravenous CYC therapy, #4 refractory to glucocorticoids (and other immunosuppressants), *
Side effects are given for the whole cohort of patients (comprising a total of 70 MMF treated patients and tacrolimus was added in 17); *' No information regarding

complete renal remission were given and side effects were reported for the whole cohort comprising 59 patients. Abbreviations used: CMV = cytomegalovirus,
CRR = complete renal response, PRR = partial renal response.

Country Definition refractory ~ Number (patients)§ Response rate (CRR/  §Side effects

IN PRR)
China [57]  Not defined 20 90% (50%/40%) Infections (20%), new onset hypertension (15%), leukopenia (10%), gastrointestinal
symptoms (10%), new onset diabetes mellitus (5%)
Spain [58] #6 17 70% (35%/35%) Leucopenia (2.9%), gastrointestinal side effects (23%), tremor (1.4%)*
China [59]  #6 26 88.5% (38.5%/50%)  WAspergillosis/CMV (3.8%), new onset hypertension (3.8%), alopecia (3.8%)
Korea [60]  #4 9 78% (22%/56%) Tremor (77.7%), new onset diabetes mellitus (11.1%)
USA [61] #6 7 57.1% (14.3%/42.8%) Winfections (57.1%), diabetic ketoacidosis (14.3%)
Japan [62]  #5 26 61.5%*! New onset hypertension (15.3%), renal dysfunction (11.9%)*!

Portugal [63]  #6 b 83.4% (66.7%/16.7%) §No adverse events




[MPO20OXH

* Mpodavelc “non-responders” €xouv avevepyo
LOTOAOVLKN £LKOVO O0€ emavaAnmTkn Bloia

* Houveync evepyotnta vVOoOU O0TO VEPPO
uropel va dLakplBel GUoKoA ATO 1N

avaotpeiun BAaBn. Xwpic Broyia veppou
uropet va yivouv Aaon...



Mapayovtec mou odnyouv o€
OlVOEKTLKN VOOO

Mtwyn cuppopdwon,

Avoxn Tx//AE,

Ooun gpdavion vooou/pn avootpePLun
BAaBN

Amotu)ia otnv enaywyn tTng Vdeonc.



Management of refractory lupus nephritis: challenges and solutions JH Yo TD

Barbour K Nicholls Open Access Rheumatology: Research and Reviews 2019
Algorithm for refractory lupus nephritis

Criteria for complete or partial remission'not met after 6 to 12 months of

induction therapy

J b
Assess adherence to therapy (mycophenolate levels if no MMF/prescription

refill monitoring)
Review prescribed therapy to ensure this follows guideline directed dosages

to exclude other renal lesions and to assess for chronicity
Dr significant persisting glomerular or interstitial inflammation

I 1

.

Refractory IupMephritis

S b
Switch between MMF and CYC or vice versa

Lal
e

Consider:
RTX as additional or alternative therapy or
Combined CNI multitarget therapy or

Prolonged courses of intravenous pulsed CYS or
Enrolment in clinical trials




AVTIUETWTILON
EUMEVOUOAC AEUKWATOUPLOGC;

Kat oto watpeio pov MIMOPQ



