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Epwtripata otn Beparneia touv e€wvedppkou ZEA

* Baolwkec apyec tne Beparmeiac tou 2EA
 [1OLOC TIPETIEL VAL ELVOLL O OTOXOC TNC Beparmelac;
* [Tw¢ eTAEYOUE TNV KATAAANAN Beparmeio o€ MEPUTTWOELC EEWVEPPLKOU 2EA;

* YIIOPXOUV EMAPKN OTOLXELQ OTL Eva PAPUOKO ELval KAAUTEPO Ao AAAO yLa

OUYKEKPLUEVEC KALVIKEC EKONAWOELC;
* Na dlakomrovtal r OxL Ta KOPTIKOELDN;

e Ta BloAoylka pappoka Vol KOIAUTEPO VAL YOpNyouvToL VWPLC N apya;



Epwtripata otn Beparneia touv e€wvedppkou ZEA

Recommendation LoE | GoR LoA
mean (SD)

1.1 Treatment in SLE should aim at remission or low disease

activity and prevention of flares in all organs, maintained with the | 5} B 10.0 (0)

lowest possible dose of glucocorticoids.

Mpocéyylon treat-to-target

EULAR 2019
recs for SLE



Ydeon kal xapnArn evepyotnta vooou otov 2EA

DORIS

“Yoeon (DORIS 2021)32

Clinical SLEDAI =0
PGA score < 0.5 (0-3)
Antimalarials and GC < 5 mg/day

Irrespective of serology

aThe patient may be on antimalarials and/or stable immunosuppressives including biologics;
b LLDAS has been defined here, but there are other proposed definitions of low disease activity;

¢ With no activity in major organ systems (including renal, central nervous system, cardiopulmonary, vasculitis and fever) and no haemolytic
anaemia or gastrointestinal activity.

DORIS = Definition of remission in systemic lupus erythematosus; GC = glucocorticoids; PGA = physician global assessment; RCTs =
randomised controlled trials; SLEDAI = Systematic Lupus Erythematosus Disease Activity Index.

LLDAS

Lupus Low Disease Activity State
(LLDAS)3®
SLEDAI-2K score < 4°

No new features of SLE disease activity
(according to SLEDAI-2K) compared with the
previous assessment

PGA (scale 0-3) score < 1
Antimalarials and GC < 7.5 mg/day

Well-tolerated standard maintenance doses of
immunosuppressive drugs and approved
biological agents

Adapted from:
1. Sanchez ARP, et al. Nat Rev Rheumatol 2022;18:146-157;
2. van Vollenhoven RF, et al. Lupus Sci Med 2021;8:e000538;

3. Franklyn, K. et al. Ann Rheum Dis 2016; 75;1615-1621.



MV LUPUS-BEST —treat-to-target in
ﬁ%}'&ﬁ% systemic lupus erythematosus: study
protocol for a three-armed cluster-

randomised trial

Johanna Mucke © ' Oliver Kuss,?® Ralph Brinks,'* Sabine Schanze,®

Matthias Schneider’
LUPUS BEST - Treat-to-target in SLE
Randomization of
centers
Arm1
y Arm 2 Arm 3
s:;‘:,“:a"r’:,?é’:;e T2T: Remission T2T: LLDAS
FEarias 5 centers 5 centers
Primary endpoint
Damage accrual at week 120 (SDI)
Key secondary endpoint

Health related Quality of Life (SF-36) over the time course of 120 weeks



Adjunct:

Sun protection
Vaccinations
Exercise
No smoking
Body weight
Blood pressure
Lipids
Glucose

Antiplatelets
anti-coagulants
(in aPL- positive
patients)

Mild: constitutional symptoms/ mild arthritis/ rash <9% BSA/PLTs 50-100 x 103/mm3; SLEDAI<6; BILAG C or <1 BILAG B manifestation

Mild*

HCQ

GC PO/IM

Grade A

Moderate*

Treatment of non-renal Systemic Lupus Erythematosus

GC PO/IV

MTX / AZA

BEL
ol
CMmE
e
R

Gradé C Grade D

Target

Remission
SLEDAI=0
HCQ
No GC

or

Low disease activity
SLEDAI <4
HCQ
Pre <7.5 mg/d
Immunosuppressives
(in stable doses and
well-tolerated)

Moderate: RA-like arthritis/ rash 9-18% BSA/cutaneous vasculitis <18% BSA; PLTs 20-50x103/mm3/serositis; SLEDAI 7-12; >2 BILAG B manifestations
Severe: major organ threatening disease (cerebritis, myelitis, pneumonitis, mesenteric vasculitis; thrombocytopenia with platelets <20x103/mm3; TTP-like

disease or acute hemophagocytic syndrome; SLEDAI>12; 21 BILAG A manifestations



DappaKko Tou XpNoLpomoLlouvTal oTtov eEwvePPLKO 2EN



AvBelovoaoilaka (1)

* YopotuxAwpokivn (HCQ)

Prevention of disease
manifestations

* Anapaitntn og 6Aoucg toug aoBeveic pe 2ENA edp’0pou {wN¢
* Adon: 5 mg/kg/nuépa
* Ae xpelaleton EAeyxog ya enineda G6PD Prevention of autoimmune

. , , neonatal heart block
e Screening yia opOaAuikn toélkotnta

e baseline (BuBookomnnon) i
* av kP, ota 5 £tn (OCT) abnormalities
* peTA T 5 €TN, KAOE £T0C

Protection from infections

Prevention of

* Risk factors: emnpeacpévn vedpikn Asttoupyia, madnon ot bkt ndiore
wXpPAc KNALdac, nAtkia, Tapoéidevn

Lower disease
activity

* 10-20% Ba StakoPouv Aoyw mapevepyelwv (e§avOnpa, ME) o —
* To kamnviopa ennpedalel tn dpactikotnTa TC! . damage

accrual



AvBelovoolaka (2)

* XAwpokivn * Kwvakpivn (pemakpivn)
* MoAU LoxupoTEPN, AAAA Kall * [la aoBeveic pe opOAALLKA
o toéLkn armo tnv HCQ avtevoelen n duoavetia oe
« AVOEKTIKN SEPUATLKE VOOOC XAWPOKIVEG
* 500 mg/nuépa yia 1-2 HAVEC, * 25-100 mg/nuepa
katormv aAAayn o HCQ ) 125- * Mmnopet va cuvduaoTtel pe
250 mg/nuépa XAWPOKLVEC

e XpN{eL TOKTIKOU
gpyootTnpLOKOU EAEYXOU
(LuelotoékotnTa)



KoptikoeLdn

* JuvNOwWC avaykalo oTLC TEPUTTWOELS LETPLOU Kal coBapou ZEN, 1 Kot
OE NMLOTEPEC TEPLTTWOELC WG bridging Bepareila pexpL va SpaceL n

vOpoéuxAwpokivn

» Tapering o kaBnuepvn 66on 5-7.5 mg/nueEpa evioc 3-6 pnvwv
* MpwLun Xpron avooOKATAOTOATIKWY dapUAKwY (CLUVOETIKWY 1] BLOAOYLKWV)
e Xpnon woswv ueBuAnpedviloAovnc

e 1-3 NUEPEC
* 250-1000 mg/won



‘Evac mpotevopeEVOC alyopLBOC yLa TN Xpnon TwV KOPTIKOELO WV
otov 2EA

Severity Mild Moderate Severe
v / \
Consider 1-2 pulses 3 pulses, 500-1000
2 Not needed .
clE L max 500 mg/day mg/day
G \ 4 \ 4
B 0.5 mg/Kg (not 0.6 mg/Kg (not more
Starting PO dose Max. 20 mg/day more than 30 mg/d) than 40-50 mg/d)
v y
v V¥ 5 mg q 7-10 days until V¥ 5 mg q 10-14 days until
Tapering scheme V¥ 5 mg q week reaching 15 mg/day reaching 20 mg/day
WV 2.5 mg q 7-10 days V¥ 2.5 mg q 10-14 days
thereafter thereafter
| v
<5 mg/d, ideally d/c, <7.5 mg/d, ideally lower, within 6

Maintenance dose

within 2 months months




Mropouv va OLaKOTIOUV T KOPTLKOELON otov ZEA

CORTICOLUP study

Awoorm low-
(@GR e Kataypadn e€&poswy e “Anotoun” Stakomn tng Pz amo ta 5 mg/d ota O

agBeveis)

KAwikd adpoviig XEA yia

éva éTog SELENA-SLEDAI Flare Index yto 52w (aouvnBNng otnV KAWVLIKA TtPaén)

(124 acBeveic)

Zuvéxion low-
dose GC (61 B¢tV I BNy * Anouocia blinding
acBevsiq)

* Kavevac aoBevnc 6 Aaupave belimumab

§ AUV T 4 Censored)
o Crude HR=0.2 95%CI [0.1-0.6] (amoteAeopatikn GC-sparing dpaon)!
= 80-
©
Py
= 60 -
2 p-value=0.002
°
5 40
‘_’>_" Prednisone withdrawal o
5
=
§ Prednisone maintenance -
O
0-
, at risk no pred 63 63 &0 58 55 54 82 51 50 50 49 47 a7
with pred 61 a1 61 61 61 61 61 . 61 61 a0 '3-0 50 5
0 100 200 300

Callawrninm (Adauel

Mathian A, et al. Ann Rheum Dis 2020;79(3):339-346



AloBeLlomnpivn (AZA)

* AvaotoA€ac oUvBeonc moupLvwy - Mewwvel Tov aplBuo B- kat T-KUTTAPWVY KoL TN
ouvBeon avoocoodalpLvwy

* OxLTO0O0 AMOTEAECUOTIKO WC HovoBepareia, aAAd we GC-sparing LELWVEL TOV apLOLLO
TWV €EAPOEWV

e Aoon: Evapén pe 50 mg/nuépa kat tithonoinon o 150 mg/nuépa 1 3 mg/kg/nuépa

e ~10% 6€ Oa TNV avexBouv Aoyw EAAewnc oto Eviupo TPMT: puelotoéikotnta,
gEavOnua, MupPeTOC, vauTtia

 Start low, go slow pe ouyvo €Aeyxo YeVIKNC alpatog

 AodaAnc oe kOnon!
* OxiL ocuyxopniynon e aAAomoupivoAn



Mycophenolate mofetil/MukodaiwvoAiko o&l (MMF/MPA)

* To MMF npodadppako tov MPA — avaoctéAAouv tov moAAamAaclaopo B- kat T-

AEPOKUTTAP WV

Kupilwg, aAAAd OXL OTTOKAELOTLKA, yia vedpittda AUKoU

e OxL 1" emthoyn yla Seppatiki vooo, Lolwe xpovia

Aoon: 500-3000 mg/nuépa, aAAad otoug neplocotepouc 1500-2000 mg/nuépa

Mo ypRyopn 6paon amo aAAa avocokotaoTaAtika: Mpwtec 2-4 eBSOUASEC

[aoTpevTEPLKEC emLTAOKEC o€ 10-30%

* To MMF €xeL beilel avwtepotnTa evavtl TN AZA 0 TUXOLOTIOLNUEVN, OVOLKTA MEAETN



KukAooToplvn Kal ovo.oTOAELC KAAOLVEUPLYNC

KukAoomopivn A (CsA)
* Kuplwc amevepyorolel ta T-kKUTTOPA, AAAA KAl TNV TTopaywyn autoabs armo B-
KOTTOpOL
e Turukn 66on: 100-200 mg/nuépa
e YT1c 660¢Lg auteg (<3 mg/kg/nuépa), b€ xpelaletal pEtpnon enmMESwV oTov 0po
* MoAAamAEC aAANAeTOpAoeLC e AAAD dapHOKaL
* Kowec AE: TE, urteptpixwon, umteprAacia oUAwV, XoAooTtaon

e AY: Q¢ kal 20%: Meiwon 66on¢ n avtwneptaotkn Beparmeia

* Nedpofikdtnta: AvaotpePLun pe peiwon 6oonc n dtakormrn — Atopuyn oe acBeveic pe
ETNPEACHEVN VEDPLKA AELTOUpYLa

* Tacrolimus (TAC): 10-100 mtto Spaotiko aro CsA, aAAd oxeOOV ATTOKAELOTIKA
xpnon o€ vedpitda



Kukhodwaodauidn

* AAKUALWTLKOC mtapdyovtac - To Lo LoXupo avoooKATAOTAATIKO PpAappaKko otov ZEN
* 20% amoBalAetal pe ta ovpa — 80% petaBoAileTal oTto AMAp

* Turmka IV
* XapnAn 6oon: Euro-Lupus 500 mg/2 eBdopadec x 6 (cuvolo 3 gr)
* YYnAn 66on: 750 mg/m?2 /unva x 6-7
* MoAU omavia PO: 25-100 mg/ nuépa

* Nedpitda, NWIEA, dAAec organ-threatening ekdnAwaoelg

e Evudatwon, avtlepeTIKA, mesna BeATLwVOUV TNV avoxr Tou aoBevolg
* Mnviwaia xopriynon LHRH avaAoyou pHELwVEL TOV KivOuvo MPowpng woOnNKLKAG AVENAPKELOLG

* Makpoxpovia xoprynon avéavel tov Kivéuvo yia Ca KUoTtnG i} YUVALKOAOYLKEG SuoTTAaoie(



Epwtripata otn Beparneia touv e€wvedppkou ZEA

* [Tw¢ eTAEYOUE TNV KATAAANAN Beparmeio o€ MEPUTTWOELC EEWVEPPLKOU 2EA;
1. MMpoegtapyouoa(-ec) KAk ekdNAwon(-€Lq)

2.  BaputnTa CUYKEKPLULEVNC KALVIKAC eKONAWONC
e 'Hrua — Métpla — 2oBapn/AmelAnTikn yla opyavo r t {wn

AIA>TPQOMATQZH XOBAPOTHTAZ (SEVERITY STRATIFICATION)

1. EmBupia eykupoouvnc/OLkoyeveLlakog PoyPOULATIOUOC
2. Tpoofaon oe pappoaka

3. Kootoc



Entl\oyn avocotpornomnolnTtikovu ¢appakov (EULAR 2019)

2.3 Immunosuppressive therapies

Recommendation LoE | GoR LoA
Mean (SD)

2.3.1 In patients not responding to HCQ (alone or in combination
with glucocorticoids) or patients unable to reduce glucocorticoids
below doses acceptable for chronic use, addition of
immunomodulating/immunosuppressive agents such as

methotrexate 1b | B | 9.85(0.48)
azathioprine 2b B
or mycophenolate should be considered. 2a B

2.3.3 Cyclophosphamide can be used for severe organ- or life-
threatening SLE as well as “rescue” therapy in patients not| 2b C
responding to other immunosuppressive agents.

9.90 (0.30)

PUHSI& &)+, &&— & . /ORL " 281, * 34, +i")H, &5 — —& . 3*/4 L (h1 " 6HI& " &(H)i*+,88— & ./

Aev untapxouV LoXUPAa dedopéva yla TRV avwtepotnTa evog papraKkou oo ta AAAa oE
OUYKEKPLUEVEC EEWVEDPLKEC EKONAWOELG TOU ZEN



NPSLE

All circumstances

Cytopenias

Musculoskeletal

HCQ

Glucocorticoids PO/IV

cYcC
AZA
MMF
RTX1
IVIG

First-line
Induction

IVIG2 Topical agents
AZA MTX
MMF AZA/CsA
CsA BEL
RTX1 MMF
cYc Thatidomids
Anifrolumab3
RTX!
Second-line

Maintenance

MTX
BEL
RTX!

Anifrolumab?3

Refractory
disease

Nikolopoulos D, et. Rheumatol Int, 2022



BloAoyika pappaka otov 2EA

Belimumab (anti-BAFF)

% ;AFF\ &APRIL
KN

BCMA
°°°°ooo TACI
853553555 °°o

°°°°°°dy p”ﬂ?

Belimumab

BAFF-R

9909999099999
55600
°°°°0°
g?o M
%°°

Immature B cell Survival Plasma cell B cell survival
nd maturation survival B cell prolifeartion

Rituximab (anti-CD20)

A Complement-mediated
cytotoxicity Cc3

B FcyR/CR-mediated opsonic
phagocytosis or ADCC

Anifrolumab (anti-IFNR)

IFN-w O

IFN-B IFN-a
Anifrolumab }\
IFNAR1 IFNAR2



2XOALO yLa T BloAoyka pappaka otov 2AE

Belimumab

MoAU amoteAeopatiko GC-
sparing

JuvnOwc (aAAd oL
amnapaitnta) LETA amno
amotuyxia o€ 2 1 cupPatiko
avoookataotaAtiko (EULAR
2019)

BeATLWVEL TNV KOTIWON

Ydéprnovoa (smoldering)
vOooc, xwplc pia peilova
ekdbNAwon

OpoAoyLKn evepyoTnTA
OxL oe RA-apBpitda

Rituximab

Off-label, apa avaykaoTikd
OXL 1" ypaUMNG

‘Evtovn apBpitida/RA-like

Autoavooec mevieg (AIHA,
ITP)

NPSLE

Oeparneia «Sladocwonc» oe
organ-threatening emutAokég

Anifrolumab

* [pog to mapov, Kupilwe dedouéva
aTtO KALVIKEG OOKLUEC

* MOAU amOTEAECUATLKO OF
OEPUATIKA CUMUETOXN

* Autoavooec nieviec (AIHA, ITP)
* NPSLE

* Oepaneia «dldlocwonc» og organ-
threatening emumAokeC



Belimumab vwplc n apyotepa;

Yridpyxouv oTtolxeila OTL N ULKPOTEPN SLAPKELD VOOOU KoL N armouaoio mpolmapyovaoac BAABNC
(SDI>0) avéavouv tnv mBavotnta KAWLKAC amavtnong oto belimumab

Youndukn peAétn (n=58)

Baseline SLEDAI-2K score 0.12 >k
||Base|ine %Di score >1 -1.07 L )
- 1
"#$%&()*+,*"-[0,$&1102 3+4*567897:;<><?7

ITaALKr) TTOAUKEVTPLKN LEAETN (N=466)
Table 2. Independent predictors of SRI-4 regponse in SLE patients*

SRI-4 response at 6 months SRI-4 response at 12 months SRI-4 response at 24 months
(n= 192 assessed) (n = 193 assessed) (n =122 assessed)
Baseline variable OR (95% Cl) P OR (95% ClI) P OR (95% CI) P
SLEDAI-2K score of 3.14(2.033-4.860) <000 3.48 (2004-6.025) <0.001 4.25(2.018-8.940) <(0.001
21 0
SLE duration of <2 1.94 (1.078-3.473) 0027 1.59 (0.732-3.433) 0.242 3.79(1.039-13.52) 0.044
years
SDI score of 0 - - 1.74(1.036-2923) 0.036 - -
Musculoskeletal 1.48 (0.868-2.512) 0151 198 (1.146-3.406) 0.014 143 (0.671-3.056) 0.35
involverment
Skin involvement 0.42 (0.250-0.689) 000 - - - -
Current smoker - - - ~ - -
status

Gatto M, et al. Arthritis Rheumatol 2020



A BICLA Responses over Time

100+
Adjusted difference at wk 52, 16.3 percentage points (95% Cl, 6.3-26.3)

90— Adjusted P=0.001
80
70+
60

50

Patients with a BICLA Response (%)

Anifrolumab, 300 mg
(N=180)

Placebo (N=182)

o

0 4 8 12 16 20 24 28 32 36 40

Week of Trial

44 48 52

B Time to First Flare
100

90
80+
70+
60+
50+

40-

Patients with Flare (%)

30+

20+

10

Hazard ratio, 0.65 (95% Cl, 0.46-0.91)

Placebo (N=182)

Anifrolumab, 300 mg
(N=180)

; T T T T T T
0 4 8 12 16 20 24 28 32 36

Weeks since First Dose in Trial

No. at Risk
Placebo 182 181 167 159 149 137 120 113 107 98
Anifrolumab, 300 mg 180 179 175 158 153 147 141 138 130 124

40 44 48 52

97 95 91 77
118 116 114 103

Figure 2. BICLA Responses over Time and Time to First Flare.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Trial of Anifrolumab in Active Systemic

Lupus Erythematosus

E.F. Morand, R. Furie, Y. Tanaka, |.N. Bruce, A.D. Askanase, C. Richez,
S.-C. Bae, P.Z. Brohawn, L. Pineda, A. Berglind, and R. Tummala,
for the TULIP-2 Trial Investigators*

"#$%& '()*+,*$-.**%0-1*1+&*2345*6+7*489%*43.43<=>/'11"$454245=



2UVOALKQA 6edopeva ava cuotnpa ot 52 efdouadec
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Morand E, et al. Lancet Rheumatol 2022;4:282-92



Oeparneia deppatikwy EKONAWOEWV ]

1) UVA + UVB protection
OTOV Z E/\ 2) Smoking cessation
3) HCQ
plus
I
v
| Mild - Limited | | Moderate - Severe |
Y \4
1st line treatmentl Topical:_GC or CNI | Topical: GC or CNI
+
!"#$%&I( l Systemic GC
* -
i
[* 0123456789:.
* <=0
Yes No l
A* ++B
A 4

C* D E$#F%G H ﬁ|f$%&' ($) '%* MTX 2nd line treatment

Yes No

A4

MMF or Dapsone or Retinoids or Belimumab | 3rd line treatment

Yes No

A

#$%&'()$*)+,40(1+)$2.,/&'34$+ 567,6(0$130%1,&8,+9+103):,;'4'+,0(91<03$1&+'+7,
=B SN (")*+,,-,./0"123* #,4% " >?)1)&%., @A@A Rituximab or Thalidomide | 4th line treatment




Possible NPSLE

[Mpoogyylon Kal AVTLLETWTILON
N LIJ 8K5 n}\'(‘boewv O'TOV ZEA Exclude non-SLE related causes

Infections (CSF, MRI with gadolinium), metabolic
disturbances (blood chemistry), drug adverse effects

Favoring factors for primary NPSLE

" : » Generalized disease activity
! #$%& ( » Previous major NPSLE

* * (+)aPL
) <‘J<' » Abnormal CNS imaging
/* KK B » Abnormal CSF
.k ! *
* L,-. 14)+,'($-)+./+0

A
Primary NPSLE likely Secondary NPSLE likely
A
Presumed immune-mediated Presumed thrombotic Treat accordingly

(eg. myelopathy, psychosis, ACS) |

y y

aPL (+) aPL (-)
GC + IS drugs Anticoagulants Antiplatelets
+ + +
#5%&'()$*)+,-10(1+)$R.,/&'34%+ 567,6(05130%1,88,+9+103):,;'4'+,0(91<03$1&H+7, Adjunct therapy
=OB#HH"$%& (") *+,,-,./0"123* #,4% """ >?)1)&%., @A@A Antidepressants, antipsychotics, anticonvulsants, anxiolytics




Oeparneia BpopPBomneviag ZEA

Immediate treatment

"#$%&'(

)* MNNIL2,$-#'/+0*
[* KK B!12,$-#/+0*
* <=0112,%$-#/+0*
>* L,-. 4)+,'($-)+./+0*

Thrombocytopenia requiring treatment
(Active bleeding or PLTs < 20-30,000/mm?3)

A

Consider IV MP pulses, followed by Pre
0.5-0.6 mg/kg/day for 3-4 weeks, then

taper

High-dose GC

I+

IVIG

Consider if active bleeding, contraindications
to GC or more rapid increasein PLTs
required

Target reached

(PLTs > 50,000/,mm?)

Yes

Chronic treatment

Add IS drug (AZA or MMF or CsA)
Slow taper of GC

Relapse?

RTX

#$%&'()$%)+,0(1+)$2.,/&'34%+ 567,6(0$130%1,88,+9+103):,;'4'+,0(91<03$18+'+7,

=OB##"S%E& (")*+,,-,.'10"123* #,4%5 """ >?)1)&%. @A@A

A4

Target reached

(PLTs > 50,000/,mm?)

Yes

No

TPO-agonists
Splenectomy

2nd-line treatment

3rd-line treatment



OepaneuTIKn oTpaATNYLKA otn Oepameia tov ZEA

1. Control disease activity 2. Prevent flares 3. Avoid drug toxicity
HOW? HOW?
1. Do notd/c HCQ 1. Monitor for HCQ retinal toxicity — use 200 mg/day if
2. Consider IV MP pulses — taper GC judiciously remission
3. Institute IS drugs early : 2. Avoid 1 mg/Kg as starting dose - Keep Pz< 7.5
4. Consider biologics if no response to IS drugs mg/d for maintenance
within 3-6 months 3. Avoid high-dose, prolonged CYC therapy*
. Monitor closely patients with sole serologic activity 4. Reduce IS doses if remission > 12 months

> 4. Prevent damage accrual €

5. Improve QoL and survival

(3%"?#:3@:A*BESHAFA*F?G?A*H7 *1+&*2345*=14J;+333K43



