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3AraAbHi MPUHLUNU N peKOMEeHAALT
LLLOAO BEAEHHS naujieHTiB i3 BH

3aqyyeHHS HUPOK TPU CUCTEMHOMY 4YepBOHOMY BOBYA-
Ky (CUB), sgkuii € OCHOBHOIO NPUYMHOIO 3aXBOPIOBAHOCTI i
CMepTi, 1110 TPU3BOAUTD 10 BACOKUX BUTPAT HA MEIMYHY JOMO-
MOTY ¥ CYCHiJIbCTBO, HallKpallle KePYEThCs MiXKIMCLUILTiIHAP-
HOIO IOITOMOTOIO 3i CITUIbHUMU PillIEHHSIMM Talli€HTa i Jikapsi.

[TUABHICTD 1O CUMIITOMIB i O3HAK, IO CBiMYaTh MPO ypa-
>KEHHSI HUPOK, TiCTOJIOTiYHA OlliHKa HedpomaToJIoTiB i JaHi
crielianaizoBaHUX LIEHTPiB 3a0€3MeUy0Th ONTUMAJIbHI PE3YJib-
TaTu.

Llini nikyBaHHSI BKJIIOYAIOTh BMKMBAHHS TAalli€HTa, TPU-
BaJie 30epexkeHHsT (PYHKIII HUPOK, 3aIl00iraHHs crajzaxaM 3a-
XBOPIOBaHHS, 3aIlo0iraHHs ypaXKeHHIO OpraHiB, YIpaBIiHHS
CYMYTHIMM 3aXBOPIOBAHHSIMU I MOKPALIAHHS SIKOCTi XXUTT,
MOB’S13aHOI i3 3aXBOPIOBAHHSIMU.

VYnpasninHsg aktuBHUMU ¢azamu BH Bki1touae moyatkoBuii
nepion iHTEHCUBHOI iIMyHOCYIPECUBHOI Teparlii J1s1 KOHTPOJIIO
AKTHMBHOCTI 3aXBOPIOBAHHS 3 MOJAIbIIMM TPUBAJIUM NEPIOIOM
3a3BMYail MEHII iIHTEHCUBHOI Tepartii 151 3aKPilJIeHHsI peakuii
i 3a1o0iraHHs peLUaBaM.

PekomeHAauiss/komeHTap (LOE/GOR; LOA,
CepeAHE CTAHAOPTHE BIiAXUAEHHS (SD))
1. AoCAia>kKeHHs NauieHTa 3 niA03poro HA BH

1.1. Biorciro HUPOK CJIim PO3TSLIATH, KOJIM € JaHi PO ypa-
JKeHHSI HUPOK, OCOOJIMBO 3a HAsIBHOCTI CTIMKOI IpOTEiHYypii
> 0,5 r/24 ronunu (a6o CBK > 500 Mr/r y paHKOBiil nepiiriit

Overarching principles
and recommendations for the
management of patients with LN

Kidney involvement in SLE, a major cause of mor-
bidity and mortality that leads to high medical and soci-
etal costs, is best managed by interdisciplinary care with
shared patient — physician decisions.

Vigilance for symptoms and signs suggestive of kid-
ney involvement, histological assessment by nephro-
pathologists and input from specialised centres ensure
optimal outcomes.

Goals of treatment include patient survival, long-
term preservation of kidney function, prevention of dis-
ease flares, prevention of organ damage, management
of comorbidities and improvement in disease-related
quality of life.

Management of active phases of LN includes an
initial period of intense immunosuppressive therapy to
control disease activity, followed by a longer period of
usually less intensive therapy to consolidate response
and prevent relapses.

Recommendation/statement

(LoE/GOR; LoA, mean (SD))

1. Investigation of the patient with suspected LN
1.1. Kidney biopsy should be considered when there

is evidence of kidney involvement, especially in the

presence of persistent proteinuria > 0.5 g/24 hours (or
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ceui) (2b/B; 9,84 (0,54)), i/abo He3pO3yMiJoro 3MeHIIeHHS
HIK® (25/C).

1.2. Biorncisg HUpKM 3anuIIaeThcsl Oe3abTepHATUBHOIO, i 11
NiarHOCTUYHE I TPOTHOCTUYHE 3HAYEHHSI HE MOXHA 3aMiHUTHU
IHIIUMM KJIiHIYHUMU a0o abopaTopHUMU 3MiHHUMU (2b/B;
9,96 (0,20)).

2. OuiHka 6ioncii HUPKN NATOAOrom

2.1. PekoMeHIy€eTbCSI BUKOPUCTOBYBATH CUCTEMY KJIAcH-
dikauii MixHaponHoro ToBapucTBa HedpoJorii/HupkoBo-
marosiorivHoro ToBapuctsa (ISN/RPS) 2003 poxky (2a/B; 9,56
(0,94)) 3 101aTKOBOIO OLIIHKOIO MOKA3HUKIB aKTUBHOCTI i1 XpO-
HiuHOCTi (1b/A), a TAKOXK TPOMOOTUYHMX i CYIMHHUX YpakKeHb,
nos’s13aHux i3 ADPJI-cunapomom (2b/C).

3. [ToKQ3QHHSI AO iIMYyHOCYNPECUBHOIO AiKYBAHHS

3.1. ImyHOCyMpecuBHi 3ac00U, 1110 TPU3HAYAIOTHCS B TTOE -
HaHHI 3 TJIIOKOKOPTUKOINaMU, PEKOMEHYIOThCS PU He(PUTI
knacy I11A a6o ITIA/C (£ V) i IVA a6o IVA/C (£ V) (1a/A; 9,96
(0,20)).

3.2. Ilpu uncromy Hedputi Kimacy V peKOMEHIYETbCS 3a-
CTOCOBYBATH ITIIOKOKOPTUKOIAN Ta iMyHOCYIIPECiIO Y BUITaAKaX
npoTeinypii HedpoTuuHoro piBHs (2b/B 9,04 (1,80)) abo xonu
CBK nepeuiye 1000 Mr/r, He3BaXkarouu Ha ONTUMAJIbHE BU-
kopuctaHHs1 6sokaTopiB PAAC (5/D).

4. NikyBAHHS1 AOPOCAUX i3 BH

Lini nikysanns

4.1. JlikyBaHHS CIpsIMOBaHe Ha ONTUMi3allito (30epexXeHHsI
a00 moKpalaHHs) QYHKIii HUPOK, IO CYITPOBOIKYETLCS 3HU -
JKEHHSIM TpoTeiHypii nmpuHaiiMHi Ha 25 % 3a 3 micsaui (2b/D),
50 % 3a 6 micsuiB (2a/B; 9,60 (0,63)), i meta — CBK HiK4e Bin
500—700 mr/r 3a 12 micsiiB (ITOBHA KJIiHiYHA BiIIOBIIb).

4.2. IlamieHnTaM i3 IIpoTeiHypi€l0 He(POTUIHOTO PiBHS Ha
IMOYaTKOBOMY €Talli MOXYTh 3HATOOUTHCS 10JATKOBI 6—12 Mi-
CSLIB JUISI TOCSITHEHHSI MOBHOI KJIiHIYHOI BiAMOBIAi; y TaKuUX
BUMAaAKax IIBUIKA 3aMiHa Tepallii He moTpiOdHa, SIKIIO MpoTe-
iHypist 3HMKYy€eThes (2a/C 9,68 (0,68)).

Ilouamkoge rikyeanns

4.3. Nns nauientiB i3 BH knacy III a6o IV (= V) peko-
MeHaytoTbest MM® (minboBa mosa: 2—3 r/moby a6o MK B
ekBiBasieHTHi n03i) (la/A; 9,84 (0,37)) ab0 HU3BKOI030BUI
BHyTpiltHboBeHHUI LIMD (500 Mr KOoXHi 2 TVKHI B 3arajibHiit
KiabKocTi 6 003) (la/A) y IoeaHAHHI 3 TIIOKOKOPTUKOIZAMH,
OCKIJIbBKM BOHM MalOTh HaliKpallle CIiBBiTHOIIEHHS e€(PeKTUB-
HOCTi/TOKCUYHOCTI.

4.4. TloegHanua MM® (uinboBa gosza: 1—2 r/mody abo
MMK B exsBiBasnienTHilt no3i) i3 IKH (oco6auBo Takposimy-
COM) € aJIbTepHaTHUBOIO, OCOOJIMBO B MALli€EHTIB i3 IPOTEIHYpPi€I0
HedpoTuuHoro piBHs (la/B; 9,32 (0,93)).

4.5. TlalieHTiB 3 BUCOKUM PU3UKOM PO3BUTKY HUPKOBOI
HenocTtaTHOCTI (3HMKeHa [IIK®, ricronoriuHa HasiBHICTb TiB-
Mics1iB, a6o GiOpMHOITHUI HEKPO3, a00 CUJIbHE IHTEPCTHULII-
aJIbHE 3amnajieHHs) MOXHa JIikyBatu 5K y 11. 4.3—4.4 (2b/B; 8,88
(1,56)), ane MOXXHa TaKOX PO3TJISTHYTH BUCOKY M03Y BHYTpIIIlI-
HpoBeHHOTO LID (0,5—0,75 r/M? IOMiCAIIS TIPOTITOM 6 Mics-
uiB) (la/B).

4.6. 151 3MEHILEHHS KyMYJSITUBHOI J03U TJIIOKOKOPTH-
KOilliB peKOMEHIYEThCSI 3aCTOCOBYBATH BHYTPIlIHHOBEHHUM

UPCR > 500 mg/g in morning first void urine) (2b/B;
9.84 (0.54)), and/or an unexplained decrease in GFR
(2b/0C).

1.2. Kidney biopsy remains indispensable and its
diagnostic and prognostic value cannot be substituted by
other clinical or laboratory variables (2b/B; 9.96 (0.20)).

2. Pathological assessment of kidney biopsy

2.1. The use of the International Society of Nephro-
logy/Renal Pathology Society (ISN/RPS) 2003 classifi-
cation system is recommended (2a/B; 9.56 (0.94)), with
additional assessment of activity and chronicity indices
(1b/A), as well as of thrombotic and vascular lesions as-
sociated with aPL/syndrome (2b/C).

3. Indications forimmunosuppressive
freatment

3.1. Immunosuppressive agents, administered in
combination with glucocorticoids, are recommended
in class ITIA or ITIA/C (+ V) and IVA or IVA/C (£ V)
nephritis (1a/A; 9.96 (0.20)).

3.2. In pure class V nephritis, glucocorticoids and
immunosuppression are recommended in cases of ne-
phrotic-range proteinuria (2b/B; 9.04 (1.80)), or when
UPCR exceeds 1000 mg/g despite the optimal use of
rennin-angiotensin-aldosterone system blockers (5/D).

4. Treatment of adult LN

Goals of treatment

4.1. Treatment aims for optimisation (preservation
or improvement) of kidney function, accompanied by
a reduction in proteinuria of at least 25 % by 3 months
(2b/D), 50 % by 6 months (2a/B; 9.60 (0.63)), and a
UPCR target below 500—700 mg/g by 12 months (com-
plete clinical response).

4.2. Patients with nephrotic-range proteinuria at
baseline may require an additional 6—12 months to
reach complete clinical response; in such cases, prompt
switches of therapy are not necessary if proteinuria is
improving (2a/C; 9.68 (0.68)).

Initial treatment

4.3. For patients with class III or IV (£ V) LN,
MMF (target dose: 2 to 3 g/day, or MPA at equivalent
dose) (la/A; 9.84 (0.37)) or low-dose intravenous CY
(500 mg every 2 weeks for a total of 6 doses) (1a/A) in
combination with glucocorticoids, are recommended as
they have the best efficacy/toxicity ratio.

4.4. Combination of MMF (target dose: 1 to 2 g/day,
or MPA at equivalent dose) with a CNI (especially
TAC) is an alternative, particularly in patients with ne-
phrotic-range proteinuria (1a/B; 9.32 (0.93)).

4.5. Patients at high risk for kidney failure (reduced
GFR, histological presence of crescents or fibrinoid
necrosis or severe interstitial inflammation) can be
treated as in 4.3—4.4 (2b/B; 8.88 (1.56)), but high-dose
intravenous CY (0.5—0.75 g/m? monthly for 6 months)
can also be considered (1a/B).

4.6. To reduce cumulative glucocorticoid dose, the
use of intravenous pulses methylprednisolone (total dose

Tom 9, N2 2, 2020

www.mif-ua.com, http://kidneys.zaslavsky.com.ua 73



HactaHoBu / Guidelines

MyJIbC METUJITIPEIHI30I0HOM (3arajibHa mo3a 500—2500 mr 3a-
JIEXKHO Bi/l CTyMeHsI TSDKKOCTiI 3aXBOPIOBAHHS), a MOTIM Tep-
opanbHuii npenHizonoH (0,3—0,5 Mr/kr/mody) 1o 4 TUXHIB 3i
3MEHIIEHHSIM 110 < 7,5 Mr/no6y nipotsrom 3—6 micsui (2b/C;
9,48 (0,90)).

4.7. Ilpu yuctomy HedpuTi V kimacy — MMO® (11inboBa 103a
Bin 2 1o 3 r/noby abo MK B ekBiBasieHTHiii 103i) (2a/B) y moen-
HaHHI 3 BHYTPIIIHLOBEHHUM TYJIBCOM METHJITIPEIHI30JJOHOM
(3arampHa go3a 500—2500 MT 3a/1eXKHO Bim TSKKOCTI 3aXBOPIO-
BaHHS) 3 TONAJBLIMM IePOPaTbHUM 3aCTOCYBAaHHSIM IIpEN-
Hizo10HY (20 Mr/moOy, 3HUXKEHHST 10 < 5 MI/mo0y MpOTIrom
3 micauiB) (2b/C; 9,28 (0,96)) peKOMEHAYETHCS SIK TTOYAaTKOBE
JIIKyBaHHS 4epe3 HaliKpallle CITiBBiZHOIICHHSI e(eKTUBHOCTI/
TOKCHUYHOCTI.

4.8. AnbTepHaTUBHI BapiaHTU HedPUTY Kiacy V BKIIOYAIOTh
BHYTpilIHboBeHHe BBeneHHs1 LID (2b/B; 9,28 (0,92)) abo IKH
(ocobmuBo TAK) npu MoHoteparii (2b/B) abo B 1O€aHaHHI 3
MM®/MK, 0cobgMBO B MAILIEHTIB 3 MPOTETHYpi€lo HePOTUY-
Horo aianazony (1b/B).

4.9. I'X cnin omHouacHo noxasatu (2a/B; 9,28 (1,40)) y nosi,
110 He TIepeBUIILYE 5 MT/KT/mo0y, 3 ypaxyBanHsM LHTKD (35/C).

Ilodanvue nikysanus

4.10. ko MOCATHYTO MOKpAIEHHS Micas MOoYaTKOBO-
ro JIiKyBaHHSI, PEKOMEHIYETbCS IIOJajbllia iMYHOCYIpPeCis
MM®/MK (no3a: 1—2 r/no0y), ocobJUBO SKIIO BOHa Oyja
BUKOpHMCTaHa SIK MoyaTKoBe JikyBaHHs (la/A 9,80 (0,49)),
a6o AZA (2 mr/kr Ha 100y) — GaxaHo, SIKIIIO MependavyaeTh-
Cs BariTHICTb, Y MOEAHAHHI 3 TPEAHI30JIOHOM Y HU3bKUU 103i
(2,5—5 mr/no0y), Kosu 1ie NoTpiOHO 1Sl KOHTPOJIIO aKTUBHOC-
Ti 3axBoproBaHHs (1a/A).

4.11. IMoctynoBe NMpUMUHEHHS JIiIKYBaHHSI (CITOYATKY TJTIO-
KOKOPTUKOIAM, TOTIM IMyHOCYIIPECHBHI IIpeIapaTy) MOXKHAa
crpoOyBaTH 3MiMCHUTHU IIOHAWMEHIIe Bin 3 10 5 pokiB Teparrii
Mpu MOBHIil KJiHiuHiNi Bignmosini. ['X ciimx mpomoBXyBaT 10B-
roctpokoBo (2b/C; 9,40 (0,75)).

4.12. IlponosxenHs, nepexin Ha IKH abo momaBaHHS iX
(ocobmuBo TAK) MoxHa po3risigaTd Mpu YUCTOMY HedpuTi
Kjacy V npu HaliMeHIIii e(heKTUBHII 1031 i1 Mic/is BpaxyBaHHSI
pu3KKiB HepoTOKCUUHOCTI (2b/B; 9,28 (1,15)).

Pezucmenmue/peppaxmepre 3ax60pro8anHs

4.13. Y pasi HeoCSTHEHHS LIiJIei JIiKyBaHHsI peKOMEHIy-
€THCS peTesibHA OLlIHKA MOXJIMBUX MPUYUH, BKIIOYHO 3 OIliH-
KOO TIPUXWJIBHOCTI /IO JIIKYBaHHST i MOHITOPMHTOM TeparieB-
TUYHUX TipenapartiB (5/D; 9,84 (0,46)).

4.14. Tlpu aKTUBHOMY DE3UCTEHTHOMY/pedpaKTepHOMY
3aXBOPIOBaHHI JIIKyBaHHSI MOXe OyTU IepeBeieHe Ha OAUH 3
aJIbTepHATUBHUX MOYaTKOBUX METO/IiB Tepallii, 3ralaHuX BUILIE
(2b/B-C 9,64 (0,62)), abo PM (1000 mry ani 01 14) (2b/C).

5. AoAQTkoBe AiKYBQHHS

5.1. THribiTopu aHriOTEH3UMHMEPETBOPIOIOUOTrO (hepMEeHTY
a00 0JI0KaTOPM aHTIOTEH3MHOBUX PELIENTOPIiB PEKOMEHIYIOTh-
cs1 BciM martieHtam i3 CBK > 500 mMr/r abo aprepiaibHOIO Ti-
neprensieto (5/D; 9,84 (0,37)).

5.2. CraTuHU PEKOMEHIYIOThCSI HA OCHOBI OIIIHKMU PiBHS
minigiB i 10-piyHOrO PHM3UKY CEepLEeBO-CYIMHHUX 3aXBOPIO-
BaHb 3 BUKOPUCTAHHSIM CHCTEMAaTUYHOI OLIIHKM KOPOHAPHO-
ro pu3uKy abo iHIIMX 3aTBEPAXKEHUX IHCTPYMEHTIB (5/D; 9,52

(0,75)).

500—2500 mg, depending on disease severity) is recom-
mended, followed by oral prednisone (0.3—0.5 mg/
kg/day) for up to 4 weeks, tapered to < 7.5 mg/day
by 3 to 6 months (2b/C; 9.48 (0.90)).

4.7. In pure class V nephritis, MMF (target dose 2
to 3 g/day; or MPA at equivalent dose) (2a/B), in com-
bination with pulse intravenous methylprednisolone
(total dose 500—2500 mg, depending on disease seve-
rity) followed by oral prednisone (20 mg/day, tapered to
< 5 mg/day by 3 months) (2b/C; 9.28 (0.96)) is recom-
mended as initial treatment due to best efficacy/toxicity
ratio.

4.8. Alternative options for class V nephritis include
intravenous CY (2b/B; 9.28 (0.92)), or CNIs (especially
TAC) in monotherapy 2b/B or in combination with
MMEF/MPA, particularly in patients with nephrotic-
range proteinuria (7b/B).

4.9. HCQ should be coadministered (2a/B; 9.28
(1.40)), at a dose not to exceed 5 mg/kg/day and ad-
justed for the GFR (35/C).

Subsequent treatment

4.10. If improvement after initial treatment is
achieved, subsequent immunosuppression is recom-
mended with either MMF/MPA (dose: 1 to 2 g/day) —
especially if it was used as initial treatment (1a/A; 9.50
(0.49)) — or AZA (2 mg/kg/day) — preferred if preg-
nancy is contemplated — in combination with low-dose
prednisone (2.5—5 mg/day) when needed to control
disease activity (1a/A).

4.11. Gradual withdrawal of treatment (glucocorti-
coids first, then immunosuppressive drugs) can be at-
tempted after at least 3 to 5 years therapy in complete
clinical response. HCQ should be continued long-term
(2b/C 9.40(0.75)).

4.12. Continuation, switching to or addition of
CNIs (especially TAC) can be considered in pure class
V nephritis at the lowest effective dose and after consi-
dering nephrotoxicity risks (2b/B; 9.28 (1.15)).

Non-responding/refractory disease

4.13. In case of failure to achieve the treatment
goals, thorough evaluation of the possible causes is
recommended, including assessment of adherence to
treatment and therapeutic drug monitoring (5/D; 9.84
(0.46)).

4.14. For active non-responding/refractory disease,
treatment may be switched to one of the alternative ini-
tial therapies mentioned above, (2b/B-C; 9.64 (0.62))
or RTX (1000 mg on days 0 and 14) may be given

(2b/C).

5. Adjunct treatment

5.1. Angiotensin-converting enzyme inhibitors or
angiotensin receptor blockers are recommended for all
patients with UPCR > 500 mg/g or arterial hyperten-
sion (5/D; 9.84 (0.37)).

5.2. Statins are recommended on the basis of lipid
levels and estimated 10-year cardiovascular disease risk
using the Systematic Coronary Risk Evaluation or other
validated tools (5/D; 9.52 (0.75)).
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5.3. 3axucT KiCTOK (JIOMOBHEHHS Kalblito/BiTaminy D
i/ab0 aHTHpe30pOLiiTHI 3ac00M) Ta iMyHi3allisi HEXKUBUMM BaK-
LIMHAMU MOXYTb 3MEHILUTHU CYIyTHi 3aXBOPIOBAHHS il 3aXBO-
pIOBaHHSI, TIOB’sI3aHi 3 JIIKyBaHHSIM, i TOMY PEKOMEHIYIOThCS
(5/D; 9,68 (0,61)).

5.4.Y Bunankax, Ko ADJI (Bu3HaueHi sIK y MiXKHapOIHO-
My KOHCEHCYCHOMY TBEPDKEHHI IIOI0 BU3HAYECHUX KPUTEPIiB
kacu@ikaiii aHTIdOCHOIIMITHOIO CUHAPOMY) € TO3UTUBHM -
MH, i Ha ocHOBI TUTpY ADJI micis OLIHKM KOPUCTI i PUBUKY
KPOBOTEUi MOXe BUKOPUCTOBYBATUCS alleTUIICATIIIMIOBA KHC-
nota (80—100 mr/mo6y) (2a/C; 9,28 (1,25)).

5.5. JIikyBaHHSI aHTUKOATYJISTHTaMU CJIiJl PO3TJISIHYTU Y BU-
najakax He()pOTUYHOIO CUHIAPOMY i3 CMPOBATKOBUM ajbOyMi-
HoMm <20 1/1 (5/D; 9,76 (0,43)).

5.6. beriMymab Moxe po3IIIHaTHCS SIK MOXATKOBE JIKY-
BaHHS ISl 3MEHIIIEHHSI YCKJIaJHEHb Bi/l TIIFOKOKOPTUKOIIHUX
npenapariB, KOHTPOJIO TMO3aHUPKOBUX IIPOSIBIB BOBUAKOBOI
aKTHUBHOCTI 1 3HWXKEHHST pU3NKY BUHUKHEHHS TTO3aHUPKOBUX
peunnusis (2a/C; 8,48 (1,92)).

6. MoHitopuHr i nporHo3 BH

6.1. Bisutu 10 JiKaps CIid IMIPOBOAMTH KOXHi 2—4 TYKHI
MPOTSITOM IepIIuX 2—4 MicCsIIiB MicJIs1 BCTAHOBJIEHHS IiarHO3Y
a00 peuMauBY, a 3roJ0M — BiAIOBIIHO MO BiAIOBIAI Ha JiKy-
BaHHS. MOHITOPUHT (DYHKIIIT HUPOK, O3aHUPKOBUX TPOSIBiB
i CYIyTHIX 3aXBOPIOBAHb MPOBOJAUTHCS TPOTITOM YChOTO XKUTTS
(5/D; 9,40(0,69)).

6.2. Tlix yac KOXHOTrO Bi3WUTY CJIiJ OLIHIOBATH Macy Tija,
apTrepiaibHUI TUCK (BKJTIOYHO 3 HEO(iCHUM BUMIipIOBaHHSIM),
pLIIK®, anpbymin cupoBatku, nporeinypito (CK a6o nod6oBy
MPOTEiHYPil0), KUTBKICTh EPUTPOLIUTIB a00 Ocajl i MOBHUIT aHa-
JIi3 KPOBi, KO HeDPUT aKTUBHUU i pifllIe — SKIIO CTa0iIb-
uuit (2b/B; 9,64 (0,69)). PiBenb C3/C4 y cupoBariii KpoBi it
anTuTina no asocmipaibHoi JJHK KoHTpoI010ThCS nepiogny-
Ho (2b/C).

6.3. TToBTOpHY 0iOICiI0 HUPKU CJIiJ BPaxOByBaTU B OKpe-
MMX BMIAAKaX, TAKUX K MOTIPIIEHHS 3MiHHUX MOKa3HUKIB
HUPOK, HepearyBaHHs Ha iIMyHOCYIIpeCUBHe abo OioJioriuyHe Ji-
KyBaHHSI (SIK BU3HAYEHO BUIIIE); a00 MpU pelUAnBi, 1100 Mpo-
NIEMOHCTPYBAaTHA MOXJIMBUIA TIEPEXiJ riCTOJOTIYHOrO Kjacy abo
3MiHY MMOKa3HMKIB XpOHIYHOCTI i aKTUBHOCTI; HaJaBaTU PO~
THOCTUYHY iH(dOpMallito i BUSIBUTH iHIII naTosorii (2b/B; 9,54
(0,37)).

7. NikyBaHHS1 TepMiHaabHOI XHH npu BH

7.1. Yci MmeToau HUPKOBO-3aMiCHOI Teparlii MOXYTb 3aCTO-
coByBatucs B nauieHTiB i3 CKB (2b/B 9,96 (0,20)).

7.2. Imynocynpecia npu TXHH Ha nmianisi BusHavaeTbes
no3aHupKoBUMHU nposisamu (2b/C 9,76 (0,59)).

7.3. TpaHcraHTallis MOXe OYTH Kpallolo OIIIiE€I0 MOPiBHSI-
Ho 3 iHmmu Bapiantamu H3T, i cinin po3risigaTul, KOy mo3a-
HUPKOBUII BOBYAK € KJIiHIYHO (a B ifeayi — CeposIoriyHo) He-
AKTUBHMM MPOTITOM MIPUHANMHI 6 MiCSIIIiB; pe3yabTaTh Kpallli
MPU XKUBii1 JOHOPCHKIii i rU1aHOBI TpaHcTutaHTauii (2b/C; 9,84
(0,37)).

7.4. ADJI cnig oUiHIOBATU I Yac MiATOTOBKU IO TPaHC-
IUTaHTAILlii, OCKIbKM BOHM ITOB’sI3aHi 3 MiABUIIEHUM PU3UKOM
BUHUKHEHHSI CYIMHHUX IOAIN y IepecamxkeHi Hupui (2b/C;
9,48(1,10)).

5.3. Bone protection (calcium/vitamin D supple-
mentation and/or antiresorptive agents) and immuni-
zations with non-live vaccines may reduce treatment-
related and disease-related comorbidities and are
recommended (5/D; 9.68 (0.61)).

5.4. If aPL (defined as in the international consen-
sus statement for definite antiphospholipid syndrome
classification criteria) are positive, and based on aPL
profile, acetyl-salicylic acid (80—100 mg/day) may be
used after balancing benefits and bleeding risk (2a/C;
9.28(1.25)).

5.5. Anticoagulant treatment should be considered
in cases of nephrotic syndrome with serum albumin
<20g/L (5/D; 9.76 (0.43)).

5.6. Belimumab may be considered as add-on treat-
ment, to facilitate glucocorticoid sparing, control extra-
renal lupus activity and decrease the risk for extra-renal
flares (2a/C 8.48 (1.92)).

6. Monitoring and prognosis of LN

6.1. Visits should be scheduled every 2—4 weeks
during the first 2—4 months after diagnosis or flare,
and subsequently, according to response to treatment.
Monitoring for renal, extra-renal disease activity and
comorbidities is lifelong (5/D; 9.40 (0.69)).

6.2. At each visit, body weight, blood pres-
sure (including out-of-office measures), estimated
GFR, serum albumin, proteinuria (UPCR or 24
hours urine collection), urine red cell count or
sediment and complete blood cell count should be
evaluated when nephritis is active and less frequent-
ly if stable (2b/B; 9.64 (0.69)). Serum C3/C4 and
anti-dsDNA antibody levels are monitored periodi-
cally (2b/C).

6.3. Repeat kidney biopsy should be considered in
selected cases, such as worsening of kidney variables,
non-responsiveness to immunosuppressive or biologic
treatment (as defined above); or at relapse, to demon-
strate possible histologic class transition or change in
chronicity and activity indices; to provide prognostic
information; and detect other pathologies (2b/B; 9.54
(0.37)).

7. Management of ESKD in LN

7.1. All methods of kidney replacement treatment
can be used in patients with SLE (2b/B 9.96 (0.20)).

7.2. Immunosuppression in ESKD on dialysis
should be guided by extra-renal manifestations (2b/C;
9.76 (0.59)).

7.3. Transplantation may be preferred over other
kidney replacement options and should be considered
when extra-renal lupus is clinically (and ideally, sero-
logically) inactive for at least 6 months; outcomes are
better with living donor and pre-emptive transplanta-
tion (2b/C; 9.84 (0.37)).

7.4. aPLs should be measured during transplant
preparation, because they are associated with an in-
creased risk of vascular events in the transplanted kid-
ney (2b/C; 9.48 (1.10)).
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8. AHTUdocpoinipHn cMHAPOM i BH

8.1. ¥V nauieHTiB i3 HedponaTiero, acoliliioBaHOIO i3 aHTU-
docdoninignum cuHIpomoM, aoxatkoBo ao I'X (2b/C; 9,68
(0,55)) Moxe po3risiiaTucs aHTUTPOMOOIIMTaApHE/aHTUKOAry-
JITHTHE JTIKyBaHHSI.

9. BH i BaritHiCTh

9.1. BariTHicTh MOXe OyTH 3arjlaHOBaHa B CTaOLIbHUX TIa-
ieHTiB i3 HeaktuBHUM BH (1b/A4; 9,56 (0,80)). OntuMaibHO
CbK nmosunHe 6yTu Hrzk4e Big 500 MI/T IIPOTSITOM ITOMEPEeaHIX
6 micauis i3 INK® > 50 mu/xB (2b/C).

9.2. CywmicHi npenapatu, taki sk I'X (1b/B 9,76 (0,51)),
npenHizoH, AZA i/a6o IKH (oco6nuBo TAK) (3b/C), cnin
MPONOBXYBATU ISl BCiX Y O€3MEeYHUX J03aX MPOTIrOM Barit-
HOCTI 1 JIaKTallii.

9.3. MM®/MK cin BiaMiHATH IIOHAWMeEHIIIE 3a 3—6 Mics-
11iB 1O TUTAHY 3a4aTTsl, 11100 rapaHTyBaTH, 1110 aIbTepPHATUBHUI
iMyHOCYTIDECUBHUI areHT He Tpu3Bene 10 peuuausy (5/D;
9,29(0,93)).

9.4. Iim yac BariTHOCTI peKOMEHIYEThCS alleTUIICATTIIINIIO-
Ba KUCJIOTA TSI 3MEHIIIEHHSI pU3UKY npeeknamricii (2b/C; 9,64
(0,62)).

9.5. TMlauieHTiB ciig OLiHIOBATH ILIOHAaWMEHIEe KOXHi 4
TUXKHI, 0a’)kaHO MYJIBTUAMCLUILIIHAPHOIO TPYIOI0, BKIIOYHO 3
aKyllIepoM, SIKWii Mae JO0CBim pobotu 3 xBopoboto (5/D; 9,56
(0,80)).

9.6. Permnueu BH mim wac BariTHOCTI MOXHa JIiKyBaTH
NPUIRHATHUMU TIperapaTaMu, 3a3Ha4eHUMU BUIIIE, i ITyJIbcaMu
BHYTpilltHboBeHHOTO MIT 3ajiexkHO BiJ CTyTeHsI BUPaKeHOCTI
cnanaxy (3b/C; 9,56 (1,39)).

10. BeAeHHSs1 neAiQTPUYHUX NALIEHTIB

10.1. BH y miteit yacrimii criocrepira€Tbesl B 1e0IOTi I Xa-
PaKTepU3YETHCS OLIBII TSKKMMMU IIPOSIBAMU; 1iarHOCTUKA, Be-
JEHHS 1 MOHITOPWHT aHAJIOTiYHi TaKUM Y nopociux (3b/C; 9,68
(0,68)).

10.2. Y3roaxeHa rmporpaMa nepexoy A0 10pOC/Iol CIyK0u €
BaXJIMBOIO JUIS 3a0€3MeYeHHs JOTPUMAaHHS Tepartii Ta ONTUMi-
3allii TOBrocTpOKOBUX pe3ybratiB (5/D; 9,84 (0,37)).

Ipumimxu: ADJI — anmugocghoninioni anmumina; AZA —
asamionpun; IKH — ineibimop rkanvuunespuny; 1@ — yukao-
gocpamio; mXHH — kinueea cmadis nupkoeoi xeopoou,; IITKD —
weuokicmy Kayoouxkoeoi ¢hinempauii; I'X — eiopokcuxaopoxin;
ISN/RPS — Mixcnapoone mosapucmeo neghponoeii/ Tosapucmeo
Hupkoeoi namosnoeii; BH — eosuakoesuii Heppum; MM®D — moghe-
mun mixogpenonamy; MK — mixoghernonosa kucaoma; PM — pu-
mykcumabd; C4B — cucmemnuii yepeonuii sosuax, TAK — makpo-
aimye; CbK — cnisgionowenns binka cevi it kpeamuny 6 ceyi. M

8. Antiphospholipid syndrome and LN

8.1. In patients with antiphospholipid syndrome-as-
sociated nephropathy, antiplatelet/anticoagulant treat-
ment can be considered, in addition to HCQ (2b/C;
9.68(0.55)).

9. LN and pregnancy

9.1. Pregnancy may be planned in stable patients
with inactive LN (7b/A4; 9.56 (0.80)). Optimally, UPCR
should be below 500 mg/g for the preceding 6 months,
with GFR > 50 mL/min (25/C).

9.2. Compatible medications such as HCQ (1b/B;
9.76 (0.51)), prednisone, AZA and/or CNIs (especially
TAC) (3b/C) for all should be continued at safe dosages
throughout pregnancy and lactation.

9.3. MMF/MPA should be withdrawn at least 3—6
months before conception is planned, to ensure that an
alternative immunosuppressive agent does not lead to a
relapse (5/D; 9.29 (0.93)).

9.4. During pregnancy, acetylsalicylic acid is recom-
mended to reduce the risk of pre-eclampsia (2b/C; 9.64
(0.62)).

9.5. Patients should be assessed at least every 4 weeks,
preferably by a multidisciplinary team including an ob-
stetrician with expertise in the disease (5/D; 9.56 (0.50)).

9.6. Flares of LN during pregnancy can be treated
with acceptable medications stated above and pulses of
intravenous MPA, depending on flare severity (3b/C;
9.56 (1.39)).

10. Management of paediatiric patients

10.1. LN in children is more common at presenta-
tion and more severe with increased damage accrual;
the diagnosis, management and monitoring are similar
to that of adults (3b/C; 9.68 (0.68)).

10.2. A coordinated transition programme to adult
specialists is essential to ensure adherence to therapy and
optimisation of long-term outcomes (5/D; 9.84 (0.37)).

aPL, antiphospholipid antibodies; AZA, azathio-
prine; CNI, calcineurin inhibitor; CY, cyclophospha-
mide; ESKD, end-stage kidney disease; GFR, glomerular
filtration rate; GoR, grading of recommendation; HCQ,
hydroxychloroquine; ISN/RPS, International Society of
Nephrology/Renal Pathology Society; LN, lupus nephri-
tis; LoA, level of agreement; LoE, level of evidence; MMF,
mycophenolate mofetil; MPA, mycophenolic acid; RTX,
rituximab; SLE, systemic lupus erythematosus;, TAC, ta-
crolimus; UPCR, urine protein — creatine ratio. ™
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