MHOOPMAITAA 3A:

HanmMenoBanue Ha 3a00,19BaHETO

MKEB 10 xox: M32.8 ipyru ¢opmMu Ha CHCTEMEH JIyIyC epHTEMaTo/eC

Onpeaeienne HA 320015BaHETO

Cucremenuar nymyc eparemarosyc (SLE) e xeTeporeHHo KIHHAYHO 3a00/1sBaHe, OT
aBTOMMYHEH IIPOM3XO0J] H C€ XapaKTepU3Upa C HAIMYUETO HA ABTOAHTHUTEINA, HACOUCHH Cpey
AApeHd aHTHreHd. Haiwie e MylITH-CHCTEMHO aHTaXHUpPAHe W MAlHCHTATES KIMHAYHO MOTraT
Ja ce IPEeICTaBAT 0 MHOTO Pa3IMYHU HaduHH. PasnpocTpaHeHHeTo My 3aBHCH OT
eTHHYECKaTa IPHHAUIEHOCT | TI0J1a , HO ce 049aKBa Jia 651¢ oKkoio 1 Ha 1000 , xato
CHOTHOIIEHHMETO MEXIY KeHH U MBxe € 9-10: 1. Knuavdnara XeTeporeHHOCT Ha TOBa
3aboJsBaHe , KOMIUIEKCHATA My €THOIAaTOTeHe3a, [IPH KOATO POJI UTPaAT reHETHIHATE
daxTopy ¥ HHIMBHyalHA YyBCTBHTEIHOCT KbM BIHAHHETO Ha (akTophTe Ha OKOIHATA
cpena. SLE Moxe [a 3acerHe BCEKH OpraH B TsI0TO. Haii-gectuTe NpoSBH BKIIOYBAT obpus,
apTpuT B yMopa. [IpH 1mo- TeXKHTe KIMHWYHEY nposed Tipu SLE ca HamuIe HaTMIHETO Ha:
He(pHT, HEBPOJIOTHYHH IIPOSBH, aHeMHs  TpombomuTonenus. Hax 90% ot mamueHTATE CBC
CJIE uMar HOJIOXKHUTEIHA aHTHHyKIeapHu aHTutena (ANA), 32 CHTHEQHKaHTHE TUTDPH Ce
npuemar croiigocture or > 1:80 . SLE mpoTdya Ha NPUCTBIH H PEMHUCHH KaTO KOHTPOIA
Ha 0ONecTTa M IIeJIUTE Ha 3a JICYEHHETO Ca TPH:

B KOHTpOJ B IEPHOANTE HAa 0OOCTPsHE HA NOTEHIMATHO XXHBOTO3aCTPAINABAIIOTO

3a00BaHe
M cBexaHe 0 MUHHEMYM Ha pucka oT 000cTpsHe Ha GoyecTra
B B EpHOANUTE HA OTHOCHUTEHA CTAOMIIHOCT Jia C& KOHTPOIHMPAT €XEAHCBHATE
CHMIITOMH, KOMTO HE Ca JXHBOTO3acTpallaBally, HO Ca WHBAJIMIM3Hpaly

XHUIPOKCHXJIOPOKBHHBT H HECTEPOHIHHUTE MPOTHBOBE3NATUTEIHH JIEKAPCTBA CE H3II0I3BAT
3a T0-J1eKH (POPMHE Ha 3a00NIBaHETO; KOPTHKOCTCPOUIUTE M HFMyHOCYTIPECHBHUTE
Me/TIKAMEHTH Ce H3II0N3BAT IPH OPTaHHKTE JIOKATH3aliy Ha 60/1ecTTa ; anta-CD20
MOHOKJTOHATHHTE aHTHTea Ce M3IOJI3BAT IPH NAUEHTH C TEXKO 3a00isBaHe, KOUTO HE
pearupat Ha KOHBEHIIMOHAIHHATE TEPaNeBTHYHH NPOLCIYPH. Brrpeku orpoMHHTE
HOCTHKEHMS B HAyKaTa ¥ [OJ00peHaTa IporHo3a, Ype3 U3MOoN3BaHeTO Ha KOPTHKOCTCPOU/IH
# uMyHocytpecopd, SLE mpogbibkasa ja IOBIHABA CMBPTHOCTTA B 3a00J1eBaeMOCTTa Ha
3acerHaTUTe WHIUBUIM.
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Yernpuuudpen xoa na 3a6oassanero 1o MKB-10 (ako TakbB € HaIHYeH)

MKb 10 xon: M32.8 JIipyru ¢opmMu Ha CHCTeMEH JIyIyC ePHTEMATOREC

Kon na 3a60agBanero mo Orpha code

ORPHAS36 - Systemic lupus erythematosus

Ennpemunonorunann ganny 3a 3ab6oasBanero B Peny6inka Buarapus

B P Brirapus He e npoBeACHO €NUIEMHOIOTHYIHO IIPOYIBaHE B HAMA PETUCTED , CUHTa Ce,
ge okoio 60- 70000 ca nammeHTHTE CHC CHCTEMHH aBTOMMYHHU  3a00nsgBaHus Ha
cheauHuTeHaTa Thkad. Okono 0,06-0,08%, wm oxomo 1000 manmenTta B P. bearapus
BEPOSATHO Ca ChC CHCTEMEH JIYILYC CPHTEMATOMEC
W3zrounnim: crartum Ha IIpod. n-p Pamo Pamkos- cn. Memundo 6p. 4,2009, n-p Monesa-
,bollecTr 3abpaBenn ot kacara”- ,,Kamurtan” ot 09.06.2015

B 1T.4. HayuHu ny6aMKaDHH OT NOC/AeIHATE IIET FOAMHA U NPHIoKeHa OHbIHOrpadceka
COpaBKa

»B mobonuuyHara momom Hal-decTuTe 3abOJIIBAHUS ca apTpo3HATa GOJECT M APTPHUTHT.
Aptposnara 6omect 3acsara 1 M. 1 800 xwin. marmentd B Buarapus. Ha BTopo MAcTO 110
dectora ca GomaaTe ¢ ocTeonoposa — 400 Xuil. MANUEHTH, HA TPETO MICTO CE HApPEKIAT
OomuuTe ¢ apTpur — chorTBeTHO 100 xwmi1. mamuentH. CrnegBaT GONHHTE C KOJATEHO3a
(3abonsBaHe Ha CheMUHMUTEINHATA ThKaH) — 60 xui. manuentu.” [Ipo¢. a-p Pamo Pamkos- ci.
Menmundo 6p. 4,2009

,»3a00JIIBAHETO € CPABHUTEIHO PAAKO - OT 15 10 50 xymu Ha 100 000 HaceneHue BBB BCHUKH
30HH Ha 3emara. Hima Tounm mpoyusamms 3a Bwirapus, okomo 70 000 ca Gommute c
KOJIareHo3H (aBTOMMYHHH 3a00JIBaHMsA, KOUTO 3aCATaT OPraHUTE U THKAHHUTE), TOBA € OKOJIO
0.6-0.8%. bomemysar npenuMuo Miamu keHd. Hadanoro Ha 3aGonssaHeTo € IO BpeMe Ha
nybepreTa ¥ BBB BB3pacTTa 10 40 romMHH, Kato 3a0OIENUTE B TO3H BH3PACTOB MHTEPBA
GonemyBar Hai-Texko.” , n-p Moresa- ,,Bonectn 3abpaBeHu ot Kacara”- ,Kamurtan” ot
09.06.2015

EnngeMHoJI0rd9HH JaHHM 32 3200/ I9BAHETO B EBponeiickus cp103

3a EBpONCHCKHs CHIO3 110 INTEPATYPHH JaHHH CE CITA, Y€ TOMINHATA YECTOTa BapHpa
Mexay 3,3 ma 100,000 oo 37,2 /100,000 B I'epmanus. B CAIL], rogumaara gecrora Ha SLE
Bapupa ot 1,8 10 7,6 ciyyas Ha 100,000 gymu rogummso.Yectorara Ha SLE B 061mara
TIoy/Iallisl BApHpPa B 3aBHCUMOCT OT XapaKTEPHCTHKHTE Ha HACENCHHUETO, T.€. BB3PACT, HOJI,
paca, eTHHYeCKH / HAlIMOHAJIEH IIPOU3XOJ( MK IEPHOJ OT BPEME , HO ChIIO TAKa U B
3aBHCHMOCT OT IPOMEHHTE B KiIacH(uKallmoHEHTe KpuTepru. B Espona, nait- no6pe
CTATUCTHYECKH € IIPOYICHA eNUIEMHOJIOTHYHO OosecTTa B P ['epmanus - gectoTa okono 36.7
/100 000, mpu neuara e ¢ mo- HECKa 4ecToTa, Kato ako SLE ce JUarHOCTHINpA IIPH
NAIMEHTH IOJ 5 TO/MINHA BB3pacT , Hali- BEPOATHO Ce Kacae 3a psaKaTa MOHOTEHHA dopma .
CrenenTa Ha IpeXUBAEMOCT Ce ¢ MOBAIIMIA 3HAYMTENHO [pe3 HOCIEAHHATE IeCeTHICTHS
(1955r. copsmo 2003r.: 5-rogMInHATA NPEXUBIEMOCT € CHOTBETHO HapacTHana oT 5% mo
95% 32 2003r. 10-roAMIMHHST PUCK 32 IPEKMUBIEMOCT € HapacTHAT 0T 0% 10 . 92%),
OCHOBHO IOPaJX PaHHA TUATHOCTHKA M IOCIIEBAIMTE TEPAHEBTHYHH IOIXOIH.

IIpes mepBuTe roMAH cien Havanoro Ha SLE, cMBpTHOCTTA ce € YBEJIMYKMIIA ITIaBHO MOPAIU
aKTHBHOCTTA Ha 3a00JIBAHETO U GaKTepHAIHNTE UHQEKITHH B PE3y/ITAT Ha BHCOKA
TTIOKOKOPTHKOMAHA NO3HPOBKA, TOKATO CHPAEYHO-CHAOBHTE YCIOKHEHHS PeobIaaBar B
Ieprojia Ha IbPBUTE S FOJMHH CIIE/| ILPBOHAYANHATA IAArHO3a . 32 OCTAHANMTE SBPOIEHCKHA
CTpaHH, B KOUTO € IIPaBEHA CTATHCTHKA Ha GojecTTa YecToTara € cinexnara: 28/100,000-
@unnangms, 3a Aarms- 12,5-27,7/100,000 , ¢ Haii- BECOKA YeCTOTa B Espomna SLE ca
HIsenus ¢ 39 ciygas ma 100,000 nymw u Ucnanmus- 39,0/100,000. B CAIll, romuimaara




yectota Ha SLE Bapupa ot 1,8 10 7,6 ciydas ma 100,000 xymu rogumso,kato obmara
gyectota Ha SLE Bapupa mexay 14,6 u 50 ciydas ma 100,000 xymm .

Bw3pact

Br3pactopute crendduyHA HABA Ha Pa3NpOCTPAHEHHE OLCHEHH OT HAKOJKO IPOyYBAHUS
¥ IAKOBHMTE HYBA HA PaslIPOCTpaHenHe ca B rpaHuumte oT 15 1o 44 (32), 20 no 39 (8), o1 25
10 44 (4), ot 35 1o 54 (3) 1 ot 50 mo 59 (12) roguEM BH3pacTOB NEpHOA. Bo3pact -
crienuUUHUTE TaHHY 3a 3200JIeBAEMOCTTa IIPHY MBKETE ca TPYJHHU 338 HHTCPIPETUPAHES
nopazu Mankus 6poii cirydau, Ho SLE Moe Jia ce MOsBH IpH 10-B3pacTHE MExke. ITo To3n
HauwH, TUKOBUTE HUBA ce HaOmomasat npyu Mpxere B 50 10 59- roquinHara BB3pacToBa
rpyna (12) u BB BB3pacTTa Haj 65 rogunu (32).

SLE moxe [ia ce II0IBH BHB BCSIKa Bh3pacT. BhIIpeKky ToBa, IIPH IOBEYETO MAUEHTH,
cumrromute Ha SLE ce mosmsBat Mexy 15-40 roaunm, cpenno Mexny 29-32 rogusm (32).
O6patro, SLE Moxe 1a ce siBu npend 15-rogumna Be3pacT B 8-15% OT nanueHTHTe U 110
HOXO6EH IIPOLIEHT B I10-CTapHTE BB3PACTOBH IpynH (Haz 55 rogunn ) (32). [Ipes mocneannre
npoyusanus (3,7), CpelHaTa BB3pacT Ha I10s1Ba Ha CHMIITOMHTE € € yBenuam ot 41 1o 47
TOJIMHH.

Hsxonko mpoydBaHus MOKa3BaT, e Bh3pacTTa, IPHU [10ABaTa Ha CHMIITOMUTE MOXE Jia
IIpOMeHs KJIMHUYHKTE X MMYHOJIOTHIHY XapakTepracTiky Ha SLE. B xoxoprara "Euro-
Lupus" (32), 76 ot 1000 namuenTs che CJIE (8%) ca passuiu Goyiectra npeay a HaBbpIIAT
14 roquru. CroTHOMEHHETO XeHr / Mbxe € (7: 1) e mo-HHUCKa, OTKOJIKOTO 00maTa 4ecToTa
Ha Hacenenuero ¢s¢ SLE ( 10: 1). B nonbiHeHUE, KIMHAYHATE B HMYHOIOTUIHH MOJIEIM HA
SLE maideHTHTe B HAYAIOTO Ha JETCTBOTO Ce pa3ipuiaBa MaJIKo OT O0IeCTTa IpH ApYyTH
nanueHTH, cTpajgamy oT SLE. ITanneHTHTE B IETCKa BB3PACT € MO-BEPOATHO 1A CTpajar OT
TexKa GOpMa C yuacThe Ha XU3HEHOBAXHY OpPTaHH, 0COOEHO ¢ Bojema HeQponaThs.
JIpyTH TposiBH, KATO HAIPUMEP HEBPOJIOTHYHO YJacTHE, TPOMOOIUTONCHH)S M XEMOIATHIHA
aHeMHs, CHIO ca OOINM NHPBOHAYATHN W3SIBH B IETCKaTa Bb3pacT. Bhipeku ToBa, IO BpEME
Ha pa3BHTHETO Ha 3a00JIIBaHETO, MOZIENA € IOCTa CXOCH MEXTY ACTCKa BBE3pacT H
BB3PACTHHTE ManueHTH. VHTepeCHOTO €, Je IbPBOHAYAIHATA IAarHo3a ce 6aBH, BEPOATHO ,
3aIIOTO JIEKApHUTE HE ca CKIOHHH Jia ce AuarHocTuiupa SLE npu nanueHTu B IE€TCKA BB3PacT
¥l [IOpaJIH THIMYHHATE PU3HALY ¥ CHMIITOMHE , KOMTO €a To-psko cpernany. Hamime e B
CPEZHO TIeT FOTHMIIHO 3aKbCHEHNeE IIPH MOCTaBAneTo Ha suarnosata CJIE mpu nena.

Ot mpyra cTpana, Bbrpeky 4¢ SLE TpamuIMoHHO ce cYrTa 32 3a00I11BaHE HA MIIAJIATE
XeHH ca onucand SLE npu mo-pe3pactau nomynanud. B koxoprara "Euro-Lupus” (32), 90
naupenta (9%) ca pa3uid 3a00JIBAHETO Clie]] HaBbpIiBaHe Ha 50 FOJHHH. Bropeku, ye
HSKOH aBTOPH Ca yCTAHOBEHY Pa3/MYMs B ChOTHOIIEHHETO XCHHA: MBXKE, CBBP3aHH C TIpOLEca
Ha cTapeeHe, HAOMOACHAITA Ha Ta31 KOXOpTa [penoaraT, 4€ I0- BUCOKATa YeCTOTa IpH
JKEHUTE HE € TOJIKOBA CHO H3Da3eHO C HAIpeIBaHeTO Ha Bp3pacTTa. KIMHHYHATA
excrpecusTa Ha SLE npy BB3pacTHHTE NALHEHTH CE Pa3/iMiaBa B HAKOJIKO aCICKTa OT
GonecTTa IIpy MiIaaM xopa. Haii-gecTuTe IpOsBY IIPH I10- BE3PAaCTHUTE [PHIHYA HA Ta3H
IpH : JIeKapCTBEeHO-METynupanus SLE, MbpBUYHNSA CAHAPOM Ha Crorpes wWid peBMaTaiHa
noyamuanras. ITo Tos3u rauws, B "Euro-Lupus" xoxoprtara, Tunuaaute CJIE mposBH, KaTo
HaImpuMep Nenepynooopasuus 06puB, GOTOTYBCTBUTEIHOCTTA, apTPHUTA MU HedpomaTHAITa,
ca MO-PAIKO CPEINAaHH, OTKOJIKOTO TP [O-MJIa/ i NAlUCHTH, 00paTHOTO, CHKa CHHApPOMA €
110- JeCTIIPY Bh3pacTHU. BhIpekH, e 00JCHEHHETO 33 TOBA € CBBP3aHO €  IPOMEHIUBOCT
BBB Bb3pacToBaTa EKCIPECHATa Ha 3a00JIBAHETO , IPH KOETO € BCe OMIE HE € HEACHO, KaK
Morar 1a obaaT 3amecenn Jemorpadckute GakToOpy M pasiuyus IpH IeHETHIHO




IIPCAPAsSHOIOXKCHUTC HHAUBUAN HJIK € HAJIUIE IIPOMCHECHA PCAKTUBHOCT Ha 3acTapsBaliara
HMYyHHaTa CHCTEMA.

Bimusiaue Ba mosia

KiuHuYHNTE U3NHTBAHKS ca TIOKA3a/H HOCTOSHHOTO IIPEBATMPAHE HA YECTOTATA IIPH JKEHH. .
1lo T031 HaYKH, B HAH-TONAMOTO aMEPHKAHCKO Hpoyusane ot 1,103 narmenty (33), 88% ca
OHIH XKEHH H B Hali-roJsIMOTO eBpomneiicko npoyusane Ha 1000 manuentH, 91% ca xeHu.
Karo uaio, To3u mponeHT € Mexay 78 u 96% B moBEUETO NPOYIBAHUS IIPH CHOTHOIICHUE OT
npubimsuTento 10 xenu / Mbxe: 1.Bozgeinara dectora Ha 6ONECTTa IPH  JKEHHTE € 0COBEHO
3a0€JIeKUTENTHO BBB BB3pacToBaTa rpymna ot 15 10 64 rofiHH, KbAETO CHOTHOIIEHHETO Ha
BB3pACTTa M II0JIa CIPSAMO IIPOLEHTa Ha 3a00JE€BaeMOCT COYAT IIECT A0 JECET IBTU IO0-
rojsMa 4Jectora IpH xeHure/ camo 92 ot 1000 nanuenTa ca 6uny mexe/ . Kimmaudanara
EKCIPECHS B HEMYHOJIOTHYHUTE XapakTepUCTUKU Ha SLE npu MBXKeTe H XKEeHUTE, KaKTO Ha
HAYalIoTo Ha 3a00JIBaHETO U 110 BpeMe Ha Iepro/a Ha IPoCiIesBane ca 0TOeII3aHH
HSKOJIKO MHTEPECHH KIIMHHYHY pa3nmyus. ITspBo, Mo-BHCOKa YeCcTOTa Ha CEPO3HTa Ce
HaOmrozaBa MpH MBxere. Ha BTOpo MACTO, 110 BpeMe Ha pa3sBHTHE Ha 60JIECTTa, TT0-HACKA
YECTOTa HA apTpUTa € HAMEPEHA TP MBxeTe. Hammunero Ha HebponaTus, HEBPOJIOrHYHO
y4acTHe, TPOMOOIMTONICH S, BACKYIIUT M CEPO3HT € CXO/HA U IIpH IBETE Ipymy. B
JOOIBJIHEHUE, HAMA 3HAYNTEIHH HMYHOJIOTHYHH Pa3JIMIns MEXKIY ABATa MOJA.

ETtHHveckn u conuanau Gpakropu

YecroTaTa 1 pasnpocTpaHeHreTo Ha SLE MoCTeoBaTeNHo € YyCTaHOBEHO, Ue € I0-BHCOKA
TP MAUMEHTH ¢ apprKaHCKHs npousxoxn. Hampumep, npu npoyusane B Bupmunram, AHIms
Ca YCTaHOBCHH II0-BHCOKa BB3pacT B adpo-kapHOCKOTO HACENEHHE B CPAaBHEHHE C OSI0TO
HaceneHue.(9). KoepuuueHTHT Ha HHIIMACHTHOCT (BB3pacT, KOPUTHpPaHo) ca 25.8 u 4.3 Ha
100,000 xymw rogumso B ahpo-kaprOCKHUTE TAIMEHTH U OETUTE, CHOTBETHO, H
pasmpoctpaHeHreTo Ha Gonectra € 112 1 21 Ha 100,000 aymu. SLE e mo-4ecTo mpy sxeHH ¢
a(pUKaHCKH IPOM3XOJI, HO CE CMATa, 4e € HeoOudalien 3a 3amanna Adpuxa. PakTopHTe Ha
OKOJIHATa CPE/ia, BEPOSTHO HHGEKIMH, MOTaT J]a TOLPUHECAT 38 Pa3BUTHETO Ha JIYIIyC IpH
XKEHHU, YHUTO NPEAUM Ca MUTpUpaiH oT 3ananHa Adpuka. Benpeku Tosa, Korato ca
NpOY4€HH JKEHH, KOUTO HACKOPO Ca METPHpPAaH OT 3anaHa AQpHKa c€ YCTAHOBSBA , Ue
9ecToTaTa Ha JIyIlyca € I1of00Ha Ha To3H B ahpo-KapuOCKHUTE KEHH, HO MHOTO TIO-HHUCKA B
eponeiickute xenu (34). Tezu nanuu nmokasear, 4e CJIE He e HeoOuyaceH 3a 3amaana
AdprKa 1 ¥Ma reHETHYHA IIPEIUCIIO3MIKS 33 II0-BECOKHS PUCK OT JIYIYC IIPY TE3H JKEHH.

CeMeliHY 1M HacNEACTBEHH (DAKTOPH

Hanuue e renetwyna npemMcnosuius K6M JIyIlyc, TIOAYEPTAHH OT 3HAYHTEIHATE TEMIIOBE Ha
CBOTBETCTBHATA B IPOYYBAHUSTA C CAHOAWYHY ONM3HAIN H Ce yBENMYaBa PHCKA IPH
POJHHHHTE OT IbPBA NUHUsA- Opars ¥ cecTpH / poxutenu. Berpekn ToBa gecrorara va SLE B
POZHHHHTE € CPABHUTEIHO HUCKA ¥ Bapupa Mexay 3 1 18% u HsaMa ronemu pa3iukd B
KTHHHHATA U35Ba Ha 3a00/SBAHETO MEXY MAITHEHTH ChC 3aCETHATA OTHOCHTENHA ((hamuHa
SLE) u manmenTH ¢ cnopajmyna SLE (35).

B T.4. HayYHH My6IAKAIIAM OT MOCIEAHHUTE MET FOJHAN H IPHJI0KEHA oubmorpadgcka
cCHpaBKa

1.” SYSTEMIC LUPUS ERYTHEMATOSUS: PATHOGENESIS, CLINICAL
MANIFESTATIONS AND DIAGNOSIS” Ricard Cervera, Gerard Espinosa, David
D’Cruz 1 ©2007-2009 EULAR

2.The Diagnosis and Treatment of Systemic Lupus Erythematosus- Annegret Kuhn,




Gisela Bonsmann, Hans-Joachim Anders, Peter Herzer,Klaus Tenbrock, Matthias
Schneider '
3.Review-,,Systemic lupus Deutsches Arzteblatt International | Dtsch Arztebl Int 2015;
112: 423-32 erythematosus”Jessica J Manson* and Anisur Rahman- Published: 27
March 2006 Orphanet Journal of Rare Diseases2006, 1:6 doi:10.1186/1750-1172-1-6

Omnenka Ha ChOTBETCTBHETO Ha 3a60JsBaHeTo ¢ AedUHHNHATA 3a pAAKo 3a0oJsBane
chraaco § 1, 1. 42 ot JOUBJIHHTETHATE pa3nopentu Ha 3aKoHa 32 3ApaBeTO

3a6osIBaHEeTO CHOTBETCTBA Ha Ne(UHUIMATA 3a PSAAKO 3aboisiBaHe-,, Pemxure Gomectu ca
XHBOTO3aCTpAIIABAIM MM XPOHWYHM WHBAIMAM3WpAIly 3a00NsBaHUs CbC C1abo
Pa3IpOCTpaHEHHE W BHCOKA CTeleH Ha cloxHocT. Crmopen obmompurerara eBpoleicka
mebHHAIHE — 32 pAAKO 3200JIABaHe Ce CYMTA TAKOBA C PAsIPOCTPaHEHHE HE MOBeYe OT 5 Ha
10 000 mymu B EC.Chrmacao§ 1, T. 42 OT HOIBIHMTENHHTE pasmopeady Ha 3akoHA 3a
sapaseto- MKB 10 xox : M32.1 JluceMHHHpaH JIymyC €pUTEMAaTofec C yBpEXIaHEe Ha
JPYTH OpTaHM HIIH CHCTEMH , ChIIECTBYBa B 0asara JaHHHM Ha ,,Opdaner®, nomyaspusupana
¢ Tupextusa Ne 2011/24/EC Ha EBpomne#ickust mapiaamenT u Ha Ceeerta o1 9 mapt 2011 1. 32
yIpaXHABaHe Ha IIpaBaTa Ha NAIMEHTHTE IIPH TPAHCTPaHWIHO 37paBHO obciyxsane (OB, L
88/45 ot 4 anpun 2011 r.) karo kox ORPHAS536

KPHTepHH 3a AHArHOCTHIHUPAaHC HA 3a200JI9BAHETO

JIMATHOCTUYHHM KPUTEPHU:

Moudumupans kiacuduxanuonnu kpurepun 3a SLE , SLE - Clinics Classification
Criteria(SLICC)-ACR.

[Nerrepynoobpa3eH epuTeM DukcupaH epuTeM, IIOCKU MM IIOB/IUTHA
€PHTEMHU JIE3UH 10 CKYJIMTE M IOKPUBALI
repba Ha HOCA ¢ TCHICHIH 3a H30ArBaHe
Ha3oJlabuaTHUTE IBHKH

JlucxouHu 0OpUBH EpureMaTo3HH HaIUTHATH JIE3UM C HA/THI
KeparoHu4eH pr0 U QONHKYIapHO 3aIyIiB
Oene3u Ha aTpodHs, KOUTO MOTAT Jia CE 1103
TPH O-TOJIEMH MOPAXKEHHUA

(OTOTYBCTBUTETHOCT KoxeH 06pHB B pe3yNTaT Ha HeoOu4akiHa
peaxius KbM CITbHYEBATA CBETIIMHA,
JOKYMEHTHPAHO OT JIEKap Ul HATAYCH B
anamMHe3ara Ha OOIHHA

OpanHu A3BH OpaiHy ¥ HazogapaHIealHy yIIepaliH ,
00OHKHOBEHO 0O0Je3HEHH , 00CEPBUPAHHU OT
JeKap ,3apacTBaIly 0e3 MUKATPUKCH

Aptput HeeposuBeH apTpuT Ha 2 H IoBede mepude
CTaBH , XapaKTepU3HUpaI ce ¢ 60JIKa, 0TOK
CTaBeH W3JHB ,CKOBaHOCT Haj 30 MUHYTH

Cepo3sur ITneRpHT- aHAMHE3A 38 IUIEBpATHA 60JKa 1
a) TUIEBPUT IUIEBPAIHO TPHEHE , NOKYMEHTUPAHO OT JI¢
b) nepukapaut UK TUIEBpAJICH U37IHB

[epuxapmurt: goxymenTupana ¢ EKT wiu
JNOKYMEHTHpaHHU U yCTAaHOBCHH IIEpUKap/IH
TPHCHE WU U3IIUB




Panonno anraxkupane
a) MEePCUCTHPAIIa IPOTEUHYPHSL
b) mumuapypust

HeBponoruunu nposisu
XeMaToJIOTHYHH IIPOSIBH:
a) XeMOJIMTHYHA aHEMHS
b)JieBkomeHus

c¢) Jlumdponenuns
d)TpombonuTonEHHS

HmyHOMIOrH4HYE NposiBH
a) autu -DNA A
b) anTH-Sm -AB
C) YCTaHOBEHH IIOJIOKHUTEIIHH
aHTH(QOCHOIHITUIHY aHTHTEIA —
AHTHKapIUOINANMHOBY U aHTH [32-
riukonporens I anturena/ IgA-, IgG- nnm
IgM/, panmmmBOmONOXKUTEIEH

VDRL

— HUCBK KomIneMeHT (C3, C4, or CH50)

AHTHHYKJICapHU aHTHTENa

Hesponcuxnunu cuuapomu npu CJIE:

IlenTpanna HepBHA CHCTEMA:
AcenTHYeH MEHHHTUT
Mo3buHO-CHI0BO 3a007sBaHe
JleMueTMHU3UpAINY CHHIPOMHE

Iporeunypus: nax 0,5 rpama Ha
JICH/KOTMYECTBEHO/ HIIH IOBEYE OT +++ 07T
€AUHUYIHA TOPIIHS

CeqMMeEHT- HallMIWe HA ePUTPOLIUTHH,
XEMOITIOOMHOBH, I'DaHyJIMPaHH HIIH CMECE
OUTAHADPA

Heduunapanure or ACR 19 nposisu

C peTuxkymonuTosa:

Ilo-manko ot 4000 / mm3 obmo u 2 wm
IoBeue IIbTH

ITo-manxo ot 1 500 / mm3 06mmo u 2 um
IoBeYe IBTH

IMo-manxo ot 100 000 / mm3 mpu mumca HA
MEIUKAMEHTH, KOUTO T'H IIOBIUABAT

Antutena kpM HatuBHaTa JJHK u BHCOK TH
H HaJIM4Ke Ha aHTUTeNIa Cpelmy Sm sSApeHs
aHTUTCH

1. abrOpMHU cepymMHU HuBa Ha [gG mmm IgN
AHTHKapJUONUIIMHOBH aHTHTE A

2. TIOJIOXKHUTETICH PE3YIITAT OT TECTA 32 JIYIIY
aHTHKOAryJIaHT, H3MOI3BAMKH CTAHAAPTEH
METOZ

3. ¢hammnuBO MOJIOXKUTENICH CEPOJIOTHYEH T
3a cudumuc- VDRL ,karo ce 3Hae, ue €
MOJIOXKHMTEIIEH 3a Half-MaJKo 6 Mecena u €
TIOTBBPZIEH OT TecTa 3a 00e3ABHKBAHE Ha
Treponema Pallidum wmm  ¢uryopecuenTy

a6C0p6III/IOHeH TPEIOHEMA aHTHTEIICH TECT)

ITaTonorv4eH TUTHP Ha AHTUHYIEAPHHUTE
aHTUTEIA, YCTOBEHH Ype3
UMyHO(DTyOPECICHIHS WM EKBABAJICHTEH
aHaJM3 U B OTCHCTBUETO HA MEIUKAMEHTH
H3BECTHH Y€ C€ OTHACAT KbM IPyIIaTa Ha
METUKaMEHTO3HO HHAYIIUPAHHUS JIYIIYC
CHHJIPOM.

['maBoGonue (BKIIOUHMTETHO MATPEHa B JO6POKAYeCTBEHA HHTPaKpaHHATHA XUIIEPTOHM)

Hapymenws BB IBIKEHHE Pa3CTPOHCTBO (Xopes)

Muenonarus
KoHByIIcCHBHE HapyIleHus
OcTtpo cheTosIHIE HA OOBPKAHOCT

[TBP
1

yCCH

ECT
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TpeBoXHO Pa3CTPOHCTBO

KorputuBHa qucyHKIMA

Pa3cTpoicTBO Ha HACTPOECHHETO

Ilcuxo3a

IMepudepsa HEPBHA CHCTEMA:

OcTpa JeMHETHHU3HPAIIA Bh3NaTATeNHa N0MPaMKyIOReBponaTrs (CUHApoM Ha I uien-
bape)

ABTOHOMHO Pa3CTPONCTBO
MoHOHEBpOTIATHS, €IUHIYIHA / MyITHILIEKC
Muactenus rpaBuC
HeBpomnaTus/kpaHAaiHa

IInexcur

[TommreBponaTus

1. IToxasanus 3a mepBaTa 6p0peuna 6uoncus npu SLE
Bcexu npu3sHax Ha 6BOpEUHO 3acsraHe-To-CIIeHAIHO, HAIMYHE Ha ypUHApHa HaXoJKa KaTo
nporeuHypus >0.5 1/ 24 4 Haii-Bede ¢ IIIOMEPYIIHA XeMaTypHs U / WM KIECTHYHH IWIMH]IPY -
Tps6Ba 1a 6B1aT HEAMKALKS 32 6B0pedHa Groncus. brbpeunara 6uorncus € HeobxonuMa B
MOBEYETO CIIydaH

2. ITaronoruyna oneHka Ha 6p0pedna 6uoncus

Usnon3saneTo Ha KnacHdHUKAmEATa Ha MeXIyHAPOAHOTO JPYXECTBO 10 Hedpoorus /
AconnanusTa Ha naroaHatoMuTe B Hedponoruara -Society (ISN / RPS ) 2,003
KnacuHKaIMOHHA CHCTEMA ce IPENophYBa C OEHKaTa Ha: aKTHBHHUTE U XPOHMIHH
IJIOMEPYJIHHA U TYOYIONHTEPCTH-IIMATHHTE IIPOMEHH ¥ Ha CHIOBUTE JIE3HH, CBHP3aHHU C
anTHGOCHOTHIHIHAS CHHAPOM/ aHTHTEIA

3. Tloka3aHus ¥ [T 33 AMYHOCYIPECUBHO JieueHne Ha TyryceH Hepput (LN)

3.1. 3amouBaHeTO HA HMYHOCYIIPECHBHO JIeYeHHE TPIOBa J1a C€ pPHKOBOIH OT pe3yiraTa oT
IuarHocTH4YHaTa Oh0pedna 6uoncus. VIMyHOCYNpECHBHUTE CPEICTBA CE NPENOPBYBAT DA
nanuent B xinac [IIA wim IIIA / C (= V) u IVA umn IVA / C (= V) HedpuT, a ChINO U B
wpcTo Kac V He(pHT, aKo NPOTEHHYPHATa HaBHINABa 1 T / 24 4 BBIPEKH ONTAMAIIHOTO
W3M0I3BaHe Ha OJIOKEPH HA PEHUH-aHTHOTEH3HH-aIJIOCTCPOHOBaTa CHCTEMA

3.2. Kpaiinute nenu Ha JiedeHre B LN ca Ib/1roTpaifHO ChXpaHeHHE Ha OnOpeuHara QyHKIHS,
TIpeBEHIHs Ha O0OCTPSHUATA, M30ATBAHETO HA MEIHKaMEHTO3HO HHIYUHPAHUTS YBPEIH H
1010GPEHO KaueCTBO Ha KUBOT U IPESKHBAEMOCT . JledenneTo Tps0Ba 1a ce CTPEMH KbM
mbieB 666peden otrosop ¢ UPCR <50 Mr / Mo 1 HOpMaiiHa WM IOYTH HOpMallHa (B
pamkute Ha 10% oT HopmanmHara GFR/rnomepynHa ¢unrpanms/ , ako IPeId TOBA JIAICBA
HopMasHa GBOpedna QyHKiws. YacTiHden OTroBop, AehUHHUPaH KaTo HAMAJCHHE C >50% Ha
IPOTEMHYPHATA ¥ HOPMalHA MIH TOYTH HOpMailHa ObOpedna yHKIHS € TPENOPBYMTEITHO
Jace TOCTHTHE B ITHPBHTE 6 Mecena, HO HE IO-KBCHO OT 12 Mecela el 3ar04BaHe Ha
JICYEHUETO

IIatorenesa

[MaTorenesara Ha CHCTEMHM JIYIIYC CPUTEMATOIEC OCTaBa HESCHA, BHIIPEKH Y€ KOHICTIIHATA
3a afoNTo3aTa B H3BECTHA CTEIECH OOICHABA Kak IMyHHATa CACTEMA MOXKE J1a pasrio3Hac
TIPeIMMHO BETPEKJICTHYHATE aHTHTE€HH. ABTOAHTUTEHUTE, 0CBOOOJEHH OT HEKPOTUUIHHUTE
THKAHM ¥ KJIETKH , KAKTO ¥ OT AONTOTHYHUTE KIETKH CTUMYIMpPAT AMyHHATA CHCTEMa 1 CE
o6pa3yBaT aBTOAHTUTEINA CPELlY Pa3NUYHA CTPYKTYPH .OT ipyra cTpaHa ce OIKCBaT AeheKTH
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B KJIMPBHHCA HA alONITO3HATE KIETKA , KOETO MOXE J1a IOBe/ie 10 aOHOpMHa (haronuros3a OT
Maxpogarure, KOMTO CJIel TOBA Ce IPEJICTABAT KATO BBTPEKIECTHYHM aHTHreHd Ha T 1 B
KJICTKHTE 10 TO3M HAaYWH CE CTAPTHpPA aBTOMMYHEH Iponec . [locnenuuTe npoyupanus
MOKa3BaT HAJIMYMETO Ha JE(EKTH B KIHPHHCA HA alONTOTHYHHATE KIETKY , BKIIFOUHTEIHO
nebunmuT Ha KoMITEMeHTa, AedekTH B MakpodarnanHara 06paboTKa U IpeCTaBsIHe Ha TE3H
aHTUI'€HM Ha UMyHHAaTa cucreMa. Hali-BedaTnsaBamure H3cieABaHus Npe3 IMOCICAHATE
TO/IMHM Ca ITOKa3alli, Pa3BUTHETO HA ABTOAHTUTENA TOMUHHM IIPEAH II0sBATA Ha KIMHUYHATE
xapaxtepucTukd Ha SLE u anTudochommmumusn cuaapom (APS) (16,17)- mamabHo
npoyusane B CAILl c u3cnenBane Ha 30 MHJIMOHA JAYIIH , KOETO [IOKA3BAaT, 4¢ HAIMYHETO
Ha aBToaHTuTena KbpM DNA, xouto mpemxoxmaar ¢ ot 2.7 10 9,3 ronuau auarrosara. Te
CBILO OIMCBAT PA3NPOCTPAHEHUETO HA APYTH aHTHTENA, KaTO HAPHMEDP aHTH-IPEHH, aHTH-
Ro, autu-La, antu-SM, aatu-RNP (16) u anTrdochomununu anturena (APL) npenu
KIHHHYHATE TposiBy Ha SLE.OT T4X- aHTHHYKJIeapHUTE aHTHUTENA Ce MOSBIBAT II0- PAHO OT
antu-JIHK arTHTENaTa, Kato npu ronsM Gpoit OT Te3M MALMEHTH MOBUINABAHETO HA AHTH-
JHK taTpuTte npemxoxna quarsosara. MHTepecHOTO €, 4e anTH-Sm 1 anTH-RNP anTHTENaTA
Ce MOABABAT MAJIKO Ipeay quarso3ara. Te3u JaHHU CBINO COYAT, Ye aBTOAHTUTEINIATA CaMH IO
cebe cu He € 3aJbDKUTENHO 4 JOBEAAT 10 KIMHUYHO H3SBEHO 3a00/IBaHe, KOETO Ce
OIIOCPEIICTBA BEPOATHO OT JAPYTH (aKTOPH: FeHETUYHHH (aKTOPH Ha OKOJIHATA CPelia.
Moxe 61 B 6B1€cIIE € BE3MOXKHO JIa Ce IPEACKaXKe OsABATa Ha KIIMHUYHKUTE IIPOSBH Ha
CHCTEMHHUA JIYIYC II0  OLEHKaTa U HaOMOIEHUETO BHPXY IPOSBHUTE HA PA3IHUHATE
aroantutena. [lorennuannara narorenHoct Ha anTH-JIHK aHTHTENaTa OcTaBa cropHa.
Hsixo1x0 JXMBOTHHCKH MOJIENH U €KCIIEPUMEHTH II0Ka3BaT, Y€ Te3H aBTOaHTHUTENa ca
criocoOHM Ja IoBesiaT Ko GHOPEUHH JIS3UH IIPH TexKa KOMOHHMpaHa AMYHHA
HenoctarbyHocT (SCID) Ha Mumxky. Benpeku ToBa, J0Ka3aTeNCTBATa ca T0-MaJIKo
yOenuTesnnu mpu xopa. ToBa € HaNpaBeHO OT HW3BOAMTE B XOJa HA TepaIys ¢ B-xieTsynn
areHTH Karo Putykcumal, KpaeTo yecTo MMa OBbp3 KIMHHYEH OTIOBOP CaMo ¢ YMEPEHO
HaMaJsBaHe Ha HUBaTa Ha aHTH-/{HK antuTenara.

I{urokuHATE, CHINO Ca BaXHH 3a IATOTEHE3aTa Ha JIyIlyca- MOCIEIHUTE IPOyIBaHUs
II0Ka3axa CBPBX €KCIpecHATa Ha TUIl | mHTepdepor nbTs npu nanmentute cbe CJIE - Taka
Hapedenara " interferon signature’ oMo IpoydYBaHe MOKa3a ACONMAIMATA HA OOIIHS
uaTephepon perynaroper dakrop 5 (IRF5) xarioTurn, Bomemm A0 eKCIpechsTa Ha
MHOXECTBO YHHKaIHU u3ohopmu Ha IRF5 xato BaxeH renetnden prckos dakrop 3a SLE
(19).

--JlpyT maToreHeTHYeH MEXaHU3BM € IO THITA Ha [IATONOTHYHATA CHTHATHA TPAHCAYKIUAS .
Hanpumep Hamanena excrupecus Ha TCR{ Bepurata, PKC 0 , namanssa PKC 3aBHCHEMOTO
docdopunupane Ha npoTerHNTE, HapyMaBa TpaHCIOKaHsITa Ha NF-KB p65/ HyKIieapen
daxrop xana 6era-p 65/ 1 HamalsIBa TPOM3BOICTBOTO HA IL-2/uuTepneBxun 2/, KakTo u
(YHKIMOHAIHNTE BAPHAHTH HA CHIHAIHWS TPAHCIOCED ¥ AKTHBATOP Ha TpaHCKpuOIusaTa 4
(STAT4) rennre- Bcuuku Te ca onucanu B T KIeTKUTe MpH HanmerTute cbe SLE . (19, 20).

I'eHeTHYHA MIPEIPA3IIONOKEHOCT KbM CHCTEMEH JIYIIYC CE HACTeNaBa KOMILIEKCHO,KaTO
HAKOJIKO '€HH Morar Ja 6baar BaxHH. [To-crennanto uaTeppana 23-24 Ha IBIATOTO paMo Ha
xpomosoma 1,/1q23-24/, e ceepaan ¢ SLE B pasmwuny nonynamus. Kimaaaso e IIPUETO, Ye
akTHBHUAT SLE ce xapakTepusupa ¢ IIOBHINEHH HEBA HA CKOPOCTTA Ha yTasBaHe Ha
CPUTPOLIUTHUTE, HO ¢ HOpMaHU HuBa Ha C-peakTuBmsa nporeut (CRP) . CRP u
KOMILIEMEHTA , KAKTO H CEPYMHMsI aMHIJIOUI-P MPOTeH ca BaXKHM 32 OYHCTBAHETO
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aNONTO3HMTE KIETHUHKM OTIOMKH, Kato remute 3a CRP ca kapTupanu B XxpoMosoma 1, 1q23-
24, Taka HapedeHHs NEHTPAKCHH JIOKyc. M3cienanero Ha momuMopdusmMa Ha
IIeHTPaKCHHOBHS JOKyc/ oT Pheen u Konerw/ BBB amuino 6asupaHno nmpoyusade 3a SLE e
oTKpuTa aucomumanus B Mexny renurte Ha CRP u cepymums ammnonn P (21). Te nokassar,
ye anena Ha CRP 4 e cpp3an cbe SLE. [IBa OT XaluloTHIIOBETE Ca CBBp3aHH C HamMalleHA

| excripecus na Gazanaus CRP: CRP 2 u 4 u CRP anen na CRP 4 € cBpp3aH ¢ mpou3BOJICTBOTO
ANA. Taka aBTOpHTE IPEUIOKEHAXA T€HETHYHO OOSCHEHNE HA BPh3KaTa MWy HUCKATE
HuBa Ha CRP, aHTHHYK/I€apHHs CHHTE3 M KOMOWHAIWATA OT TAX 32 paspuTHeTo Ha SLE.
Jpyro romsmo npoyuBade Ha ¢amumu cs¢ SLE mpeanonara, 9e HaIuIueTo Ha
nykieotugaus momuMopduzeM (SNP) Ha 1 rena Ha mporpammpana KIeThYHA CMBPT
(PDCD1) e cBbp3aHa ¢ pa3BUTHETO Ha JIIIyC B €BPOIEHCKATa H MEKCHKAHCKA IOMYJIAIMH .
ABTOpHTE ITOKa3BaT, 4e acormanuiara Ha SNP anena anrepHupa CBHpP3BALIUTE MECTAa HA
TPAHCKpHOIHOHHHUTE HAKTOPH , KOETO IpEIoara MEXaHH3bM, Upe3 KOWTO MOXe Ja ce
JomnpuHece 3a paputheTo Ha SLE (22).

dakTopuTE Ha OKOJIHATA Cpelia-CiTbHYeBaTa cBeTnHa, Epstein Barr Bupyca (EBV),
XopMOHATHH (PaKTOpH- ECTPOTEHH H JP.

Kimmenany npossu:

MyCKyIHO-CKeneTHaTa CHCTEMA!

CraBH- 9ecTa NposBa Ha apTPaIrHUTe - B 0KoJ10 90% , mo- psaxek e aprpura-10% oT Beuuku
nanuenTH che CJIE. XapakTepHo €, 4e € MOIMapTUKYJIapeH, CHMETPHYEH ,

enH30/IMUeH, Heepo3uBer . CHMITOMUTE Ha HAalHEeHTHTE, 9€CTO HAAXBEPIIAT OOEKTHBHHTE
KIIMHAYHHY posBH . CHHOBHAIHHTE U3JHBH Ca YECTH , 00MIaitHO ca ¢ MabK 00eM. Brrpexu
ToBa, 0k010 10% ot naruenTute ck¢ CJIE uMar , T. Hap. apTpuT Jaccoud-HEepO3UBEH ,
nedopMHUpant i ce pa3IHdaBaT OT IPOSBUTE HA APTPUTA NPU MANKHECHTATE C PEBMATOHACH
ApTPHT, IIPH KOHUTO apTpuTa € JAedopMupaln , €pO3UBEH, C U3SBA HA KOCTHH €PO3HH, H3Pa3eH
CHHOBHT W CHHOBMAIHA XHIepIUiasusa. B AefiCTBUTENHOCT, TCHOCHHOBHTA € I10-9ECT U €
npuuMHATa 3a nedopManusta "nebefoBa mMus" M yIHApHATA JeBUalys . B cHHOBHATHATA
TeqHOCT TPeobIaaBaT MOHOHYKIIEADHUTE KIETKH , KaTo GemuTe KpBBHH KIETKH ca rox 3000
/ mm3. TednocTTa € 9ecTo MOJOKHUTENHA 32 peBMaToneH daxtop u anTH-ANA anTATENA.
[pu6musurento 1-2% ot manuenTute cb¢ CJIE morat fa HOKpuUsT ACR u EULAR-
ITUArHOCTUYHHMTE KPUTEPUH /KPUTEPHUATE HA AMEPHKAHCKHS KOJIEXK IO PEBMATOJIOTUA U Ha
EBpOIEHCKOTO APYKECTBO IO PEBMATONOTHA / 3a JHAarHo3a Ha KJIACHYECKH PEBMATOU/ICH
apTpUT U J1a UMaT €pO3HBHA apTPOIIaTHS.

Myckymu

K/IHHAYHO 0 y9aCTHETO Ha MyCKyJIHuTe ce chobmasa npu 30-50% oT manueHTHTE ChC CJIE.
BrIpexu ToBa, MEAITUATA ¥ MYCKyIHaTa cnabocT , MOraT Jia C€ AbIDKAT Ha PasIHiHH
JIpyTH ycIoxHeHus. Taka KOPTHKOCTEPOU/IHAT U XJIOPOXHHOBA TEPAIIAs MOXKE /13 IPHIHHK
MHuonaTusi. B MombIHEHHE, MEAITHATA MOXKE ]a C€ HHAYLUpPa OT apTParHs IO ChCEACTBO ,
Ha OKOJIO 5 % OT mareHTuTe MoraT na u3mennsar kpurepunte Ha ACR 3a CJIE 1
TIOJTAMUO3HUT.

JlepMaTONOTHYHO yJacTHE
KOXHHTe JIE3UH MOTAT Jia ce MOSBAT IpH 10 85% ot namuenTute che CJIE.
IlenepynoobpasHusT 0OPHB € EPHTEMATO3EH, YECTO IETHUCT U C€ yCTaHOBSABA II0 CKyIIUTC Ha
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JMIETO U IOKpUBa rbpba Ha Hoca. Tol e Hali-M3BecTHaTa Jie3us Ha KOxaTa. J{pyrd e3uu
KaTo MaKyJIONaIyJIO3HH U JUCKOUIHY JIE3UH, KPHBOHM3IUBY, Pa3INUPEHH KalUIAPH B
OCHOBATa Ha HOKTHTE, OyO3HM JIE3UH, AHTHOHEBPOTHYCH OTOK, JIMBE/IO PETHKYJIApUC ¥ adTH
o OyKkanHaTa , FeHHTAHA ¥ Ha3aJlHA JIATaByIa . BacKyIUTHHTE KOXHH JIE3HH OOUKHOBEHO
Ca OTKPHUTH IO HOKTHUTE, IEPUYHIBAIHO U HA BbpXa Ha IPECTHTE MM [0 EKCTEH30PHUTE
MOBBPXHOCTH Ha IpeaAMHInHunara. Koraro e ce mosBar 0OKOJIO MaJICOJIMTE MOTaT Ja
NOBENAT 10 IBIOOKH ,TPYJHO JICYUMH YIKYCH IO JOJIHH KPaiHHIIHA.
DoTOIYBCTBUTENHOCTTA € XapakTepHa u3sBa Ha CJIE, kato o6puBHTE 110 KOXATa C€ 06OCTPST
OT yJITPaBHOJICTOBATA CBETJIHHA M OM MOT'BJI JIa C€ aKTUBHPA CHCTEMHHS JIyITyC EPUTEMATO3YC
CJICA W3JlaraHe Ha IpsKa CIIbHYEBA CBETIHMHA, C HeallekBaTHa porozammura. OcobeHo
dorouyBcTBHTENEH € CybaKyTHHS KOXeH ynyc eputeMaroziec (SCLE), Ko#To gecTo ce
cBLp3Ba ¢ aHTH-Ro anTHTENaTa. beberara, pojeHu ot Maiiku ¢ anTu-Ro H / wnm anTu-La
AHTHTENA Ca H3JI0XKEHM Ha PUCK OT CHHIPOM Ha HeOHaTaJleH Jynyc . OTiaranero Ha
HMYHOTITIO0YIHHY B KOXHO-SIHIepMaHATa KPaHHUIA TIPH KOKHH OGHOICHH OT NAIUEHTH C
JIyIyC IBPBO € OMII OTYETEHO ole Ipean nosede oT 40 roguun. Tesr KMyHOITIOOYITHHH
obukHOBeHO ca oT IgG mma IgM kmacose. [Ipubmusurento 90% OT KOXKHUTE OHOIICHHE IPH
MAITHEHTUTE CBC CHCTEMEH JIYIyC UMAaT TaKHBA HMYHOTJIOOYJIMHOBH IEIO3UTH, KOUTO
OOMKHOBEHO C€ MOSBSIBAT KaTO HBHIIA HO IPOTEXEHHE Ha KOKHO-EMMIEPMAIHATA TPAHHMLIA,
KO€TO ompeziend 1 uMeTo Ha Tecta " lupus band test”. IIpu manmenTs che CHCTEMEH ITYIIyC
€pUTEMATOAEC OTIAraHETO HAa HMYHOTJIOOYIHH MOXeE J1a € HaMEPH M B KIIMHHYHO
HOpPMAaJTHA KO ¥ 110 TO3M HaYHH TOBA H3CJEBAHE € II0JIE3HO AOIMBIHEHNE KbM JUarHo3ara,
THH KaTO TaKoOBa OTJaraHe ro HiMa IIpH HAUUEeHTUTE C AUCKOUICH JIYIYC .

Jlynycen Hedput

[Toseue ot 70% ot marmenTuTe che CJIE umar 6B0peuno 3acsarane Ha OIpesieNieH eTan Ha
3abonssaneTo ch. Knacuukanusara Ha C30 /CBeToBHATA 3/ipaBHA OpraHM3aliis/ 3a JyIIyCeH
He(pPHUT Ce aKTyaIM3Hpa CIPAMO IPEIOPBKUTE HAa  MEXIYHAPOIHOTO APYKECTBO 10
Hedponorus (ISN) 1 MexayHApOIHOTO APYXKECTBO IO peHaHa naroanatomus (RPS) (30)
Tesu onmcanus mo3BosABaT HO-X00pa KOMYHHKAIMSA MEXAY IAaTONO3K H KIMHALUCTA. OT
pasIMYHATE HAaTOJIOTUYHH KJIacoBe, TuQy3Hus nponrdeparuseH riaomepynonedput (Class
IV) rma Hali-nolna nporxHo3a, B pe3ynTar Ha KoeTo okono 11-48% oT mamnmenTHTe Ca ¢
KpaeH cTaqui Ha O0pedHo aHTaXXupaHe B PAMKHTE Ha 5 FONUHH.

Tabun. 1 Knacudukanus va nymyc nedpura:

Knac I — MunuMaren Me3aHruaieH ymyc HepuT

HopmanHu riioMepynu Ha CBETIMHEA MAKPOCKOLIHS, HAINYHE HA ME3AHTHATHA HMyHHHA
JIETIO3UTH HA UMYHO(ITyOpeCEHITHS

Knac II -Mesanruaines nponudeparaseH aymyc HeGput

M31si10 Me3aHTHATEH XHIEPIETyPApPHTET HIIM ME3AHTHANHA MAaTPHKCHA eKCIIaH3Ms Ha
CBETIMHHA MUKPOCKOIIHS, C ME3aHIMAIHA HIMYHHH A€NO3NUTH. JIOyCKAT ce eIUHUIHH
H30JIMPaHH CYOCIUTEHY AWM CyOEHIOTEHH ACIO3WTH BUAMME Upe3 HMYHO(IIyopecieHIus
UJIH €IEKTPOHHA MUKPOCKOTIHSI, HO HE M Ype3 CBETIIMHHA MHKPOCKOIIHS

Kunaclll- ®oxanen nynyc uegpur /a/

AKTHBeH WM HEAKTHBEH (OKaICH , CETMeHTeH MK AHGY3eH eXHO- Wi €KCTpa-KanHIspeH
rioMepynoHedpurt, BKmousam <50% OT BCHUKH IJIOMEPYIIH, OGHKHOBEHO C dokanHu
CyOEH/IOTE/IHN UMYHHHU JETIO3HTH, ChC WM Ge3 H3MEHEHH B ME3aHTHyMa
Kunac III (A)- axtuBHu e3uu: GoxaneH npommdepaTuBeH JIynyceH HedpuT
Kiac ITI (A / C)-ocTpu u XporudHH ne3un: (okaneH mponudepariBeH u CKJIEpO3HpaI|
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JIyIyceH Hepur
Kiac III (C)- XpOHHYHN HEAKTHBHY JIE3HH C [TIOMEPYITHO ydacTHe : GoKaleH CKIepo3mpan

JIyIyceH HepHuT
Knac IV- Tludysen nymyc Hedput /6/

AKTHBEH WM HeakTHBEH Iu(Y3eH, CeTMEHTEH WK JTU(y3€eH eHO- HIH CK30KaIWIIPEH
rIIoMepyIoHebpHT, BKIouBam 50% OT BCHYKH [TIOMEPYIIH, OOMKHOBEHO ¢ Audy3HH CyO-
eH/I0TETHY HMyHHH JIETIO3UTH, ChC Wi 6e3 Me3aHTHATHA IpoMeHH. To3u Kiiac e pasJie/icH Ha
:nadysen cermenter (IV-S) mymycen Hedpur, koraro 50% 0T y4acTBaIUTE TIIOMEPYITHTE
MMaT CerMeHTHH Je3uH, 1 nudysen rmobanen (IV-G) nynycen Hedpur, korato 50% ot
YUaCTBAIIMTE TIIOMEPYJIUTE UMAT Pa3pOCTpaHEeHH HopaxeHus. CerMeHTHa € IIIoMepyJIHaTa
JIe3us, KOATO BKIIOYBA HO-MAJIKO OT IIOJIOBHHATA Ha JajeH riaoMepyil. To3u Kiac BKIIIOYBa
ciTy4au ¢ quQy3HH JIMHEapHH JEO3KTH , HO C MMHHAMAJIHA WM JIIICBaMa IIIoMepyIHa
npomuepanus

Kiac IV-S (A)-AKTHBHH Jle3un: Ti(y3eH cerMEeHTeH NpondepaTuBes MyITyceH HeppuT
Class IV-G (A)-AxTuBHE Te3un: Judy3eH cUcTeMeH IpoaudepaTHBeH TyITyceH Hegput
Kiac IV-S (A / C)- AKTHBHHE ¥ XpPOHHYHH J1e30d: AU(DY3eH CETMEHTEH IPOoM(epaTuBeH 1
CKJIEPO3MPAII JIYITYCEH HEQPUT

AKTHBHH B XpPOHHYHH JIE3HH: TU(y3eH pa3lpocTpaHeH IpoudepaTHBeH 1 CKICpO3UpaI

JaynyceH HeQpHT
Kiac IV-S (C)- XpoHHYHY HEAKTHBHY JIe3HH ¢ Oere3n Ha : Tudy3eH CErMEHTEH CKIICPO3HPAII

JymyceH HepHT
Knac IV-G (C)-XpoHHYHY HEeaKTHBHH JIe3HH ¢ Oenesu Ha : qudyseH pa3snpocTpaHeH
CKJIEpO3MpaIl JIYIyceH HeQPHT.

Knac V —-MeMGpaHo3eH nyiryc HehpuT

Jluby3HH ¥ CETMEHTH CyGENUTENHN JEO3UTH MM TEXHATE MOP(OIIOrHyHY Oernesn upe3
CBETJIHHHA MHKPOCKOIIHS H Ype3 IMYHOGDTyOPECIIEHIUSA HiIH €IeKTPOHHA MUKPOCKOIMA, €
M 0e3 IPOMEHH B ME3aHIMyMa

Knac V nymyc HedpHT MOXe /ja Bh3HHKHE B KombuHamus ¢ kinac [l wim IV B To3H cirydait 1
[IBaTa KJlaca Morar Ja Ob1aT IHarHOCTHIUPAaHU

Kunac V nynyced HepHT IIOKa3Ba HallpeHasa CKIepo3a

Knac VI- [ludysHeH cxiiepo3Hpar Jynyc Hehput

90% OT TIOMEPYJIMTE Ca CKIEPO3UpaId H ca 63 ocTaTb4yHa aKTHBHOCT

a- [TocouBa ce eTbT Ha ITIOMEPYJIUTE C aKTUBHH M CKJICPOTHYIHH JIC3UH.

6- OCOYHM NETBT HA TIIOMepyIuTe ¢ GUOPUHOMTHA HEKPO3a U / WIIK KJICTHYHH NOTyMECEIIH.
[Tocousa ce u cTeneH (Jieka, yMepeHa, TexKa) TyOynHa arpo¢us, HHTEPCTHIIHATHO
BE3naNcHrE H GUOPO3a, TEKECTTA Ha aTEPOCKIIePO3a MK IPYTH CHAOBH JIC3UH.

bem npobose

VIMyHOIIOATHCKAIATA TEPAlks PH NalMeHTHTE, CTpajamu OT SLE ru npenpa3smnonara KbM
uHbexrmu. benute [po6oBe ca 4ecTo € 00eKT Ha HHGEKIMA ¢ pa3IiIHA GaKTepun
(BKJIFOUHTENHO MUKOGAKTEpHYM TyOepKyIio3e), BUPYCH U rEOMYKM MOTAT J1a IPHYMHAT
ITHEBMOHHS Y BCHYKHY ITALUEHTH C JIYIyC.

TlapeHXMMHHATE M3MEHEHHUS, IbIDKaM ce Ha SLE, ca onicanu npu 18% ot nanuentute. Te3n
NAIMEHTH HMaT HHTepcTHIMAaTHa Gpubposa, 6enoapobeH BaCKyIMT ¥ HHTEPCTALHAICH
IBEBMOHHT, KaKTO ¥ MHOTO Hecnenupuunu Oenonpobuu ne3uu 3a SLE, xato: anmBeonapeH

KpBBOM3IIUB , &JIBCOJIApHA HEKpO3a, OTOX U OTJIaranc na XHaJIWHHA MGM6paHI/I. BepOSITHO cC
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HaMecBaT BTOPHYHH ()aKTODH, KaTo WHGEKIHs, KOHreCTHBHA ChpAedYHA HEAOCTATHYHOCT,
OBOpevHa HETOCTATHIHOCT U KUCIOPOJHA TOKCHYIHOCT.

B OTHOCHTENTHO MAIKO OT H3CIEIBAHUTE CIly9au, OTIATAHETO HA IMYHHH KOMIUIEKCH € TSICHO
CBBP33aHO C XUCTOJIOTHIHHUTE JOKA3aTENICTBA 33 BB3NAIUTCIIHUTE JIC3UH B IUIEBPATIHATA /AN
IepUKapAHaTa Topoudka. AGHOPMHHTE MOKA3aTENH Py (PYHKIHOHAIHOTO H3C/ICABAHE HA
JAMINAHETO IPH  IAIMCHTH ¢  HHUCKA 60JIeCTHA aKTHBHOCT U JUCIHES, JIOMIO AuadparMaiHo
AuLIaHe , 6a3alHu KPEHTANNH ¥ IOHSKOra IHaH03a Ca OTKPHUTH B 0Koito 50% ot
nanuerTate cb¢ CJIE. [Togoben nponenT ot nanuentute cbe CJIE Morar na umat ocThp
JTynyceH MHEBMOHHT. Te3u marMeHTH Y4ecTo ce OILIAaKBaT OT 3ayX, IUIEBPaIHa 60JIKa B
I'BPIUTE U KalUTAIA. XEMONTH3UCET € MO-PSIAKO CPEIaH,KaKTo U CIIyYauTe Ha 6e1oapober
KPBBOU3JIHB OT HEKPOTH3UPAILL AJIBEOJIAPEH KAMIIIPHT,KOHTO € )KHBOTO3aCTpalaBall.
IInespannu u31HBY MoOraT ia ObJaT HAMEPEHH B OKOJIO [IOJIOBMHATA OT TAIHEHTHTE ChHC
SLE, oco6eHo no BpeMe Ha reHepalu3upany IPUCTEHIM Ha 6ostectTa. M3nueuTe ca
OOMKHOBEHO MAlKH JI0 CPEJHM 1O pa3Mep U OOUKHOBEHO ca eKCyNaTH (T.e. ChABPKAHUETO Ha
mnporensy € > 3 v/ 100 mi), psaKo ca XeMOparuyHy ¥ OOHKHOBEHO MMAT BOMHA
KOHIICHTPAIIKS Ha III0K03aTa, HOJ00HO0 IpH OONHUTE C IUIEBPUT H PEBMATOUIEH apTPHT
(obukuOBeHO, 20 Mr / 100 M ).

Crepue
AHoMaIiy Ha eIEKTPOKapMorpamMara, o-cIenuanHo Ha T BeiHaTa, ca Hall-4ecTara nposBa
npu CJIE 6onnaute.

[lepuxapn

DuOPHHOIHHAT IIEPUKAPIHT € TI0- YECT B CPABHEHHE C €KCYIATHBHMA NepuKapauT. Hamwe
Ca OTHHINA OT KJIeTh49Ha B GUOpHHOUIHA IeTeHepanus, Bh3aIHTEIHO- KIeThYHA
HHQHUITPaNKsI, MHOTO PEJIKA Ca FOJIEMATE W3JIMBH, IIMPYMHAIBAITA TAMIIOHA/A.

Mpuokapn

MuokapauT ¥ pUTEMHE ¥ IIPOBOAHH HapymueHds ¢ AV- GII0K B yIb/kaBaHe Ha PR-
uHTepBaia (npubnmsurenno 10%), pubpuHouHa ereHepamys Ha KapHOMHOIUTHTE,
HH(ApKT Ha MHOKap/ia U ChpJIeYHa HeJOCTaTHIHOCT. [I0HAKOTa € HaTHIle KOPOHAPHUT C W3SBA
Ha HH(}ApKT Ha MuOKapia. HoBute 06pasHu TEXHUKH, KATO HAPEMED ChpACUHA
MRI/MarauTHO-pe3oHaHCHA ToMOrpadusy/, IOKA3BaT, 9e MEOKAPHOTO YYacTHe € I[0-9ecTo,
OTKOJIKOTO C€ CMSTAIIIE I0Cera.

Vima Bce oBede 0KA3aTENCTBA, 9e IPEXKIEBPEMEHHO YCKOPEHa aTepOCKIepo3a 3HAYUTENHO
Ce yBENIMYaBa pUCKa OT ChPACYHO-CHI0BH HHIMAEHTH NpH naruentu cbe CJIE .

Enpokapza- CHCTONHYHY IIyMOBE 4eCTO ca HaIHIE — B 0Koso 30% ot narueHTuTe che CJIE-
penaTiBHa MUTpAHA HHCY QUIMEHIHS, HAIMYHe Ha XUIEPAUHAMATHO KPHBOOOPBIIEHHE
/aHeMudeH cuHapoM/. JJHacTOMUYHITE ImIymMoBe ca psiiikocT. Libman- Sacks enmokapautst
OT[IaBHA € OMKCAaH KaTo XapakTepucTuka Ha SLE, BeIpekn ye ce oTkpHBa B 0Kono 50% ot
AyTONCHPAHUTE CIIyYad, PAAKO IPEAN3BHKBA KIMHHYHO 3HAYMMU JIC3UH U CE U3S3BBA
KITMHAYIHO. XUCTONOTUYHO, JIE3HUTE Ca MAIKA BETETAIIMH C Pa3MepH (1-4 Mmm) , chaBpX)aIH
nponudepupana u AereHeprpana KianHa Thkad ¢ GuOpHH, TpoMOH 1 TpoMbortaTu. Te ca
Half-4eCcTO Cpelianu B O1H30CT 10 pOOBETEe HA MUTPATHATA M TPHKYCHHAATHATA KIAIIH.
APL /auTAdochomumumms cHEAPOM/ MOXKe 1 TOTIPHHEECE 33 Pa3BATAETO Ha Libman - Sacks
€HIOKapIMTa ¥ IPOYIBAHUATA ITOKA3BAT, Ue HMA CEINEKTHBHO OTIaraHe Ha aPL u
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KOMIUIEMEHT HO CTEHHTE HA MAJIKHUTE CBAOBE U 10 aKTHBHHUTE YaCTH HAa BEPYKO3HHTIC JICIHH
1o €HAOKapaa.

I{enTpasiHa HEpBHA CHCTEMA

Kpurepuute 3a Kiacudunupane Ha ACR 3a iynmyca Ha IeHTpanHaTa HEPBHA CHCTEMA (ITHO)
ca ce IPOMEHIIH 3HAYATENHO OT MPHIAbIKTE U cuxo3ata . Homenknarypara Ha ACR
cera BKJIIouBa 19 pasmuanu cuaapomu (31) . Hacrosmara xoHuemmus € HeoOxomuMa 3a
pasTpaHAYEHNETO MEXIY IIPOSBUTE Ha IIEHTPANHATA HEPBHA CHCTEMA, IBIDKAIIHM CE Ha JIyIyC
U Te3u Thipkamy ce Ha APS /anTHdocodonununeH cuaapom/. I'omsamoro pa3Hoobpasue oT
HEBPOIICHXHATPUYHH NIPOSBH, JBDKAIH ce Ha APS ca onucany, BKIFOYHTETHO HHCYIIT,
I'bpYOBE, HAPYIIECHUS Ha IBI)KCHUETO, TPAHCEBP3aIHA MUEIONATHS, IEMUCTHHH3AIIAOHHH
CHHJIPOMH, TIPEXOIHM HCXEMIYHH aTaky, KOTHHTHBHA TUChYHKIMS, 3ary0a Ha 3pEHHETO H
ri1aBo0oIIHe, BKIIOYUTETHO MUTPEHA.

CroMaImso-4peBHY NPOSBH:

TomsiMo pazHOOOpa3ue OT Hecneu(MIHY CTOMAIIHO-YPEBHHU MIPOSBH € OMUCAHO CPel
nauentute cbe CJIE. Bonkute B kopema (0co6eHo yecTo IpH Jielia) ce cpemar B okoiio 20%
oT ciyyauTe. [[puyrHUTE PAIKO C€ yCTAHOBABAT, MaKap U ONMHCAHKUTE WIeATHA U
mebenodgpesHa nepdopalyu ¥ pernoHaNeH eHTepHT. HekpoTHsupar BacKy T OOUKHOBEHO
ce cpellla IPH BH3HHKBaHETO Ha Iepdoparus. Penxu ca aciura, qucdarusara 0 NaHKPEaTHTA.
Haranero Ha XemaToMeTanis ¥ / Wil 4epHoApoOHaTa GYHKIKA MOraT J1a 6baaT OTKPUTH
npu 30% oT nanmenTuTe. BrIpexn ToBa OTKIOHEHHATA B JAOOPATOPHHUTE ITOKAa3aTeNIM MOTaT
Ja 6baat cBbp3an ¢ nedenuero Ha CJIE.

XeMaToJIOrH4YHH [IPOSBH

HuBa Ha epUTPOLMTATE H H35Ba Ha aHEMHMS- HOPMOXPOMHA, HOPMOIIUTHATA aHEMHUS € FECTO
cpemana npu naguenTute che CJIE, IpH eIHOBPEMECHHO HATWYHE HA HHUCKH CEPYMHH HUBA
Ha XKeJA30 | HKEII30 CBhp3Bal KananureT. YecTo ToBa € HecenH(UYIHA MPosiBa , CBbpP3aHa H
C IpyTH 3a00/ISBaHUAL,KaTO: XpPOHUIHO BB3NAJICHAE, IPEPasNpe/IeTICHHE Ha KETA30TO B
oprarmsma u jp. XKenssonedunurHara aHeMus MOxe Ja Ob/e HHIYIUpaHa OT ymotpebarta
Ha HECTEPOMIHH IPOTHBOBH3NATHTEIHHMEJUKAMEHTH, KOUTO MOTaT 1 IPAIHHAT
cToManIHo-gpeBeH kpbBou3ims. [IpexomMepHaTa 3aryba Ha KpbB OT MCHOpArHs, IOHAKOra €
CRBpP3aHa C TEXKa TpoMOOIUTONE ). XeMOIMTHIHATA AaHEMHS € Coombs IMMOJIOKHTENHA €
psinka nposiea Ha SLE. ABTOMMYHHaTa TPOMOOLMTONCHHS IIOHAKOTA C€ TIPOSBABA
eIHOBPEMEHHO C XEMOJIMTHYHA aHeMusi: ToBa ChCTOSHHE € H3BECTHO KAaTO CHHAPOM Ha EBbH.
TpomGouTHTe- O3HATH ca IBe GOpMHA Ha TPOMOOLHTONECHHS (6poit Ha TpomGormTHTE <100
x 109 / m) npwm manwentd cb¢ SLE. Ha mbpB0o MsICTO, MOTaT JIa C€ CPEIIHAT KaTO XpOHHIHA
dopma, KoeTo OOHKHOBEHO Ce CBBP3Ba C JieKo 3abomsBase. Ha BTOPO MACTO, MOXE Jia ce
TOSIBH KaTo octpa opMa, Iofo6Ha Ha aBTOMMYHHATA HMONIATHIHA TPOMOOMTOTICHIIHA
mypoypa. Tasu aconualus HOCH rojiaMa 3a00/eBaeMOCT B CMBPTHOCT. VHwuInoxasageTo Ha
TpoMBOLMTHTE CE MEeIHUHPa OT AHTUTPOMOOLIUTHY AHTHTENA U APL cunapoM, KOUTO CBIIO
ce CBBP3Ba C TPOMOOLWTONEHH S, KaKTo | ¢ TpoMbo3a.bemTe KpbBHH KIICTKH- TpaiiHa
neskomerns (<4,0 x 109 / 11) e exuH 0T KIacupuKanuoHHUTE ACR xpurepnu 3a SLE. Topa
BEPOATHO € Pe3yiITaT OT KOMOHWHAIMs MEX/1y HOBUINEHOTO TM3UPaHE Ha OenmuTe KPHBHU
KJIETKY OT aBTOQHTUTEIAaTa, HAaMaJIeHO IPOU3BOJCTBO OT KOCTHHUS MO3BK, yBEIIHICHATA
cre3ka ¥ IIPOSBHTE HA XUNEPCIVICHU3bM, KAKTO ¥ OT HaMaIIBAaHETO X aKTHBHPAHE HA
xomruieMenTa. Tpsa6Ba chIIO Ja ce 0TOeNeXkH, Ye HMYHOCYTIPECUBHUTE JIEKapCTBa,
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H3I0I3BaHy 3a deueHue Ha SLE moxe Jla IpE€ANU3BUKAT JICBKOIICHHS.
CCPOIIOFI/I‘IHI/I IIPpOsABHU

ITHpoK CIeKThp OT MOJIEKY.TH HyKJIEHHOBH KHCEIMHH (BKIFOYMTENTHO aHTHHYKICAPHA
aHTHTENA) ¥ CBHP3BaIlM NPOTeHHH (HoCcHONUIMINE TyITyCc aHTUKOAryIaHT,
AHTHKApIHONUIIHHOBH aHTUTEN], B2 rauKonpoTenH | aHTHTENa)Ca onrcany mpu SLE.
AHTHTENaTa MOTaT CHINO Taka fa ObIaT CpeIly pas3iudHH KIETKH, BKITIOUMTENHO
JIEBKOIUTH, EPUTPOLIATH, TPOMOOLIUTH 1 HEBPOHHU. B TOMBIIHEHHE KbM TE3H aBTOAHTHTENA,
MHOXECTBO JIDYTH aHOMAJIMH Ca OYEBUIHM, BKIFOYMTEIHO mosgBara Ha LE- kieTpueH
(heHOMER , XMIIOKOMIITIEMEHTEMHS, [OBHIIEHHM HUBA Ha OCTPO- (a30BU IPOTEHHH, TaMa
II00YyJIMH U IUPKYJIUPAIH UMYHHH KOMIUIEKCH.

Hecnenuduunu npossn - @ebpuiuter , tumpaneHonatys, KOCONan i CHHAPOM Ha Peiiro ce
cpemmar vecto npu nanueHTuTe che CJIE. QeOpmiuTeTsT NpH MANMEHTHTE C IYILYC MOXE Aa
OBe H3pa3eH M YeCTO H3MCKBA OOLIMPHO KIMHUYHO THPCEHE , 32 A Ce M3KIIFOIH
eTHOBpEMEHHA MH(EKIUs, BBIIPeKH de equn HopManed CRP B TO3M KOHTEKCT OOMKHOBEHO
IIpeJronara HICKa BEPOSTHOCT OT CEICHC.

JlambanenonaTusaTa Moxe a Opae u3paseHa npu SLE, 1o Takasa cTerneH, de ce Hanara
Ouoncus Ha TMMGEH Bb3eN,3a a4 Ce HU3KJIIOYH 3JJ0Ka4eCTBEHO 3a00IIBaHe HITH
mambomnpomdepaTusHO 3abomnaBane. CTenenTa Ha TuMdaaeHonaTas MOXe 1 OTpassBa
o0mmara aKTHBHOCT Ha 3aboisiBaHeTo. CIUIEHOMETaIrsiTa ce Cpelna pu okoJio 10% ot
TIAIACHTHTE.

B T.u. Hayunu nybnukauum oT nocnegHuTe NET rOAMHU M NpunoxeHa 6ubnuorpadceka
cnpaBkKa

1. 1. Joint European League Against Rheumatism and European Renal Association—
European  Dialysis and  Transplant  Association (EULAR/ERA-EDTA)
recommendations for the management of adult and paediatric lupus nephritis — Bajema
I, Berden J, Boletis J at al., ARD Online First, published on July 31, 2012 as
10.1136/annrheumdis-2012-201940

2. EULAR recommendations for the management of systemic lupus erythematosus.
Report of a Task Force of the EULAR Standing Committee for International Clinical
Studies Including Therapeutics, Bertsias G, Ioannidis J, Boletis J et al.; Ann Rheum
Dis 2008;67:195-205. doi:10.1136/ard.2007.070367

AJIl"OpI/ITMH 3a JMarHOCTHLHPAHC Ha 3a00J19BaHETO

JAUATHHOCTHUYEH AJITOPUTBM 1 MOHUTOPUHT - ACR npemopsky 3a
1a00PaTOPHUTE U3CIICIBAHMU:

- CxopocT Ha yTasBaHe Ha €PUTPOLATHTE

- KpeBHa kapTuHa, mdepennmanHakpsBEa KapTHHA

- Kpeatuauu

- YpuHeH aHanu3 H CeIUMEHT

- ATy Hykneapad aHtuTena (ANA) (HEp-2 kieThuHa TecT ¢ dryopecreHTHa MEKPOCKOIHS
)
® Jlpyru 1abopaTopHH TECTOBE CIIEA HONOKHTENHHAS CKPHHHIHT * 1
(mo-cneumango B cirydait Ha nonoxuteneH ANA) * 1
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- Tlo-HataTsmHO nudepenimpane Ha ANA (ocoberno aTH-Sm, -Ro / SSA, -la/ SSB,
-UIRNP Autwurena, ¥ T.H.)

- Anti-nBoiinosepmwxna [THK anturena (ELISA; paauouMyHOTECT WK
umyHnodyopecuenius tect ¢ Crithidia luciliae)

- Husa ma C3, C4

- ArTHGOCOOTHITHTHA aHTHTENA, TYIyCEeH aHTHKOAryJIaHT

- HuBo Ha rioMepyJiHa Qpunrparus; 24-4acoBa ypuHa (ako OelThKa B ypuHaTa €
HOJIOXKUTEIIEH),

aNTEpHATHBA: CHOTHOLIEHHETO POTEHH / KPEaTHHHUH B €[lMHAYHA poba OT ypHHa;
U3CIEABAHE 3a JUCMOPPHU EPUTPOIMTH B CEAMMEHTA

- UepHOMpOOHH €H3MMHU; JTAKTaT AEXHAPOTeHa3a; KpeaTMHKMHA3a B MPUCHCTBAETO Ha
MYCKYJTHH CHMIITOMH

- JlomreHUTETHA 1a60PaTOPHHE TECTOBE B 3aBUCHMOCT OT KIIHHUYHUTE CHMIITOMH

- CKpHHMT 32 CBHIIFTCTBAIIH 3a00ABaHMs

- OneHka Ha BaKCHHALIAATA

-MHCcTpyMEeHTATHYE H3CIEABAHMSA

e Morutopunr Ha SLE: Bcexu 3 10 6 Mecena B 3aBHCHMOCT OT X0/1a Ha 3a00JI1BaHETO;
JyIyceH He(pHT: IIPBOHAYAIHO BEAHBK Ha 2 10 4 CeIMHIM 3a IIbPBHTE 2 10 4 Mecena) * 2
- AHaMHe3a (BKJIFOYHTETHO HOBU CHMIITOMH, CHITBTCTBAINY 3200 IBaHus , HHPEKIHH),
(hU3HUKATHO U3CIIEIBaHE

- Onenka Ha 60/IeCTHAaTa aKTHBHOCT ChC CTAHJAPTU3UPAHUTE METOIH

- OlleHKa Ha OpPraHHATa YBpPeJa CHITIACHO CTAaH[apTH3UpaHHTe MeToMM (1 X romMInHO)

- [ToBTOpEeH CKPHHHUHT 3a CHIIBTCTBAILY 3a00/sBaHus (Hai-Manko 1 X / rofumHo)

- OueH nperen npy HAIMEHTH, IPHEMAITH XHUAPOKACXIOPOKBUH WIIH XJTOPOKBHH:
CBHIBPXKAIIM IpEMapary, a cjej ToBa Ha BCeku 6 Mecena

OpranHo-crierupuaHa THATHOCTHKA !

e Koxa / opayiHa muraBuna

- BHOTICHS: XHCTOJIOTHS, KMYHO(IyOpECIIEHIT S, aKO € HE0OX0IUMO
e CraBu

- KonBeHmonanna peaTreHorpadus

- Aprpockormus

- Marnuren pezonanc (MRI)

® Myckymu

- Kpeatun- xunasa

- Enextpomuorpadus

- MRI

- MyckynbHa 6uorncus

¢ brOpenu

- Conorpadus

- br6peuna 6uoncus

® Bsut npo6/ cepe

- Pentrenorpadus Ha rpbaHAS KOII

- I'pbIHA BHCOKA PE30JIOIHOHHA KOMITIOTBPHA TOMOTpads
(HR-CT) i KOHBEHIIMOHATHA KOMIIIOTBPHA toMorpadus
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- OyHKIMOHATHO U3CJICBaHE HA JUIIAHETO

- BponxoanBeonapen gaBax

- (Tpance3odareanna) exokapuorpadus

- Cepacuna xaterepu3arys

- Cepaeuna MRI

- ComeTHrpadus Ha cppue

- Koponapna anrnorpadus

® Oun

- Ounn pHa / ChC CIENM(UIHO H3CIEABAHE HA MAIMCHTHTE C IIPUEM HA aHTHMAIapHIH
o I [enTpansa u nepudepHa HEPBHA CHCTEMA

- Enextpoennedanorpadus

-[JHC MRI u cnenuanan MRI TexHHKH, aKo ce Hajara

- Kommrorspaa TomMorpadus

- JIukBop- aHanmu3

- Tpanckpanwnanua Jlomep / anruorpadus

- HopBHO-nICUXWYHO H3CIeqBaHEe

- EMI'- enextpoMuorpadus-u3MepBa CKOpOCTTa Ha IPOBOIMMOCT Ha HEPBHUTE

IWarHo3a Ha Jymyc Hedpura:

Jluarnosa / OnieHka

1. br6peuna Guoncus, OCBEH aKo HAMA IPOTHBOIOKA3AHHUS

* CepyMeH KpeaTHHHH

* IPOTEHHYPHs- KOIMYECTBEHO U3C/IeABaHE B 24 JacoBa YpHUHA, MK CHOTHONIEHHETO CIOT
IPOTENH/ KpeaTHHHH

* IPOTCHHYPHS IUIFOC €IHO OT CIETHATE : XeMaTypHs WIH KICTHUHH IUIHHIPH

2. Xucronoruynaa Kknacuukanus, 6a3upana Ha MexIyHApOOHOTO APYKECTBO IO
nedposorus / apyxecTsoTo Ho 6s6peuna naronorus (ISN / RPS) knacuduxanroHHa cxema

Onenka/ Jleuenue

Kimmnuynara onenka Ha akTHBHOCTTa Ha 60JIECTTa Ce U3BBPINBA C BATHM3UPAHATE TECTOBE:

SELENA/SLEDAI/BILAG index- British Isles Lupus Assessement Scale Group (BILAG)-

OLICHsBA TEKECTTA HAa OPraHHOTO M THKaHHO y4actHe, Systemic Lupus Activity Measure

(SLAM) index, European Consensus Lupus Activity Measurement (ECLAM). Systemic

Lupus International Collaborating Clincs/American College of

Rheumatology (SLICC/ACR) Damage Index.. Te3n

HHJIEKCH Ca pa3paboTeHH B KOHTEKCTA Ha JBITOCPOYHOTO HAOIONEHAE H OTPa3sBaT

IIPOMEHHUTE B GoseCTHATa aKTHBHOCT. HOBHTE KIMHMYHM IPOSIBU (KOXKHH JIC3UH, aHEMHS,

muM(ONEeHUS, HITH

TpoMOoLUTONeH s, HUCHK cepymen C3 u/ wmm C4 ,BHCOKY HMBA Ha
anTH-nIBOMHOBepkHa JIHK 1 antn-Clq ) xopenupar c

TENECTTA Ha 3a00JIIBAHETO U MOXKE Ja IpeacKaxe ObIery o60CTpSHNSL.

B T.4u. HaydHM nmyOnuKanMH OT NOCIEAHHWTE NET TOAHHH H npujioxkeHa 6ubmmorpadcka
CIIpaBKa

1. Joint European League Against Rheumatism and European Renal Association—European
Dialysis and Transplant Association (EULAR/ERA-EDTA) recommendations for the
management of adult and paediatric lupus nephritis - Ingeborg Bajema,5 Jo H M Berden,6
John Boletis,7 Ricard Cervera,8 Thomas Dérner,9Andrea Doria,10 Franco Ferrario,11 Jiirgen
Floege,12 Frederic A Houssiau,13
John P A loannidis, 14 David A Isenberg,15 Cees G M Kallenberg, 16 Liz Lightstone, 17

18




Stephen D Marks,18 Alberto Martini,19 Gabriela Moroni,20 Irmgard Neumann,21

Manuel Praga,22 Matthias Schneider,23 Argyre Starra,24 Vladimir Tesar,25

Carlos Vasconcelos,26 Ronald F van Vollenhoven,27 Helena Zakharova,28

Marion Haubitz,29 Caroline Gordon,30 David Jayne,31 Dimitrios T BoumpaslARD Online
First, published on July 31, 2012 as 10.1136/annrheumdis-2012-201940

2. EULAR recommendations for the management of systemic lupus erythematosus. Report of
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AJutropuT™u 3a eyeHue Ha 3a007IBaHETO

EBporteitcky npenopbku 3a Medenne Ha CJIE- nexa u / wiM ymepHa opranHa Manudecranys/
KOXa, CTaBH , CEPO3UT/

1. IIspBa TMHAS MEIMKaMEHTH- XUAPOKCHXIOPOKBHH MK XJIOPOKBHH. AKO Ca II0Ka3aHH-
HECTEPOU/HH IIPOTHBOBH3MAIMTEIHHE CPE/ICTBA U / MIIH TIIOKOKOPTHKOCTEPOHIH.

JTo3u Ha XUApOKCHXJIOPOKBHH MK XJIOpokBHH < 6.0-6.5 mg/kg raearHo TeIecHO Terno
3a el wim XopoksuH < 3.5-4.0 mg/kg MmeamHO TEIECHO TEINO 3a AeH. UneanHo
TeecHo Terno: Muxe:/ Bucounna- 100/ munyc 10 %
Kenu:Bucoumna -100/Munyc 15%
2. AKO JIMIICBa OTFOBOP WM JMIICBA PEIYKIHs HA TIIOKOKOPTHKOMIHTE ¢ < 7.5 mg ,
BB3MOYHO IPOIB/DKABAHE C A3aTHOMIPHUH /2-3 MI/T.T. JHEBHO/WTH MeTOTpeKcaT/IepopaHo
15-20 Mr/ceIMHAYHO, MOXE U C.K./, Wik Mukodenonar MmodeTw/ 2rp/ mHEBHO/.
3.JIHITOCPOYHO CHITBCTBALIO JIedeHHe Ha anTHTsononoxuresned CJIE ¢ Bucoka 6osnecTHa
aKTHBHOCT M M3MOJI3BaHE Ha CTAHIAPTHOTO jedenre- Belimumab-10 mg/kg T.1. i.v.uHOy3us
3a (1 h)na0-14- 28 sieH , cle KOETO Ha BCEKU 28 HH

3abenexxu:
- CIopesi MHCHHETO Ha eKCIIePTHTE, HHCKHTE JIO3H PEIHU30H, KAKTO XHAPOKACXIOPOKBUHA
¥ a3aTHONpHHA (0cOGEHO IpH JIyImyceH HepuT Morar [a 6bAaT NpUIAraHu Mo BpeMe Ha
OpeMEHHOCT
- B ciy4aii Ha CHITBTCTBAIIO JICUeHHe Ha MuKodeHonar ModeTun i HHXHOMTOPH Ha
IPOTOHHATA TIOMIIa, GHOHAIMYHOCTTA Ha MHKO(QeHonaT MoQeTHIIa € HAMANIEH2; IPEMHIHABAHE
KBM MHKO(EHOHA KACENHHA ¢ mpenopbuntenHo (E32).
- UHXMOUTOPHTE HA IIPOTOHHATA [IOMIIa MOTAT Jia HaMaIAT epHKacHOCTTa Ha
XHJPOKHUCXJIOPOKBUH / XopokBHH (E33).

[Ipenopbku 3a JieueHHE Ha IpOudepaTHBHISA JYIyC aedpurt kiac [[I-IV n ra CJIE ¢
AKTHBHA OpraHHA JOKaIH3aIlHsi:

1. Ha 3a/ieH TiaH- € KOMOHHEPAHO JIedeHHE C aHTAMATapUIE- 1032 -< 6.0-6.5 mg/kg
HICATHO TEJIECHO TeTIO / THEBHO

2. UnpyknmonHa Tepanus- KomOuHaus Ha TIIFOKOKOPTHKOCTCPOUAH C: MukogeHonar
modernn mma Lluknodochamu/ HECKa 1038/ U.B. MM A3aTHOMIPHH- 3amoyBa ce
Metunnpeaau3oios 500-750 Mr HHTPaBEeHO3HO B 3 mocieAoBaTeNHN JHH (HHBO Ha
JoKa3aTelicTBa 3); ciIel KOETO MPOABDKaBa ¢ MOMUTbpiKalla 1032 Ha ITIFOKOKOPTAKOMIUTE
nepopanso 0.5 Mr / K TEJIECHO
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TETNO / IEH B IPOIBIDKEHNE Ha 4 CEIMHUIA C MOCNEIBAINO AHMATISBAHE Ha T03aTa .
Komb6unupar ce c:
e Mukodenonar Modetan- 3 r/ neH uim MEKO(GEHOIOBA KUCETHHA 2,16/ geu B
IPOIBIDKEHHE Ha 6 Mecena, coOeHO IpH  u3paseHa npotennypus NN
¢ Iuknodpochamun -obmara 103a ot 3 r (6 x 500 Mr Ha Bceku 2 Ce/IMHIH) B
npoasinkeHue Ha 3 mecena. UM
® A3aTHOHIIPHH- B 71033 .2 MT' / KT TEJIECHO TerJIo / ieH, pH MallUeHTH 6e3
HEOaroNpUATHA IPOTHOCTHYHH (haKTOPH , HITH aKO MAKO(EHOIAT MOMETHIT HITH
nuKnodochamMun ca HPOTHBOIIOKA3AHH, HE C€ TIOHACS, HIIH € HEOCTIIEH
3. Ilomnbpixaino Je9eHne CIes OTTOBOP KbM WHIYKIMOHATA TEPATTHS:
KomOunams na mucko no3a I'KC ¢ Mukoderonar modeTnn uim A3aTHOHTIPHH
e a/5-7,55.0-7.5 mg/ muesno Ilpenauzonon
* 6/ Muxodenonar Modperu 2 g/nHeBHO WK MEKODEHOOBA KucennHa 1.44 g/mHeBHO
B/Azatnonnpud 62 mg/kg TelecHO Tero / JHEBHO.
Jlesenuero ¢ MFM u AZAnpoasikasa 3 roIMHH, cIel KOETO ce HamausBa no3ara Ha I'KC
JI0 Haii- HucKa e(heKTHBHA 034,

Jleyenne Ha BB3pacTHH ¢ LN
Hauvanno neuenune

e 3a nmaumentu ¢ knac IIIA umm IITIA / C (= V) u xiac IVA wm IVA / C (= V) LN,
mukopenonosa xucemuHa (M®K) (muxodenonar modermn (MMF) mnenesata
nosa: 3 r/ IeH B MpOOb/DKEHME HA 6 Mecena, WM HatpueB MOK B exBHBaneHTHa
1032) WK HUCKa 103a HHTpaBeHo3eH mukiodochamun (CY) (obima mo3a 3 rpama Hax
3 Mecera) B
KOMOWHAIHSA C TIOKOKOPTHKOM/IH, Ce MPENophYBaT KATO MHPBOHAYANHO JICUCHHE,
TBHH Karo Te UMAT Hal-noO6po CHOTHOLIEHHE ePUKACHOCT / TOKCHYIHOCT)

o Ilpu manueHTH ¢ HEONATONPHATHY HPOTHOCTHYHH (BakTopd (OCTpO BIOIIABAHE HA
OpOpeunara QyHKIMSA, 3HAYMTENHH KICTHYHH NOJMYIYHHS W / WIH (GHOPHHOUIHA
HEKpO3a),

HOMOOHM CXEMH MOTAT Jia Ce H3ION3BaT, HO ChIIo Moxe B npueM Ha CY - Meceuna
mosa (0.75-1 r / M2) 3a 6 mMecema mmi opamHo (2-2,5 mr / kxr / mH)
3 mecena

* 3a nma ce yBemmuM e(HKAaCHOCTTa W HaMalsiBaHe Ha KyMYNAaTHBHATA 032
TTOKOKOPTHKOHMA, CXEMUTE HA JICYEHHE, TpsA6Ba 1a ce KOMOWHHPAT IIEPBOHAYAIHO C
TpH IIOpeIHU
Iyinca Ha METUINPERHM30I0H HHTpaBeHO3HO 500-750 Mr, mocneaBaHo OT opaneH
npexau3oH 0.5 Mr / Xr / ieH B IpoOb/DKEHHE HA 4 CeIMUIHM, HaMangBane Ha <10 mr /
ITH oT
4-6 mecena

¢ xrac V Heppura ¢ HedporHuHa npoteunypus, MPA (MMF uenesa no3a 3 rpama /
AH B INPOABIDKEHME Ha 6 Mecema) B  KOMOMHAIMS ¢ nepopaieH
npenEn3oH (0.5 Mr / KT / TH) MOXe Jia ce M3IOJ3Ba KaTo ITHPBOHAYAIHO JIeYeH e Ha
0azara Ha 10-IOOPO CBOTHOIIGHHE / TOKCHYHOCT epuxacaoct. CY wm
KaI[MHEYPUHOBH MHXHONTODU (UMKIOCIOPHH, TAKPOIMMYC) HIH DPHTYKCHMab ce
IpenoppyBaT KaTo alTepPHATHBHA BB3MOXKHOCTH IIPH TEPANEBTUYHO DPE3HCTCHTHH
UHIVBHIA

¢ Asaruonpun (AZA) (2 Mr/kr/aH) karo antepHaTuBa Ha MPA wim Cy npu
H30paHd NalueHTy 6e3 HeOIArONPHATHA IPOTHOCTHYHE (aKTOPH WU KOTATO TE3H
JIEKapCTBa ca MPOTHBOIIOKA3aHH, KOUTO HE C€ TOJIEPHPAT MIIH JTUIICBAT.
A3aTHONPHHOBOTO NPHIIOKEHHE € CBBP3aHO € TI0-BHCOKO HHBO HA PHCKA.
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IMocneaBamoTo JICYeHHE:
_e  TIpu nanueHTute MOR0OpABaHE Cle IbPBOHAYAIHOTO JIEUCHHE CE IPENIOPHIBa
ynorpe6ara sza MPA wmm no-sucky 103 (mbpBoHadanHo nenesara MMF nosa 2 r /
men) umi AZA (2 mr / xr / H) B IPOIbIDKEHHE HA TIOHE 3 TOJIMHH, B KOMOHHAIIHS C
Hricka no3a [peaauson (5-7.5 Mr / iH) ¢ IOCTENEHHA PEAYKIHS HA 103aTa , KaTo T0Ba
MOKE JIa CE OIHTA C IIIIOKOKOPTHKOUINTE
e [lanuenTtuTe, KOUTO ¢a OTTOBOPHIM Ha MBPBOHAYAIHOTO JiedeHne ¢ MPA Tps6Ba na
ocraHar Ha MPA, ocBeH ako He ce NIpeIBIXKAa  OpPEeMEHHOCT, IPH KOETO Te
Tps6Ba Ja npeMuHaT KbM AZA Hali-Manko 3 Mecella Ipeid 3a9eBaHeTo
o KanmuHeyprnHOBH HHXHOMTOPH MOTAT Jia Ce H3IO3BAT IpH Kiac V Heppura
e PesucteHTHH
TTamnpenTHTe ¢ Heycnex oT jedenuero ¢ MPA wii CY wim nopau uca Ha epext (Kakro e
OIIPEIENIEHO B TOYKA 3.2), HJIM HOpajii HeXENaHH ChbOUTHS, C€ IPENophyBa JICUCHHE C
MPA pwmu CY, wiid WM Ja ce Jaje puTykcuMad
CBIIBTCTBAIIO JIeYeHHe Ipy magueHTH ¢ LN ,
o HHxubuTOpHTE Ha AHIHOTEH3UH-KOHBepTHpamusa eH3uM (ACE) wim aHrHOTeH3HH
pelienTOpHATe GoKepH ca MOKa3aH! 3a HauueHTH ¢ npoTennypus (UPCR> 50 mr /
MMOJT) WM XUIIEPTOHHS
e JloHmmwxaBaHe Ha  XoOjecTepoja CBC CTAaTHHH- 3a TpaHa  JUCITHIIAAEMHS
(mumompotenn ¢ Hucka mwistHOCT (LDL) x0mectepon 2.58 Mmon / 11 (100 mr / ) 9
o XuAPOKHMCXJIOPOKBHHBT CE IPENOPHYBA, 33 Ja C€ MOAOOPAT pe3yITaTHTE, KaTo
HaMasiBa OOOCTPSAHHATA M OrpaHnYaBaHe OBOpeYHaTa MM CHPACYHO-CHAOBATA
yBpeaa
e AIETHI-CATHIMIOBA KHCEIHHA PH MAMEHTH C aHTH(POCHOIMIINIHY aHTATENA,
Kanuui ¥ BUTaMuH D, HMyHH3a1iK C HEXKHBH BAKCHHH MOTAT Jia HAMAIIAT UIIH
Neyenne Ha GOECTH, CBHP3aHH ChC CHIIFTCTBAINY 3200 BaHMA U TPsiOBa 1a ce
pasriaexaar
e  AHTHKOATyTAaHTHA TEpaIlus MpH HeGPOTHYEH CHHAPOM CEC cepyMmeH anOymuH <20
r / 5, ocobeHO aKo € IEepPCHCTHpamia XHUIoaNMOMHEMHsATa WM ca Halune
dochomunuaHN aHTHTENA
e MomuTOpHET H IIporHo3upane Ha LN- IIpu BCAKO mocemenne akTMBHUIT LN Tpsa6Ba
PEIOBHO Jia ce KOHTPOJIHPA YPE3 ONPENEIAHEe Ha TENECHOTO TETIIO0, KPBBHOTO
HaJIAraHe, cepyMHHus kpeatunud # I ®, cepymen anbyMuH, IPOTCHHYPHUATA,
NAKOYHMS CEUMEHT (MHUKPOCKOTICKa olieHKa), cepymunute C3 u C4, cepymuuTe
HEBa Ha aHTH-ABoMHOBepmkHa JIHK aHTHTENaTa M I'bJIHA KPbBHA KapTHHA.
AnTr(ochOTUIUIHATE aHTHTENA H IUIKICH Tpodui TpsdBa 1a ce H3MEPBAT B
HAYaoTo H IPOCiIesIBaT NepHoJudHO. IIpoMeHH B CEpyMHH KPEAaTHHHH T o),
IIPOTEHHYPHSATA, HEBOTO Ha XEMOITIOOHHA ¥ KPHBHOTO HANATaHE Ca IIPEJUKTOPH 32
IBITOCPOYHATa IporHo3a npu LN
e TlocemeHus Tps6Ba Jia ce IUTAHUPAT Ha BCEKH 2-4 CEIMMIIN 33 IILPBATE 2-4 mMecena
clel OWargo3a WIM H3paBHSABaHe, W CJIEJ TOBa B 3aBHCHMOCT OT OTroBopa Ha
Nedenwe. MOHATOPHHT 33 6BOpeUHa U eKCTpa-6p0pedHa aKTUBHOCT Ha 3a00NIIBAHETO
TpsiGBa Ja GhIe Mpe3 Menus eprol IIOHe Be/IHbK Ha BCCKH 3-6 Meceria.
TloBTOpHA 6K0peuHa GHOICHS MOXe Jia CE IPHIara caMo B ONPETIETICHH CITyHaH, KaTo
HaIPEMEP BJIOMIABAHE WM HEHOBJIMSBAHE OT UMYHOCYIIPECOPH AT OHOJIOTHYHO TPETHPAHE
(HeOCTATHYHOCT 32 HAMAIIBAHE HA IPOTEHHYPHATA ¢ >50%, yCTOHIMBA IPOTCHHYPHA B
epHOJ| O-IABTET OT 1 roauHa, u / win Bromasare Ha GFR), wiiu penu/mB, 3a fia ce NOKaKe
TMPOMSIHA UIIH
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HPOTPECHs IIPH XUCTONOTHYHHS KJIAC, IPOMEHHTE OT OHOINCHATA, XPOHHYHOCT M JIp, 33 Ja
IPEROCTABH NPOrHO3HA HH(OPMALMS U Pa3KpHUBAHE HA JPYTH IaTOJOTHH.
AJrOpHTEM Ha JIeUeHHE Ha TIAIMEHTH B KpaeH cTazuil Ha 656peuno 3a6onssane (ESRD) B

LN

Beuuku MeTozu 3a ieveHne Ha GEOPEIHO OUNCTBaHe MOraT ja 6b1aT H3MON3BAHH MIPH
HaHUEHTHUTE C JIYIyC, HO MOXe Jja Ob/le HOBUIICH PUCK OT HHGEKIUM IIPH TE3H HA
IIEPHTOHEATIHA IUANN3a , CHIOB JOCTHII U TPoMOO3a IIPH NAIMEHTH ¢ aHTH(HOCHONMIMIHH
aHTHUTENa

TpancinanranusaTa Tpsa6bBa fa ce H3BHPIUBA, UPH HIICA Ha 60JIECTHA AKTHBHOCT HIIH
HHCKa 6OJIECTHA aKTHBHOCT 3a Haif-Mayko 3- 6 Mecela pyM HOpMaJIM3HpaHe Ha
pe3ynTaTuTe , IPHIIIOYNTA c€ KUB AOHOP. TpsiGBa Ia ce m3cnensar
auTHGOCHOTMNHIHATE aHTATENA IO BpeMe Ha MOATOTOBKATA 3a TPAHCIUIAHTAIHS, Thii
KaTo T€ Ca CBbP3aHM C IIOBHINEH PHCK OT ChIOBU CHOUTHS B TPAHCIUIAHTHPAHMS
0B0pex

anTHGoCcomMNHAEH CHHIpOM, HehponaTus, cesp3ana ¢ SLE npu nanuenTy ¢ Iymyc
U aHTH-pocdomumuner cuaapoM (APS) -associated wepponarus (APSN),
XHAPOKUCXJIOPOKBHH ¥ / MM aHTUTPOMOOIUTH NIPUTIapaTH ¥ /HIIH-aHTHKOATyJTaHTHO
JCYCHUE

LN u 6pemenHocT

bpeMeHHOCTTa MOXe Jla ce IUTaHUpa IIPH JuIca Ha akTuBeH aymyc 1 UPCR <50 mr /
MMOJI, 3a IpeaxoaHuTe 6 Mecena, karo GFR tps6ea na 661> 50 M1 / MuH.
Paspemeny nekapcTBa ca XHIPOKUCXIOPOKBHHA, H KBIETO € HEOOXOMIMO, HICKA
7032 NIPETHU30H, a3aTHOIPHH U / MK KAaNIHHEYPHHOBH HHXHOUTOPH.
HuTen3suBHOCTTA Ha JieyeHHe He TpsaOBa 1a Ob/le HaMaJeHa B OYaKBaHe Ha
OpemennocrTa. 1o Bpeme Ha GpeMEHHOCTTA, alleTHICATHIIIOBA KUCEIHHA Ce 1aBa 3a
PEHyKIHs Ha PHCKA OT npeeknamicus. [lanuenture TpsOBa na 6b0aT OLCHEHH Hail-
MAJIKO Ha BCEKH 4 CEIMHUIH, 3a MPEITOYNTAHE OT JIeKap CHEHHATHCT U aKyIIep-
THHEKOJIOT.

AxrtuBupanero Ha LN mo Bpeme Ha GpEeMEHHOCT MOXKE /ia Ce JIEKYBa C Pa3pELICHHTE
MEIUKaMEHTH MPUEMJIMBH, IIOCOYEHH II0-TOPE,KaTO B 3aBHCHMOCT OT TEXECTTA Ha
obocTpsHETO

LN u pena:B cpaBrenue ¢ Bb3pacTHHTE HAYAIOTO Ha GomecTta, LN 1pH fema e mo-Texko ¢
IIOBHUIIICHA YBPEIHU M I10- YECTH 000CTPSIHUSA

AJITOPUTBM 3A JIEYEHUE HA JIVITYC HE®PUTA- Ha kpaTko

CenbrcTBaIo JeyeHue

* Ha 3azen nnian e nevenmero ¢ xunpoxucxinopoksus (HCQ)

*bi0Kana Ha PEeHUH-aHTHOTEH3UH CHCTEMATA C HHXHOMTOPH HA AHIHOTEH3HH-
konpepTUpamus ensuM (ACE) wim anruorensuH penenropuu 6mokepu (APE)

* KorTpon Ha xunepronusra

* CraTuHy- 32 JIeYCHNE HA XUIIEPXOIECTEPOIEMHUITA

2. Jleuenwme na LN/ nynyc nedpura / ciopen ISN/ MexIyHapoaHOTO APYKECTBO 110
Hedponorus/ Kimac

* Ilepopanen mMuxodperonar Modernn (MMF) umm MuEKODEHOIOBA KACETHHA (M®K)
* OpalHu IIIOKOKOPTHKOU A
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» Uarpasenosen (IV) maknodochamun (CYC)

* Jlo3upane Ha OCHOBHOTO HHUBO

« [IpoBexxane Ha BHCOKOMO3UpaHa ITyJic Tepamus ¢ 1V rioKOKOPTHKOUIH

 OrieHKa Ha OTTOBOpa M KOPEKLHUH Ha 7103aTa

» Jlemponuy 3a 3amasBade Ha ¢eprunuTeTa(HsIMa KOHCEHCYC KaTo NPeophKa)

* ANTepHATHBHH Tepanuy (HaIpEMep, MKIOCIOPHH) (HAMa KOHCEHCYC KaTo IPEnopbKa )
3. lonoppxaima Tepamnus

* AsarnonpunsT (AZA) (He ce penophuBa 3a HaYajlHa Teparus, HO Ce IPeropbrYBa 3a
OITbPIKaIa TepaIusi)

* MMF- npenopbuBa ce

4, TIlpomsiHa Ha TepanuaTa

s [Ipemunasane ot MMF na CYC mm ot CYC xeM MMF

» [IpoapmxkaBamy myncose ¢ IV IIMIOKOKOPTHKOUIH

* ANTepHATHBHHE Tepanuy (PATYKCHMa0, TakpoauMmyc, 6enaMymab; Kall[MHEBPHHOBH
WHXHOUTOPHU

5. Ilnasmadepe3a 3a TPOMOOTHYHA MUKPOAHTHOIATHS

6. Jleuenne Ha OpeMeHHHN KEHU

+ Koncyntupare Ha GpeMeHHH KEHHU 0 BpeMe Ha GPEMEHHOCT PHCKOBE OT JIYIyCeH Hepput
(LN) u He#HOTO IeYeHue

» Hsama regenue 3a GonecTra Ha HEAKTHBHU

* HCQ 3a neka akTHBHOCT CHCTEMHO 3a00JIBaHe

CamocTosTenHo Wik ¢ AZA 3a CHCTEMHO aKTHBHO 3a00JIsIBaHe Ha Hal-HUCKaTa eQeKTHBHA
71032 TIFOKOKOPTHKOMIA

* MMF, CYC, 1 MeToTpeKkcaT He ce IpenoppyuBar

« PanHO mpecTaBsAHe Ha KEHH Cbe chMHEHHe 3a Kiac Il mnmu [V 1 ki1eThuHI HoIyITyHus
7. YectoTa HA MOHHTOPUHT

AJITOPUTHM 3A JJEUEHUE HA CUCTEMMS JIVITYC EPUTEMATOJEC

B T.4. HayYHH my0JHKANUA OT INOCJECAHHTE €T TOAHHH H TIPHJIOKEHA
ombsamorpadgcka cpaska

1. Joint European League Against Rheumatism and European Renal Association—
European  Dialysis and  Transplant  Association (EULAR/ERA-EDTA)
recommendations for the management of adult and paediatric lupus nephritis — Bajema
I, Berden J, Boletis J at al, ARD Online First, published on July 31, 2012 as
10.1136/annrheumdis-2012-201940

EULAR recommendations for the management of systemic lupus erythematosus.
Report of a Task Force of the EULAR Standing Committee for International Clinical
Studies Including Therapeutics, Bertsias G, Ioannidis J, Boletis J et al.; Ann Rheum
Dis 2008;67:195-205. doi:10.1136/ard.2007.070367

AJIFOPI/ITMI/I 3a mpocjaeasaBaHe Ha 3200/ 1I9BAHETO

MOHHTOPHHT ¥ Hporso3upane Ha LN- mpu Besiko mocermenue akTuBHEAT LN TpsiOBa
PETIOBHO Jia ce KOHTPOJINPA Upe3 ONpeNENsHe Ha TENeCHOTO TErII0, KPEBHOTO
HaJATaHe, cepyMHHs KpeaTuruH ¥ ['D, cepyMeH anOyMuH, IPOTEHHYPHATA,
IHKOYHMS CeIUMEHT (MHEKPOCKOIICKa oneHKa), cepymuute C3 u C4, cepymBuTe
HuiBa Ha aHTH-IBoMHOBeprkHa JIHK anTATENnaTa ¥ IBIIHA KPhBHA KAPTHHA.
AntrdocdoNuIIIHATE aHTATENA ¥ THIHAEH Ipodun TpsdBa Ja ce H3MEPBAT B
HAYAIOTO M [POCIIEASBAT HepHOTMIHO. 1IpoMeH: B cepyMHHs KpeaTuHuH (I'D),
IPOTEUHYPHATA, HUBOTO Ha XeMOIJIOOMHA W KPHBHOTO HaJIATaHE Ca NPEANKTOPH Ha
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JBJITOCPOYHATa IPOro3a npu LN
¢ Ilocemenns TpsA6Ba 1a ce ITaHUpPAT Ha BCEKH 2-4 CeIMHUIM 3a TEPBUTE 2-4 Mecena

CIIE IMaTHO3a WM U3PaBHsBAHE, U CIIE]] TOBA B 3aBHCHMOCT OT OTIOBOpa Ha

jeyeHrue. MoBMTOpHHT 3a 6h0pedHa u eKcTpa-6s0peuna akTUBHOCT Ha 3a60JIIBaHETO

TpsA0Ba J1a ce OCHINECTBABA Mpe3 IIEHs IEPHO IIOHE BEAHBX HA BCEKH 3-6 Mecena.
IlosropHa 6p0peuHa GHoNCHs MOXKe ia ce IIPUJIara camo B ONPENIENEHH CIIyYaH, KaTo
HalpuMep BIOIIABAHE HJIK HEIIOBIHMABAHE OT KMyHOCYIIPECOPH HIIH OHOJIOTHYHO TPETUPAHE
(HENOCTaTHYHOCT 3a HaMAJIABaHe Ha IIPOTEHHYpPHATA ¢ >50%, ycTOHYMBA IPOTEHHYPHS B
HEePHOJ HO-ABIBT OT 1 roxuHa, u / wiu Bnomasane Ha GFR), win penunus, 3a a ce JoKaxe
IPOMSIHA HITH IPOTPECHS IPH XMCTOJIOTHYIHHS KJIac, I[POMEHUTE OT OHOICHATA, XPOHHYHOCT
U 1Ip, 32 Jia IpeI0CTaBy MPOTHO3HA HHGOPMAIK B pa3KpHUBaHE Ha JIPYTH IATONOTHH.
OneHkara 4 IIPOCIeNIBAHETO HA KOMOPOMIHOCTHTE M YCIOKHEHHATA OT JICUSHAETO HA
nanuenTute ¢b¢ CJIE , Hanara mupox Kper OT CHEUHMATH3UPAHH IPHKHA OT EKMII OT
CIIEIUAIUCTH crIopes BoAemoTo yyactre. Hampumep- I UT- yenoxaenusTa- KbpBeHe OT
crpana I'MT, nepdopamunre, TpoMo603uTe 1 T.H. ca 06EKT Ha IPHXH OT CTpaHa Ha
racTpOEHTEPOIIOT M XUPYPT, HEQPOIOrHIHOTO BOAEIIO YYacTHE, HEOOXOTUMOCTTA OT
XHCTOJIOTHYHA BepHGHUKAlU ¥ IPHKUTE IIPH TEPMUHAIHATA OBOPEYHa HeJOCTATHYHOCT Ce
0OCIyXBaT OT E€KHII OT HepOJIO3K H NaTOAHATOMH. BenoxpoOHUTE POSIBY, IPOSBHTE OT
crpana Ha CCC cucrema, HC- ce o6cmyBaT CHOTBETHO OT MYJIMOJIO3H , KAPJMOJIO3H H
HEBPOJIO3H. UecToTaTa Ha yCIOXKHEHUATA 3aBUCH OT MHAUBH/IYATHUTE 0COOEHOCTH HA
nanueHTuTe U Gopmara Ha OoJiecTra.

B T.4. HayYnn ny0aMKanHH OT HOC/IEJHATE NEeT TOJUHH M IIPHJIOKEHA
onbGmorpadcka cnpaBka

5. 1. Joint European League Against Rheumatism and European Renal Association—
European  Dialysis and  Transplant  Association (EULAR/ERA-EDTA)
recommendations for the management of adult and paediatric lupus nephritis — Bajema
I, Berden J, Boletis J at al., ARD Online First, published on July 31, 2012 as
10.1136/annrheumdis-2012-201940

6. EULAR recommendations for the management of systemic lupus erythematosus.
Report of a Task Force of the EULAR Standing Committee for International Clinical
Studies Including Therapeutics, Bertsias G, Ioannidis J, Boletis J et al.; Ann Rheum
Dis 2008;67:195-205. doi:10.1136/ard.2007.070367

AJITOPHTMH 32 pexa0HINTAIMA HA 3200JIBAHETO

Iauwenrute cbe CJIE wecTo BB3NpHEMaT 3ApaBeTo CH KaTo Cy6onTHMaIHO, 47% OT TSIX 1o onpenensT
KaTo 3a[I0BOJTHTEIHO WIIH JOWO. Te3u (akru ce MOTBLPXKAaBaT H OT MHOTO APYTH MPOY4BaHH, KOHTO
ASMOHCTPHPAT MO-JIOLIO Ka4€CTBO Ha XUBOT Ha nauuenTure che CJIE B cpaBHEHHE ChC 31paBU
koHTponu. CJIE MOXKe a 3acerHe BCHUKM acleKTH OT XKHBOTA Ha MallHeHTHTe, BKi1. Du3muyueckara
aKTHBHOCT, ICHXAYHOTO UM 3/[paBe, eMOLIMOHATIHOTO UM CHCTOSHHE, OOLIOTO 3/PABOCIOBHO
CBCTOSIHUE, LIACTHE, BPE3KK U COLUANICH )KHBOT, HO B HAH-TOMIsIMA cTeNeH-QH3MYECKHA MM Kallai[HTeT.
dakropuTe, NPOTHO3MPAIIH MO-TOMIO Ka4eCTBO Ha XHBOT BKJIIOUBAT HANPeIHAA BB3pacT, yMopa,
KOXKHH/CTaBHH NpoGIeMH, OTUICIUIMBSBAHE, HATHMYHE HA HEBPOJIOTHIHH W NCHXUYHE IIPOMEHH, B IO~
rojisMa cTeneH-aenpecus 1 6e3noKoHCTBO. 3acaraneTo Ha KauecTBOTO Ha *uBoT ot CJIE e CPaBHHMO
C TOBA OT IPYT¥ XpOHHYHH H MO-TeKKH 3abonssanus karo CITNH, aprepuanna xumeproHus,
NPEXXUBAH MHOKap/IeH UH(apkT u kourectusHa CH.

PeXﬁ6I/IJII/ITaL[I/ISITa noMara Ha nauueHture cse CJIE. (I)I/ISI/IOTepaHeBTLT H3roTBs HHAWBHAYAJICH IJIaH
3a BCEKH ITIalIEHT ¢ L& HaMaJIIBaHe Ha OOJIKOBUS CHHAPOM, CKOBAHOCTTA U BB3NAJICHHETO H
HO,ZIOGpHBaHe Ha obema Ha ABYOKCHUATA U (byHK.HI/IOHaJIHaTa MoOmIHOCT. U3nomnsear ce InporpamMu ¢
HM3OMCTPHUYHH YHPAXXHCHMSA, & IPH HAMAJIIBaHE HA BH3NAJICHUETO-C H30TOHMYHH YHOPaAXKHCHHA 1101
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HabIIOIeHMe HA CIIELUATMCT. AepobHUTE yIpaKHEHHS yBeIuYaBaT GyHKLIMOHATHHS KallalHTeT,
namaisieat ymopara nipu CJIE ¢ HECKa U yMepeHa aKTHBHOCT Ha 3a00I1BaHeTO M HMAT TIPOTEKTHUBEH
e(eKT 0 OTHOIIEHHE Ha eHoTeNHaTa ¢pyHkips. Ha naineHTHTe ce Npenophisa IuryBaHe. Ilo
TIpeLieHKa Ce BKJIFOUBAT U yIPaXHEHHs 33 MyCKyJIHA chia M Y 3-Meronu. IlaimenTure TpsOBa aa ce
NOAIBPXAT aKTHBHH, T.K. TOBA T0100pABa MOGHIHOCTTA HM.

Crope[ MHAHBHIyaTHUTE Hy>IM Ce MPENIOPBYBAT OMOIIHK CPEJICTBA 32 Npr/BKBaHe. [lanmenTute
cbe CJIE moske 1a ce nacodar 3a TEJIK u conmansa pexaGunuranms KbM ChOTBETHH LeHTpoBe. Cren
M3BLPIIBAHE HA ONEHKA Ha 3aBEHUTE HYXX/H, Ce pabOoTH B €KHII C IICHXOJIOT, TPY0TEPaNesT,
KHHe3UTEepaIeBT, JIorones, neaaror 1 p. Ilenra Ha coupanHaTa Tepanys € MalueHTHT [ Bb3BBPHE B
Haif-rosMa CTeTIeH CBOATa HE3aBUCHMOCT U BKJIIOYBA ChBETH M 00y4eHHe 10 OTHOILICHHE Ha
eKeIHEBHUTE IEHHOCTH, BKJI. 32 IPUCTIOCOBIIEHUS B €XKESAHEBUETO U TEXHHUKH 3a 00iafisiBaHe Ha
ymoparta. IlalpeHTHTe ¢ HEBPOIYITYC ¢ KOTHUTHBHY QYHKHH H IeULMTH ce HYX/IaAT OT
JIOToIIeJMYHA MOMOII U eproteparnesti. Ha manpenTHTe TpsabBa fa ce npeiiaraT i peKpealiioRHU
AEeHHOCTH.

PexaGuimrauonnnTe aeiiHocTu ce u3pbpiBar cnopes MEJVITMHCKU CTAHIAPT
"®U3UKAJIHA U PEXABUJIMTAIIMOHHA MEJJUITHA"

DusyKanHara ¥ pexabHIMTaliOHHa MEIMIMHA € KIMHHYHA MEAUIIHCKA CIEMATHOCT C
npeobianasaina TepaneBTHIHa HACOYEHOCT, KOATO U3ydaBa GMOTIOrHYHOTO BH3ACHCTBUC HA
ecTecTBeHHTE ¥ npeopmupanuTe HU3UKATHH GAKTOPH BHPXY YOBEIIKHS OPraHU3bM M TH
mpujiara 3a Hy XKIuTe Ha:

1.1. Ilpodunakrrkara - C €CTECTBEHH (KIMMAaTHYHH, CITbHYECBA PafiHallys, BOJA, JBIKCHAE U
ap.) u npedopMupany Gu3HKaTHE GaKTopH.

1.2. JlnargocTrKaTa - ¢ npedopMupany Gu3HKaIHE (aKTOpH, HHCTPYMEHTATHA U MaHyalHH
METOJIH U TECTOBE.

1.3. TepanusTa - ¢ ToA6Op HA MOIXO/SIIH €CTECTBEHH H/AIHK IIpeopMUpany GU3HKaTHH
(baKkTOpH, CAMOCTOSITETHO I B KOMOHMHAIHS ¢ (papMaKoIOrdIHH H IPYTH CPEACTBA OT
MeUIMHCKATa PaKTHKA CIIOpeX BuAa  ($hazaTa Ha OCHOBHOTO 3a00/sBaHe U ChIBTCTBAIIUTE
3abonsBaHusL.

1.4. MeunuHCKaTa peXaOWINTalKs - 38 OCTHraHe Ha MaKCHMaHa QpyHKIMOHAHA TOTHOCT
H yCIIEIHA PECONMATM3AIY Ha XOPaTa C yBPEXKIAHHUS ¥ 3aCTPAICHH OT HHBAIIMIM3AIM]
JvIa.

1.5. I4I0CTHOTO ICHXO-COMATHYHO BH3CTAHOBABAHE H/WJIM CTaOM/IM3UpPaHE HA NMAITHCHTA.

2. 3amaun Ha OPM:

2.1. B mpemMop6uHus [IEPHOS - CTHMYJIMpaHe Ha 00IaTa peakTABHOCT U 3aKa/SIBaHE Ha
OpraHH3Ma B pAMKHTE Ha IPOBEXIAHHUTE NPOQUIAKTHIHY N PEKPEAAOHHH MEPOTIPHATUA.
2.2. B ycnoBusaTa Ha octpara (asa - HomoMarane Ha MeMK0o-OHOOrHYHOTO
BB3CTAHOBSBABAHE ¥ MPO(MUIAKTHKA HA YCIIOKHEHUATA.

2.3. BbB BR3CTaHOBHTEIHATA (ha3a - OCHIypsiBaHe Ha MAaKCHMAIHO (GYHKI[HOHAIIHO
BB3CTaHOBsBaHE U e(peKTUBHA PECOUAIH3AIHS.

2.4. TIpe3 Bpeme Ha XpoHHYHaTa (a3a - MOLABPKaHE Ha PYHKIMOHATHOTO CHCTOSHUE
orpaHHYaBaHE HA NATOJIOMMYHUTE MOCICACTBHUA.

2.5. Tlpe3 Bcuuky a3y Ha BB3CTAHOBUTEIHHS MPOLEC:

2.5.1. olleHKa ¥ OpociesaBaHe Ha epeKTa OT MPII0KCHOTO KOMILUIEKCHO JICICHHE
pexalmuTanus,

2.5.2. orleHKa Ha pexaOMIHTalMOHHMS TOTCHITHAL,

2.5.3. ocHrypsiBaHe KauecTBO Ha XKHMBOT Ha 3a00JienuTe Ipe3 HABPEMEHEH, KOMIICTEHTCH 1
TIpaBHJIEH MOJ0OD Ha CPEACTBA H METOMH OT CICHHANM3APaHaTa MEAUIIUHCKA NPAKTHKA;
2.5.4. I3roTBIHE HA MEIUIIMHCKA €KCIepTH3a Ha QyHKIMOHAIHATA TOJHOCT B
pexabHITMTAIOHHNS ITOTEHIHAN € OIJIe]| pa3pelaBaHe Ha npodeCHOHATHATE U COLTHATHATE
npo6IeMH Ha XopaTa C YBPE)KIAHHS M 3aCTPALICHATE 0T MHBATMIM3UPAHE JIMIA.
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-2.6. JleHOCTTa, NPOBEXK/IAHA H3BBH JIeUeOHUTE 3aBEICHHA OT HEMEIAIMHCKY CIIEHATHCTH
TIpY 3/[paBH JHIIA 32 TPEHHUPaHe U MO[00psBaHe Ha pu3HIeCKaTa KOH/MIUI Ha OPTraHU3Ma U
3a M3rpaXkiane Ha IBUTaTellHa Ky/ITypa B 00/1acTTa Ha 0OIIECTBEHOTO 3/1paBe BbB BPB3Ka C
OPOMOUHMS HaA 31PABETO, HE CE OKAYECTBABA KATO MEJMIIMHCKA M HE CE PEryIHNpa OT TO3H
CTaHIapT.

PexabmMTanuoHHaTa porpama ce OChINeCTBABA:

1.2.1. (m3m. - [IB, 6p. 67 o1 2010 r.) KOMIIIEKCHO - €TUH H3BIHUTE (pexabunurarop)
OCBIIECTBIBA HA3HAYEHOTO JICUCHUE B OTJEIHNTE CEKLHHY (PasiudHy (aKTOpH) IIpH eIMH U
chIyd OOJeH:

1.2.1.1. B ctpykrypa no ®PM,;

1.2.1.2. (m3m. - [IB, 6p. 67 ot 2010 r.) npu nernoto Ha 60THKS, paHHa GONHIYHA
pexabuIMTaIys | 110 TIOKA3aHAS U B IPYTH KIMHAKH/OTICICHUS/CEKIUM;

1.2.2. (u3m. - [IB, 6p. 67 ot 2010 r.) cexIMoHHO - B cTpyKTypa o ®PM, pasiuunu
H3IBIHUTENH OT OTACIHUTE CEKIMM/KaOUHETH IT0 ONpee/ieHATE HAPABICHHS Ha
CIIEIMAIHOCTTA (pa3Nu4Hu HaKTOPH) MPH €UH IAIUEHT.

1.3. He ce pomycka nevenue Ha ManyueHTH 6e3 AUPEKTEH WM ONIOCPENCTBAH KOHTPOJ OT
CTpaHa Ha MEJUIIHHCKHUS [IEPCOHAI II0 BpeMe Ha IIPOLEIyPEH MIPHEM.

2. JlexapsT-CrIeUATUCT:

2.1. IlpuemMa GoTHUTE M OCHIIIECTBABA:

2.1.1. pyTHHHM OBEPBHYEH U BTOPUYHH NIPETJICH, BKIFOYBAIIN TPAAUIMOHHATE MEANIIHCKI
CpencTBa - aHaMHE3a, CTaTyc, 00CTOeH pU3HKaNIeH periell, XeMOAMHAMAYHY [I0Ka3aTeNy,
JOMHHHpAINA IaTOJIOTHYHA HaX0JKa, ChIIBTCTBAINM 3200 IBaHNs |

2.1.1.1. (u3m. - IB, 6p. 67 ot 2010 r.) crerubuunm AeHHOCTH - COMATOCKOIIU,
aHTPONOMETPHA U QYHKIHOHATHHE TECTOBE, MAHYaIHO-MYCKYIIHO TECTYBaHE, BITOMETPHS,
nia"Torpadus, nogorpadus, TMHAMOMETPHS, KOHTO MOXKE Jia Bh371ara 3a IpoBeX/IaHe ¥ Ha
H3IIBITHATENS/MTE HA peXaOuIATalHOHHATa IPOrpaMa ¢ II0CiIeIBaIIa NpeleHKa Ha
IIOJTy9EHHTE CTOXHOCTH OT U3MEPBAHETO/HUATA,

2.1.2. KMHE3HONOTHYEH aHAIIN3 C M3C/IeBaHe OJBUKHOCTTA HA TPHOHAYHUS CTHIO 1
nepuepHUTE CTABH U HA JEUHOCTHUTE OT €XKEHEBHUS JKUBOT, aHATH3 HA MOXOAKATA 1
[IaTOJIOTHYHH CXEMH Ha IBHXKCHHE, TEIOJbPiKaHe, HApyIIEHHE B pAaBHOBECHETO, OICHKA Ha
3axBara, Ha HeOOXOMMOCTTa OT GaHAaXH, OPTE3HH CPEJCTBA, CILIMHTOBE, Opeiicose,
MIPOTE3H;

2.1.3. oneHKa HEOOXOMMOCTTA OT X YMEHHMETO Ha IMAlMeHTa 33 H3HOI3BaHE Ha OMOLIHO
CPEICTBO.

2.2. Onpenens pexabUIMTAHOHHNS IOTSHIIHAIT.

2.3. MI3roTBs ¥ Ha3HaYaBa HHAUBHLYAIHA PEXaOHIUTAIIHOHHA Iporpama B
IIOCTIEI0BATEIHOCT, 00EM U JIO3HPOBKA CIIOPE]] CHETHS IIPH IIPerieia peXabHIuTaioHeH
TOTeHIHAT ¥ AMaTHOCTHIMPAHATA aTOJIOTHYHA HaX0/IKa; ChoOPa3sBaT ce BCHUKH
MTOKa3aHus, IPOTHBOTIOKA3aHHUs U BE3MOXXHH CTPAHWYHH e(hEKTH; BKIIIOYBA CHUETAHO MK
CaMOCTOSTENHO NPHUIIOKEHUE Ha QU3NKATHHTE HaKTOPH; JaBa IPENOPHKY 3a HOIXO IS
ABHI'aTENICH U XPAaHUTEJICH PEXHUM B €XKEHEBHETO U MEIUKAMEHTO3HA CyOCTHTYIHAL.

2.4. KoHTpoMpa H3IIBIHEHHETO Ha peXabUITMTAIMOHHATA IPOrpaMa i 0Ka3Ba METOIMYHA
TIOMOIL IIPY IPUIIATAHETO Ha JICICOHUTE METOMUKH, & TIPH 3a00JIABAHMS U IAIMEHTH C PUCK
I'Ml IPOBEXKIA.

2.5. IlpocnensBa CECTOSHUETO Ha GONHUS B THHAMUKA.

2.6. Haznavasa u:

2.6.1. nobNHATENHA MEIMKAMEHTO3HA TEPAIHS IIPY ITOKA3aHUS 3a OCHOBHOTO FITH
CBIILTCTBALNUTE 3200 IIBAHNS,

2.6.2. IOU'BIHUTENTHA KOHCYNITAIME U W3CJIeBAHMS.

2.7. 3ano3HaBa nanueHTa (HETOBHS HACTOMHNK) C peXabuIIMTAIMOHHATA Iporpama Ipeau
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[onKcBaHe Ha HHPOPMUPAHO CHIIIACHE MIIH OTKa3.

2.8. Boau cuenudryHa MEAUIMHCKA JOKYMEHTAIH:

2.8.1. (u3m. - IB, 6p. 67 ot 2010 r.) smct "VicTopus Ha 3a00JIBAHETO" C PHIIOKEH ¢um 3a
(GYHKIMOHAIHO H3CIIe(BaHE/H3MEPBAHE;

2.8.2. HpoIeypeH KapToH, B KOHTO BIIMCBA JUATHO3aTa/UTe CIEH MPErie/ia, eIEMEHTATE Ha
JeKyp3yca ¥ HaxoJIKaTa; 03HauaBa apaMeTPUTe, IO3UPOBKATa U YKa3aHMATA 32 IPHEMa Ha
Ha3HAYEHHTE €CTECTBEHH M/HHM npedopMupany Gpr3uKaaHl GaKTOpH KbM H3IBIHUTENA U
IPOIBDKATEIHOCTTA Ha JICYUCHHUETO, KAKTO U HOIBIHUTEIHUTE MEUKALNA, yKa3aHus |
KOHCYNTaluu/u3ciensanust; 2.8.3. 61aHKa/TaloH ¢ EKCIIEPTHO MHEHHE 32 BPEMCHHA
HEpaGOTOCIOCOGHOCT, OTPaHNYeHa PAOOTOCIIOCOGHOCT, IPOTOKOMH 3a IIOMOIIHH CPENCTBA X
Zp. KBM OGIIONPaKTHKYBAIIHS JIEKap, JTeKapcka KOMHUCHS UITH COLUATHATE CITyXOH;

2.8.4. (u3m. - IB, 6p. 67 ot 2010 r.) B mponeaypHHs KapTOH 332 BPEMETO Ha JICUCHUE A B
TaJIOH Hacpo4Ba KOHTPOJIEH IIPErJie]l ¥ yKa3Ba CPOKa 3a HOBTOPEH (IIOPE/IeH) TepaneBTHIeH
Kypc B ctpykrypa no ®PM npu aM6yaTopHH WM CTAMOHAPHH YCIOBHUS HITH B Ipyra
CTPYKTypa NpH HHTEPAUCHHIUIMHADHY Ka3yCH.

2.9. KoHCynTanTCcKa IeHHOCT - ONpe/eNis I0Ka3aH!usITa i Ha3HauaBa pexabHIMTalioHHa
Iporpama 3a HalfieHTH ChC 3aCETHATA aBTOHOMHOCT: '

2.9.1. (u3Mm. - JIB, 6p. 67 ot 2010 r.) Ha CTALHOHAPEH PEXUM B APYTH KIMHAKHA/OTACTICHHUS,
JIOMOBE 34 MEAUKO-COIUAITHYE I'PHXKHU, XOCIIHCH;

2.9.2. mpu IOMAIOHY YCIIOBHS;

2.9.3. Brpaxnaa pexaOUIHTAIHOHHATA IporpamMa B OOIMKs TepaneBTHICH NOAXO0/ IPH
CHCTOSHUS, IIOKA3aHH 3a JiedyeHue, U ¢ paxropu Ha PPM 1pH nanueHTH Ha CTAallMOHAPEH HIH
aMOyJIaTOpeH pexuM Ha JICYECHHE,

2.9.4. ygacTBa B KJIMHHYHA OOCHXKIAHMS X KIMHAKO-AaHATOMUYIHH CPEINH H H3BBH
cobCcTBEHATa CTPYKTypa BBB Bph3Ka C HHTEPAUCIUILIMHAPHH Ka3yCH.

2.10. (m3m. - [IB, 6p. 67 ot 2010 1.) [IpenopbunTenHO € a Blajee IOHE JBE
BHCOKOCIIEHATH3APAHN MEIMLMHCKY TeHHOCTH 3a CTpykTypH Il HUBO, a 3a CIIeNHAaTMCTHTE
ot CBAJI, CBP u JI3IIJIP - noHe Tasu, oGycnoBeHa oT npodHia i crenudpuxara Ha
JIeHHOCTTa

Ustounuk: HAPEJIBA Ne 30 OT 19 FOJIA 2004 T'. 3A YTBBPXKJIABAHE HA
MEJIMIIMHCKU CTAHJIAPT "®U3UKAJIHA U PEXABUJIMTALIMOHHA
MEJNLIMHA"

O6H. JTB. 6p.85 ot 28 Cenremspu 2004r., m3m. JIB. 6p.102 ot 22 JlexeMBpH 2009r., u3m. J1B.
6p.67 ot 27 Asryct 2010r., u3m. JIB. 6p.92 ot 23 Hoemspu 2010r

B T.4. HayuHH NyGaMKaOUMH OT MOC/JAEIHMTe IeT TrOJHHH H NPAIOKEHA
oudmorpadcka cnpaBkKa

1. HAPEJIBA Ne 30 OT 19 IOJIM 2004 I'. 3A YTBLPXKIABAHE HA MEJIULIMHCKHA
CTAHJIAPT "®H3UKAJIHA U PEXABHJIMTALTMOHHA MEJTUIIAHA"- numcea KOHCCHCYC 3a
JIEUEHUE ‘
2. Xiong, W. & Lahita, R. G. Nat. Rev. Rheumatol. 10, 97-107 (2014); published online 29
October 2013; doi:10.1038/nrrheum.2013.157
3. Perandini LA et al,. Exerc Immunol Rev. 2015; 21:174-85 (ISSN: 1077-5552)

HeobGxoquvn JefHOCTH 32 NpoQWIAKTHKAa Ha 3a0onsBamero (ako TakuBa Ca
MPHJIOKAMH)

VYcunns HaCOYEHH KbM paHHa JUarHo3a, NpeBCHIMA Ha OonecrTa u 3agbprKaHe Ha HUCKa
00JIeCTHA aKTUBHOCT Upe3 KOHTPOJI Ha (I)&KTOpI/ITe Ha OKOIIHaTa Cpcaa. I'enerudeH u
HMYHOJIOTHYEH CKPHHHHI C U3CHeIBaHe Ha aHTuTeNaTa IIpu pOACTBCHULUTE 110 IIbpBa
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manns. OrpaHudaBaHe Ha CTENEHTA Ha OPTaHHA YBPe/a Ype3 PeJoBEeH MOHHTOPHHT Ha
bonectra- H3Ce/BaHE HA XATUTOTHIOBETE Ha GOIECTTa, CBBP3aHH C HAMAJIEHA SKCIPECHS Ha
6asamanst CRP: CRP 2 1 4 u CRP anen na CRP 4, onenka Ha (dhaxTOpHTE HA OKOJIHATA
Cpena- CIbHYCBATa CBETIHHA , KPUCTATIEH CHIMIUEB THOKCH, HH(EKIIMATE KAaTO
GaKTepraHy , MAKOTHYHH ¥ BUPYCHY IPHIAHUTENN U Haii- Beue Epstein Barr Bupyca (EBV).
Onenxa Ha XOPMOHAITHHS CTaTyC,KOMOPOHIHOCTATE M KOHTPOIA UM.

B T1.4. mayunm ny6aMKaoue OT HOCAEJHATE NeT TOAHAH M NPHJIOIKEHA
ombauorpadcka cnpaska

1. Joint European League Against Rheumatism and European Renal Association—European
Dialysis and Transplant Association (EULAR/ERA-EDTA) recommendations for the
management of adult and paediatric lupus nephritis - Ingeborg Bajema,5 Jo H M Berden,6
John Boletis,7 Ricard Cervera,8 Thomas Dérner,9Andrea Doria, 10 Franco Ferrario,11 Jirgen
Floege,12 Frederic A Houssiau,13
John P A loannidis,14 David A Isenberg,15 Cees G M Kallenberg, 16 Liz Lightstone,17
Stephen D Marks,18 Alberto Martini,19 Gabriela Moroni,20 Irmgard Neumann,21
Manuel Praga,22 Matthias Schneider,23 Argyre Starra,24 Vladimir Tesar,25
Carlos Vasconcelos,26 Ronald F van Vollenhoven,27 Helena Zakharova,28
Marion Haubitz,29 Caroline Gordon,30 David Jayne,31 Dimitrios T BoumpaslARD Online
First, published on July 31, 2012 as 10.1136/annrheumdis-2012-201940

Ilpentoskennst 3a OpraHuM3anis HA MEIHIHHCKOTO 00C/Iy’KBaHe HA NAIMEHTHTE H 32
¢buHaHcHpaHe Ha CHOTBETHHTEe ACHHOCTH, ChOGpa3eHH ¢ jeficTBAmAaTa B CTPaHATA
HOpMAaTHBHA ypeada

Cormacuo HapenGa Ne 16 ot 30 romm 2014 r. 3a ycnoBusTa W peia 3a perHCTpHpaHe Ha
penkuTe 3a0ONABaHMA H 33 EKCIEPTHHTE IEHTPOBE U pe(EepEeHTHHTE MPEXH 33 DPEIKU
3abonsBanus 6uxme Ce IPHABPKATH KbM —IPENOPHKUTE W NPWIATAHETO HA YTBBHPACHH B
HallMOHAHATa W MEXIYyHapoaHaTa [PaKkTHKa METOIH Ha JICYEHHE W TEXHOJIOTHH, OCHOBAHH
Ha M3BECTHH IIO3HAHHS M J[OKA3aTECTBa; OMxMe pa3paboTHiIM alropUTMHM 3a MOBEAEHHE Ha
MEJMIUHCKAS ¥ JpPYr HEPCOHAI IIPH OCHIIECTBIBAHETO HAa JEHHOCTH IO OTHOLICHHE Ha
NallACHTHTE, OCHOBaHH HA AITOPUTMM OT MEXIyHAapoiHAaTa MEOUIMHCKA IPAaKTHKA H
rapaHTHpany 0e30macHOCT H KIMHHYHM DPe3yNTaTd 34 NalHeHTHTE;y4acTHEe BbB
BBBEK/IAHETO HA CHCTEMA 3a JOKJIAJIBAHE M OOCHXKIaHE Ha IPEINKH, HEXEIAHH CHOUTHS W
BBTPEOOHHYHY HHQEKIMI;CTAPTHPAHETO HA  CHCTEMA 3a OE30MACHO W3MOJ3BaHE Ha
JICKapCTBEHA Tepalmus ¥ XUPYPrUYHH INpPOLENYpH; AOKYMCHTHPAaHE HA H3BBDIIBAHHUTE
JEHHOCTH MO OTHONIEHHE HA NAlMeHTHTE; M3TOTBIHE HAa ©KErOJHO HEHHOCTTa CH IO
OTHOIICHHUE Ha 00CITyXBAaHUTE NAIMEHTH; TOKYMEHTHPAHE IPOBEICHOTO 06yUeHUe Ha
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nepconana. MI3roTesHe Ha PerHCTHp Ha ManueHTHTe . OTHOCHO PUHAHCHPAHETO,- OCBEH TOBA
or H30K , cuurame ,9¢ OHXMe MOIJNH Ja y4acTBame B MEXKIYHapoJHO (pHUHAHCHPAHHU
CKPEHHHI IpOrpamMy 3a IHarso3a, KakTo W 33 NPOrpaMd 3a NIPEBCHIHA W JICYCHUE HA
GONIHHTE ChC CHCTEMEH JIYNyC EPHTEMATO/IEC.

Onncanne Ha ONMTA ¢ KOHKPETHH NANMEHTH ChC CHOTBETHOTO PAAKO 3abonsBaHe (aKo
HMa TAKbB)

Onura B PenyOnmka Bbarapus copsMo DAIlMEHTHTE ChC CHCTEMEH JIYIyC CPHTEMATONCC €
KOHUEHTPMpPAH B YHHUBEPCHTCTCKHTC KIMHHKH M B OOJHUYHHTE CIPYKTYPH, KOHTO
NpHTEXABAT BH3MOXHOCTH 33 BHCOKOCHEIMAIM3MpaHa HHCTPyMEHTAlHa JMariosa ,
BB3MOXHOCT 33 OIICHKA Ha MMYHOJOTHYHATA aKTUBHOCT K IPHTEXaBalld HEOOXONHUMHUTE
6a3a JaHHM W ONWTHH CHCIMATHCTH, KOHMTO OCBINECTBSBAT KOHTPOIa BBPXY Oomectra.
YYacTHHUIMTE B €KUNA , 0COOEHO HETrOBUAT PHKOBOAMTEN HMMa IBJITOTOJUINCH OIHUT B
JWarHOCTHMKATA, KOHTPOJIA ¥ IPEBEHIINS Ha CUCTEMHHS JIyIIyC epUTeMaToiec.
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Abstract

Systemic lupus erythematosus (SLE) is a clinically heterogeneous disease, which is autoimmune in
origin and is characterized by the presence of autoantibodies directed against nuclear antigens. It
is a multi-system disease, and patients can present in vastly different ways. Prevalence varies with
ethnicity, but is estimated to be about | per 1000 overall with a female to male ratio of 10:1. The
clinical heterogeneity of this disease mirrors its complex aetiopathogenesis, which highlights the
importance of genetic factors and individual susceptibility to environmental factors. SLE can affect
every organ in the body. The most common manifestations include rash, arthritis and fatigue. At
the more severe end of the spectrum, SLE can cause nephritis, neurological problems, anaemia and
thrombocytopaenia. Over 90% of patients with SLE have positive anti-nuclear antibodies (ANA).
Significant titres are accepted to be of 1:80 or greater. SLE is a relapsing and remitting disease, and
treatment aims are threefold: managing acute periods of potentially life-threatening ill heaith,
minimizing the risk of flares during periods of relative stability, and controlling the less life-
threatening, but often incapacitating day to day symptoms. Hydroxychloroquine and non-steroidal
anti-inflammatory drugs are used for milder disease; corticosteroids and immunosuppressive
therapies are generally reserved for major organ involvement; anti-CD20 monoclonal antibody is
now used in patients with severe disease who has not responded to conventional treatments.
Despite enormous improvements in prognosis since the introduction of corticosteroids and
immunosuppressive drugs, SLE continues to have a significant impact on the mortality and
morbidity of those affected.

Disease name and synonyms
Systemic lupus erythematosus

Lupus

Definition/Diagnostic criteria

Systemic lupus erythematosus (SLE) is a clinically hetero-
geneous disease which is autoimmune in origin, and char-
acterized by the presence of autoantibodies directed
against nuclear antigens. It is, by definition, a multi-sys-
tem disease, and patients can present in vastly different

ways. Classification criteria have been developed, in part
in an attempt to keep the patient group as homogeneous
as possible for research purposes.

These criteria (Table 1), which are published by the Amer-
ican College of Rheumatology (ACR), were revised in
1982 [1] and combine clinical signs and symptoms with
abnormalities detected in blood tests such as a positive
anti-nuclear antibody or thrombocytopaenia. They were
further updated in 1997 [2] to reflect a greater under-
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Table I: Diagnostic criteria of SLE. Adapted from Tan et al, 1982 [1]. A person is said to have SLE if he/she meets any 4 of these |1

criteria simultaneously or in succession

Criterion Definition/examples

!. Malar rash Fixed erythema over the malar eminences, tending to spare the
nasolabial folds

2. Discoid rash Erythematosus raised patches, may scar

3. Photosensitivity
4. Oral ulcers

5. Arthritis

6. Serositis

7. Renal disorder
8. Neurological disorder
9. Haematological disorder

10. Immunological disorder

I'l. Anti-nuclear antibody

Skin rash as a result of unusual reaction to sunlight

Usually painless

Non-erosive: Jaccoud's arthropathy

a) Pleuritis — pleuritic pain, pleural rub, pleural effusion b) Pericarditis —
ECG changes, rub, pericardial effusion

a) Proteinuria (> 3+ or 0.5 g/day) b) Cellular casts in urine

a) Seizures b) Psychosis

a) Haemolytic anaemia b) Leukopaenia c) Lymphopaenia d)
Thrombocytopaenia

a) Anti-DNA antibodies b) Anti-Sm antibodies c) Anti-phospholipid
antibodies

Exclude drug causes

standing of the role of antiphospholipid antibodies in
patients with SLE.

Epidemiology

SLE is up to 10 times more common in women than men,
and typically has a predilection for women in their child-
bearing years [3]. Reliable data about the prevalence of
SLE are difficult to come by. Variable methods for data
collection and inconsistency regarding case definition
contribute to this problem, but it is clear that the statistics
vary with ethnicity. The overall prevalence is estimated to
be about 1 per 1000. A study from Birmingham, UK,
found the prevalence to be 27.7/100,000 in the general
population, but nearly 9 times higher in Afro-Caribbean
females [4]. Data from a national health survey in the USA
found the self-reported prevalence of SLE (defined as hav-
ing been given a diagnosis of SLE by a physician) to be
241/100,000 [5]. Recognizing that this may well be an
over-estimate, combining self-reporting with evidence of
a current prescription for anti-malarials, corticosteroids,
or other immunosuppressive medications reduced this
figure to 53.6/100,000 {5].

Aetiology/Pathogenesis

The clinical heterogeneity of this disease is mirrored by its
complex aetiopathogenesis (reviewed in [6]). Twin stud-
ies initially indicated the importance of genetic factors,
and genome screening has highlighted a number of
potential loci of interest [7]. In the susceptible individual,
disease may result from a variety of environmental triggers
including exposure to sunlight, drugs and infections, par-
ticularly with Epstein-Barr virus. Even within one patient,
lupus flares can result from different precipitants at differ-
ent times.

Despite extensive work, the precise pathological mecha-
nisms of SLE are still not fully understood. The majority
of patients have elevated levels of autoantibodies, directed
in particular against nuclear components such as nucleo-
somes, DNA and histones, and it is generally accepted that
at least some of these have a directly pathogenic role,
either by precipitating as immune complexes in target
organs or by cross-reacting with other functionally rele-
vant antigens. The presence and persistence of these
autoantibodies indicate an abnormality in tolerance,
which results from a combination of abnormal handling
of autoantigens following apoptosis, and deranged func-
tion of T and B lymphocytes.

Differential diagnosis

The list of possible differential diagnoses is broad, and
will vary with the presentation of each case. The non-spe-
cific clinical features of widespread pain and fatigue mean
that in some cases fibromyalgia and other chronic pain
syndromes may be appropriate differentials. Indeed, it is
important to note that fibromyalgia and SLE can co-exist
in the same patient.

A number of patients will present with a cluster of features
suggestive of an autoimmune rheumatic disease, though
at initial presentation the final diagnosis appears unclear.
A proportion of these "undifferentiated” patients will go
on to develop full blown SLE, or other diseases such as
systemic sclerosis.

Some malignancies, particularly lymphoma and leukae-
mia, which are relevant to this age-group, can present with
a similar dinical picture. Similarly, there is significant
overlap with the presentation of some infections, notably,
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Table 2: The revised classification of glomerulonephritis in SLE [1o]
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Class | Minimal mesangial lupus nephritis Normal on light microscopy. Mesangial immune deposits on immunofluorescence

Class i Mesangial proliferative lupus nephritis Mesangial hypercellularity or matrix expansion, with mesangial immune deposits on
immunofluorescence

Class Il Focal lupus nephritis Glomerulonephritis involving < 50% of glomeruli, typically with sub-endothelial immune deposits.

Class IV Diffuse lupus nephritis Glomerulonephritis involving > 50% of glomeruli, typically with sub-endothelial immune deposits. Can be
segmental or global.

Class V Membranous lupus nephritis Global or segmental sub-epithelial immune deposits

Class VI

Advanced sclerotic lupus nephritis > 90% of glomeruli globally sclerosed without residual activity

tuberculosis, HIV/AIDS and bacterial endocarditis. In
view of the immunosuppressive nature of the required
drugs, it is clearly crucial to exclude underlying infection
before starting treatment for SLE.

The acutely ill patient

Even when the diagnosis of SLE has been established, the
acutely ill patient must be thoroughly assessed before the
illness is presumed to be due to a flare of their lupus. Since
both SLE itself and the drugs used to treat it can cause
immunosuppression, sepsis is common and may present
in atypical ways. Thus, the physician must remain vigilant
in looking for infection. In addition, the possibility of cat-
astrophic antiphospholipid syndrome should be consid-
ered. We are becoming increasingly aware of this rare, but
devastating association. A recent paper [8] describes a
series of 80 such patients. The occlusion of multiple small
vessels results in multi-organ failure, and mortality was
reported to be 48% in this group.

Clinical manifestations

The clinical features of SLE are diverse and will be dis-
cussed by system as much as possible, and where appro-
priate, each section will refer to a review for more
information. Quoted frequencies of each disease manifes-

Table 3: Neuropsychiatric syndromes seen in systemic lupus
erythematosus [11]

Central nervous system  Peripheral nervous system

Aseptic meningitis
Cerebrovascular disease
Demyelinating syndrome

Acute inflammatory polyneuropathy
Autonomic disorder
Mononeuropathy (single or multiplex)

Headache Myasthenia gravis
Movement disorder Cranial neuropathy
Myelopathy Plexopathy

Seizure disorders Polyneuropathy

Acute confusional state
Anxiety disorder
Cognitive dysfunction
Mood disorder
Psychosis

tation come from a prospective European study which fol-
lowed 1000 patients with SLE over 10 years [3]

Constitutional symptoms such as fatigue, weight loss and
fever are not life threatening, but have a significant impact
on quality of life. Patients with SLE describe overwhelm-
ing fatigue and unsatisfying sleep, though the extent to
which this tiredness relates directly to lupus disease activ-
ity remains controversial [9].

Renal disease affects about 30% of patients with SLE, and
remains the most dangerous, life-threatening complica-
tion. Patients who will develop lupus nephritis most com-
monly do so within the first few years of their disease. As
renal involvement is often asymptomatic, particularly ini-
tially, regular urinalysis and blood pressure monitoring is
crucial. Renal involvement is characterized by proteinuria
(> 0.5 g/24 hours), and/or red cell casts, and early referral
for renal biopsy is generally advocated. The histological
dlassification of lupus nephritis has recently been updated
[10]. Table 3 shows the revised classification criteria,
developed under the auspices of the International Society
of Nephrology and the Renal Pathology Society. Lupus
nephritis classes I-V describe mesangial (I, II), prolifera-
tive (11, IV) or membranous (V) lesions, and each biopsy
may have features of more than one class of disease.
Classes I1I and IV are subdivided further depending on the
activity or chronicity of the abnormalities seen. Class VI is
reserved for widespread sclerotic disease. The renal biopsy
findings are used to assess prognosis and guide manage-
ment. Response to treatment can be assessed using serial
urine protein/creatinine ratios, in addition to other more
general measures of disease activity (see below).

Neuropsychiatric lupus (NPSLE) is seen in about 20% of
cases. NPSLE is often a difficult diagnosis to make. Not
only are there 19 different clinical manifestations as
described by the American College of Rheumatology [11]
(Table 3), but there is also no single, simple diagnostic
test. In many cases, a brain biopsy would be the only
definitive test, and this is rarely performed. The clinical
features vary from central nervous system disease causing
headache and seizures, or psychiatric diagnoses including
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depression and psychosis, to peripheral nervous system
involvement causing neuropathy.

The investigations of choice will vary with the presenta-
tion. Central nervous system disease usually warrants
magnetic resonance imaging (MRI) of brain or spinal
cord, and examination of the cerebrospinal fluid where
appropriate. It must be remembered, however, that nor-
mal investigations, and lack of evidence of disease activity
in another system, do not rule out the diagnosis of NPSLE
~ in a recent study of MRI in patients with NPSLE, 34%
had normal brain scans [12]. This included patients with
focal disease clinically. Interestingly, only one of the 85
patients included in this study proceeded to brain biopsy,
which is probably indicative of generally accepted prac-
tice.

The frequency of musculoskeletal disease in SLE means
that rtheumatologists often make the initial diagnosis.
Arthralgia and myalgia occur in most patients. The classi-
cal "Jaccoud's arthropathy” although not causing a
destructive arthritis, can result in significant deformity
and functional impairment. A rheumatoid-like arthritis is
seen more rarely, sometimes associated with a positive
theumatoid factor. Similarly, an overlap with myositis
also occurs.

Skin involvement in lupus is also very common. In addi-
tion to the classic malar and discoid rashes, more general-
ized photosensitivity is often present, and furthermore
sun exposure is known to trigger systemic disease flares.
Alopecia can be scarring when associated with discoid
lesions, or more diffuse, often fluctuating with disease
activity. Recurrent crops of mouth ulcers are also a feature
of active disease. Other oral manifestations include dry-
ness as a result of secondary Sjogren's syndrome, and
these patients also experience dryness of the eyes and
vagina.

Haematological features include normocytic normochro-
mic anaemia, thrombocytopaenia (sometimes, but not
always associated with antiphospholipid antibodies) and
leukopaenia. Severe haematological disease can occur, but
this is relatively rare [13].

Pleuritis , causing chest pain, cough and breathlessness, is
the most common pulmonary manifestation of SLE [14].
Although pleuritic symptoms may relate directly to active
lupus, pulmonary embolism must always be considered,
particularly in those who have antiphospholipid antibod-
ies. Pleural effusions are usually exudates, have low levels
of complement, and test positive for anti-nuclear antibod-
ies (ANA). Infections are common, and any parenchymal
lesion must be treated as infectious until proven other-
wise. Rarer complications include interstitial lung disease

http:/Amww.OJRD.com/content/1/1/6

and pulmonary hypertension (both more common in sys-
temic sclerosis) and pulmonary haemorrhage.

Gastrointestinal involvement [15] most commonly results
in non-specific abdominal pain and dyspepsia though it
can be unclear whether such pain results from the illness
itself or from drug side-effects. Hepatosplenomegaly can
come and go with disease activity. Mesenteric vasculitis is
very rare, but can be life-threatening, especially if it leads
to perforation, and may only be diagnosed at laparotomy.

SLE is associated with a variety of vascular manifestations.
Raynaud's phenomenon, causing the classical triphasic
colour change, was seen in 16% of patients in the Euro-
pean study|3]. Abnormalities in the micro vasculature are
also thought to account for the association with livedo
reticularis. Arterial and venous thrombosis affected up to
10% of the cohort, particularly in association with the sec-
ondary antiphospholipid syndrome.

In the last decade, it has become clear that patients with
SLE are at increased risk of atherosclerosis. Chronic inflam-
mation and the use of corticosteroids contribute to this
risk, and have led rheumatologists to treat SLE as an inde-
pendent risk factor for stroke and myocardial infarction,
much as an endocrinologist might regard the risk associ-
ated with diabetes. Ward [16] showed that in women
between 18 and 44 years of age, those with SLE were twice
as likely to develop a myocardial infarction or stroke, and
nearly 4 times as likely to present with heart failure.

Screening for cardiac disease with echocardiography
(ECHO) has established that asymptomatic valvular
lesions are common. In addition, pericarditis and pericar-
dial effusions are common though myocardial disease is
relatively rare.

Laboratory findings

Over 90% of patients with SLE have positive anti-nuclear
antibodies (ANA). Significant titres are accepted to be of
1:80 or greater. ANA although sensitive, is far from spe-
cific for SLE. A positive ANA is also seen in many other ill-
nesses including systemic sclerosis and polymyositis, as
well as some chronic infections. All patients should be
screened for extractable nuclear antigens (ENA). Different
ENAs are associated with different disease manifestations
- for instance, anti-Sm is associated with renal involve-
ment, and anti-Ro with secondary Sjogren's syndrome.

Antibodies to double-stranded DNA (dsDNA), and more
recently to nucleosomes (though this test is not com-
monly available in most routine labs) are more specific
for SLE, and anti-dsDNA titres are also predictive of renal
involvement. Moreover the titres of these antibodies fluc-
tuate with disease activity and therefore serial testing is a
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useful monitoring tool. Typically, a disease flare is accom-
panied by a rising titre of dsDNA antibodies and erythro-
cyte sedimentation rate (ESR), and falling complement
and lymphocyte count. The C-reactive protein (CRP),
unlike the ESR, does not usually rise with disease activity
unless there is arthritis or serositis, and a raised CRP in a
patient with SLE must always make you consider infec-
tion.

Treatment

SLE is a relapsing and remitting disease, and treatment
aims are threefold: managing acute periods of potentially
life-threatening ill health, minimizing the risk of flares
during periods of relative stability, and controlling the less
life-threatening, but often incapacitating day to day symp-
toms. Our limited understanding of the precise pathogen-
esis of SLE means that the majority of treatments are still
broadly immunosuppressive in action, and hence carry a
significant risk of adverse effects.

At the milder end of the spectrum, hydroxychloroquine is
commonly used. This is effective for skin disease, joint
pain and fatigue. Non-steroidal anti-inflammatory drugs
are also useful for arthralgia and arthritis, though more
aggressive treatment with methotrexate may be required.
Low dose oral steroids or intramuscular injections of
depot steroid preparations are sometimes used for mild
disease, but immunosuppressive therapies and high dose
steroids are generally reserved for major organ involve-
ment.

Lupus nephritis remains the complication which carries
with it the biggest risk of death or long-term morbidity.
Treatment of renal disease (Cochrane review [17]) was
standardized by the National Institute of Health guide-
lines [18] published in 1992. Combining high dose corti-
costeroids with cyclophosphamide was the gold standard
in the management of proliferative lupus nephritis for
many years. Although efficacious, this regimen is limited
by significant toxicity. Both agents are immunosuppres-
sive. In addition, corticosteroids are associated with a
whole host of adverse effects including osteoporosis and
weight gain, and cyclophosphamide can cause haemor-
rhagic cystitis and infertility. More recently, the classic reg-
imen of monthly boluses of 1g cyclophosphamide for 6
months, followed by once every three months for the next
2 years, has been modified by some groups, who instead
advocate the use of "low-dose" cyclophosphamide (6 fort-
nightly pulses of 500 mg). The so-called Euro-lupus trial,
published in 2002, showed that the use of this lower dose
regimen has better outcomes in terms of infertility risk,
with no deleterious impact on renal disease [19]. Follow-
ing remission induction, azathioprine is commonly used
for maintenance therapy. Mycophenolate mofetil [20] has
been added to the repertoire of drugs used for the treat-
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ment of lupus nephritis. This is now used commonly as
maintenance therapy following cyclophosphamide, and
its use in the induction phase has been adopted in some
centres.

Similarly, immunosuppressive treatments, such as cyclo-
phosphamide and azathioprine, are also used for central
nervous system involvement and rarely, serositis and hae-
matological disease. Furthermore, persistent autoimmune
thrombocytopenia sometimes requires immunoglobulin.

In an attempt to improve management, biological thera-
Dies are being developed, which target specific cells or
molecules within the abnormally functioning immune
system. For example, the depletion of B cells using rituxi-
mab, an anti-CD20 monoclonal antibody previously used
in the treatment of B cell lymphomas, is now being used
in patients with severe disease which has not responded to
conventional treatments [21].

Prognosis

Despite significant advances in treatment over the last
decade, SLE still caries a significant risk of mortality and
long term morbidity. A European study of 1000 patients
with SLE, demonstrated a 10 year survival probability of
92% overall, reduced to 88% in those who presented with
nephropathy [3]. Mean age at death was 44, but varied
widely from 18-81 years.

Cause of death varies with disease duration. In one cohort
[22]), renal lupus accounted for the biggest number of
deaths in those with less than 5 years of disease, whereas
vascular disease was the most important factor in the
group who died later in the disease course.

As mentioned previously, we are becoming increasingly
aware of the impact that premature atherosclerosis is hav-
ing on the long term prognosis of lupus patients who sur-
vive the early years of illness. As we develop better
immune targeted therapies, optimizing the management
of these longer term complications will become increas-
ingly important.
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MELINANEH FOCT:
Mpod. p-p Pawo Pawkos

: ,...BOXKHO 32 peBmaronorudra e aa ce oT68JIeXU, Ye ako B poja uMa peBMaTuiHO 3abong-
| Bade, ce Tipefasa NpeapasnooXeHnueTo, HO fanu We ce OTKIIOUM TOBa 3abongsaHe 3aBuUCU

> | oT MHoro Hewa...”

Mpod. a-p Pawo Palikos e popeH npes 1954-1. 3asbplsa meguivHa B MY - rp. Codus npes3 1979 r. Ot 1982 r. e acuc-
TeHT B KnnHuKa no pesmaronorus - rp. Codus. 3alurasa AOKTOPCKA AucepTanis npea 1989 r., a e n36paH 3a JoLeHT npe3
1996 r. Cneuuanuampan e BbB QOpaHuus. Npes 2004 r. cTaBa QOKTOP Ha MeULUHCKUTE Hayku, a npes 2006 r. e U36paH 3a

npodecop. Ot 2007 1. & HauyanHUK Ha KnMHWKa o pesMartonorus.

Mpod. o-p Pawkos e npeacenarten Ha BbnrapckoTo APYKECTBO NO peBMaTonorus un-e HauuoHarieH KOHCYATaHT o pes-
maTonorus. [pe3 1986 r. chbanasa [uchaHcep no CUCMeMHU 3a60A9BaHUS Ha CbEGUHUMEAHAMA MbKaH, KOWTO 3aBexaa v B
mometita. Mpog. n-p Patukos uMa Han 180 HayuHu NyGnMKauuv U e CbasTop B yueBHULM NO BbTPELHY 6oNecTy, peBMaro-

norns v Ha 3 MoHorpaduu.

M Mpod. PawkKoBs, paskaxere KakBo
e xapakTepHo 3a pa6orarta B Knu-
HMKaTa NO pPEeBMAaTONOrus, KOSATO
pbkoBopuTe?

KnuHukata no pesmartonorus e
cbanafjeHa or npod. A-p Munocod
npe3 1977 ropuHa. Karto TacHo-cne-
uManuMaupaHa KnuHuKa npes BCUUKU-
Te rogVHU OTTOraBa focera Ta € Boae-
WO 3BEHO B Pa3BUTUETO HA PEBMATO-
norusita. KnuHvikara pa6oTu no espo-
nencKuTe CTaHOapTU U B MOMEHTA TYK
Ce W3BbpIUBA BCUYKO OHOBA, KOETO
ce Npaeu U B Hal-passuTUTE CTpaHu
B Espona u CALL. Hama Helwo, KoeTo
fa ce MpaBu Ha 3anaf, a TyK He, fa-
e 0BpaTHOTO - TyK MpaBuM Hella,
KOUTO Ha 3anap He ce NpaKTUKyBarT.

KnuHukata e MeToanueH pbKoBO-
auTesn B creuuanmsauusaTa no pesMa-
Tonorus u B kypcosere no C[K
(cnepounnomya keanmdukaums). 3a-
HUMaBa ce C neyebHa, HayyHa v npe-
nofasaTefnicka OEenHOCT, Kakto U ¢
KAUHWYHK npoyusaHus. B nevebHara
NeNHOCT, KaKTO Beye crnomeHax, npa-
BUM BCUUKO OHOBA, KOETO Ce Npasn U
no cBeTa, Kato B MMyHOROTUsita cme
oco6eHo cunHu. Takasa UMyHONOMMA
B WaTouna Espona moxe pa ce pa-
60T camo Ha 2-3 mecta. MaHunyna-

1 Bpoit 04/2009, Mopuna IX

LMUTE U IOKANHOTO NeYeHune Cbluo ca
MHOro Ho6pW.

HayuHara pefiHoct Ha KnuHukata
€ cBbp3aHa ¢ PasBUTWETO Ha T.Hap.
npasHU 30HU Unu 6enu NosneTa B pes-
MaToforvaTa U ce paaBa Ha MHOro
Ro6bp ycnex. ToBa OT CBOS CTpaHa
ce ObMmKu Ha dakra, ue UMame MHOTO
nauveHT U aHanuabT Ha criydaute Uu
NMocTaBeHUTe METoAU U CXeMU Ha pa-
60Ta NO3BOMABAT W3BbPLIBAHETO Ha
[06pa HayYHO-MPaKTUYecKa felHoCT.

MpenonasaHeTo € CBbp3aHO C
obyueHue Ha cTypeHtuTe ot V Kypc,
CTa)KaHT-fiekapuTe, CbC crneupanusa-
uuure Ha OMNJ1 1 papmauesTuTe, Kak-
TO U1 GbC cneuvann3anua BbB BCUUKU-
Te Apyrv crieumanHocTy no mopyna
pesmaronorus. Mssbplusa ce u cne-
urpUUHO oBydeHue Ha PeBMaTonosu,
KOETO & Heo6X0oUMO 3a CTpaHaTa Hil.

B C KaKksu peBMATMYHIN 3260NABAHUS BN
NoCEelLaBaT Hal-4ecTo NauneHTuTe?

B no6onHUYHATA NOMOLL, Han-4ecTu-
Te 3a60519BaHUA ca apTpo3HaTa 6onecT
W apTpuTLT. ApTpo3HaTa 6onecT 3acara
1 MnH. 1 800 xun. nauueHTn B Bbnrapus.
Ha BTOpO MACTC NO YecToTa ca sonHure

¢ ocTeonoposa - 400 xun. nauneHTu, Ha
TpeTo MsSCTO ce Hapexpar 6onHute ¢
apTpuT - cboTBeTHO 100 xun. nauuexTu.
Cneggat 6onHuTe ¢ KonareHosa (3abo-
nABaHe Ha CheiuHUTenHarTa TbkaH) - 60
XUn. naumeHTu.

H OcTeonopo3aTta e TPeTOTO Mo pen
coumanHo-3HauUMmMo 3abonsaBaHe
cnep OHKONOrMuHUTEe U CbpaevHo-
cbpoBUTe 3abonasBaHuA. Pa3ska-
KeTe nosBeue 3a Hesl.

OcTeonopo3sara 61sa pa3nuyHu Bu-
nose. CoumanHo-3Hauuma e noCcTMEHO-
naysanHara ocTeonopo3a, KOATo 3acs-
ra MHOro »eHu, [lpyrute Buaose oCcTeo-
noposa ca Npeau3BUKaHy OT HAKakea
NpUuvHa - paHHa XUCTEPEKTOMUSA, paH-
Ha KacTpauvs, KopTu3oHoBa ynotpeba
WAKN OT HAKakeo 3abonssaHe. [ocTMme-
HonaysarnHara ocTeonoposa e uHrepec-
Ha C TOBAa, Ye TH ce npeaasa no Hacnen-
cTBO. Ha 100 >xeHu B meHonaysa, 25-30
YKEHU NpaBsT NocTMeHonaysanHara oc-
Teorioposa. 3a pasnuuHuTe ObpXKaBu
Tasu CTATUCTUKA e pa3nuuHa. B ceeep-
HUTE ObpXKaBy, KbETo XoparTa ce uana-
raT rno-Manko Ha CibHUE, T € No-4ecTa,
CbOTBETHO B IOXHUTE CTpaHu & no-pan-
ka. MocTmeHonaysanHara ocTeonoposa
e npo6nemM, 3aloTo XopaTa Beye XXuee-
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AT OBATO U KOrato KOCTUTE 3anodHar ga
Ge YynaT, TEXHUAT XXUBOT Npekbesa. Mo-
pany Ta3u npuunHa 8 Bunrapus, kboeto
CblUO MMa TEHAEHUUS 3a ObMibr XKUBOT,
0COBEHO NpW XeHuTe, e cbanageHa Ha-
LMoHanHa nporpama 3a pa6ota ¢ 0CTeo-
noposara nop erugata Ha MuHucrtep-
CTBOTO Ha 3apaseonassaHeto. Mo npor-
pamara pa6oTaT PeBMAaTONo3n, eHOo-
KPUHOMO3!U, akylwep-ruHeKonosu, opTo-
nenu, peHtreHonosu u ONMN 3aepgHo.
Cvspapenu ca 58 ueHTbpa No octeono-
po3a, KOUTO Ce PbKOBOAAT OT KOHCYNTa-
TUBEH CbBET MO OCTEONOpPO3a, B KOUTO
yyacTeame u Hue. BbB BCeKM LEHTBP
Tpa6ea fa yyacTBaT MUHUMYM TPU crie-
uManucta. Mma ropuwHa nporpama 3a
pa6ota no ocreonoposa. [uarHosata
ce noctaea ¢ anapatu DEXA u neueru-
€T0 Ce Ha3Hauasa cropep cneuuduyHo-
TO CbCTOSIHUE Ha NMauMeHTa, KaTo HUE B
Bvrirapus pasnonarame ¢ BCWUYKO, Koe-
TO UMa 1 Mo CBeTa, WO Ce OTHACs A0 0C-
Teonoposara. Beaka crneunanHocT ne-
KyBa pasnuuHa TapretHa rpyna. Taka
HarnpuMep EeHOOKPUHONO3UTE nekysar
Te3n 60MHW, KOUTO ca C OCTEOMNEeHUs U
ca B 106po CbCTOSHUE; opToneauTe ne-
KyBaT ¢pakTypuTe; axyllep-ruHeKono-
3UTe - NaUUEHTKUTE C XUCTEPEKTOMUS
U Te3n ¢ paHHa KacTpauus, a Tosa oT
CBOS#l CTpaHa JOMbNHUTENHO YCNOXHABA
ocreonoposata. Hue, peBmaronosure
NekyBame nauueHTuTe, ToraBa KoraTto
ce noasaT 6onku. MNpu ocTeonoposara
BonKuTe ce NOSBABAT KOFaTO KOCTHUTE
rpeduuky 3anoyHaT aa ce Kbeart u 60-
HWUTE MOBaT NMPU Hac ¢ GONKU B bP6a,
Tasa unuM tasobegperHuTe crtasu. Tora-
Ba, cnep CbOTBETHMA npernep, aude-
peHuManHa ouarHo3a, CHUMKa, uscneg-
BaHe Ha Kanuveso-pochopHa obmaHa n
KOCTHO-MUHEepanHa rnnbTHOCT, HUe Has-
HauyaBame fie4HeHUeTo U cnupame 6onecT-
Ta, KaTo NO TO3U HaUYWH ocUrypsiBame Ha
60MnHUTE OBPO KA4eCTBO HA XKUBOT.

M 3auio uma ToNKoBa MHOro 3acerHaTin
Xopa Hanocnenbk? MprumHuTe nssc-
HEHN N ¢a AOCTarbuHo?

3acerHaTmTe xopa He ce ysenuuasar
Kato a6cosmoTHa 6poiika, yBenuyasasa ce
OTHOCWUTENHATA Takasa, 3auloTo, KakTo
Beue CrnoMeHax, xopara >XMBEAT No-abIro.

M TpaBeHa nu e cTaTucTuka 3a 3abone-
BAaEMOCTTa Npe3s NocNegHUTe roguHu?

Cratuctuka 3a 3a6oneBaemocTTa
npes nocnefHUTe roquHY He e npaseHa.
Beska knuHuKa pasnonara cbC co6CTBEH
PerucTLp 3a pasnuuHuTe 601eCTU, HO To-
Ba He e gocrtatbyHo. bu cnepsano ga
Uma enuaemMuosnorMuHM npoydsaHua 3a
CTpaHara, HO 3a CbXXaneHue egHo Tako-
Ba MNpoyyBaHe & CBbP3aHO C MHOMO CKb-
na noructuka. B momeHTa HUe ce onut-
Bame [a HanpaBUM 3ae0HO C eHHOKPU-
HOMo3uTe o nuHUs Ha llpospamama 3a
0Ccmeonopo3a enuaeMUCIIOTUYHO NPOYY-
BaHe, KOeTo e 3asbplumn npe3 2010 ro-
nwHa. Okasa ce, Ye nopoBeH pog, Npoyy-
BaHUA Ca USKITHOUUTENHO TPYHAOEMKU, HO
NOHEe 3a OcTeornoposara ule pasnonara-
Me CbC CUTYpHa enuaeM1onorvs 3a crpa-
Hara. Benuky octaHanu 3aéonsasaHus we
MOXKEM fia oTuUTamMe Mo perucrbp.

M B HAKOM AbLPXKABW UMA Jl0CTA afek-
BarHa AbpXaBHA MONUTUKA NO TO3U
npo6nem, npaBu ce cKpUHUHTr. Kakso
€ NONOXEHWeTo Y Hac?

B Hawara cTpaHa uma poépa gbp-
>KaBHa NoNUTUKa Nno OTHOLLEHUE Ha Oc-
Teonoposara, MHAMGEPEHTHA MO OTHO-
wieHne Ha apTposara (6onHUTe cu nna-
AT XOHAPOMNPOTEKTOPUTE, KOUTO TPSI6-
Ba Aa Ce MNOCTaBAT BbTPECTABHO) 1
BpeaHa, B ylbp6 Ha GOMHUTE Mo OTHO-
WEHUE Ha Bb3nanuTenHuTe CTaBHU 3a-
6onssaHua. Mopagu no6usbM U Opyrut

MPUYUHK Ha Bbnrapckara pesMaTtonorus
He Ce OTNyCcKaT CpeficTBa 3a feyueHue ¢
B1ONOrMYHU CPedcTBa U HUe CMe U30C-
TaHanu CbC CefieM rofuHW OT Opyrute
CTpaHu, uneHku Ha EC. Ouwe ot 2002 ro-
OVHa B NoBeveTo aAbprkasu oT EC 6uono-
MMYHUTE CPEnCcTBa, KOUTO ca Halt-Mopep-
HOTO fNeyeHue Ha Bb3nanuTenHuTe crae-
HW 3a6onaeaHWA Cce peumBypcupar,
60rHUTE ca B JO6PO CLCTOAHUE U MOraT
Aa pa6oTAT. Y Hac HewlaTta ca YacTUyHm,
€Nn30[MYHU, HAMA YKEenaHue, He ce OT-
nyckar cpefctsa U CbOTBETHO NauuweH-
TUTE Ca B TEXKKO MNONOXKEHUE.

M BaxeH nu e nop6opLT Ha neKapeTBo
n 3awo?

Mop6opbT Ha nekapcTBa € U3KMIoYK-
TESNHO BaXkeH. Beue cbilecTByBaT Megu-
KaMeHTU 3a BCUUKU 3a6onsBaHud. He-
06X0AUMO & CaMo NaLUeHTLT Aa noceTu
peBmaTonior, Aa ce noaéepe HyXHUAT
npenapar v a ce npunoxu. Ho 3a tasu
Lien CbOTBETHOTO NIeKapeTBO TpA6GBa na
€ BHeceHO B Buarapus, naumeHTsT Aa
UMa Bb3MOXHOCT Aa CU [0 KyMU unm To
[0a ce peMmbypcupa oT gbp)kasara.

M Kakso e xapakrepHo 3a ncopmnarny-
Hus apTput? Kakea e npornosata 3a
6onuure?

3a ncopuatuyHus apTpuT e xapak-
TEPHO TOBAa, 4Ye TOW € USKMYUTENHO
MHOrOOBpA3EH, UMa TEXKYU hOPMU, KOU-

BonpocHuk:

Mpod. g-p Pawo PawkoB

Bawama meuma?

Tlekapume ga ca 602amu u cBoBogHu
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TO NPOTUYAT KaTto pPeBMaToMneH apTpurt,
uma GopmMU, KOUTO NPoTUYaT CbG 3acara-
He Ha rpbBHaka n ek ¢opmMu, KouTto ce
Xapakrepusupar ¢ Jleku CTasHu Bonku.
3aToBa e BaXKHO NMauMeHTbT ¢ ncopuatu-
yeH apTpUT aa 6bae ao6pe Ono3Har or ne-
KyBalLWs peBMATOsIOor, 33 [ia MOXe Aa no-
nyuy HyXHoTO neuyeHue. [porHosata 3a
60OMHUTE OT NCopuaTpuueH apTpuT e 1o6-
pa, ako nonagHaT Npu Ao6bp pesmarosnior
Vi TOM UM U3NULLIE arpPecuBHa Tepanus.

M Kaksa Tpa6Ba na 6bpe Bph3Kata MEXay
Bac cneuuanuctute ¥ OTUT u umar nu
JNIUMHUTE NEeKapyn afeKBaTHa NoAroToBKa
Na pasno3HaBaT W NEKyBaT peBmMarono-
rU4HUTE 3a60nABaHUA?

NuyHUTE nekapy HAMar anekBarTHa
MOAroTOBKA 3a TOYHa AuarHo3a, o6pacort-
Ka 1 neveHue Ha PeBMaTUUHO 60MHY naun-
eHTU. BaxxHOTO € o6ave, Ye Te umar xena-
HUWE [ia Ce HayuyaT ¥ HUe CMe MHOro A0BON-
HU OT KoHTakTuTe cu ¢ Oflf1, ¢ kouTto npa-
BMM CbBMECTHU CUMMO3UYMK, KaKTo "
YHUBEPCUTET MO PEeBMATONOMUs ABa MbTU
roguiuHo. Mo To3u HaunH 6aBHO 1 NocTe-
NeHHO MWUHUTE neKapy, KakTo u paséupa
ce Konerute OT OpyruTte crneuvanHocTtu,
CBUKBAT C TOBAa, Ye egHa OT cefemTte OC-
HOBHW CNeuManHoCcTy BbB BbTpeluHaTa Me-
OULMHA @ peBMmartonorusaTa u 3anoysar aa
uanpawiar npv Hac Bce NoBeYe NaLMeHTH,
KOWTO UMaT HyXda OT peBMaTonoruyHa no-
Moly,. ToBa, KOETo TpABBa fa ce oT6enexu
KaTto napafokc B Hawus dakynrer e, 4e
peBmartonorusTa e ¢ HaW-ManbK xopapu-
yM, & o 06eM T4 e TOJIKOBa, KONKOTO BCU4-
KU ocTaHanu sasonssaHus cec ceoute 100
BonecTn Mo MexayHapopHa knacuduka-
uusi U 3aeMa eHO OT yenHuTe MecTa.

B Hosoro, koeTo npeacron Ha bunrapc-
KOTO APYXECTBO N0 PEBMATONOIASA, Ha
KoeTo cTe npepcenaren?

Tasu roauHa BCUUKW nekapy we 6baar
cepTudMLMpaHy 3a exorpadus Ha cTasu.
Mpes 2010 r. ce nNpeaBwkaa NposexpaHe
Ha OBYYUTENHW KypcoBe 3a sfApeHo-mar-
HWTeH peaoHaHc. Lle 6baar npencraseHn
1 HOBUTE BUOMOTUYHU CPEHCTBa, C KOUTO
cneaea na ce pa6oTu, HOBUTE XOHAPONPO-
TEKTOPU, KaKTO U HOBUTE CXeMU 3a nede-
HME Ha BbananuTenHute U CUCTEMHU 3a-
GonaBaHus Ha cbequHuTenHara Tekad. Ml
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SYSTEMIC LUPUS ERYTHEMATOSUS:
PATHOGENESIS, CLINICAL MANIFESTATIONS AND DIAGNOSIS

INTRODUCTION

Systemic lupus erythematosus (SLE) is a multisystem autoimmune disorder with a broad
spectrum of clinical presentations (1). There is a peak age of onset among young women between the
late teens and early 40’s and a female to male ratio of 9:1. Ethnic groups such as those with African
or Asian ancestry are more at risk of developing the disorder and it may be more severe compared to
Caucasian patients. SLE is a chronic iliness that may be life-threatening when major organs are
affected but more commonly results in chronic debilitating ill health. No single cause for SLE has been
identified though factors such as sunlight and drugs may precipitate the condition and there is a
complex genetic basis.

This module will describe in detail the epidemiology, pathogenesis, clinical features and
diagnosis of SLE. ’

Learning Outcomes:
At the end of this module participants should be able to:
1. Outline the epidemiology of SLE
2. Describe, explain and critically evaluate the evidence for the pathogenesis of SLE in terms of
genetics and environmental and hormonal factors.
3. Describe the clinical manifestations of SLE in the musculoskeletal, dermatological, renal,
respiratory, cardiovascular, central nervous, gastrointestinal and haematological systems.
4. Describe and evaluate the evidence for the existence of patterns of SLE expression in
specific subsets of patients depending on age, gender, ethnicity and social class.
5. Classify and assess patients according to their severity of systems and use appropriate
diagnostic criteria to influence both the morbidity and mortality of patients with SLE.

©2007-2009 EULAR
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EPIDEMIOLOGY

There are many epidemiological studies on SLE from around the world and there is extensive
data from the European Union (EU) and the United States of America (USA) (2-14).
Incidence

The incidence of SLE in the general population varies according to the characteristics of the
population studied, i.e. age, gender, race, ethnic/national origin or period of time studied, but also
depending on changes in classification criteria. In the EU, the annual incidence ranges between 3.3
cases per 100,000 persons per year in Iceland (7) and 4.8 cases per 100,000 persons per year in
Sweden (5) (Table 1). In the USA, the annual incidence of SLE ranges from 1.8 to 7.6 cases per
100,000 persons per year (Table 2). The incidence of SLE may be increasing - for example the
incidence of SLE in Rochester, Minnesota increased by a factor of 2.5 from the years 1950-1954 (4)
to the years 1975-1979 (10).

Table 1: Incidence of SLE in several studies in Europe.

Date Incidence*
Location
Sweden (5) 1982 4.8
Nottingham(6) 1989 3.7
Iceland (7) 1990 3.3
Birmingham (9) 1991 3.8

* Incidence rates per 100,000 persons per year; including males and females.

Table 2: Incidence of SLE in several studies in the USA.

Date Incidence*
Location
San Francisco (2) 1973 7.6
Baltimore (3) 1977 4.6
Rochester (4) 1979 2.2
Rochester (10) 1992 5.8

* Incidence rates per 100.000 persons per year; including males and females.

©2007-2009 EULAR
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Prevalence

Several prevalence studies in the general population also show marked variation. This
variability may result from methodological differences in case ascertainment and socio-economic
factors. However, true geographic differences cannot be excluded and may result from differences in
genetic or environmental factors.

In 1982, Hochberg et al. (12) in England and Wales reported a prevalence of 12.5 cases per
100,000 women of all ages, and was higher at 17.7 in women of 15 to 64 years of age. More recent
studies by Hopkinson et al. (6) indicate a prevalence of 25 cases per 100,000 persons in Nottingham
and those of Johnson et al. (9) a prevalence of 28 cases per 100,000 persons. The highest
prevalence in Europe has been described in Sweden with 39 cases per 100,000 persons (Table 3).
The overall prevalence in the USA ranges between 14.6 and 50 cases per 100,000 persons (including
white and black people) (Table 4).

Table 3: Prevalence of SLE in several studies in Europe.

Location Date Prevalence*
Finland (11) 1978 28.0
England-Wales (12) 1982 12.6**
Sweden (5) 1982 39.0
England (Leicester) (8) 1989 26.1

Iceland (7) 1990 36.0
England (Nottingham) (6) 1990 246
England (Birmingham) (9) 1991 27.7

Ireland (14) 1993 25.4

* Prevalence rates per 100.000 persons; both sexes combined.

** Females only.

Table 4: Prevalence of SLE in several studies in the USA.

Location Date Prevalence*
San Francisco (2) 1973 50.8
Rochester (3) 1980 40.0
Hawaii (13) 1989 41.8

* Prevalence rates per 100.000 persons; including males and females.

©2007-2009 EULAR
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PATHOGENESIS

The pathogenesis of lupus remains unclear although the concept of apoptosis goes some way
to explaining how the immune system may recognise predominantly intracellular antigens.
Autoantigens are released by necrotic as well as apoptotic cells. Defects in the clearance of apoptotic
cells have been described in SLE which may lead to aberrant uptake by macrophages which then
present the previously intracellular antigens to T and B cells thus driving the autoimmune process
(15). Recent work has expanded these concepts and dissected out possible defects in clearance of
apoptotic bodies including complement deficiencies, defects in macrophage handling and
presentation of these antigens to the immune system.

The most striking recent studies have demonstrated the development of autoantibodies years
before the onset of clinical features of SLE and the antiphospholipid syndrome (APS) (16,17). These
investigators utilised the United States Department of Defence serum repository containing some 30
million samples from service personnel taken at regular intervals. They identified 130 individuals with
SLE and showed that autoantibodies to DNA developed in 72 patients on average 2.7 years prior to
diagnosis and up to 9.3 years earlier. They also described the prevalence of other autoantibodies
such as anti-nuclear, anti-Ro, anti-La, anti-Sm, anti-RNP (16) and anti-phospholipid antibodies
(aPL)(17) prior to the development of clinical SLE. Antinuclear antibodies occurred earlier than anti-
DNA antibodies and a significant number of these patients had a rise in the anti-DNA titres just prior
to diagnosis. Interestingly, anti-Sm and anti-RNP antibodies appeared shortly before diagnosis
suggesting a crescendo of autoimmunity resulting in clinical illness. This data also suggests that
autoantibodies alone do not necessarily result in clinical disease and that other factors possibly
genetic and environmental may be important. It may be possible in the future to predict the onset of
clinical features of lupus by clinical assessment and monitoring the development of various lupus
autoantibodies.

The potential pathogenicity of anti-DNA antibodies remains controversial. Several animal
models and experiments suggest that these auto-antibodies are capable of producing renal lesions in
severe combined immunodeficiency (SCID) mice. However, the evidence is less convincing in
humans. This is especially true with the insights gained from therapy with B cell depleting agents such
as rituximab where there is often a rapid clinical response with only moderate reductions in anti-DNA
antibody levels (18).

Cytokine patterns may also be important in the pathogenesis of lupus. Recent studies have
highlighted the over-expression of the type | interferon pathway in patients - the so-called ‘interferon
signature’. A large study has shown an association of a common interferon regulatory factor 5 (IRF5)
haplotype driving elevated expression of multiple unique isoforms of IRF5 as an important genetic risk
factor for SLE (19).
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Abnormal signal transduction may also be important in the pathogenesis of SLE. For example
decreased expression of TCR zeta chain, PKC theta, decreased PKC dependent protein
phosphorylation, impaired translocation of NF-kB p65 and decreased production of IL-2 as well as
functional variants in the signal transducer and activator of transcription 4 (STAT4) genes have all
been described in T cells from SLE patients (19, 20).

Genetics

Genetic susceptibility to lupus is inherited as a complex trait and studies have suggested that
several genes may be important. In particular an interval on the long arm of chromosome 1, 1923-24,
is linked with SLE in multiple populations. Clinically it is widely accepted that active SLE is
characterised by elevated erythrocyte sedimentation rates but normal C-reactive protein (CRP) levels.
Both CRP and complement as well as serum amyloid P protein are important in clearing apoptotic cell
debris and the genes for CRP have been mapped to chromosome 1, 1923-24, the so-called pentraxin
locus. Russell and colleagues examined the inheritance of polymorphisms at the pentraxin locus in a
family-based association study of SLE and found strong linkage disequilibrium within each of the CRP
and serum amyloid P genes (21). They demonstrated that an allele of CRP 4 was associated with
SLE. Furthermore there were two haplotypes that were significantly associated with reduced basal
CRP expression: CRP 2 and CRP 4 and an allele of CRP 4 was associated with ANA production.
Thus the authors proposed a genetic explanation of the link between low CRP levels, antinuclear
autoantibody production and the contribution of these to the development of human SLE.

Another large study of individuals and multi-case families with SLE suggested that a single
nucleotide polymorphism (SNP) within the programmed cell death 1 gene (PDCD1) is associated with
the development of lupus in both European and Mexican populations. The authors showed that the
associated allele of this SNP alters a binding site for a transcription factor located in an intronic
enhancer, suggesting a mechanism through which it can contribute to the development of SLE (22).

Environmental factors

Sunlight is the most obvious environmental factor that may exacerbate SLE. Other factors
have been considered and crystalline silica was the focus of studies from the south eastern United
States where occupational exposure was hypothesised as a risk for developing lupus. A case control
study found that more patients (19%) than controls (8%) had a history of medium- or high-level silica
exposure from farming or trades suggesting that this may be associated with the development of SLE
in a proportion of individuals though occupational exposure may be often difficult to quantify
accurately (23). A further study found associations with self-reported occupational exposure to
mercury, mixing pesticides for agricultural work and among dental workers although the actual
numbers exposed was relatively small. Unlike scleroderma though there was no association with

solvent use (24).
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Epstein Barr virus (EBV) has also been identified as a possible factor in the development of
lupus. EBV may reside in and interact with B cells. Gross et al (25) found a high frequency of EBV
infected B cells in lupus patients compared to controls and these infected cells are predominantly
memory B cells. There was no relationship with immunosuppressive therapy and furthermore patients
with active lupus flares had more infected cells than patients with quiescent disease. Although other
studies have suggested a causative role for EBV in SLE, these authors are more cautious and despite
their findings of increased frequencies of infected cells, increased viral loads, and viral gene
expression, they have not interpreted this as directly implicating EBV in the development of SLE and
argue that it is also possible that the immune dysregulation of SLE may result in aberrant EBV
expression. In contrast, studies in a mouse model found that direct introduction of the whole EBV
nuclear antigen 1 protein can elicit IgG antibodies to Sm and to double-stranded DNA (dsDNA) thus
supporting a putative role for EBV in the development of lupus. The paradox remains that aithough
90% of the adult population are infected by EBV, the prevalence of SLE remains low emphasising the
muiti-factorial nature of the pathogenesis of SLE.

Hormonal factors

SLE is a disease of women of child-bearing age and there have been many anecdotal reports
of exogenous oestrogens exacerbating lupus or increasing the risk of developing this disorder. Oral
contraceptive use in the Nurses Health Study was associated with a slightly increased risk of
developing SLE with a relative risk versus never users of 1.9 (26). Hormone replacement therapy
(HRT) has been associated with an increased risk of developing SLE though another study failed to
show any increased risk. Several small studies have suggested that HRT is unlikely to increase the
risk of flares in SLE though these studies in general have been small retrospective case series. The
definitive prospective study is the SELENA trial which randomised women with SLE to receive HRT or
placebo (27). Although there was no increase in major flares in the HRT group, there were
significantly more mild to moderate flares in the HRT group compared to the placebo group. A number
of women, including one in the placebo group, developed thrombotic events. Recent data has swung
against the long term use of HRT although there may still be a role for using it for limited periods in
women with SLE who are aPL negative who have severe menopausal symptoms. This study will
inform patients and clinicians of the potential risks and confirms the view that HRT is contraindicated
with women with aPL.

The use of the combined oestrogen containing oral contraceptive pill has been discouraged in
lupus patients following anecdotal reports of serious disease flares. Two randomised controlled trials
investigated the oral contraceptive pill in women with lupus. Petri et al randomised 183 women with
inactive or stable low grade lupus activity to receive either a combined low dose oestrogen containing
oral contraceptive pill or a placebo for one year (28). All participants practised other effective birth-

control methods.
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There were no differences in the rates of severe or mild to moderate disease flares in either treatment
group and the authors suggest that this type of contraception may be considered in women with lupus
who need effective birth control especially when receiving cytotoxics, for amelioration of menstrual
disease flares and protection against steroid related bone loss.

Furthermore, Sanchez-Guererro et al. (29) randomised 162 women with SLE to combined oral
contraceptive pills, progestin only pills or a copper intra-uterine device. At the end of one year there
were no differences in disease activity scores or flare rates. This study included asymptomatic aPL
positive patients and 4 patients (2 in each of the hormone groups) suffered venous thrombotic events.
There was a higher infection rate in those women assigned to the intra-uterine device.

Taken together these studies provide some reassurance for lupus patients with mild stable
disease who are aPL negative who wish to consider the use of the oral contraceptive pill. Both studies
however highlight the thrombotic risk inherent in lupus patients, even if aPL are absent.

CLINICAL MANIFESTATIONS

Musculoskeletal involvement
Joints

Arthralgia occurs in about 90% of all patients with SLE. Characteristically, it is polyarticular,
symmetrical, episodic and flitting in nature. The patients’ symptoms often exceed the objective clinical
findings and usually there is no clinically overt arthritis. Synovial effusions are uncommon and of small
volume when they do occur. However, approximately 10% of SLE patients do have a deforming
Jaccoud’s arthritis. In contrast to patients with rheumatoid arthritis, the deformities are not usually
associated with synovial hypertrophy or bony erosions. In fact, tenosynovitis is more common than
erosive synovitis and is the cause of the “swan-neck” deformities and uinar deviation seen in the
Jaccoud’s arthritis of lupus. Examination of the synovial fluid usually reveals a white cell count of less
than 3000/mm?®, predominantly mononuclear cells. The fluid is often positive for rheumatoid factor and
anti-nuclear antibody. Approximately, 1-2% of SLE patients also meet the American College of
Rheumatology (ACR) criteria for definite or classical rheumatoid arthritis and have an erosive
arthropathy .
Muscles

Clinically obvious muscle involvement has been reported in 30-50% of SLE patients. However,
myalgia, muscle weakness and tenderness, may be due to a variety of other complications. Thus both
corticosteroid and rarely chloroquine therapy may cause a myopathy. In addition, myalgia may be
induced by an adjacent arthralgia, although only 5% of lupus patients have met the ACR criteria for
both SLE and polymyositis.
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Dermatological involvement

Cutaneous lesions may occur in up to 85% of SLE patients. The butterfly rash is
erythematous, often blotchy, and found mainly over the malar bones and across the bridge of the
nose (Fig. 1). Although it is the best known skin lesion, it is merely one of numerous ways in which
lupus manifests cutaneously. Lesions such as maculopapular and discoid lesions, splinter
haemorrhages, dilated capillaries at the nail base, bullous lesions, angioneurotic oedema, livedo
reticularis (Fig. 2) and buccal, genital and nasal ulceration have also been described. Vasculitic skin
lesions are usually found at the nailfolds and finger tips (Fig 3) or on the extensor surface of the
forearm. When they occur around the malleoli, they may lead to tender, deep, leg ulcers which can
take months to heal.

Many SLE rashes are exacerbated by ultraviolet light and indeed generalized lupus flares may
follow exposure to direct sunlight with inadequate protection (Fig 4). A particularly photosensitive rash
is subacute cutaneous lupus erythematosus (SCLE) which is often associated with anti-Ro antibodies
(Fig. 5). Babies born to mothers with anti-Ro and/or anti-La antibodies are at risk of neonatal lupus
syndrome (Fig 6).

The deposition of immunoglobulins at the dermal-epidermal junction in skin biopsies from
patients with lupus was first reported over 40 years ago. These immunoglobulins are usually of the
I9G or IgM isotype. Approximately, 90% of biopsies from lupus skin lesions have such
immunoglobulin deposits which usually appear as a band along the dermal-epidermal junction, giving
rise to the name the “lupus band test’. In patients with SLE, deposition of immunoglobulin and
complement may be found in clinically normal skin and is thus a useful adjunct to diagnosis since no
such deposition is found in patients with discoid lupus or control subjects.

Figure 1 - Malar rash
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Figure 2 - Livedo reticularis

Figure 3 — Periungual erythema and nailfold vasculitis
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Figure 4 - Acute diffuse cutaneous lupus

Figure 5 - Subacute cutaneous lupus Figure 6 - Neonatal lupus
erythematosus
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Lupus nephritis

More than 70% of patients with SLE have renal involvement at some stage of their disease.
The World Health Organisation (WHO) classification for lupus nephritis has been updated to alIoW
more accurate descriptions of renal histopathology specimens by the International Society of
Nephrology (ISN) and the Renal Pathology Society (RPS) (30) (Fig. 7 - 9) (Table 5). These
descriptions allow better communication between pathologists translating static images from histology
slides into meaningful descriptions of the huge variety of biopsy appearances for clinicians. Of the
different pathological classes, diffuse proliferative glomerulonephritis (Class V) has the worst
prognosis, resulting in 11-48% of patients with end stage renal disease at 5 years.

Figure 7 - Kidney Biopsy: Class Il (Focal Proliferative) Lupus Nephropathy
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Figure 8 - Kidney Biopsy: Class IV (Diffuse Proliferative) Lupus Nephropathy

Figure 9 - Kidney Biopsy: Class V (Membranous) Lupus Nephropathy
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Table 5: International Society of Nephrology/Renal Pathology Society 2003 classification of lupus nephritis

Class |
Minimal mesangial lupus nephritis
Normal glomeruli by light microscopy, but mesangial immune deposits by immunofluorescence
Class Il
Mesangial proliferative lupus nephritis
Purely mesangial hyper-cellularity of any degree or mesangial matrix expansion by light microscopy, with
mesangial immune deposits
May be a few isolated sub-epithelial or sub-endothelial deposits visible by immunofluorescence or electron
microscopy, but not by light microscopy
Class Ill
Focal lupus nephritis®
Active or inactive focal, segmental or global endo- or extra-capillary glomerulonephritis involving <50% of alll
glomeruli, typically with focal sub-endothelial immune deposits, with or without mesangial alterations
Class Il (A)
Active lesions: focal proliferative lupus nephritis
Class Ill (A/C)
Active and chronic lesions: focal proliferative and sclerosing lupus nephritis
Class il (C)
Chronic inactive lesions with glomerular scars: focal sclerosing lupus nephritis
Class IV
Diffuse lupus nephritis®
Active or inactive diffuse, segmental or global endo- or extra-capillary glomerulonephritis involving 250% of all
glomeruli, typically with diffuse sub-endothelial immune deposits, with or without mesangial alterations. This
class is divided into diffuse segmental(IV-S) lupus nephritis when 250% of the involved glomeruli have
segmental lesions, and diffuse global (IV-G) lupus nephritis when 250% of the involved glomeruli have global
lesions. Segmental is defined as a glomerular lesion that involves less than half of the glomerular tuft. This class
includes cases with diffuse wire loop deposits but with little or no glomerular proliferation
Class IV-S (A)
Active lesions: diffuse segmental proliferative lupus nephritis
Class IV-G (A)
Active lesions: diffuse global proliferative lupus nephritis
Class IV-S (A/C)
Active and chronic lesions: diffuse segmental proliferative and sclerosing lupus nephritis
Active and chronic lesions: diffuse global proliferative and sclerosing lupus nephritis
Class IV-S (C)
Chronic inactive lesions with scars: diffuse segmental sclerosing lupus nephritis
Class IV-G (C)
Chronic inactive lesions with scars: diffuse global sclerosing lupus nephritis
Class V
Membranous lupus nephritis
Global or segmental sub-epithelial immune deposits or their morphologic sequelae by light microscopy and by
immunofluorescence or electron microscopy, with or without mesangial alterations
Class V lupus nephritis may occur in combination with class 1l or IV in which case both will be diagnosed
Class V lupus nephritis show advanced sclerosis
Class Vi
Advanced sclerosis lupus nephritis
290% of glomeruli globally sclerosed without residual activity

# Indicate the proportion of glomeruli with active and with sclerotic lesions.

® Indicate the proportion of glomeruli with fibrinoid necrosis and/or cellular crescents.

Indicate and grade (mild, moderate, severe) tubular atrophy, interstitial inflammation and fibrosis, severity of
arteriosclerosis or other vascular lesions.
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Lungs

The immunosuppressive therapy required by many SLE patients predisposes them to
concurrent infection. The lungs are a frequent target for this “secondary” infection and bacteria
(including tubercule bacilli), viruses and fungi may all cause pneumonia in lupus patients.

Parenchymal alterations, attributable to SLE itself, have been described in 18% of patients.
These patients had interstitial fibrosis, pulmonary vasculitis and interstitial pneumonitis. However,
many non-specific pulmonary lesions previously attributed to SLE, such as alveolar haemorrhage
(Fig. 9), alveolar wall necrosis, oedema and hyaline membranes, are probably secondary to factors
such as intercurrent infection, congestive heart failure, renal failure and oxygen toxicity.

In the relatively few cases studied, immune complex deposition has been closely correlated
with histological evidence of inflammatory lesions in the pleural (and pericardial) membrane.

Abnormal pulmonary function tests, notably diminished total lung capacity and flow rates, in
clinically mild patients with dyspnoea, poor diaphragmatic movement, basal crepitations and
occasionally cyanosis and clubbing, are found in up to 50% of SLE patients. A similar proportion of
SLE patients may have an acute lupus pneumonitis with a mononuclear cell infiltrate detectable in the
alveolar septae. These patients frequently complain of dyspnoea, pleuritic chest pain and coughs.
Haemoptysis is less common and true pulmonary haemorrhage from necrotizing alveolar capillaritis is
rare.

Pleural effusions may be found in about half of these patients (and in other SLE patients
especially during generalized disease flares). The effusions are normally small to moderate in size
and are usually exudates (i.e. protein content >3 g/100 ml). They are rarely haemorrhagic and usually
have a glucose concentration double that found in rheumatoid effusions (normally, 20 mg/100 m! or
less).

Figure 10 - Alveolar Haemorrhage
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Heart
Pericardium

Abnormalities of the electrocardiogram, notably of the T wave, are the most frequent
manifestation. A pericardial rub may be more common than a significant pericardial effusion.
Histological abnormalities vary from occasional foci of fibrinoid degeneration and inflammatory cell
infiltrates to far more extensive lesions. Adhesive chronic pericarditis and very large effusions causing
tamponade are very rare.

Myocardium

Whilst true myocardial involvement is less frequent than pericardial disease, prolongation of
the PR interval (approximately 10%), fibrinoid degeneration, myocardial infarction and coronary
stenosis due to arteritis are occasionally seen. New imaging techniques such as cardiac MRI suggest
that myocardial involvement may be more common than previously thought.

There is increasing evidence that premature accelerated atherosclerosis considerably
increases the risk of cardiovascular events in patients with SLE and this is described in a separate
module of this course.

Valves

Systolic murmurs are frequently heard in around 30% of SLE patients. However, they probably
reflect the hyperdynamic circulation consequent upon the anaemia often found in these individuals. In
contrast, diastolic murmurs are uncommon.

Libman-Sacks endocarditis has long been described as a feature of SLE. Although found in up
to 50% of autopsied cases, it rarely causes clinically significant lesions. Histologically, the lesions are
small (1-4 mm) vegetations (verrucae) comprising proliferating and degenerating valve tissue with
fibrin and platelet thrombi. They are most frequently found adjacent to the edges of the mitral and
tricuspid valves. aPL may contribute to the development of Libman-Sacks endocarditis and studies
suggest that there is a selective deposition of aPL and complement within the walls of the small
junctional vessels in the active portions of the verrucous endocardial lesions.

Central nervous system lupus

The ACR classification criteria for central nervous system (CNS) lupus has changed
considerably from seizures and psychosis. The ACR nomenclature now includes 19 different
syndromes that are classifiable (31) (Table 6). An emerging concept is the distinction between CNS
manifestations due to lupus and those due to the APS. A wide variety of neuropsychiatric
manifestations attributable to APS have been described including strokes, seizures, movement
disorders, transverse myelopathy, demyelination syndromes, transient ischaemic attacks, cognitive
dysfunction, visual loss and headaches including migraine.
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Table 6: Neuropsychiatric syndromes observed in SLE.

Central nervous system:
Aseptic meningitis
Cerebrovascular disease
Demyelinating syndrome
Headache (including migraine and benign intracranial hypertension)
Movement disorder (chorea)
Myelopathy
Seizure disorders
Acute confusional state
Anxiety disorder
Cognitive dysfunction
Mood disorder
Psychosis

Peripheral nervous system:
Acute inflammatory demyelinating polyradiculoneuropathy (Guillain-Barré syndrome)
Autonomic disorder
Mononeuropathy, single/multiplex
Myasthenia gravis
Neuropathy, cranial
Plexopathy
Polyneuropathy

Gastrointestinal problems

A wide variety of non-specific gastrointestinal clinical features has been described amongst
SLE patients. Abdominal pain (especially common in children) occurs in about 20% of cases. Its
precise cause is rarely determined though ileal and colonic perforations and regional enteritis have
been described. Pathologically, necrotizing vasculitis is usually found when perforation occurs.
Ascites, dysphagia and pancreatitis are occasionally seen. Hepatomegaly and/or liver function test
abnormalities may be found in up to 30% of patients. However, the laboratory abnormalities may be
related to SLE therapy.

Haematological abnormalities
Red blood cells

A normochromic, normocytic anaemia is frequently found in SLE patients, with concomitant
low levels of both the serum iron and iron binding capacity. This abnormality appears to be related, as
in other diseases, to chronic inflammation and shunting of elemental iron from erythroblasts to
macrophages.

Iron-deficiency anaemia may be induced by non-steroidal anti-inflammatory drugs, which can
cause gastrointestinal haemorrhage. Excessive blood loss from menorrhagia, sometimes related to
severe thrombocytopenia, may have the same effect.
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Haemolytic anaemia as detected by the Coombs’ test is another rare feature of SLE.
Autoimmune thrombocytopenia occasionally manifests simultaneously with haemolytic anaemia: this
condition is known as Evan’s syndrome.

Platelets

Two forms of thrombocytopenia (platelet count < 100 x 10%/1) are found in SLE. Firstly, it may
be encountered in a chronic form, generally associated with mild disease. Secondly, it may occur in
an acute form, similar to idiopathic autoimmune thrombocytopenic purpura. This latter association is
with disease carrying a greater morbidity and mortality.

Platelet destruction appears to be mediated by anti-platelet antibodies and aPL are also
associated with thrombocytopenia as well as with thrombosis.

White blood cells

Persistent leucopenia (< 4.0 x 10%1) is one of the ACR criteria for the classification of SLE. It
probably results from a combination of destruction of white cells by autoantibodies, decreased marrow
production, increased or marginal splenic pooling, and complement activation. It should also be noted

that the immunosuppressive drugs used in the treatment of SLE may cause a marked leucopenia.

Serological abnormalities

The serum from SLE patients may bind to an extensive array of molecules including nucleic
acids (antinuclear antibodies) and phospholipid binding proteins (lupus anticoagulant, anticardiolipin
antibodies, B2 glycoprotein 1 antibodies). Antibodies may also be detected against diverse cells
including leukocytes, erythrocytes, platelets and neurones. In addition to these autoantibodies,
numerous other abnormalites are evident, including the LE cell phenomenon,
hypocomplementaemia, elevated levels of acute phase proteins, gamma globulins and circulating

immune complexes.

Non-specific features

Fever, lymphadenopathy, hair loss and Raynaud’s phenomenon are all commonly found in
SLE patients. Fever in lupus patients may be striking and often requires extensive investigation to
exclude concurrent infection, although a normal CRP in this context usually suggests a low likelihood
of sepsis.

Lymphadenopathy may also be dramatic in SLE, to such an extent that lymph node biopsy
may have to be performed to exclude malignancy. Some patients seem more prone to this feature
than others and in this group the degree of lymphadenopathy may reflect general disease activity.
Splenomegaly occurs in about 10% of patients.
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PATTERNS OF DISEASE EXPRESSION IN SPECIFIC SUBSETS

An important question is whether the age at onset of the disease, the gender, or the
autoantibody pattern, can modify the disease expression and define specific SLE subsets. The “Euro-
Lupus” studies have provided major insights into these areas of inquiry. This cohort is composed of
1,000 patients with SLE that have been followed prospectively since 1991. These patients have been
gathered by a European consortium - the “Euro-Lupus Project Group” - that includes more than 40
investigators from seven European countries who have substantial experience in the management of
SLE patients. This consortium was originated as part of the network promoted by the “European
Working Party on SLE”. The general characteristics of this cohort at the beginning of the study were
published in 1993 (Tables 7 and 8) (32).

Table 7: Clinical manifestations in a series of 1,000 European SLE patients.

SLE manifestation Prevalence (%)
Arthritis 84
Malar rash 58
Fever 52
Photosensitivity 45
Nephropathy 39
Serositis 36
Raynaud’s phenomenon 34
Neurologic involvement 27
Oral ulcers 24
Thrombocytopenia 22
Sicca syndrome 16
Livedo reticularis 14
Thrombosis 14
Lymphadenopathy 12
Discoid lesions 10
Myositis 9
Haemolytic anemia 8
Lung involvement 7
Subacute cutaneous lesions 6
Chorea 2

18
©2007-2009 EULAR



Eular On-line Course on Rheumatic Diseases - module n°17
Ricard Cervera, Gerard Espinosa, David D’Cruz

Table 8: Prevalence of serological features in a series of 1,000 SLE patients.

Serological features Prevalence (%)
Antinuclear antibodies 96 -
Anti-DNA antibodies 78
Anti-Ro (SSA) antibodies 25
Anti-LA (SSB) antibodies 19
Anti-RNP antibodies 13
Anti -Sm antibodies 10
Rheumatoid factor 18
IgG Anticardiolipin antibodies 24
IgM Anticardiolipin antibodies 13
Lupus anticoagulant 15

Effects of age

Age-specific incidence rates have been estimated in several studies and peak incidence rates
have been described in the 15 to 44 (32), 20 to 39 (8), 25 to 44 (4), 35 to 54 (3) and 50 to 59 (12) year
age period. Age-specific incidence rates in males are difficult to interpret because of the small
numbers of cases but SLE can appear in older males. Thus, peak rates occurred in the 50 to 59- year
age group (12) and in those aged 65 and older (32).

SLE can appear at all ages. However, in most patients, the symptoms of SLE appear between
15-40 years, with a mean between 29-32 years (32). Conversely, SLE can appear before 15 years of
age in 8-15% of the patients and in a similar percentage in older age groups (above 55 years-old)
(32). In recent studies (3,7), the mean age of appearance of symptoms has increased from 41 to 47
years.

Several studies have suggested that age at symptom onset can modify the clinical and
immunological characteristics of SLE. In the “Euro-Lupus” cohort (32), 76 out of the 1,000 patients with
SLE (8%) developed the disease before the age of 14. Female/male ratio (7:1) was lower than the
general SLE population (10:1). In addition, the clinical and immunological patterns of SLE in childhood
onset patients differs slightly from the disease in other SLE patients. Childhood onset patients are more
likely to have severe organ involvement, especially nephropathy, at presentation. Other major
manifestations, such as neurologic involvement, thrombocytopenia and hemolytic anemia, were also
common initial features in the childhood onset group. However, during the disease evolution, the pattern
was quite similar in childhood onset and adult patients. Interestingly, the initial diagnosis in the
childhood onset group was delayed, presumably because doctors are reluctant to diagnose SLE in
childhood patients and because typical signs and symptoms are less common. This is reflected in a
mean five year delay in establishing the diagnosis of SLE in the childhood onset group.
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On the other hand, although SLE has traditionally been considered a disease of young women,
several reports have described SLE in older populations. In the “Euro-Lupus” cohort (32), 90 patients
(9%) developed the disease after the age of 50. Although some authors have found no differences in
the female/male ratio related with aging, the observations of this cohort suggest that female
predominance is not so pronounced in the older onset group (5:1). The clinical expression of SLE in
older patients differs in several aspects from the disease in young adults. The most common
manifestations in the older-onset patients are themselves interesting, and the clinical picture best
resembles patients with drug-induced SLE, primary Sjégren's syndrome, or polymyalgia rheumatica.
Thus, in the “Euro-Lupus” cohort, typical SLE manifestations, such as malar rash, photosensitivity,
arthritis or nephropathy, were less common than in the younger patients. In contrast, sicca syndrome
was common.

Although the explanation for this apparent age-related variability in the expression of the disease
is still unclear, demographic factors and differences in genetic predisposition or responsiveness of an
aging immune system may be implicated. It has been speculated that older and younger patients may
have different genetic determinants of disease and respond to different triggering mechanisms.
Alternatively, the less florid expression of SLE both clinically and immunologically in older patients may
reflect senescence of the immune system.

Effects of gender

Clinical studies have consistently demonstrated a female predominance. Thus, in the largest
American series of 1,103 patients (33), 88% were females and in the largest European series (32)
with 1,000 patients, 91% were females. In general, this percentage ranges between 78 and 86% in
the majority of studies, with a female/male ratio of approximately 10:1. This excess of females is
especially noteworthy in the 15 to 64 year age group, where ratios of age and sex specific incidence
rates show a six to tenfold female excess. No such excess was noted in the 14 and younger and in
the 65 and older age groups. These age-related differences in the female/male ratios may well be
related to hormonal changes.

In the “Euro-Lupus Cohort” (32), 92 out of the 1,000 (9%) patients with SLE were men. Overall
experience with male SLE patients is not extensive and the precise frequency of clinical and serological
features differs from study to study. The clinical expression and immunological features of SLE in men
and women both at disease onset and during the follow-up period noted several interesting clinical
differences. Firstly, a higher prevalence of serositis was found in the male patients at presentation. In
contrast, arthritis tended to occur less commonly in these patients, although the difference was not
statistically significant. This atypical presentation is relevant because it can lead to a delay in diagnosis.
Secondly, during disease evolution, a lower prevalence of arthritis was found in the males. The
prevalence of nephropathy, neurological involvement, thrombocytopenia, vasculitis and serositis was
similar in both groups. In addition, no significant immunological differences were found between men
and women
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Effects of ethnic and social factors

The incidence and prevalence of SLE has consistently been found to be higher in patients with
African ancestry. For example, a study in Birmingham, England, found a higher age-adjusted
incidence and prevalence in Afro-Caribbeans than in whites (9). Incidence rates (age-adjusted) were
258 and 4.3 per 100,000 persons per year in Afro-Caribbeans and whites, respectively, and
prevalence rates were 112 and 21 per 100,000 persons. In this study, the age distribution of incident
cases differed significantly, with a younger median age in Afro-Caribbean females of 34.5 years,
compared with 41 years in white females. There was also an excess prevalence of SLE among
Asians from the Indian sub-continent compared with whites. In Birmingham (9), the age-adjusted
incidence and prevalence rates of SLE in Asians were 20.7 and 46.7 per 100,000 persons compared
with 4.3 and 20.7 per 100,000 persons in whites, respectively.

SLE is more common in women with African ancestry but is thought to be uncommon in West
Africa suggesting that environmental factors, possibly infections, may contribute to the development
of lupus in women whose ancestors migrated from West Africa. However, when this was examined in
women who had recently migrated from West Africa, the prevalence of lupus was similar to that in
Afro-Caribbean women but much lower in European women (34). This data suggests that SLE is not
uncommon in West Africa and that there is a genetic basis for the higher risk of lupus in these

women.

Effects of familial or hereditary factors

There is a genetic basis for lupus highlighted by the significant concordance rates in identical
twin studies and increased risk of having affected siblings/parents. However, the frequency of SLE in
relatives is relatively low and ranges between 3 and 18% and there are no major differences in the
clinical expression of the disease between patients with an affected relative (familial SLE) and
patients with sporadic SLE (35).

Effects of the autoantibody pattern
SLE with high titer anti-dsDNA antibodies

High titers of anti-dsDNA are associated with disease activity in SLE. In the “Euro-Lupus” cohort
(32), anti-dsDNA antibodies were associated with a higher prevalence of nephropathy, hemolytic
anemia and fever. In contrast, patients with high titer anti-dsDNA antibodies have a lower prevalence of
thrombosis and sicca syndrome.
SLE with anti-ENA antibodies

Anti-Ro (SSA) antibodies, often accompanied by anti-La (SSB), are found in 20 and 30% of
SLE patients. The former have been found to be associated with a higher prevalence of subacute
cutaneous lesions and sicca syndrome, but with a lower prevalence of thrombocytopenia. Anti-La (SSB)
may be associated with malar rash, subacute cutaneous lesions, photosensitivity, arthritis, serositis, and
thrombosis. The prevalence of anti-U1-snRNP was 13%.
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Patients with these antibodies had a higher incidence of Raynaud's phenomenon, myositis and
lymphadenopathy. Anti-Sm antibodies occurred in 10% of patients and was more prevalent in those
with oral ulcers and myositis, but less in those with sicca syndrome (32).
SLE with rheumatoid factor

The presence of rheumatoid factor has been found in 18% of the patients. Interestingly, these
patients have a higher prevalence of sicca syndrome, but a lower prevalence of nephropathy (32).
SLE with aPL

aPL are strongly associated with thrombosis, spontaneous fetal losses and thrombocytopenia.
In the “Euro-Lupus” cohort, IgM anticardiolipin antibodies were also associated with haemolytic anaemia
and although this has rarely been reported it has been suggested that aPL may react with the cell wall
of either erythrocytes or platelets, causing their destruction either by complement or by receptor
mediated entrapment by the reticulo-endothelial system.

CLINICAL DIAGNOSIS, CLASSIFICATION CRITERIA AND ASSESSMENT OF DISEASE
ACTIVITY AND DAMAGE

The clinical diagnosis of SLE hinges on careful and very thorough assessment of the
presenting clinical features, examination of all the organ systems and selected investigations.
Symptoms often occur intermittently and cumulatively over many months and years. Oral ulcers,
arthralgia, hair fall, Raynaud's phenomenon, photosensitive rashes, pleuritic chest pains, headaches,
fatigue, fevers and lymphadenopathy are just a few of the many non-specific presenting features of
this disease. Clinical examination of all organ systems including routine urinalysis and blood pressure
measurement is mandatory. Simple investigations may yield useful information. For example, a
grossly elevated erythrocyte sedimentation rate (ESR) with a normal C-reactive protein (CRP) is a
strong pointer to lupus and related connective tissue diseases. Blood count abnormalities such as
anaemia, neutropenia, lymphopenia and thrombocytopenia are also common. Serologically, anti-
nuclear antibodies are highly sensitive but not specific and anti-dsDNA antibodies are specific but not
sensitive and it is important to recognise that a negative result for anti-dsDNA antibodies does not
exclude a diagnosis of lupus.

There are no diagnostic criteria for lupus and the ACR classification criteria (1) are often
misused in this context and can result in missed diagnosis/under-treatment. For example a patient
may present with arthritis, Raynaud’s phenomenon, malaise, fevers, lymphadenopathy, oral ulcers
and a positive ANA. This patient clearly may have SLE but does not fulfil the 4 criteria needed for
classification by the ACR criteria but investigation and treatment should not be delayed until these
criteria are fulfilled. The ACR criteria were specifically designed to be highly specific for research
studies to enable consistency between studies and have been updated to include antiphospholipid
antibodies in the criteria (Table 9).

The objective assessment of lupus has depended on a number of disease activity scoring
systems which usually give a single numeric value.
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The British Isles Lupus Assessment Group (BILAG) is emerging as a useful tool in clinical trials as it
describes disease activity based on the physician’s intention to treat and also gives a clear picture of
affected organs and systems. It has recently undergone revision and is being validated (36). Other
disease activity scoring systems have also been updated including the SLEDAI 2K and an adjusted
mean SLEDAI-AMS that describes disease activity over time.

Table 9: The 1997 modified classification criteria for SLE

Classification criteria

Malar rash Fixed erythema, flat or raised, over the malar eminences,
tending to spare the nasolabial folds

Discoid rash Erythematous raised patches with adherent keratotic
scaling and follicular plugging; atrophic scarring may
occur in older lesions

Photosensitivity Skin rash as a result of unusual reaction to sunlight, by
patient history or physician observation

Oral ulcer Oral or nasopharyngeal ulceration, usually painless,
observed by a physician

Arthritis Non-erosive arthritis involving 2 or more peripheral joints,
characterized by tenderness, swelling or effusion

Serositis Pleuritis: Convincing history of pleuritic pain or rub heard

a) Pleuritis
b) Pericarditis

Renal disorder
a) Persistent proteinuria
b} Cellular casts

Neurologic disorder
Hematologic disorder
a) Hemolytic anemia
b) Leukopenia
¢) Lymphopenia
d) Thrombocytopenia

Immunologic disorder
a) Anti-DNA
b) Anti-Sm

c) Positive finding of antiphospholipid

antibodies

Antinuclear antibody

©2007-2009 EULAR

by a physician or evidence of pleural effusion

Pericarditis: documented by ECG or rub or evidence of
pericardial effusion

Proteinuria: greater than 0.5 grams per day or greater
than +++ if quantification not performed

Casts: may be red cell, haemoglobin, granular, tubular or
mixed

See ACR definitions of 19 separate syndromes (Ref 91)

With reticulocytosis

Less than 4000/mm?® total on 2 or more occasions

Less than 1500/mm? total on 2 or more occasions

Less than 100,000/mm® in the absence of offending
drugs

Antibody to native DNA in abnormal titre

Presence of antibody to Sm nuclear antigen
1. Abnormal serum level of IgG or IgM
anticardiolipin antibodies
2. A positive test result for lupus anticoagulant
using a standard method
3. A false positive serologic test for syphilis, known
to be positive for at least 6 months and confirmed by
Treponema pallidum immobilization or fluorescent
treponema antibody absorption test

Abnormal  titer of antinuclear antibody by
immunofluorescence or an equivalent assay at any point
in time, and in the absence of drugs known to be
associated with ‘drug induced lupus’ syndrome
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This classification is based on 11 criteria. For the purposes of identifying patients in clinical
studies, a person must have SLE if any four or more of the 11 criteria are present, serially or
simultaneously, during any interval of observation (Refs 91,131).

Damage describes irreversible events resulting from lupus disease activity and its treatment. The

Systemic Lupus International Collaborating Clinics/American College of Rheumatology (SLICC/ACR)
Damage Index is validated and widely used to describe damage (37). The link between damage and
an increased risk of morbidity and mortality is now clear. Clearly therefore it behoves clinicians to try,
as far as possible, to achieve disease remission although studies highlight the inadequacies of current
therapies in achieving this aim and prolonged disease remission is quite a rare achievement.

Another important outcome measure is the risk of cancer associated with lupus. This has been
a controversial area but a recent very large study of 9,547 patients from 23 centres confirmed an
increased risk of lymphoma, especially non-Hodgkin's lymphoma, among patients with SLE (38). An
update of this study did not show a strong association between treatment with immunosuppressive
agents and overall risk of cancer although oIQer studies have documented the well known risk of
bladder cancer with long term cyclophosphamide use (39).

Table 10: Clinical manifestations related to SLE in the “Euro-Lupus Cohort” during the 10-year
prospective study (1990-2000).

SLE manifestations 1990-2000 1990-1995 1995-2000
(n=1,000) (n=1,000) (n=840)* p**
No. (%) No. (%) No. (%)
Malar rash 311 (31.1) 264 (26.4) 144 (17.1) <0.001
Discoid lesions 78 (7.8) 54 (5.4) 50 (5.9)
Subacute cutaneous lesions 67 (6.7) 46 (4.6) 21 (2.5) 0.023
Photosensitivity 229 (22.9) 187 (18.7) 112 (13.3) 0.002
Oral ulcers 125 (12.5) 89 (8.9) 61 (7.3)
Arthritis 481 (48.1) 413 (41.3) 240 (28.6) <0.001
Serositis 160 (16) 129 (12.9) 52 (6.2) <0.001
Nephropathy 279 (27.9) 222 (22.2) 57 (6.8) <0.001
Neurologic involvement 194 (19.4) 136 (13.6) 97 (11.5)
Thrombocytopenia 134 (13.4) 95 (9.5) 76 (9.0)
Hemolytic anemia 48 (4.8) 33 (3.3) 24 (2.9)
Fever 166 (16.6) 139 (13.9) 62 (7.4) <0.001
Raynaud’s phenomenon 163 (16.3) 132 (13.2) 74 (8.9) 0.003
Livedo reticularis 70 (7.0) 55 (5.5) 30 (3.6)
Thrombosis 92 (9.2) 72(7.2) 41 (4.9) 0.049
Myositis 43 (4.3) 40 (4) 11 (1.3) <0.001

*Number of patients that continued in the study in 1995.

*All p values are a comparison between the frequencies in the 1990-1995 and in the 1995-2000

periods.
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MORBIDITY AND MORTALITY STUDIES

The natural history of SLE is characterized by episodes of relapses or flares, interchanging with
remissions, and the outcome is highly variable ranging from permanent remission to death. However,
both morbidity and mortality have improved over the years due to a number of reasons, including the
more conservative use of corticosteroids and of modified immunosuppressive regimens. Additionally,
there is much more information on factors such as organ involvement and accelerated atherosclerosis
that may predict morbidity and mortality. The “Euro-Lupus Cohort” has been instrumental in clarifying
some of these factors (40). (See also Atherosclerosis section in this module).

The frequencies of the main lupus manifestations during the initial 10 years of the prospective
“Euro-Lupus Cohort” (Table 8) are slightly lower than those reported in several large series from
America (41,42) and Asia (43) in the last decade (Table 11). In this European cohort, active
nephropathy was diagnosed in 27.9 % of the patients (40), and ranges between 40.2% in an American
series (41) and 74% in an Asian series (43). These lower frequencies of SLE clinical manifestations
could be due to genetic or environmental differences between Europeans and Americans or Asians but
could also reflect the effect of medical care during the study. Furthermore, there was a lower frequency
of most SLE manifestations during the last 5 years of this prospective study (1995-2000) (40),
compared with the cumulative clinical manifestations during the initial 5 years of the study (1990-1995).
For instance, the frequency of active lupus nephropathy during the last 5 years was 6.8% compared to a
cumulative prevalence of 22.2% during the initial 5 years of the study. These lower frequencies in the
last 5 years probably reflect the effect of therapy and of medical care during the study, but may also
reflect natural remissions which may occur with advancing age and the menopause.

Table 11: Comparison of the main clinical manifestations related to SLE in several large series reported
during the last decade.

Authors Petrietal. (40) |Wang et al.|Alarcédnetal. “Euro-Lupus
41) (39) Cohort’
No. of patients 574 539 555 1,000
Geographical area America Asia America Europe
Malar rash 331(57.7) 410 (76.1) 322 (58) 311 (31.1)
Discoid lesions 162 (28.2) 30(5.6) 107 (19.3) 78 (7.8)
Photosensitivity 335 (58.4) 222 (41.2) 334 (60.2) 229 (22.9)
Oral ulcers 219 (38.2) 185 (34.3) 293 (52.8) 125 (12.5)
Arthritis NR 272 (50.5) 489 (88.1) 481 (48.1)
Nephropathy 319 (65.6) 399 (74) 223 (40.2) 279 (27.9)
Neurologic involvement |NR 123 (22.8) 67 (12.1) 194 (19.4)
Thrombocytopenia NR 161 (29.9) NR 134 (13.4)
Haemolytic anaemia NR 102 (18.9) NR 48 (4.8)

NR: Not reported

©2007-2009 EULAR
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Over the past 50 years, survival has improved dramatically in patients with SLE. Whereas earlier
studies in the 50°s, reported a survival rate of less than 50% at 5 years, more recent studies show that
over 93 % of patients with SLE survive for 5 years and 85 % survive for 10 years. In the “Euro-Lupus
Cohort”, 10 years from entry into the study survival was 92 % (40). These improved survival rates may
be related to the advances in general medical therapies such as antihypertensive agents, antibiotics,
availability of renal dialysis and transplantation and the wider availability of intensive therapy units.
Improvements in the understanding of the pathogenesis of the disease, earlier diagnosis and inclusion
of milder cases in recent studies are also relevant. In particular, advances in the careful use of cytotoxic
drugs, immunosuppressive drugs and high-dose prednisolone. Furthermore, the slightly higher survival
in this European cohort when compared with the American series may be also due to predominance of
Caucasian patients in the present cohort (97.1%); it is known that race influences outcome in SLE and
Blacks and Hispanic Americans of mestizo or native Indian origin have a poorer outcome.

The improved survival of patients with SLE has been associated with an alteration in the
patterns of mortality. The “Euro-Lupus Cohort” showed a similar percentage of active SLE (26.5%),
thromboses (26.5%) and infections (25%) as the main causes of death in the 10 year observational
period. However, it is important to stress that when the causes of death during the initial 5 years were
compared with those during the ensuing 5 years, active SLE and infections (28.9%, each) appeared to
be the most common causes during the initial 5 years, while thromboses (26.1%) became the most
common cause of death during the last 5 years (40) (Table 12).

26
©2007-2009 EULAR



Eular On-line Course on Rheumatic Diseases — module n°17
Ricard Cervera, Gerard Espinosa, David D'Cruz

Table 12: Causes of death in the “Euro-Lupus Cohort” during the 10-year prospective study

(1990-2000).
Causes of death 1990-2000 1990-1995 1995-2000
(total = 68) (total = 45) (total = 23)
No. (%) No. (%) No. (%)
Active SLE 18 (26.5) 13 (28.9) 5(21.7)
Multi-system 5(7.4) 4 (8.9) 1(4.3)
Renal 6 (8.8) 4 (8.9) 2(8.7)
Cardio-pulmonary 344) 3(6.7) 0(0)
Hematologic 1(1.5) 1(2.2) 0(0)
Neurologic 344 1(2.2) 2(8.7)
Infections 17 (25) 13 (28.9)* 4 (17.4)™**
Bacterial sepsis 15 (22.1) 11 (24.4) 4 (17.4)
Pulmonary 6 (8.8) 4 (8.9) 2 (8.7)
Abdominal 5(7.4) 4 (8.9) 1(4.3)
Urinary 4 (5.9) 3(6.7) 1(4.3)
Fungal 1(1.5) 1(2.2) 0
Viral 1(1.5) 1(2.2) 0
Thromboses 18 (26.5) 12 (26.7) 6 (26.1)
Cerebral 8(11.8) 5011.1) 3(13)
Pulmonary 4 (5.9) 3(6.7) 1(4.3)
Coronary 5(7.4) 3(6.7) 2(8.7)
Other 1(1.5) 1(2.2) 0(0)
Malighancies 4 (5.9) 3(6.7) 1(4.3)
Breast 1(1.5) 1(2.2) 0(0)
Lung 2(2.9) 1(2.2) 0 (0)
Lymphoma 1(1.5) 1(2.2) 0(0)
Gastric bleeding 2(2.9) 2 (4.4)* 0 (0)
Obstetric 1(1.5) 1(2.2) 0(0)
Suicide 1(1.5) 1(2.2) 0(0)
Surgical 1(1.5) 1(2.2) 0(0)
Accident 1(1.5) 0(0) 1(4.3)
Unknown 14 (20.6) 7 (15.6) 7 (30.4)

*In 6 patients, the cause of death was attributed to infection plus other factors (active SLE in 5 and

thrombosis in 1).

**|n 2 patients, the cause of death was attributed to gastric bleeding plus other factors (active SLE in

1 and infection in 1).

=+ |n 1 patient, the cause of death was attributed to infections plus active SLE.
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SUMMARY POINTS

SLE is a multisystem autoimmune disorder with a broad spectrum of clinical presentations.
There is a peak age of onset among women between the late teens and early 40's and a
female to male ratio of 9:1. '

Ethnicity, age at onset, gender and clinical and immunological features at onset can all
influence the prevalence and clinical disease evolution.

The pathogenesis of SLE is complex and includes genetic, environmental, ethnic and
immunological factors.

The diagnosis of SLE depends on thorough clinical assessment and careful investigation.
There are no diagnostic criteria.

Criteria for classification of SLE as well as for describing central nervous system disorders and
the pathologic description of lupus nephritis have been validated.

Several systems have been validated for describing disease activity and the SLICC/ACR
criteria are used to describe damage.

The antiphospholipid syndrome may co-exist with SLE and contribute to morbidity and
mortality. Classification criteria for APS have been updated.

There have been significant improvements in long term survival but patients with SLE still
have higher risks of premature mortality compared to the general population.

Factors contributing to mortality include major organ involvement, especially nephropathy,
thrombosis, accelerated atherosclerosis and an increased risk of cancer.

RECOMMENDED TEXTS
1. Dubois lupus erythematosus. Eds Wallace D, Hahn BHH. 6th Edition Lipincott Williams and Wilkins

2001.

2. Systemic lupus erythematosus. Ed Lahita RG 3™ Edition Academic Press 1999.
3. Hughes syndrome. Ed Khamashta MA. 2" Edition Springer 2006.

SLE: Internet links

http://www.lupus.org  The Lupus Foundation of America

http://iwww.lupusuk.com  The official website of Lupus UK

http://www.mayoclinic.com/health/lupus/DS00115

http://www.lupus.org.uk St Thomas' Lupus Trust
http://www.lupusresearchinstitute.org
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