OIIMCAHHUE HA IIPEVIOKEHHUETO 3A 3ABOJISIBAHE
B CbOTBeTCcTBHE ¢ W1. 11, a;1. 2 or Hapen6a Ne 16 ot 30.07.2014 r. 3a yciioBusita U peaa
3a perucTpHpaHe Ha PeAKUTe 3200/ IIBAHUS U 32 eKCIIEPTHUTE LIEHTPOBE U
pedepeHTHHTE MpeKH 3a peaku 3a00asiBanus. U3nagena or MuHucTHpa Ha
3apaBeona3BaHeTo, 00H., /IB, op. 67 or 12.08.2014 r.

NHOOPMAILIUA 3A:

HauMeHoBaHnue Ha 320019BAHETO

[Tempuryc

Omnpenesienne Ha 3200JI9IBAHETO

[lempurycsr (or “pemphix” — Mexyp) e cOopHa rpyna aBTOMMYHHH 3a00JIsiBaHUS,
XapakTepu3upaly ce KIMHUYHO C (OpMHUpaHEe Ha MEXypd BBPXY BHIUMO 37paBa
KO>Ka/JIMTaBUIM, CJIE] pa3pyllaBaHETO Ha KOUTO ce 00pa3yBaT epo3HH. 3acsira ce akTHBHATA
BB3pACT, a IPOTHYAHETO € XPOHUYHO-PEIIMIUBUPAILLIO.

Yerupunudpen koa Ha 3a60asBaHeTo 1o MKbB-10 (ako TakbB € HaJIN4eH)

L10.0 ITem¢uryc Bynrapuc

Kon na 3a6o0asiBaneTo no Orpha code

ORPHA 704 - nemduryc ByIrapuc ;

Enunemuosornyiu 1anHu 3a 3adonsBanero B PenybOinka buarapus

ChriaacHo enuaeMHOJIOTHYHO MpoyuBaHe 3a 16-roqumen nepuoy (Tsankov N, Vassileva S, et
al. Epidemiology of pemphigus in Sofia, Bulgaria - a sixteen year retrospective study. Int J
Dermatol 2000; 39: 104-108),, B bparapust cpeanara roauirHa 3a605seMocT oT pemphigus e
0,47/100 000/romuna 3a 1suioro HaceileHue u 0,51/100 000/roguna 3a Hacenenuero Hapg 20-
roAuiHa Bb3pacT. [IoTBBbpXkIaBa ce MO-4eCTOTO 3acsAraHe Ha >KEHCKHs IOJ, a Hai-4ecTo
cpemanata ¢opma Ha 3abomsBaHero e Pemphigus vulgaris, xoiito cbcraBmsBa 80% ot
6onnute ¢ nmempuryc y Hac. OOMKHOBEHO HayajgoTo Ha 3abonsBaHeTo € Mexay 30 u 60
TOJUIIIHA BB3pacT, HO Cca ONMCAaHU Cllydad Ha IosiBa B Auana3oHa oT 3 no 80 roguiiHa
BB3pacT.

CpenHara TpOABIDKUTETHOCT HA 3a00sBaHeTO € 8,64 TOAMHM 3a KEHH, KUBU 10 Kpas Ha
IIpoy4YBaHeTo, u 6,42 roguHu 3a Mbxere. CpeaHaTa Bb3pacT Ha CMbBPT € 76,75 roauHu 3a
KEHUTE, KaTO MPOIBIDKUTEIIHOCTTA Ha )KMBOTA ClIe/ MosiBaTa Ha nemduryc Bapupa ot 1 1o 7
rOJIMHU U 73,3 TOAMHM 32 MBXKETE, IPU KOUTO MPOABIDKUTETHOCTTA HA KUBOTA ChIIO € 1-7
rogund. IIpekomepHata ToruMHAa Ha palOoTHaTa cpega Moxe Ja ObJe YecTo cpela
npoBOKHpaml (akTop Thil KaTo € J0Ka3aHO, Y€ TOIUIMHATA IIOBHUIABAa EKCIpPECHsITa Ha
aHTUreHa Ha mneMuryc Byarapuc B enuaepmuca. llo-romsiMa 4YyBCTBHTEIHOCT KbM
€MOIIMOHAJIEH CTPEC U TPEBOKHOCT CHIIO CE CHOOIIABA KHTO MPOBUKHpAIL (PaKTOP.

Monsa, nocoueme enudemuono2uynu Ooannu 3a 3abonaeanemo 6 Penybnuxa bvneapus. J{annume mpabea oa
BKIIOUBAM UHDOPpMAYUs HA ObIAPCKU e3uK 3a 3abonesaemocmma, OOJNeCMHOCIMMA, NPedCUsIemMocmma u
CMbpmMHOCMMA HA 3a001A8aHemMO 8 ObacapcKa 0owa NoNyIayus, Kakmo u XapaKxmepucmuxku u 04axKean opoul Ha
nonynayuama 6 puck.
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EnuaemMuo/IornyHu JaHHU 32 3a00s1BaHeT0 B EBponeiickus ¢b103

Yecrorara Ha nemduryc B EBpoma Bapupa ot 0.1 no 0.5/100 000/roguna (mpubnausutento 1-
4 cnmyyass HA MWIMOH Iymd roauiiHo). Ilo-Bucoka uyectoTa ce HaOmOAaBa B ONpEeNCHH
reorpadpckn  paifonu, Hampumep Mspaen (1.6 — 3.2/100 000/roguHa), Kakto U
CpeIu3eMHOMOpPCKHU cTpaHu, TyHuc (7 HOBU ciiydas Ha | MUJIMOH JKUTENH/TOANHA), SmoHus,
bpaszunus.

JlurcBar TOYHM AaHHU 3a 3abossiemoctTa OT nemduryc B EBpona, HO ce mpearnosnara, 4e T
BB31u3a Ha 60 000 go 80 000 manueHTH.

B Mankoto OOJMHMYHM TIpOy4YBaHHMsS HA eNUIEMHOJIOTHATA Ha TmeMduryc ByIrapuc
JOKJIaiBaHaTa yectoTa Bapupa mexay 0,076 u 1,6 na 100 000/roguna. Hsikosnko nmpoyyBaHHs
IpeJroiaraT Mmo-BUCOKa YeCTOTa MpH KeHuTe. HsiMa HaNW4YHM enUAeMHUOJIOTHYHU TaHHH OT
OO6enuHeHoTo KpajicTtBo. /JIBe OOJHWYHM NpPOy4YBaHMSA, HANpaBEeHH TaM CbhOOIIaBaT 3a
enHoroauimHa cMbPTHOCT OT 4,8% u 54%, Oe3 sicHa olleHKa Ha oOmaTa crenuguyHa 3a
3200JI5IBAHETO CMBPTHOCT.

CpenHaTa BB3pacT IpH T0siBa [1Ha neMpuryc Byarapuc e 71 (21-102) roaunu n 91 (66%)
naiueHT ca xxenu. Cioyyante Ha nemduryc Bynrapuc ca 4,3 (95% noBepHuTeseH HHTEpBaI
4,0 mo 4,6) u wa 100 000 yoBeko-ronuuu. Habmogasa ce cpelHO TOAMIIHO YBEIMYCHHE HA
gyectoTaTta Ha nemduryc Byiarapuc ot 11% (koedunuent na 3aboneBaemoct = 1,1, 1,0 1o 1,2).
PUCKBT OT CMBPT IpU NAIIMEHTH C IEMPUTYC BYJITapuc € TPH IIBTH MO-TOJISIM, OTKOJIKOTO MPH
KOHTpOJHTE (KOpUrupaH KoeduuueHt Ha puck = 3,3, 2,2 10 5,2

MO.'[}Z, nocoueme enuOemMuUoOIOcUYHY OAHHU 34 3a00/1868aHEMO 6 E(s’poneﬁcmm Cbl103. ,ZZaHHume mpﬂﬁ@a oa
6KJII0o46am umj)op.uat;uﬂ, npeee()eﬂa Ha 6'17.'[261[76’]&{ e3UK 3a 3(10’0.'166(1@.1100171171a, 60,’16Cﬂ'1HOC17’ZI71(l,
npeasicusgaemocmma U CMvpniHocmma Ha 3abons6a1emo 6 e@ponelicxa nonynayus, Kakmo u xapakmepucmuKku u
O4aK6edaH 6[701? Ha nonyaayusama 6 puck.
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[TemdurycsT € )KMBOTO3aCTpaIllaBallo aBTOMMYHHO 3a0oiisiBaHe. TexxecTTra Ha 3a00JIIBaHETO
ce ompezess OT MPOrPECUBHUSI My XOJ, KOETO C€ ChIPOBOXAA OT YCKOpeHa OOMsHa, 3aryoa
Ha TEJICCHU TEYHOCTH U NMPOTEUHH M BTOPUYHH OAKTEPUATHU UM BUPYCHU WHQPEKIIUH, KOETO
MOXE J]a Ce YCJOXHHM C Pa3BUTHE HAa CEINCHC WM HapyllaBaHE Ha ChpieyHaTa JEHHOCT.
[Ipenn BBBEXKIAHETO HA CUCTEMHHUTE KOPTHKOCTEPOMIM, NpOTHO3aTa Ha mneMduryca B
MOBEYETO CiIy4yad € (paranHa 3a Mepuoj] A0 ABE TOAMHU OT IOCTaBSHETO Ha JMarHo3aTa.
HezaBucumo ot ToBa, memMQurychbT ocTtaBa 3a0ojisiBaHE C MOTEHIMAHO JIOIIAa MPOTrHO3a,
Mopajii OTHOCUTEJIHO BUCOKaTa CMBPTHOCT CJI€]] IIOCTaBsiHE HA JarHo3ara, Bapupamia ot 5%
10 30% 1o BpeMe Ha pa3In4HHU 0 MPOIBIDKUTEIHOCT NpoyuBaHus (nanuu ot Typuwus, pan
u XwpBarcka). [Iporroszata Ha QonuaneiiHus BapHaHT Ha NeM@uryc ce cuumra 3a Io-
OnaromnpusTHa OT Ta3U Ha MeM(Uryc ByJIrapuc, HO Hali-001110, MPOrHO3aTa U Ha JBeTe (popMu
nemMQuryc € 3Ha4MTeIHO MOJ00peHa cile/l BbBEXKIaHE HAa CHCTEMHHTE KOPTHKOCTEPOMIH.
[ToHacTosIeM, TEXKKHUS HU3XOJ OT 3a00JSIBAHETO U CMBPTHOCTTA Ca CBBP3aHU OCHOBHO ChC
CTpaHMYHHUTE €(PEKTH U KOMIUIMKAIIUUTE OT JICYCHUETO. Y CTAHOBEHO €, 4e 00I11aTa CMbPTHOCT
cpea mauueHTUTe ¢ memduryc € 2,4 mbTHU MO-BUCOKA, OTKOJKOTO 3a OOIIaTa MOIyJaliys,
KoeTo e riaBHO cBbp3aHo ¢ uHdpeknuu [Kridin K, Sagi SZ, Bergman R. Mortality and Cause
of Death in Patients with Pemphigus. Acta Derm Venereol. 2017;97(5):607-611.
doi:10.2340/00015555-2611]. B mpyro mpoyuBane, npoBeacHo B OOemaumnenoto Kpanctso
MOKa3Ba PUCK OT CMBPT MpPH MALUEHTUTE C NeM(HUryc BYIrapuc TpU IBTU IO-BUCOK,
OTKOJIKOTO MPH KOHTPOJHTE (KOpurupan koeduuumeHt Ha puck = 3,3, 2,2 no 5,2). [Langan
SM, Smeeth L, Hubbard R, et al. Bullous pemphigoid and pemphigus vulgaris — incidence
and mortality in the UK: population based cohort study. BMJ 2008; 337: a180.]

Mouns, nooxkpeneme ungopmayusma 3a enuoemMuoIocudHuUme OauHu 3a 3a00JA6AHEMO 8
Esponeiickus cvio3 ¢ OamHu om HAYYHU NYOIUKAyUU Om NOCAeOHume nem 200UHU.
bubnuoepagpcxama ungpopmayus credsa oa 6voe ogopmena 6 cmun Bauxyewvp. Mons,
npuiodceme NbIHOMEKCnO8 8aAPUAHT HA YUMUPAHUME HAYYHU NYOTUKAYUU.

Onenka Ha CbOTBETCTBHETO Ha 3a00/1BaHeTO ¢ AeUHHMIMATA 32 PAAKO 3a00/1sBaHe
cbriiacHo § 1, T. 42 oT 1ONBJIHUTEHUTE pa3nopeadu Ha 3aKoHa 3a 31paBeTo

3abonsBaHeTo neMuUryc OTroBapsi Ha KpUTEpUHTE 3a psKa O0JIecT.

Kputepun 3a imarsocTunypase Ha 3a00/15BaHETO

Jlnarmoszata Ha meMQHUryc ceé OCHOBAaBAa HAa ChBKYIMHOCTTA OT KIMHHUYHHUTE M XUCTOJIOTMYHH
JaHHU U UMYHOJIOTHYHH W3CJIE/IBaHUs, IPOBEICHU BhPXY KOXKa/JIMraBUIAa U BEPXY CEpyM Ha
NaIyeHTa.

3a 10Ka3BaHe Ha [UarHo3ara ce MpujaraT ciaeIHUTe Ja00paTOpPHU U3CIIEABAHMS:

* [Jumonoeuuno u3creoane (UMTOHaMa3Ka, TecT Ha Tzanck) oT IBHOTO Ha cBexa
€pO3UBHA JIe3Us, KOETO TOKa3Ba HAJMYME HA aKaHTOJUTHYHHU KJIETKU. MEeToabT uma
CTOMHOCT Ha OBp3 OpPUEHTHP 3a OUarHo3atra, OCOOCHO NPU TPYAHO-TOCTBIIHU 3a
OuorcupaHe JIUraBUYHU JIC3UH;

*  XUCTOJOTMYHO M3CJe/IBaHe HAa OMOIICHMYEH MaTepuall OT CBeXa Oylio3Ha Jie3Hs, KOETO
MoKa3Ba HaJlM4Me Ha MHTpaemuAepMaliHa akaHTOMUTHYHa Oyna (cympabaszaiHa WU
cyOKopHealHa);

* JlupekTHa HUMYHOQUIyOpECLUEHIMsS BBPXY OMOINCHYEH MaTepual OT BHIUMO
HETMPOMEHEHa MepUIIe3NOHETHA KOXKa WM JIMTaBHIlA, KOSATO IMOKa3Ba HHTEPIETYIapHO
ornarane Ha uMyHornoOyanH G (IgG) u kommiement C3 B enuaepmuca.




HimyHOCEpOIOrHyHO M3CleBaHE HA CEPYM OT MALMEHT ¢ neMduryc upes3 u30poeHuTe
MMYHOJIOTUYHHU METOJIU 32 JIOKa3BaHe Ha “NeM(UrycHI’ aHTHTENA:

— Upe3 uHAMPEKTHA UMYHO(IIyOPECLEHIINS C€ OTKPUBAT IIUPKYJINPALIN aHTUTENA,
HAaCOYEHU Cpelly AaHTUTCHH 10 MOBBbPXHOCTTAa HAa KEPATUHOLUTHUTE (aHTH-
UHTEpIeNnyJapHa cyOctanius. M3cnenBaHeTo ce MpOBEXKAa BbPXY CIEHUATHO
MOJTOTBEH 32 IieNiTa cyOCcTpaT - MaliMyHCKH XpaHONIPOBOJ, HOPMajHa YOBEIIKa
KO)Ka, OMOYMII, THKOYEH MEXYp OT ILTbX WJIM BbPXY KJIETKH TpaHC(EKTUpaHU C
ne3Morieuns 1 u 3.

- UYpe3 Enzyme-Linked Immunosorbent Assay (ELISA) ¢ mnomomra Ha
PEKOMOMHAHTHH AE3MOITIeMHU 1 U 3 ce yCTaHOBsIBa HAJMYMETO HA ChOTBETHHU
autu-Dsgl wu antu-Dsg3 anturena. Upes ELISA anti-Envoplakin ce
JUarHOCTHUIIMPA NMapaHeOIIaCTUYHUAT BapUaHT Ha meMuryc.

—  UYpe3 uMyHOOJIOT ce ySTaHOBSIBAa PEaKTUBHOCT HA AaHTHUTENATA C TJIUKOMPOTEHH C
monekynHo Tterno 130 kDa, (mesmornmewH 3) W/WMAM ¢ TIUKONPOTEHH C
monekyinHa maca 160 kDa (me3mormneuns 1).

TutbpbT Ha yctaHoBeHHuTe upe3 D n ELISA anTuTEna uMa BaXXHO AMATHOCTUYHO
Y TIPOTHOCTHYHO 3HAYECHUE MPH NeMUryc.
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AJITOPUTMH 32 IMarHOCTHIMPAaHe HA 3200/1BaHETO

N3cnensanus:

* Tecr Ha Tzanck (muToHamaska) moka3Ba HaJIMYME HA aKAHTOJIUTUYHU KIETKH.;

*  XUCTOJOTMYHOTO H3CIIEJBAaHE Ha OHOICHS OT CBeXa Oyla TOKa3Ba HaJIWYHE Ha
MHTpaeNHIepMallHa aKaHTOJIMTHYHA Oya;

* JlupexkTHata UMYHO(IyOpEeCUEHIMS BBPXYy OHOICHUS OT  HepUIe3HOHETHA
KO>Ka/JMraBulla Moka3sa HHTepLenyitapHo omiarane Ha IgG (1 C3) B enuaepmuca;

*  HMuaupexTHa UMYHO(IIyOpPECLUEHIMS — OTKPHUBA B CEpyM Ha MallMeHTa aHTUETUTEIHH
aHTWTENIa, KOUTO C€ oTjaraT M0 MOBBPXHOCTTa HAa KEpaTHMHOLMTUTE (aHTHU-
MHTEpIeNyIapHa cyOCTaHIINsA).

* ELISA otkpuBa B cepyma Ha mamueHta antutena cperry Dsg3 w/mmm Dsg 1 u
Envoplakin;

*  HmynoOnor (umyHOTpaHc(hep) Ha cepyM OT MalMEHTa YCTaHOBSBA aHTHTENA, KOUTO
pearupart ¢ nmpoTenHu ¢ MosiekysiHo Terio 130 kDa w/unu 160 kDa.

Monsa, nocoueme anzopummu 3a ouazHocmuyupawe Ha 3abonasanemo. Mons, exnoueme
ungopmayus Ha OwvacAPCKU e3uK 3a amamHe3ama u OughepeHyuarHama oOuacHo3ad Ha
3abonasanemo, Habopa om 1A6OPAMOpHU, 0OpPA3HU U XUCMONOSUYHU U3CIEO8AHU,
HeoOX00UMOCm Om 2eHemUYHU U3CIe08aHUSL U MeOUKO-2eHEeMUYHO KOHCYImupaue, opyau
uzcneosanus. Ungopmayuama crnedsa 0a ce no3o6asa Ha npuemu u ymebpOeHu MeOUYUHCKU
cmanoapmu, HAYuoOHAIHU KOHCEHCYCU, HACOKU 3a 000pa NpaKmuka u eKCnepmHu CmaHo8uuya
HA HAYUOHATHU KOHCYIMAHMU U HAYYHU Opyicecmea. B ciayuail, yue makuea He ca HAIU4YHU 8
Penybnuka Bvieapus, npunoscenume yysHcoecmpanHuu CmMaHoapmu, HACOKU U KOHCEHCYCU
cneosa oa 6voam npesedeHu HA OBbA2APCKU e3UK U a0anmupaHi cboOPA3HO KOHKpemHama
cneyughuxa u ycnogus Ha 6vieapckama 30paeHa cucmema.

B T.4. HayYHu nNyOJMKAIMH OT MOCJAeIHMTe MeT TOAMHU H TNPHJI0KEeHa
onbanorpadgcka cnpaBka

1. Joly P, Horvath B, Patsatsi A, ...Drenovska K, ... Vassileva S,. Updated S2K
guidelines on the management of pemphigus vulgaris and foliaceus initiated by the
european academy of dermatology and venereology (EADV). J Eur Acad Dermatol
Venereol. 2020; 34: 1900-1913. doi: 10.1111/jdv.16752. Epub 2020 Aug 24. PMID:
32830877

2. Murrell DF, Pefia S, Joly P, ... Drenovska K, Prost-Squarcioni C, Vassileva S, ...
Diagnosis and management of pemphigus: Recommendations of an international panel
of expertss. J Am Acad Dermatol. 2020; 82:  575-585. el.
doi:10.1016/j.jaad.2018.02.021.




3. Yang A, Xuan RR, Melbourne W, ..... K. Drenovska, S. Vassileva, D.F. Murrell.
Inter-rater reliability of the BIOCHIP indirect immunofluorescence dermatology
mosaic in bullous pemphigoid and pemphigus patients. J Eur Acad Dermatol Venereol
2019, 33: 2327-2333.

4. Npenocka K., II. Ab6amxueBa, W. bormanos, II. bpeszoeB, M. TlanueBa, /.
Tocnomuuos, X. JoGpes, JI. Jdypmumes, P. Jinpnencku, W. Hoppamosa, M.
Kanypuna, K. Kazanmxkuesa, K. Manyensn, I'. Marees, B. Mareesa, JI. Muresa, E.
Oo6pemkoBa, E. Xpucrakuesa, H. [lankoB, M. Ilaxun, P. SIukoBa, C. Bacunesa.
Koncencyc Ha BbarapckoTo aepMaTOIOTHYHO JPYKECTBO M EkcmepTHaTa rpymna mo
OyJO3HH JepMaro3d 3a JAMAarHOCTUKA W JiedeHHWe Ha mnemduryc B bwarapwus.
Hepmarouorust u Beneposorus 2019; suppl. 1: 3-25.

Mouns, nookpeneme ungopmayusma 3a aneopummume 3a ouazHocmuyupare Ha 3aboaseanemo ¢ Eeponetickus
CH103 ¢ OAHHU OM HAYYHU NYOIUKAYUY om nocieonume nem 2o00unu. bubnuozpaghckama ungopmayus credsa oa
ovoe ogopmena 6 cmun Bauxkyewvp. Monas, npuiodceme NbIHOMEKCMO8 6APUAHM HA YUMUPAHUME HAYYHU
nyoauxayuu.

AJITOPUTMH 32 JIeYeHHe Ha 3a00J19BaHETO

Cucmemno nevenue. CpeacTBo Ha H300p B JICUCHHETO Ha NEMQHUIyC ca CHCTEMHHTE
KOPTUKOCTEPOUIH, Hall-4eCTO B ChYETAHUE C APYT'H UMYHOCYIIpecopH. TSIXHOTO MPHIIOKEHHE
BOAM 70 TOTHCKAaHE Ha CHUHTEe3aTa Ha MATOJOTMYHHUTE MEM(PUIyCHH aBTOAHTHUTENA H
NpeJOTBpaTsABaHE Ha akKaHToNIM3aTa B enuiepmuca. ChbIIeCTBYBaT pa3iMyHU CXEMH Ha
npuioxenre. OGMKHOBEHO ce Ipuiiara eKBuBajieHT prednisolone i.m. wiu i.v. B HaYajiHa 103a
40-60 mg/nueBHo mpu sekute ciaydan A0 60-100 mg/ nHEBHO HpU TEXKUTE (HOPMHU 10
CIHMpaHe Ha TMosBaTa HAa HOBU JIE3UM M CNHUTENIM3MpaHe Ha 3HAYUTEeNTHa YacT OT
chliecTByBamuTe epo3uu. CienBa MporpecuBHO, HO BHUMATEIIHO HaMmajsBaHEe Ha J103aTa C
NepOopalIeH IpUEM JI0 MOTbPIKAIII0 JICYUeHHE ¢ MUHUMaIHA eeKTUBHA 032 (5-10 mg/nen).

Jlpyro cpenctBo Ha u300p B Tepamusita Ha TeXbK neMmpuryc ¢ antu-CD20 MOHOKIOHATHO
aHTUTSUIO (rituximab), koeTo ce mpuiara noj ¢popmara Ha e nHy3uu ot 1.0 g Ha UHTEpBaI
OT JIB€ CEMUIIM; MpHUiiara ce B KOMOWHAIUS ChC CHCTeMEH KopTukoctepoua (prednisone 1.0
mg/kg/neH) B MpOTpecMBHO HaMallsBAIld 03U C IEJ CIOUPaHEe Ha KOPTUKOCTEPOUIHATA
Tepanus cnen 6 mecera. Jleuenuero c rituximab ce oriaMuaBa ¢ J0Ka3aHa e(UKACHOCT U
noao0psiBa IBIArOCpPOYHATAa MPOTHO3a Ha 3a00JIABAHETO NPU pPEAyLUpaHE Ha HEKEIaHUTE
e(eKTH OT KOPTUKOCTEPOUIHATA U UMYHOCYIPECUBHA TEPAITHSI.

B komMOuHaImst ¢ KOPTUKOCTEPOUIUTE €€ MpUIIaraT UMyHOCYTIpECOpH, Haii-uecto azathioprine
B 103a 50-100 mg/nen, mycophenolate mofetil 2 g/nen, cyclophosphamide no 1-2 mg/kg/nen,
nonsikora methotrexate. /Ipyru cbBpeMeHHHU TeparneBTUYHU CPEACTBA BKIIOUYBAT BUCOKH J03U
WHTPaBeHO3HU UMYyHOTIIOOynHHM (2 g/kg/mMecen), miazmadepesa 1 UMyHOAICOPOIIHSL.
[Monabprkamiata UMyHOCYIIPECHBHA TEpanusl € MPOABDKUTEIHA M TOAJCKUA Ha PEryJISIpHO
MOHHUTOpHpAHE, MOPATN 3HAYUTEITHUTE, TIOHAKOTA )KUBOTO3aCTPAIABAIIN CTPAHUYHH €PEeKTH
OT Hesl.

[Ipenn BKIIIOYBAHETO HA CHCTEMHHMTE KOPTUKOCTEPOUIM W/HIM HUMYHOCYIPECOpPH ca
HEOOXOIUMHU CIIEIHUTE MAPAKIUHIUYHHI U3CIIEIBAHUS:

— IIbnHa xpbBHA KapTHHA

- Kpeatunus, enextponutu

- UYepHoapobuu npobu

— OO 6enThK, a10yMHH




- KpsBHa 3axap

— Xenatut B, C

- HIV

- I'padus Ha rppaeH ko

— Ocreomerpusi (mpeau Hayanoto Ha KC seuenue)

- IIpenoppsuutenen nperien otr opramonor (Tiaykoma, KaTapakTa)

Jloxanno neuenue. JlokanHata oOpaOOTKa Ha KOXXKHUTE M JMTAaBUYHUTE H3MEHEHHUS € OT
roJsIMO 3HAUYEHHUE 3a MPEJOTBPATABAHE HAa CYINEPIOHMPAaHU MH(EKUMU U TOJIOMaraHe Ha
enurenu3anusaTa. [Ipunarar ce aHTUCENITUYHU PA3TBOPH, BOJHU Pa3TBOPU Ha Oarpuiia, BaHH C
KaJMeB NMepMaHraHaT Mpy OOIIMPHU MOAMOKPSIIU €po3ur, 00paboTeH!u Mpenna3Hu MapieHH
pu3u u npeBpb3Ku (hexogras, bactigras), TOKaJTHU KOPTUKOCTEPOUIN U aHTUOMOTHIIH.

Juema. B octpara Qas3a Ha 3a001iBaHETO M C MPOMEHM B YCTHAaTa KyXHHa OOJIHUTE ce
MIOCTaBAT HAa TEUHO-KaIllaBa XpaHa.

Peowcum. bonaure ot nemduryc ciensa ga ca Ha OrpaHUYEH JBUTATENICH PEXUM C U30sIrBaHe
Ha MHTEH3UBHA CIIOPTHA AKTUBHOCT M TEXbBK (PU3NYECKH TPyA. YMECTHO € Ja ce u30sArBa
IIPSIKO U3JIaraHe Ha JEMCTBUETO HAa CIbHUEBUTE JIBYM.

Tpyoocnocoonocm. bonnute ¢ memduryc mo Bpeme Ha ek3aiepOauus Ha Oonectra ca
HETPYIOCIIOCOOHH U MOAJIEKAT Ha TPYIOYCTPOSIBAHE.

Mouns, nocoueme arzopummu 3a aevenue nHa 3aboaseanemo. Mons, exioueme ungopmayus Ha 6vbA2APCKU €3UK
3a mepanegmuunume noOXoou KoM 3a00JA6aAHEMO, 8 MOBA YUCIO KOHCEPBAMUSHU U ONEPAMUGHU, MeXHUMme
nPeouUMCmed, pUckose U OUaKEaHd eQeKmUSHOCH, B00ewu CREeYUATUCU NPU NPOBENCOAHe HA IeUeHUemo u
HeobX00uUMOCmma om KOHCYIMayui ¢ Opyeu Cneyudiucmu, npenopvyumenet OUemuier pejicum u Qusuiecka
axmuenocm u 0p. Ungopmayuama crnedsa 0a ce no3o6asa Ha npuemu u ymebpoenu MeOUuyuHcKy cmaioapmi,
HAYUOHATHU KOHCEHCYCU, HACOKU 3d 000pa NPAKMUKA U eKCRePMHU CMAHO8UWA HA HAYUOHAIHU KOHCYIMAHMU U
Hayunu Opyoicecmea. B cayuau, uwe makxuea ne ca nanuunu 6 Penybauxa bBuvaeapus, npunosicenume
YYoHCOeCMPanHy CMAaHOApmu, HACOKU U KOHCEHCYCU cledsa 0d 0voam npesedenu Ha ObleapcKu e3ux u
adanmupanu cboOPA3HO KOHKPEMHAMA CneyuhuKa u yciosus Ha 6vieapckama 30paeHa cucmemd.

B T.4. HayYHu nNyO0JMKAIMH OT MOCJAeIHUTe MeT TOAMHU H TNPHJI0KEeHa
ondamnorpadgcka cnpaBka

1. Joly P, Horvath B, Patsatsi A, ...Drenovska K, ... Vassileva S,. Updated S2K
guidelines on the management of pemphigus vulgaris and foliaceus initiated by the
european academy of dermatology and venereology (EADV). J Eur Acad Dermatol
Venereol. 2020; 34: 1900-1913. doi: 10.1111/jdv.16752. Epub 2020 Aug 24. PMID:
32830877

2. Murrell DF, Pefia S, Joly P, ... Drenovska K, Prost-Squarcioni C, Vassileva S, ...
Diagnosis and management of pemphigus: Recommendations of an international panel
of experts. J Am Acad Dermatol. 2020; 82:  575-585. el.
doi:10.1016/j.jaad.2018.02.021.

3. Yang A, Xuan RR, Melbourne W, ..... K. Drenovska, S. Vassileva, D.F. Murrell.
Inter-rater reliability of the BIOCHIP indirect immunofluorescence dermatology
mosaic in bullous pemphigoid and pemphigus patients. J Eur Acad Dermatol Venereol
2019, 33: 2327-2333.

4. Npenocka K., II. Ab6amxueBa, W. bormanos, II. bpezoeB, M. TlanueBa, /.
Tocnomuuos, X. JoGpes, JI. Jdypmumes, P. Jinpnencku, W. Hopmamosa, M.
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Kanypuna, K. Kazanmxkuesa, K. Manyensn, I'. Marees, B. Mareesa, JI. Muresa, E.
OobpemkoBa, E. Xpucrakuesa, H. [lankoB, M. Ilaxun, P. SIukoBa, C. Bacunesa.
Koncencyc Ha bbarapckoro nepmaTosiorMuHO JpykecTBO W EkcrepTHaTta rpyna mno
OyJ03HH JepMaro3d 3a JAMAarHOCTUKA W JiedeHWe Ha mnemduryc B bwarapus.
Hepmarouorust u Beneposorus 2019; suppl. 1: 3-25.

Mouns, nookpeneme ungopmayusma 3a areopummume 3a jieyenue na 3abonssanemo @ Eeponelickus cvio3 ¢
OauHU Om Hayumu nyoauxayuu om nocieonume nem 2o0unu. bubnuoepagckama ungopmayusa ciedsa da 6voe
ogopmena 6 cmun Banxyevp. Mons, npunodceme nNbIHOMEKCMOS 6APUAHM HA  YUMUPAHUME HAYYHU
nyoauxayuu.

AJITOpUTMH 32 NpocJeAsiBaHe Ha 3200JIIBAHETO

IIpoaABIKUTENHOCTTa HA JIEYEHUETO C KOPTUKOCTEPOUAM U HMYHOCYIIPECUBHM CpEICTBA
Hajara MEepUOAUYHO IPOCIEIABAHE HAa IALMEHTUTE, NOPaJd BHCOKHS PHUCK OT IIOsIBA Ha
CTpaHUYHH e(DEeKTU 0 BpeMe Ha JICUCHHETO.

OcHOBHa TepaneBTUYHA IIeNl € KOHTPOJIBT BBPXY IOsIBATa HA HOBU OYyJNO3HHM JIE3UH U
eNUTEeNN3aLMATAa HA HAJMYHUTE €PO3WBHU W/WIM YJIIEPAaTHBHU MPOMEHU MO KOXKaTa W/WIn
JUraBULATE IPU MHUHUMU3MPAHE HAa BB3MOXHUTE CEPUO3HM HEXEIAHU PEAKUUU OT
MIPUJIOKEHUTE JICUCHHUS.

Hopam/l XPOHUYHO-PCIIUAUBHPAIIHNA X0/ BaGOﬂﬂBaHeTO, NanuCHTUTE C HeM(l)I/IFYC nmogjcxkar
Ha MOPOABJDKUTCIIHO KIWMHUYHO U na6opaTopH0 mpocjCasiBaHC W HUHTCPAUCHHUIIIIMHAPCH
HOAXO.

Knunuunomo npocneosieane Ha TallMEHT C  MeM(HUTyC ce HU3BBPIIBA OT CIECIHATUCT
JepMaTolior W oOXBalla MPOIBIDKUTENIEH Tepuoa OT BpeMe. B moBedero ciydau
MMYHOCYTIpECUBHATA TEpanus OBIAaJsBa aBTOMMYHHUS IPOIIEC HA TOsBAa HAa HOBH Oyl B
pPaMKHUTE Ha CEAMUIM WK MECEH 32 MO-TeXKKUTE BapuaHTU. ONTUMATHOTO MPOABIIKUTEITHO
HaONlIOJIeHUe Ha TMAalMEeHT Ha TMOJIbpXKAallla Tepanus W3WCKBa BKJIIOYBAHE HA JAPYTH
MeIUIUHCKU crerranuctd — YHI, ctomartonos3u, odranmonosu, runekonosu, OIUI. Ipyru
CHEIMAIMHOCTH, 0 KOWTO c€ NpuUOsArBa MpU MNPOPMIAKTHKATA W TIPOCIEAIBAHETO Ha
CTpaHUYHHUTE €(DEeKTH OT KOPTUKOCTEPOUIHOTO JICYCHHWE Ca PEBMATOJO3H, €HIOKPHUHOIIO3H,
OIIUL. OOyueHW MEIMIIMHCKH CECTPH HMAaT BakKHA pOJS Tpe3 akTUBHATa ¢a3a Ha
3a00JIIBaHETO, TOJArailky JIOKATHH TPIDKU 32 TIOJIIOMaraHe Ha €MUTENU3alusiTa Ha KOXHO-
JTUTaBUYHUTE €pOo3uH. BakHO € CBINO yYacTHETO WM B Mporpamure 3a oOydeHue Ha
narueHTure. llpu mamueHTH ¢ TeXKo-mpoTwyamm (HopMH, 3a TPEeBb3MOrBaHE Ha
MOCIEANIINTe OT TMPOMBDKATETHHUS TOCTEIEH PEKUM € YMECTHa pexaOWIuTamus oOT
MEIUIMHCKU pexabunutatopu. [lopanu XpoHWYHHS XapakTep Ha MeM@uryc, MHOTO OT
MALUEHTUTE CTpaAaT OT ICUXOJOTMYHU CMYILIECHMS, YAETO OBJIAJSIBAHE Hajlara Hamecara Ha
IICUXOJIO3H.

Jlabopamopnomo npocreosséane W3UCKBA PEIOBEH KOHTPOJI HAa MbJIHA KPbBHA KapTUHA,
KpbBHA 3axap, 4YepHOApoOHa M ObOpeyHa (QYHKUMS C Orjiea Ha MpeAoTBpaTsABaHe Ha
CTpaHMYHH €(QEeKTH OT CHUCTEeMHaTa KOPTUKOCTEPOMJHA WM Jpyra HMYHOCYNpPECHBHA
tepanus. [IpoabiokurenHoro yeueHue ¢ dapsone ChIIO0 M3MCKBA KOHTPOJ HAa CTPAaHUYHHU
SBJICHHUS KaTO XeMOJIN3a, METXEeMOTJIOOMHEMUSI, arpaHyJIOLUTO3a U TIp.

MoHuToprpaHe Ha aKTUBHOCTTa Ha MeM(QUTyC ce U3BBPIIBA Ype3 ONpeeNIssHe Ha TUThPa Ha
LUpPKyJIupamuTe cepyMHH aBToaHTutena nocpeacrsoM MW@ u ELISA. IloBumaBane Ha
TUTHbpPa Ha aHTUTenaTa OW MOIJIO Ja MPEAXO0XkJa M ChOTBETHO Ja HACOYM KbM KIMHHYEH
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peuanuB Ha 3a00JIIBaHETO.

Ilenta Ha MOHUTOPHPAHETO € J1a C€ OIICHU e(hUKACHOCTTa M 0€30IacHOCTTa Ha JICYCHUETO, Ja
ce IUIaHMpa BHUMATEIHO PEAYKLUHsS Ha [JO3UTE HAa MMYHOCYIIpECHBHAaTa Tepamnus,
IPOAB/DKUTEIHOCTTa HA IMPOBEXKIAHE Ha MOAAbp)KallaTa Tepanus WIM HEHHOTO
npekpaTsBane. Ciel HOCTUraHe Ha KOHTPOJI Ha 3a00JIsIBaHETO e MPErnopbyuBa peayLupaHe Ha
CUCTEMHHUTE KOPTHUKOCTEPOMUIM IIpe3 cienpamuTe 4-6 Mecena 10 JOCTUTaHE HA MUHHMMAaJIHA
Tepanus. AINTOPUTMHUTE 3a peNyLMpaHe Ha KOPTUKOCTEPOMJIHATa J03a Ca IPEACTaBEHU
nerailmHo B KoHceHcyca Ha BbarapckoTo aepMaToOTMYHO JAPYKECTBO 3a JUArHCTUKA U
neuenue Ha nem¢uryc B bearapus.

Mouns, nocoueme aneopummu 3a npocreosnsane na zaboasieanemo. Mous, exnoueme ungopmayusi Ha OvacapcKu
€3UK 3a NPO2HO3ama HA 3a001516aHemMO, HeOOX0OUMOCIMA OM NOCAEO8AWU OOTHUYHU U U36LHOOTHUYHU SPUICU,
800€wU CREeYUANUCIY NPU NPOCIEOSIBAHEMO U HeOOX0OUMOCMMA OM KOHCYImayuu ¢ Opyeu Cneyudaiucmu,
BbLIMOINCHU  VCIIOJNCHEHUS, 4eComa U medcecm Ha YCiodcHeHuama u op. Hugopmayusma credsa oa ce
no306a6a HA Npuemu U YmewvbpOoeHu MeOUYUHCKU CMAHOApmu, HAYUOHAIHU KOHCEHCYCU, HACOKU 3d 000pa
NPAKMUKA U eKCnepmHu CMaHo8UWd Ha HAYUOHAIHU KOHCYIMAHMU U HAy4Hu Opydicecmea. B ciyuail, ye maxuea
He ca Haauunu 6 Penybnuxa Bwacapus, npunosicenume 4yucoecmpannu CMaHOApmu, HACOKU U KOHCEHCYCU
cnedga oa bvoam npesedenu Ha OvbA2apCKU e3UK U A0ANMUPaHU CboOPA3HO KOHKPEMHAma cneyu@ura u yciogus
Ha Ovacapckama 30pagna cucmemd.

B T.4. HayYHu nNyO0JMKAIMH OT MOCJAeIHMTe MeT TOAMHU H TNPHJI0KEeHa
onbanorpadgcka cnpaBka

1. Antiga E, Bech R, Maglie R, Genovese G, Borradori L, Bockle B, Caproni M, Caux F,
Chandran NS, Corra A, D'Amore F, Daneshpazhooh M, De D, Didona D,
Dmochowski M, Drenovska K, Ehrchen J, Feliciani C, Goebeler M, Groves R,
Giinther C, Handa S, Hofmann SC, Horvath B, loannidis D, Jedlickova H,
Kowalewski C, Kridin K, Joly P, Lim YL, Marinovic B, Maverakis E, Meijer J,
Patsatsi A, Pincelli C, Prost C, Setterfield J, Sprecher E, Skiljevic D, Tasanen K, Uzun
S, Van Beek N, Vassileva S, Vorobyev A, Vujic I, Wang G, Wang M, Wozniak K,
Yayli S, Zambruno G, Hashimoto T, Schmidt E, Mascard JM Jr, Valerio Marzano
AV. S2k guidelines on the management of paraneoplastic pemphigus/paraneoplastic
autoimmune multiorgan syndrome initiated by the European Academy of
Dermatology and Venereology (EADV) [published online ahead of print, 2023 Mar
25]. J Eur Acad Dermatol Venereol. 2023;10.1111/jdv.18931. doi:10.1111/jdv.18931

2. Joly P, Horvath B, Patsatsi A, ..Drenovska K, ... Vassileva S,. Updated S2K
guidelines on the management of pemphigus vulgaris and foliaceus initiated by the
european academy of dermatology and venereology (EADV). J Eur Acad Dermatol
Venereol. 2020; 34: 1900-1913. doi: 10.1111/jdv.16752. Epub 2020 Aug 24. PMID:
32830877

3. Murrell DF, Pena S, Joly P, ... Drenovska K, Prost-Squarcioni C, Vassileva S, ...
Diagnosis and management of pemphigus: Recommendations of an international panel
of expertss. J Am Acad Dermatol. 2020; 82:  575-585. el.
doi:10.1016/j.jaad.2018.02.021.

4. Yang A, Xuan RR, Melbourne W, ..... K. Drenovska, S. Vassileva, D.F. Murrell.
Inter-rater reliability of the BIOCHIP indirect immunofluorescence dermatology
mosaic in bullous pemphigoid and pemphigus patients. J Eur Acad Dermatol Venereol
2019, 33: 2327-2333.
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5. HpenoBcka K., II. A6amxueBa, W. bormanos, II. bpe3oeB, M. TlanueBa, /I.
Tocnomuuos, X. JoGpes, JI. Jdypmumes, P. Jinpnencku, W. Hopmamosa, M.
Kanypuna, K. Kazanmxkuesa, K. Manyensn, I'. Marees, B. Mareesa, JI. Muresa, E.
Oo6pemkoBa, E. Xpucrakuesa, H. [lankoB, M. Ilaxun, P. SIukoBa, C. Bacunesa.
Koncencyc Ha bbarapckoro aepmaTosiorMuHO JpykecTBO W EkcrepTHaTta rpyna o
OyJ03HH JepMaro3d 3a JAMAarHOCTUKA W JiedeHHWe Ha mnemduryc B bwarapus.
Hepmarouorus u Beneposorus 2019; suppl. 1: 3-25.

Mouns, nookpeneme ungopmayusama 3a areopummume 3a npociedseane na sabonasarnemo 6 Eeponelickus cvio3
¢ OaHHU OM HAYYHU NYOIUKAYUU Om Nocaeonume nem 200unu. bubnuospaghckama ungopmayus credga da 6voe
ogopmena 6 cmun Banxysvp. Mons, npunodceme NbIHOMEKCMOS 6APUAHM HA  YUMUPAHUME HAVYHU
nyoauxayuu.

AJITOPUTMH 32 peXaOn/JIuTaIus HAa 3200/151BAHETO

B pexabunTanusara Ha MalMEHT ¢ MeM(UryC ydacTBaT CIIEUATUCTH JIEPMATOI03HU, a CHIIO U
ApYyTrd CHENMAIMCTH, CIOpe] OCOOCHOCTUTE Ha KIMHUYHUTE TnposiBieHue - YHI,
CTOMAToNo3u, o¢ranMosno3u, TruHEKono3u. CHenuanucTH, KOUTO HMaT Yy4yacThe B
npopuIakTUKaTa M TPOCIENSIBAHETO HA CTPAHUYHUTE €(EeKTH OT KOPTHKOCTEPOUTHOTO
JEYEHHEe ca pPEBMATOJO03HM, €HAOKPUHOJO03M, HeBpoao3u, OIIJl, xuHe3utepanesTH.
MenuIHCKH CeCTpU y4acTBaT B Mporpamure 3a oOydeHue Ha marueHture. [lpu Oomxu c
TEXKO-IPOTUYAIU (POPMH U MIPOABIDKUTEINCH MOCTETICH PEKUM CE TMPOBEXKAA peXaOuIuTaIus
OT MEIMIIMHCKH pexabunuraTopu. ['ossiMa 4acT OT ManueHTuTe ce Hy KAasAT OT IICUXOJIOTHYHA
MIOJAKpena OT CTpaHa Ha KJIMHUYHU IICUXOJIO03H.

MO.'[}Z, nocodyeme ajicopummu 3a pexaﬁuﬂumauuﬂ Ha 3abonseanemo. MO."I}Z, BKJlIlo4eme LlH(f)Op.l/lCllﬂl}Z HA
61»'[2(1}7(,’](1{ e3uK 3a Heobxooumocmma u nompeﬁHocmume om cneyuaiusupana pexa6u.7umat;u;l, 6 moea 4ucio
qbuSLlK(l.fZHa, MepKu 3a coyuaina unmeecpayusd, CcneyuaiHu 06pa30@ame.77—m Hy.’)f(‘()l/{, I’lpO(I)eC‘Lt()HCZ.’IHO
opuenmupane u I’lpEK(&‘CL"lLl(I)MKClLﬂ{ﬂ, ncuxojocudecka nomouwy. HH(])OP,WGL}L{}ZI%G credsa 0a ce no3oeasd Ha
npuemu u ym@bpr)enu .ME()L!Z/;MHCKU cmaH()apmu, HAYUOHAIHU KOHCEHCYCU, HACOKU 3da 006pa npakmuxka u
eKcnepmHiu cmaHosuuid Ha HAYUOHAJIHU KOHCYAmMAaHmu U HAaAyiHu ()pyofcecmga. B c.7y11aﬁ, ye makuea He ca
HANTUYHU 6 Penyﬁ.mka Ebﬂeapuﬂ, npujoasicenume lly.’)fC()ECI’)’lpaHHll cmam)apmu, HACOKU U KOHCEHCYCU cieosa oa
ovoam npeeeaeHu HA 5?)}28CIPCKM e3UK U adanmupaﬁu Cb06pa3H0 KOHKpemHama cneuu(jmka u yciosus Ha
61»'[2(1[7CK61W[61 Sap(l(fHCl cucmema.

B T.4. HayYHu nNyO0JMKAIMH OT MOCJAeIHUTe MeT TOAMHU H TNPHJI0KEeHa
onbdanorpadgcka cnpaBka

1. Antiga E, Bech R, Maglie R, Genovese G, Borradori L, Bockle B, Caproni M, Caux F,
Chandran NS, Corra A, D'Amore F, Daneshpazhooh M, De D, Didona D,
Dmochowski M, Drenovska K, Ehrchen J, Feliciani C, Goebeler M, Groves R,
Giinther C, Handa S, Hofmann SC, Horvath B, loannidis D, Jedlickova H,
Kowalewski C, Kridin K, Joly P, Lim YL, Marinovic B, Maverakis E, Meijer J,
Patsatsi A, Pincelli C, Prost C, Setterfield J, Sprecher E, Skiljevic D, Tasanen K, Uzun
S, Van Beek N, Vassileva S, Vorobyev A, Vujic I, Wang G, Wang M, Wozniak K,
Yayli S, Zambruno G, Hashimoto T, Schmidt E, Mascard JM Jr, Valerio Marzano
AV. S2k guidelines on the management of paraneoplastic pemphigus/paraneoplastic
autoimmune multiorgan syndrome initiated by the European Academy of
Dermatology and Venereology (EADV) [published online ahead of print, 2023 Mar
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25]. J Eur Acad Dermatol Venereol. 2023;10.1111/jdv.18931. doi:10.1111/jdv.18931

2. Joly P, Horvath B, Patsatsi A, ..Drenovska K, ... Vassileva S,. Updated S2K
guidelines on the management of pemphigus vulgaris and foliaceus initiated by the
european academy of dermatology and venereology (EADV). J Eur Acad Dermatol
Venereol. 2020; 34: 1900-1913. doi: 10.1111/jdv.16752. Epub 2020 Aug 24. PMID:
32830877

3. Murrell DF, Pena S, Joly P, ... Drenovska K, Prost-Squarcioni C, Vassileva S, ...
Diagnosis and management of pemphigus: Recommendations of an international panel
of expertss. J Am Acad Dermatol. 2020; 82:  575-585. el.
doi:10.1016/j.jaad.2018.02.021.

4. Yang A, Xuan RR, Melbourne W, ..... K. Drenovska, S. Vassileva, D.F. Murrell.
Inter-rater reliability of the BIOCHIP indirect immunofluorescence dermatology
mosaic in bullous pemphigoid and pemphigus patients. J Eur Acad Dermatol Venereol
2019, 33: 2327-2333.

5. HpenoBcka K., II. A6amxueBa, W. bormanos, II. bpe3oeB, M. TlanueBa, /I.
Tocnomuuos, X. JoGpes, JI. Jdypmumes, P. Jinpnencku, W. Hopmamosa, M.
Kanypuna, K. KazanmxkueBa, K. Manyensn, I'. Marees, B. Mareesa, JI. Muresa, E.
Oo6pemkoBa, E. Xpucrakuesa, H. IlankoB, M. Ilaxun, P. SIukoBa, C. Bacunesa.
Koncencyc Ha Bbarapckoro aepMaToiIOrH4HO JApYkKecTBO M ExcnepTHaTta rpyna mo
OyJlO3HM JiepMaTo3d 3a JUAarHOCTHKa M JieueHHe Ha mneMmduryc B bbiarapus.
Hepmarouorust u Beneposorus 2019; suppl. 1: 3-25.

Mouns, nodkpeneme ungopmayusma 3a areopummume 3a pexadburumayusi Ha 3a6oaseanemo 6 Eeponetickus
CH103 ¢ OAHHU OM HAYYHU NYOIUKAYUY Om nocieoHume nem 2oounu. bubauoepagckama ungopmayus cnedsa da
ovoe ogopmena 6 cmun Baukyewvp. Mons, npunodceme NbIHOMEKCMO8 6APUAHM HA YUMUPAHUME HAYYHU
nyoauxayuu.

HeoO0xonumu fpeiiHocTHM 32 mnpoduIaKTHKa Ha 3a00Js1BaHeTO (AKO TakuBa ca
NPHUJI0KUMH)

Mouns, nocoueme Oeuinocmu 3a npogurakmuxa Ha 3a00in6aHemo, aKo makuea ca npusodxcumu. Mois,
sKI0ueme ungopmayus Ha OvACAPCKU e3UK 3 He0OXO0UMAma NbpPEUYHA, 6MOPUUHA U MPEMUYHA NPEGEHYUs,
PUCKOBU hakmopu, 8 MoGd YUCIO U PAKMOPU HA OKOIHAMA cpedd, CKpuHune u op. Mugopmayuama ciedsa oa
ce no306asa Ha npuemu U YmewbpOeHu MeOUYUHCKU CMAHOApMU, HAYUOHAIHU KOHCEHCYCU, HACOKU 3d 000pa
NPAKMUKA U eKCnepmHu CMaHo8UWd Ha HAYUOHAIHU KOHCYIMAKMU U HAY4HU Opydicecmea. B ciyuail, ye maxuea
He ca Haauunu 6 Penybnuxa Bvaeapus, npunodjiceHume 4ylcoecmpannu CmMaHOapmu, HACOKU U KOHCEHCYCU
cneoga oa bvoam npesedenu Ha ObIeapCKU e3UK U A0AnMUPaHu cboOPA3HO KOHKPEMHama cneyu@ura u yciogus
Ha bvazapckama 30pagna cucmemd.

B T.4. HayYHu nNyO0JMKAIMH OT MOCJAeIHMTe MeT TOAMHU H TNPHJI0KEeHa
onbdanorpadgcka cnpaBka

Mons, nookpeneme ungopmayuama 3a HeobXoOuMume MepKu 3d NpoQuUIAKMUKA HA 3a00NA8aHemo 6
Esponetickusi cvio3 ¢ Oannu om HAy4yHu nyonukayuu om nociedHume nem 200unu. bBubnuozpagcxama
ungopmayus cieosa oa 6voe ogopmena 6 cmun Bankysvp. Mons, npunodceme nviHOMeKCMO8 8apuanm Ha
yumupanume Hay4Hu nyOIUKayuu.

IIpenyosxkennss 3a opraHM3anuMs HA MeJIMIMHCKOTO 00CJHy)KBaHe Ha NMallMeHTHTe M 3a
(puHaHCHMpaHe Ha CBOTBeTHHTE [ICHHOCTH, CHLOOpa3eHH ¢ JeilicTBallaTa B CTpaHaTa
HOPMATHBHA ypeada
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B P Bbiarapust nuarHoctukata, JEYSHHETO M MPOCIEIIBAaHETO Ha OonHUTE ¢ memduryc ce
M3BBPIIBA B JIeUeOHNU 3aBECHUS 32 OOJTHUYHA IIOMOI] B PAaMKUTE Ha KIMHUYHA bTeKa Ne 92,
KaKTO U B aMOyJaTopuuTe 3a 1000JTHIUYHA MEJUIIMHCKA TIOMOIII.

Mouns, onuweme npeonoscenusi 3a opeanuszayusi HA MEOUYUHCKOMO O0OCIYICeaHe HA NayueHmume u 3d
Gunancupane na cvomeemuume OCUHOCMU, CLOOPA3EHU ¢ OCUCMBAWAMA 6 CMPAHAMA HOPMAMUSHA ypeooa,
BKNIOYUMENHO 0O0CHOBAHU NPEONIOdCeHUsl 3a OONbIHEHUs U usMeHenust. [Ipednodicenusma mpsbea oa yeasim
nooobpsasane na 0OCMbRA 00 KA4eCMEEHU, d0eKGAMHU U HABPEMEHHU MEOUYUHCKU U 30PABHU SPUINCY, KAKMO U
onmuMusUpane Ha UNOI36AHUME PeCypcu 6 30pasHaAma CUCmeMd, 6 MOBd YUCIO MAMEPUATHU U YOBEUIKU.
Hngpopmayusama cnedséa O0a ce nozoeasa ma npuemu u ymewbpoeHU MeOUYUHCKU CMAHOAPMU, HAYUOHAIHU
KOHCEHCYCU, HACOKU 3a 000pa Npakmuxa u eKCnepmuu CMmaHo8uya Ha HAYUOHAIHU KOHCYIMAHMU U HAYYHU
opyocecmea. B cnyuail, uwe maxuea ne ca nanuunu 6 Penybnuxa bwieapus, npuiodcenume uyoucoecmpanHu
cmanoapmu, HaACOKU U KOHCEHCYCU cedda 0a 6voam npegedeHu Ha ObleapcKu e3uK U a0anmupaiu cb00pasHo
KOHKpemuama cneyugpuxa u yciosus na bvizapckama 30pasma cucmema.

Onucanue Ha ONMHUTA ¢ KOHKPETHH NAIMEHTH ChC CbOTBETHOTO PSAKO 3a00JisiBaHe (aKO
HMA TaKbB)

1. Hpenoscka K., M. CepapumoBa, M. IHaxun, JI. MwureBa, C. Bacunesna.
[Tapaneoruiactuuen nemuryc B acouuanust ¢ nurocratuuna tepamnus. GP News.
2022; 6p. 7, 27-31.

2. Kadenora A., 1. Cepadumona, K. Ipenoscka, JI. MuteBa, C. Bacunesa. [lempuryc
BYJITApUC U MUAacTeHus rpasuc. Jlepmaronorus u seneposnorus 2021; LX (6p. 3): 18-
21.

3. Broshtilova V, Vassileva S. A case of pediatric pemphigus treated with rituximab—our
experience. Asian Journal of Research in Dermatological Science. 2019; 2(1):1-6.

Mouns, onuweme onuma ¢ Penybauka bvieapusi ¢ KOHKpemuu nayueHmu cvC CbOmEemHomo psioko 3abonseane.
Mons, nooxpeneme ungopmayusma ¢ OaHHu OM HAYYHU NYOIUKAYUU OM NOCAEOHUmMe nem 200UHU.
bubnuoepagpcrama ungopmayus credsa oa 6voe oghopmena 6 cmun Banxysup.
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PE3IOME

BuBenenne: Ilonstuero Pemphigus oOenuHsBa
rpymna XKHBOTO3acTpalllaBallll aBTOUMYHHHU OyJI03HU
JepMaTo3u, XapaKkTepu3Hpally ce ¢ osBaTa Ha Oyau U
€pO3UHu BBPXY KOXKaTa ¥ BUAMMHUTE JuraBuid. [Ipeau
epaTa Ha UMYHOCYIIpECHBHATa Tepamusi MPOrHO3aTa
Ha 3a0oJsBaHeTo ¢ (paranHa, HO MOHACTOSAIIEM MOBU-
LIeHaTa MPEKUBAEMOCT YECTO € 3a CMETKa Ha CTpa-
HUYHHUTE €PEKTH U BJIIOIIEHOTO KaueCTBO Ha )KUBOT Ha
OONHUTE, Hall-4eCTO B pe3yATarT OT MPOABIKUTEIIHA-
Ta KopTukocTtepouana tepanus. [Ipensux ¢akra, ye
neMQpUrychT € psaKo 3aboisiBaHe, B IpaKTUKaTa UMa
OrpaHru4eH Opoil MPOCTIEKTUBHU KOHTPOJIHUPAHH MPO-
y4BaHUsl, Kacaelld HeroBOTO JIEYCHHE, KOETO BapHupa
B OTJEJIHUTE CTPaHH MOpPagdl paziuuueTo B aAMHHU-
CTpaTHUBHHUTE ypenOH U HKOHOMHYECKHTE PEaTHOCTH.
C HaBnM3aHETO HAa OMOJIOTWYHATA TEpamus B pa3iny-
HU cpepu Ha MEUIMHATA, CTAaHA BB3MO)KHO TaKaBa J1a
ce mpuJjara u 3a JieueHuero Ha nemduryc. Hackopo B
EBpona u CAILl npenaparsT rituximab e oqo0pen 3a
MPHUIIOKEHNE KaTo IIbpBa JIMHUA Ha JICUSHUE B CIIydau-
TE€ Ha YMEPEH U TeKbK neMuryc Byarapuc. B yHrucon
c Te3u mpoMeHH, B brarapus rituximab me Moxe na
Obe MpuiIarad B clydyauTe Ha PE3UCTEHTHH U TEXKH
¢dbopmu Ha IeMpUTyC ByATapHC.

Ienaun: LlenTa Ha HACTOAIIMSA KOHCEHCYC € MOJl €TH-
nara Ha BpArapckoTo AepMarojOrHYHO JAPYKECTBO
(A1) na ce oOenuHU ABITOTOAMIIHUS OIMUT HA CIIe-
HUATHCTUTe-IepMaronio3u B beirapus, na ce yTBbp-
IST CHIIECTBYBAIIUTE TPAIUIMOHHU CXEMH 3a JHar-
HOCTHKA U JICUCHUE Ha 3a00JsBaHUATA OT MeMQUryc-
HaTa rpyna U Aa c€ OChbBPEMEHSIT CIIOpE MOCIEIHNUTE
€BPONECICKU U CBETOBHU NPEMOPBHKU HAa EKCTIIEPTHUTE B
Ta3u o0macT.

Pesyararu: OOcpamnxa ce U ce aKTyalu3upaxa oc-
HOBHHUTE MPENOPHKU 32 TUarHOCTHKA U JICYCHUE HA Ta-
uueHtuTe ¢ nemuryc B bearapus ¢ oniex BbBexkaa-
HETO B NMPAaKTUKaTa Ha JOIIBJIHUTEIHN METOAN U CXEMHU
3a M3cJe[BaHe W MpociensBaHe Ha OOJHUTE, KaKTO U
HAJIMYMETO Ha HOBU TEPAINleBTUYHU BE3MOXKHOCTH. Du-
HaJIHaTa BEPCHUs Ha TO3M KOHCEHCYC B3eMa 0]l BHIMa-
HUE TIOCTBIWINTE 3a0€NIe)KKH, KOPEKIIMA 1 MHEHHS Ha
YJIEHOBETE HA ChOTBETHUTE pabOTHH 3BEHA, Y4aCTBAIU
[IpU TIpUEMaHeTo My. B ombiHeHue, MpHeTUuTe npemno-
PBKH OTpa3siBaT OOLIONPUETH EBPOTICHCKU U CBETOBHU
TEHJICHIINH, ChOOPa3eHHU C JOKAITHUTE MPAKTUKH U Bb3-
MOXHOCTH.

3akmiouenne: [IpuetuTe M yTBBPACHU MPENOPbH-
ku Ha BJIJ] mpenocTaBaT Ha KIMHUIIMCTUTE MOAPOOHA
nHpOpPMAIMS OTHOCHO ChbBPEMEHHHUTE HACOKH B JIMAar-
HOCTHKaTa U JiedeHneTo Ha nemuryc B bearapus. Te
OTpa3siBaT KOMIUIEKCHHS TOAXOJ KbM 3a00JsBaHETO,
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HCO6XOILI/IMI/ITC TPUXXHU 3a KOXKaTa B €KCIHCBHATA IIpaK-
THUKa U CTPEMEIKAa KbM HOI[O6pSIBaHC Ka4€CTBOTO HaA KH-
BOT Ha MalTUCHTUTC.

ABSTRACT

Introduction: The term Pemphigus represents a
group of life threatening autoimmune bullous derma-
toses characterized by blister formation on the skin
and mucous membranes. The prognosis of the disease
was fatal before the era of immunosuppressive thera-
py, but nowadays the increased survival rate is often
related to numerous side effects and poor quality of
life, mainly due to the prolonged corticosteroid ther-
apy. Having in mind that pemphigus is a rare disease
there are only isolated prospective controlled studies
on its treatment which shows great variety in the dif-
ferent countries due to specificity in their administra-
tive regulations and economic realities. Introduction
of biologicals in numerous fields of medicine made
their use in pemphigus also possible. Recently, both
in Europe and the US rituximab was approved as first
line treatment in moderate to severe pemphigus vul-
garis. Following closely the acquired experience in
this area, in Bulgaria the administration of rituximab
will be possible in recalcitrant and severe cases of
pemphigus vulgaris.

Objectives: The aim of the present consensus was
with the help of the Bulgarian Dermatological Society
to unify the long-term experience of Bulgarian derma-
tologists, to affirm the existing traditional diagnostic
and therapeutic methods in pemphigus and to update
them in accordance with the latest European and world
recommendations of experts in this field.

Results: The main recommendations for diagnosis
and treatment of pemphigus patients in Bulgaria were
thoroughly discussed and updated in order to facilitate
the introduction of additional methods and protocols
of examination and follow-up, as well as of new ther-
apeutic options. The final version of this consensus
takes into consideration all the notes, corrections and
opinions of the members of the respective working
groups participating in its approval. In addition, the
approved recommendations reflect widely accepted
European and world tendencies but also respect the
local practice and realities.

Conclusion: The approved recommendations of
the Bulgarian Dermatological Society provide to the
clinicians detailed information on the contemporary
trends in the diagnosis and treatment of pemphigus in
Bulgaria. They reflect the complex approach towards
the disease, the skin care in everyday practice and the
attempt for improving of patients’ quality of life.
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BBBEJIEHHE

[Mempurycpr obenuHsiBa Tpymna >KHBOTO3acTpa-
nraBaiid ABTOMMYHHH Oyno3Hu aepmarosu (AUBJ),
KOWTO KIMHUYHO C€ XapaKTepu3HupaT ¢ MosBa Ha XJia-
0aBu MEXypH M €pO3HH IO MOBBPXHOCTTA Ha KOXKaTa
u/unu nurasuiure [1,2,3,4]. TexxecTra Ha 3a00sBa-
HETO Ce OMpeIesisi OT MPOTPECUBHHUSI MY X0, KOETO ce
CBHIPOBOXKJA OT YCKOpeHa oOMsiHa, 3aryba Ha Tenec-
HU TEYHOCTH U MPOTEHHH U BTOPHYHU OaKTepUATHH
WM BUPYCHU UH(PEKIHH, KOETO MOXKE /1a C€ YCIOKHH
C pa3BUTHE Ha CEICHC WJIM HapylllaBaHe Ha ChpAeU-
Hara JneiHocT. [Ipenu BpBEkKIaHETO HA CUCTEMHUTE
KOPTUKOCTEPOUAH MPOTHO3aTa Ha meM@uryca B Io-
BEUETO clyyau € (aTanHa 3a Mepuojl 10 ABE TOAMHH
OT MOCTaBsHETO Ha TuarHo3ara. [laropusznonoruydso,
(dhopMupaHeTO Ha MOAJIekKAIIUS WHTpacHuAepMalIeH
MeXyp c€ ABJDKH Ha y4acTHETO Ha aBTOAHTUTENA OT
knac [gG, HacoueHu cpemnry 1e3MO30MHHUTE aaxe3u-
OHHU npoTenHu ae3morieuH (desmoglein, Dsg) 3 u/
wii Dsgl mo moBspXHOCTTa Ha €MHUIEPMAIHUTE Ke-
patunouutu [5]. [lempurycst e psako 3abonsiBane
¢ yecToTa 0 2 HOBH mamueHTta/l MUIMOH/TOAMHA 3a
paiiona Ha IlenTpanna EBpoma, karo 3a beirapus
yecToTara My € OTHOCUTENHO Bucoka [6]. Ilo3Haru
ca IBa OCHOBHM KJIMHHYHU BapHaHTa Ha 3a00JsBaHe-
t0, pemphigus vulgaris (PV) u pemphigus foliaceus
(PF). ITarorenernunara poss Ha anTu-Dsg 1 u 3 IgG
aHTHUTENaTa € KaTeTOPUYHO JOKa3aHa MOCPEICTBOM
KUBOTHMHCKH MOJENH, MPH KOUTO HHKEKTUPAHETO
Ha cepyM OT OONHHM WU aQUHUTETHO MPEYUCTCHH
IgG anTHTENa OT cepyMH Ha MAUEHTH c meMuryc
y HOBOPOJI€HU MULIKH, PEIPOAYLUPAa HMYHOIIATONO-
TUYHO U KIMHUYHO OCHOBHHTE CHUMITOMH Ha 3a00-
JsBaHETO B pamkuTe Ha 24 waca [7]. [Ipu moBedeTo
HNaUEHTH aKTUBHOCTTAa Ha MeMUTYC KOpeIupa ChbC
cepyMHHUTE HUBa Ha aHTHU-Dsg aBToantutena [8,9].
, Huckara dectoTa Ha 3a00JsBaHETO € MPUYHMHA 32
OorpaHu4eHuss Opol MPOCIEKTUBHU KOHTPOJIWUPAHH
OpOy4YBaHUsl MpU NeMUTryc, KOUTO ca JTUMUTHPAHH
OT MajikaTa YMCJIEHOCT Ha MallMeHTHTE U JIUIcaTa Ha
CTATHUCTHYECKHU 3HAYNMHU PA3ITUKU IPU MHOTO OT TSAX.
Hsxou npoyuBanus cpaBHABaT eeKTa HA pa3IMYHU
no3u prednisone/prednisolone, MHTpaBEeHO3HH KOp-
TUKOCTEpOUAHHN myJcoBe vs. placebo, azathioprine
vs. mycophenolate mofetil, kakTo U MpUIOKEHUETO
Ha aJIF0BaHTHA Tepanus ¢ methotrexate, cyclosporine,
cyclosphosphamide, nin BUCOKH 103U WHTPaBEHO3-
HU IMYHOTIIOOYnuHU (intravenous immunoglobulins,
IVIG) [10,11]. KomOuHauusTa OT CHUCTEMEH KOP-
Tukoctepoua (prednisone/prednisolone, 1.0-1.5 mg/
kg/nen) u ,,crepona-cnecTsiBal® UMYHOCYIpecop,
Hali-uecTo azathioprine m mycophenolate mofetil, e

Bb3MPHETA KATO CTAHIAPTHO JieyeHHe Ha MbPBa JIM-
HHA OT NMOBEYETO CNeHATUCTH-1ePMATOI03M.

ITo nutepaTrypHu AaHHU 3a NochHeaHuTe 15 roguHu,
moBede oT 1000 manmenTn ¢ meMuryc ca JeKyBaHU
¢ rituximab (MOHOKIIOHAJHO aHTUTsIO cpenry CD20
MoJtekyinara Ha B-mumdonurure) [12]. I[IppBoHagamHO
rituximab e mpuaras 3a Jie4eHne Ha TEXKHUTE (HOpMHU
Ha nieM¢uryc (pe3sUCTeHTHH WM PEIUANBHpPAIIH), a
IMO-KBbCHO M KaTO CPEJICTBO HA IIbPBU M300p C TOCTH-
rage Ha meiaHa pemucus B 80-90% oT marmeHtwTe
[13,14]. CxopomrHO paHAOMH3HPAHO KOHTPOIHUPAHO
MpOy4YBaHe BHPXY HOBOJWUATHOCTHIIMPAHH MAI[EHTH C
PV u PF nemonctpupa, ue 89% ot manueHTure, moiy-
YK rituximab, TOCTUTAT ¥ MOJABPKAT ITBJIHA PEMU-
cus 6e3 nedenune cpenry 34% OT Te3u, JICKYBaHH CaMo C
prednisone [15]. Hapen ¢ ToBa, B rpymara 00JHH, JIEKY-
BaHM ITEPBOHAYAITHO C rituximab, KOPTUKOCTEPOUTHATA
Tepanusi ¢ prednisone e mpeycTtaHOBeHa caMo cieq 6
MeceUueH Kypc Ha JiedeHue pu okoso 70% oT marueH-
TUTE, KOETO HaMaJIsiBa TIOYTH JIBYKPAaTHO TEXKKUTE CTpa-
Hu4yHU edekt [15].

[IpenBuy Te3n naHHH, EKCTIEPTHATA TPyTIa 1Mo OyI03-
HU aepMaro3u KbM B/l mHunMupa yTBbp)KIAaBaHE U
OCHBpEMEHSIBaHE Ha CHIIECTBYBALIUTE NPETIOPHKU OT-
HOCHO JMAarHOCTHKATa M JIYCHWETO Ha MAI[MEHTUTE C
nem¢uryc B bearapus.

1.1. METOJOJIOI'S1 HA U3I'OTBAHE HA

KOHCEHCYCA

IIpu U3roTBSIHETO HA TBPBHUSL B bhjIrapust KOHCEHCYC
OTHOCHO JIMarHOCTHKAaTa W JICYEHHETO Ha meM(uryc e
MIPOBENICH MOAPOOCH Mperyien Ha Obiarapckara U dyx-
JeCTpaHHAa MEIWIIMHCKA JITepaTypa, Kacaem@a ChOT-
BETHUS MPOOIIEM.

B npaktudecku 1uiaH, € MpUIoKEeHa CTPAaTerus, u3-
nos3BaHa ot BJIJ[ mpu M3roTBSHETO Ha MPENOPBKU 3a
npyru 3abonsaBanus [16], kakTo ¥ OT APYrH pabOTHU
TpyTH, y4acTBaJM B CHh3/1aBaHETO HA MOPEANTIIA MEKIY-
HapOJHU KOHCEHCYCH BhpXy nemduryca [17,18,19,20].
Karo mbpBa cThIIKa, ,,pab0THA TPyMa“ MEpMaToo3n OT
eKCIIepTHATa Tpyla 1mo Oyio3Hu aepmaro3u KM B1JI
M3TOTBY HavajiHaTa BEpCHs Ha KOHCEHCYca, clie/Bai-
KM YCIIOpPEIHO IIPUETUTE NpenopbKu Ha EBponeiickara
Axanemust io Jlepmaronorus u Beaepomorust (EAJIB).
Bropa, ,,onieHsBaia rpymna“ or ekcnepTd KOMEHTHPa,
npre, MOTUGUIPA WK OTXBBPIN KOHKPETHH IIpel-
JIOKeHHUS B IIbpBaTa BepcHs Ha KOHCeHcyca. Brocien-
CTBHE, Ce aHANM3Mpaxa 3a0e’eKKUTe U MPENOPHKUTE
Ha OLIeHsBAIIIaTa Tpyma ¢ IIeJT ONpeieNsTHe Ha CTEeNeHTa
Ha IOCTUTHATO ChIVIaCHeE MIIM HECHIVIACHE C HAITMCAHO-
T0. Ha 6asara Ha ToBa paboTHaTa TpyIa U3rOTBH BTOPA
BepcHsl Ha KOHCEHCyca, OTpa3siBalia MOCTUTHATOTO Ch-
IJIacue Ha eKCTIEPTUTE OTHOCHO BCHYKH JMCKYTaOMITHU
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TBBPACHUSA CBHC CICOAHUTE CTCICHU Ha NPECTIOPBUUTEII-
HOCT U CBbOTBCTCH CUHTAKC:

Crenen
NMPenopbYUTETHOCT:

CuHrakc:

AKTHUBHa MpenopbKa IIpenopbusa ce

IIpenoprka Moske na ce nmpenopbua

Moxxe 51a ce uma
TIpeBU
He ce npenopruBa

Bb3mokHa npenopbka

OtpuliatenHa npenopbKka

IIbpBUAT KOHCEHCYC 32 AMATHOCTUKA U JICUCHUE HA
nemuryc B bpnrapus e npencraseH, 00ChICH U IPUET
Ha CIICLMATIHO 3acellaHue Ha YIIPaBUTEIHHs CHBET HA
B/, ExcriepTHus cbBeT Mo aepMarosiorus kbM M3 u
eKcrepTHara rpyra mno 6yno3Hu aepmaro3u keM bJJI.

IIbPBOHAYAJIHA OLIEHKA HA
3ABOJIABAHETO

[IbpBOHAUANHUAT KIMHWYEH IMperie]] cieasa na
Ob/iec HACOYCH KbM THIUYHUTE 32 eM(Uryc xapaxre-
PHUCTHKH, KAKTO ¥ KbM MUHAJINTE W TPUAPY>KaBalllH 3a-
OoJIsIBaHMS HA MAIIMCHTHTE.

2.1. OCHOBHH LIEJIX

® HOTB’bp)K,HaBaHC Ha KIWMHWYHaATaA JuarHosa
nemduryc.

* Hnentudunupane Ha PUCKOBH M YTESKHIBALIH
(baxTopH, KaKTO U MOTCHIMAIHH aCOIIMUPAHH 3a-
OonsiBaHMsI Bb3 OCHOBA HA aHAMHE3aTa U IIbPBO-
HavaJIHUA KIIMHUYCH NPCTTIC.

* OmnpenensiHe Ha MbPBOHAYATHATA JIOKATHA3AIMS
(koa, TUTaBUIIN) U TOCEABAIIOTO Pa3IpOCTpa-
HEHHUE Ha OOJICCTHHUTE MPOMEHH Upe3 OICHKA Ha
IPOIICHTA Ha 3acerHarara oT eMQHryc nmoBbpX-
HocT (Body Surface Area, BSA).

* OOekTHBHA OIICHKa Ha BUJA, JIOKAIU3AIMATA,
aKTUBHOCTTAa M TEXKECTTa Ha OOJEeCTHHS TMPO-
nec (Tabmuma 1) mMOCPEACTBOM MNPUIOKECHHE
Ha crnenuduuHu ckanu: Pemphigus Disease
and Area Index (PDAI) (Ilpunoxenue 1) wmu
Autoimmune Bullous Skin Intensity and Severity
Score (ABSIS) (ITpunoxenue 2) [21].

* OueHKa Ha Ka4yeCTBOTO Ha >KUBOT Ha OOIHHUTE
HIOCPE/ICTBOM TPHJIOKCHHE Ha CHCHUPUIHUS
3a gepmaroiorusta Dermatology Life Quality
Index (DLQI) u crnenuduunnute 3a AUB/] Bb-
npocauy Autoimmune Bullous Disease Quality
of Life (ABQOL) u Treatment Autoimmune
Bullous disease Quality of Life (TABQOL)
(ITpunoxenue 3a u 6).

* OreHka Ha MPOTHO3aTa B 3aBUCUMOCT OT Bbh3pac-
TTa ¥ OOIIOTO ChCTOSIHUE HAa OOJIHMSL.

* Ha3snauaBaHe Ha Tepamusi, LI TOCTUTaHe Ha
KOHTPOJI Ha 3a0O0JIIBAHETO M IIbJIHA KIIMHUYHA
peMucHs Bb3MOKHO Hall-paHo.

2.2. CHEHUAJIUCTHU, AHTA’JKUPAHU B

JEYEBHUS MPOLEC

TepaneBTuuHaTa cxeMa Ha MAIMEHT C neMduryc e
OTTOBOPHOCT Ha OMNMTEH JICPMAaTOJIOr, OOMKHOBEHO Oa-
3WpaH B YHUBEPCUTETCKU/peepeHTEH/ CrieIIuann3upas
LEHTHP WU YWICH Ha CIIeIUaIM3UpaHa rpya.

Jpyru MEOUIIMHCKU CHELUAINCTH, YUETO ydacTue
¥“Ma crioMararesHa posis, ca:

- Jlepmatosnor Ha amOys1aTopHa/CBOOOIHA TPAKTHKA

- JInyeH siekap Ha nmanyeHTa

- Becunukn ApyTu Cri€equalnucCTU, YMHUTO 3aKIIOUYCHUA
ca HeOoOXOIMMH, M3XOKIAMKKA OT OOIIOTO CHCTOSHHUE
WIK TpHAPYKaBalIUTe 3a00JABaHUA, B T.4. HHTEp-
HUCTH, KapAUOJI03H, CHIOKPHUHOJIO3H, CIICIIUATUCTH I10
JeHTana Meauiaa, odranmonosu, YHI, racrpoenre-
POJI03H, HEBPOJIO3H U TICUXUATPH, THHEKOJIO3HU, YPOJIO-
3H, IPOKTOJIO3H, PEBMATOJIO31, OHKOJIO3U U TICUXO0JI03U

- CnenuanucT Mo 3ApaBHU TPIKHU B CIydauTe, KO-
raro ¢ HeoOxoauMa JIOMallHa MOMOIIl, HAIp. MPH Bb3-
pacTHU WKW MHBAJIUAU3UPAHU 6OJIHI/I C OCTAaTb4HMU JIN-
TaBUYHHU WJIM KOKHU JIC3HUU CJICT IIE€pHUoJa Ha XOCIIHUTa-
JIU3aIUs

- Jlnerono3u, KNHE3UTEPAIIEBTU

- Cnenuanu3upal CECTPUHCKU NIEPCOHAT

HpenoquBa CC B MU3TOTBAHCTO HA II'bpPpBOHAYATHUA
TepaneBTHYEH IJIaH J]a y4acTBa CIEIHAINCT — JIepMa-
TOJIOT C OIMT B JICYCHUETO Ha neMduryc.

IIpenopbuBa ce y4yacTue U Ha JIPYrd MEAULUMHCKHU
CHEIMAIUCTH, U30POCHU TO-TOpE, B OLICHKATa U Tpe-
TUPAHETO Ha OOJIHUTE CIOpPE] 3acerHarara 00yacT, Te-
JKECTTa Ha 3a6OHHBaHeTO, CBhIIBTCTBAILIIUTE CHCTOAHUA
" YCIIOKHCHU A I/I/I/IHI/I HCXCJIaHU JICKAPCTBCHU PCAKIIUN
OT ChITBTCTRAINA/TIPE/IIICCTBAIIA TEPAITHSI.

2.3. KIMHUYEH NPEIVIE]

2.3.1 MEIMIIUHCKA UCTOPUS (AHAMHE3A)

[IpenoppunTenHoO € 1a ce JOKYMEHTHpa CIEIHOTO:

* Hauvano Ha cumnTomuTe (OIIaKBaHUATA).

» CyOexTnBHU OIUTakBaHUs (Hamp. Oonka, CBp-
0ex, 3aTpyTHEHHUE IIPH TpEeTTbIane - Aucarus,
npoMsiHa/3ary0a Ha riaca — nucgoHusl, ahoHus,
YHI' uiu oyHa cUMOTOMATHKA, AU3YpPHs], aHOTe-
HUTAJIHU OTUIAKBaHMsI, 3ary0a Ha Tero).

* Ormenka Ha XeMaTOJIOTMYHHU, OHKOJIOTUYHH, €H-
JNOKPUHHH, CBPACYHO-CHIOBH WM WHQEKIH-
O3HH CBHCTOSIHHS C OIVIe]l HaJIM4he Ha PUCKOBU
(daxTopu 3a MPOBEKIaHE HA CHCTEMHA KOPTHUKOC-
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TEpUAHA Tepanusi ¥ MPElEeHKa Ha CBEHTYaIHUTE
YCIOKHEHHSI OT UMYHOCYIIPECUBHOTO JICUCHHE.

* OueHka Ha PENPOAYKTUBHUTE TUIAHOBE M METO-
JUTE 32 KOHTpauenius, 0co0eHo B clyJauTe, B
KOUTO TPECTOHN MPUIIOKEHNE Ha IIATOCTATHK.

* Tlompo6Ha nHpopManys 3a CKOPOILIEH MPHEeM Ha
MEIUKaMEHTH, KOUTO MOTEHIIMATHO OMXa MOTIIN
na uaaynupar nemouryc karo ACE-unxu6uro-
pu (captopril), 6J0KepH Ha aHTHOTEH3WHOBUTE
peuenropu, beta-Onokepy, NEHUIWINHU, IIe-
(danocnopunm, nifedipin, HecTepouHH MPOTHU-
Bopb3nasnTenHu  (indomethacin, piroxicam),
phenylbutazone, pyritinol, thiopronine) wu
rifampicin. D-penicillamine, onucBan karo kia-
CHYECKM MEAMKaMEHT B Pa3BUTHETO Ha JieKap-
CTBEHO-MHIYLIUPaHUs IeMPUTryc, PSIKO ce MpH-
Jara B ChBpEMEHHATa MpaKkTHka. BaxkHa e chIo
aHaMHe3aTa 32 KOHTAKT C Pa3InYHH XHUMHUYHHU
CyOCTaHIIMM, KaTO MECTUIUIAN U IPYTH TPaH-
CKM MaTepualiv, MeIUKaMEHTH 3a JIOKaJTHO MpHU-
JIO)KEHHE U TIp.

* OueHka Ha (U3HOIOTHYHUS TOJIEPAHC KBM IIO-
TEHIUATHN CTPaHUYHU €(PEeKTH OT JICYCHHETO,
0CO0EHO TpeABH/ MPUIIOKEHUETO HA CHUCTEMHHU
KOPTHUKOCTEPOU/IH.

OreHKa Ha BIUSHHUETO Ha 3a00JSIBAHETO BHPXY Ka-
YeCTBOTO Ha YKHUBOT MOCPEACTBOM MPUIOKEHHUE HA Ba-
muaupanu BeipocHuiy, Hanp. DLQI, u/umun ABQOL
u TABQOL, nocnennure nsa cneruduunu 3a AUBJ]
[22].

Moske aa ce uMa MpeABH] MPEKbCBAHE HA CHITBT-
ctBamn Tepanuu ¢ ACE-unxuburopu, Onokepu Ha
AHTMOTCH3MHOBUTE pelenTopu, beta-Onokepu, neda-
nocnopuHH, phenylbutazone, pyritinol, u thiopronine
B CIYYHTE Ha MOAYEpTaHa BPB3Ka MEXKIY MOMEHTa Ha
npyeM Ha MEAMKaMEHTa U U3sBaTa Ha meMQuryca.

2.3.2 OBEKTUBHA OILIEHKA

2.3.2.1 O0m nmperien

[IpenopbuBa ce OlleHKa Ha CIICAHUTE ACTICKTH:

* OmeHka Ha CTeleHTa Ha KOXHO-JUTaBUYHOTO
3acAraHe, KakTo M HaTUYHUTE (QYHKIMOHAITHH
HapymieHus (qucdarus, nucdonus, 3aryda Ha Te-
10, HApyIIeHHE B 3peHUeETo, qucnapeynust). [1pe-
MOPBYUTEITHO € 32 LIENTUTE Ha OIICHSBAHETO, HAPE]]
¢ BSA na ce npunara enna oT JIBETE BaNUANPaHU
cuctemu: PDAI i ABSIS, ciomenaru no-rope.
B 3aBHCHMOCT OT CTOMHOCTHUTE Ha CHOTBETHU-
Te MOKAa3aTeNy, 3a00JIIBAHETO CE OIpEIeIs Karo
JIEKO, YMEpPEHO TeXKO WiH TexKo (Tadmmma 1).

* OOmO ChCTOSHHE HA TAIMCHTA U IPHIPYXKaBa-
M 3a00JISTBAHUS

- Tenecno terno

- AprepuallHO KPBBHO HaJIsiIraHe

- 00110 cheTosIHYE, MPUAPYKABAIIN 3a00ISTBAHIS
(Heormna3sMu, ChpPACYHO-CHJIOBH, MYCKYJIO-CKe-
JICTHH, 3aXapeH AuadeT u Ip.)

* Moxe na ce mpenopbya Jia ce M3CIe/[Ba CHMII-
TomMa Ha Hwuxonckm (CBJ'II/I‘IaHe Ha CIuacpmMu-
ca B HE3aCETHaT KOXKEH YYacThK MOCPEICTBOM
OKa3BaHE Ha JIaTepaHO MEXaHHYHO J[Ppa3HEHE C
MPBCT) KaTO OPUEHTHUPOBBUCH KIWHUYEH JTHar-
HOCTUYEH METOJI.

2.3.2.2 Pemphigus Vulgaris

IIpu pemphigus wvulgaris (PV) mbpBoHauamnara
n3dBa OOMKHOBEHO C€ XapakTepusupa C TosiBara Ha
OpaJTHH JIe3uH: OOJIE3HEH! U TIEPCUCTHPAIIH €PO3UH IO
OyKkaJHaTa W/Wi THHTUBAJIHATa MyKo3a, MEKOTO HeOIIe
W Tofia Ha ycTHaTa KyxuHa. [lo-psaako ce HabmomaBat
€po3uH, 3acsATall O9YHaTa, Ha3ajlHaTa, JJapHHTeaTHaTa,
e3zodareayHara, TeHUTAIHATA U PEKTAHATa JINTaBUIIA,
KOWUTO TIpeMHUHAaBaT 6e3 (opMHupaHe Ha IUKATPUKCH H
cpacTBaHUS.

Ta6muma 1. Texxect Ha mem¢uTyc B3 0CHOBA Ha cToitHOCTHTE HA BSA 1 PDAL

Texect

Pemphigus vulgaris

Pemphigus foliaceus

Jlex

BSA < 5%, PDAI< 15
OTpaHUYECHH OpPATHH JIE3UU

BSA <5%, PDAI <15

YMmepeHo (CpemHo) TeXBK

BSA > 5%, 15 <PDAI =45,
OOUIVPHU OpasTHU JIE3UU

BSA > 5%, 15 <PDAI > 45

Texbk

BSA>5%, PDAI > 45,
OOIIMPHU JTUTAaBUYHU JIE3UH

BSA >5%, PDAI > 45
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KoxHaTta cumnToMaTrka, KOsITO MOXE /1a C€ Pa3BHE
CEIMUIIM MJIM MECELH Cief] TosBaTa Ha MbpBOHAYAII-
HHUTE JINTaBUYHH [TPOMEHH, CE U3pa3siBa B pa3BUTHE HA
xJ1abaBu MeXypH ¢ OHCTPO CBHIBPKHMO, BHPXY He3a-
cerHara Koxka, Obp30 IPEMHHABAIIHU B €PO3UH.

Jleaunte MoOXe Ja ca JIOKaJM3MpaHH WM TeHepa-
JM3UPaHH, ¢ MPEIWICKIUI KbM ceOopeiHuTe 00Iactu
(yuue, KanmWiMLIUyM, TbpPAH, MHTEPCKAMyJapHO) WIH
U3JIOKEHUTE Ha MEXaHWYHA TPAaBMa yYacTBIH, KaKTO U
10 KpalHUIIUTE.

3abonsaBaHETO OOMKHOBEHO HE CE€ CBHIPOBOXKAA OT
WHTEH3UBEH CHPOCK.

BB3MokHO € aHTa)xupaHe HAa HOKTHTE WU HOKBTHHUS
BaJl.

2.3.2.2.1. Pemphigus Vegetans
Pemphigus vegetans e psaabpk moaBapuant Ha PV,
XapaKkTepHU3Hpalll ce ¢ pa3BUTHE Ha BEPYKO3HHU HIIH T1a-
[MJIOMAaTO3HA BETeTUPAIIN W/WIIM MYCTYJIO3HU JIE3UH
nepuopu(PUINATHO WK B TOJIEMHUTE TEJIECHH T'bHKH.
[Ipencrars ce mox aBe Gopmu:
* Tun Neumann ¢ Hamuue Ha nepuopupUITUaTHA
BETeTAallNY;
» Tun Hallopeau ¢ mycTyn03HU J€31H, MPEIUMHO
B TOJIEMUTE I'bHKH.

2.3.2.3 Pemphigus Foliaceus

[pu pemphigus foliaceus (PF) wmu T. Hap. “cymnep-
¢unmanen nemdpuryc”’, KOKHOTO 3acsraHe ce u3pas3siBa
B Obp30mpexonHu xjabaBu MeXypH, IPEMHHABAIIU B
NOBBPXHOCTHHU €PO3UH, TIOKPUTH C KPyCTH B ceOopeii-
HUTe obnacTu (JMle, KamWINIUyM, I'bpJId, HHTepCKa-
nynapHo). 1o mpaBuiIo JTUICBAT JTUTAaBUYHH JIC3HH.

KbM penxure cynepduimanau popMu Ha memMQu-
ryc cnana u pemphigus erythematosus (PE), no3nar
oule karo pemphigus seborrhoicus nwau cungpom
Ha Senear-Usher, npu koiTo ca HanmuIile NMPHUIOKPH-
Ballld C€ KJIMHWUYHU U UMYHOIATOJOTMYHU Oelie3u Ha
pemphigus u koxxeH lupus erythematosus (LE). 3acsira
ce KoXkara BbB ()OTOCKCIIOHUpAHHUTE 00JIacTH, MPEAUM-
HO JIIETO, KBAETO JIE3UUTE MOTaT Jia HaroA00sBar Xa-
pakrtepHaTta 3a cuctemuus LE | menepyna”.

BB3MoXHY ca U JUCEMUHUPaHU KOKHU (OPMHU, KaK-
TO TIPH CHIOPaJWYHHA, Taka U MPH SHIESMUYHHS (POIH-
arieeH nemduryc, T.Hap. bpasuncku nemduryc (,,Fogo
Selvagem”), KomymoOwuiicku nemduryc, TyHuzmiicku
nemduryc u ap.

Pemphigus herpetiformis (PH) e psinbk Bapuant,
KOWTO KIIMHUYHO Hamojo0sBa dermatitis herpetiformis:
HaOIoaBar ce XxeprneTudopMeHo TpynipaHy Be3UKYIH
BBPXY €PUTEMHH YPTUKOMOAOOHW U3MEHEHHUsI, CHIIPO-
BOJICHU C MHTEH3HUBEH CHPOEK, KOMTO HE € XapaKTepeH
3a octaHanuTe GOpMH Ha eMQuryc.

2.3.2.4. Ilapa"eoniacTuyeH nemMpuryc

(Paraneoplastic Pemphigus, pnp) /

napaHeoIacTU4YeH ABTOMMYHEH MYJITHOPTraHeH

cunapom (Paraneoplastic Autoimmune

Multiorgan Syndrome, pams)

To3u KIMHHYEH BapWaHT clie/iBa Jia ce TO0J03upa
B KOHTEKCTa Ha ChHITBTCTBama JuMdonponndepaTus-
Ha HeoIla3Ma, HaH-uecTO HEXOMKKHHOB JHMQOM,
XpOHWYHA JIMM(QOIEBKO3a, THMOM WJIM OONECT Ha
Castleman. B Hsixou cirydan € BH3MOKHO CHMITTOMHTE
Ha PNP/PAMS na npenxokaar JHarHoCTAIIPAHETO HA
HeorutazMara. To3u TexbK BapuaHT Ha 3a00JISIBAHETO €
OTIFICaH ChINO mpH Aera [23].

JIuraBUYHOTO 3acsiraHe ce MPEeJCTaBsl MbPBOHAYA-
HO C OTpaHHMYeH XEHINT W/WIIN yIIIepaTiBeH CTOMATHT,
nepcucTupanmu OOJIe3HEHW epO3MH M HM3pa3eHa JHc-
(harus. OgnHo 3acsrane moxa ¢opMa Ha ITUKATPUHPAII
KOHIOHKTHUBHUT U KEPATUT, KAKTO U TCHUTAJIHO aHTaXXU-
pane, ca cbio dectu [24]. EBeHTyamHoTO Hamu4me Ha
(hapuHTeaTHU JIE3UH, KAKTO U aHTAKHPAHETO Ha Ha3all-
HaTa JIMTaBUIA U XPAaHOMPOBOAA MOXE Ja JIOBEJC JIO
(haroguaMS B TacTpo-e30dareancH pediaykc.

KoxHuTe se3un ca ¢ momuMopdeH xapakrep U Mo-
rar Ja HarmomoOsBaT pemuiia cheTosSHUS: lichen ruber
planus-like, graft versus host disease-like, erythema
multiforme-like, bullous pemphigoid-like, nmu pem-
phigus vulgaris-like. ITanMo-mTanTapHOTO 3acsraHe e
YeCTO CPEelIaHo.

benonpobHoTO anTaxkupane mox Gopmara Ha anBe-
OJTUT, OONIUTEPHUpPAI OPOHXHONHT WU OernoapooHa du-
0po3a e XapaKTepHO W XMBOTO3aCTPAIIaBaII0 yCIOXK-
HeHue [25].

2.3.2.5 IgA nemduryc

To3u psiIbK KIMHWYEH BapUaHT € MO3HAT TOJ JIBE
dopMu: THI CyOKOpHEalHa ITyCTYJIO3HA JepMaro3a
(subcorneal pustular dermatosis, SPD) u unTpaenu-
nepmainieH HeyTpoduieH (intra-epidermal neutrophilic,
IEN) tun. Kiimau4Ho ce xapakrepus3mpa C TOsiBa Ha
Ty CTYJIH BbPXY €PUTEMHH TUTaKH 10 kpaitHumwmre (SPD)
WIN TyCTYJH B NiepudepusiTa Ha epo3NBHO-KPYCTO3HU
ne3uu 1o TpyHkyca (IEN).

2.3.2.6. JEKAPCTBEHO-UHAYLIUPAH

HNEMO®UIycC

JlexapcTBeHO-MHAYTIMpaHU (HOopMH Ha 3a00JIsIBaHe-
TO Ca ONMCAHU Hali-4eCTO ciie] IpUeM Ha MeAUKaMEH-
TH, B YMATO CTPYKTypa y4acTBa THOJIOBA HIIU CYI(PXH-
IpwiHa rpyna. KimHu4yHara kapTrHa Hail-4ecTo Harlo-
nobsiea PF, HO MOke 1a ipoTede U ¢ KiTnHuKara Ha PV,
KAaKTO M Ha APYTH NO-pEelKU BapuaHTH, karo PE wnm
PH [26,27]. JluraBunuTe ce 3acArar 1Mo M3KIIOYEHHE.
KbM TO3M psapk BapuaHT Ha meM¢uryc Morar Ja ce
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OTHECAaT U W30JUPAHUTE CIy4au Ha KOHTaKTHO-UHIY-
[IUpaH NeM(UTyC OT Pa3IUYHA XUMHUYHU CyOCTaHIUH
(Haii-Beue MecTUNMIN), KAKTO U CIy49aw, OTKIIOYCHH
cien peHTreHoBa tepamnus [28,29,30].

2.4. JTUATHOCTHUYHU MPOLEAYPU ITPU
INEMO®UI'YC U APYT' HEOBXONUMU
JIABOPATOPHU U3CJIEABAHUSA

Juarno3ara Ha nem¢uryca ce 6asupa Ha 4 KpHu-
Tepus:
1) Knuanuna kaptusa (Bx. 2.3)
2) XuCTONaToJOTHYHa HaXoaKa
3) HupextHa umyHoduyopecuenuus (AUD) Bepxy
NepusIe3noHaJIeH KOXKEeH WM JUTaBUYeH y4acTbK
4) VIMyHOCEpOJOTHYHH H3CJEIBAaHUS, yCTAHOBS-
Ballll HaJWYMe Ha aBTOAHTHUTENa, HACOUEHHU Cpelry
MOBBPXHOCTTA HA CHMUTEIHUTE KICTKH (“memMduryc-
HU” aHTUTENa) — MHIUPEKTHA UMYHO]IyopeCeHIIHS
(MN®) w/mmm enzyme-linked immunosorbent assay
(ELISA) Dsgl u Dsg3.
[IpenoppuBa ce AUTHOCTUYHUAT aTOPUTHM (TIJIaH)
Jla BKJIIOYBA CJIEIHUTE U3CIIEABAHUA:
* buomncus 3a XHUCTONMATONIOTUYHO M3CIIEABAHE OT
ne3us
* buorncus 3a JU® ot BUAMMO HENNPOMEHEH NIEPU-
JIe3NOHAJIEH Y4acThK
*  HMMyHOCEpOJIOTrMYHU TECTOBE

2.4.1. XA CTOMMATOJOTUYHO U3CJIEJIBAHE

3a menMTe Ha PYTHHHOTO XHCTOMATOJIOTMYHO W3-
ClIe/IBaHE ce MPOBEKAa EKCIIM3MOHHA punch - Ouorcust
¢ pazmep 3-5 mm OT cBexa (C JaBHOCT OT MOCIEAHUTE
24 4.) Be3ukyna wiu 1/2 ot nepudepusara Ha HAIUIHA
Oyna u 1/2 nmepuie3noHaIHa KOXa, KOSITO Ce TIOCTaBs B
10% pa3tBop Ha popmanud. Haxonkara e kKakto ciel-
Ba: MHTpaenuJepMalina cynpabazaina akaHTOIN3a PH
PV unu Ha HUBO rpanynapeH ciuoi npu PF. [1pu PNP/
PAMS ca xapakTepHu enuaepMaTHa akaHTOIU3a, CYII-
pabazaiHu LENKH, AWCKEPAaTOTHYHU KEPaTHHOLUTH,
BaKyOJIHa JeTeHepalus Ha 0a3aTHUTE KEPATHHOIMTH 1
enuaepMaliHa eK30IHUTO3a Ha HH(PIaMaTOPHU KIICTKH.

B penku ciyuan, npodara Ha Tzanck moxe na mpe-
AO0CTaBU OPHUCHTUPOBBYHA I/IH(bOpMaHI/ISI B HaCoOKa Ha
nemQuryc, ¢ BCHIKH pe3epBU MO OTHOIICHHE HA HEl-
Hara JUAarHOCTHYHA CTOMHOCT 3a M3KJIIOYBaHE Ha Cy-
OenuaepMaHu OylI0O3HU JEPMATO3H.

2.4.2. JIAPEKTHA UMYHO®JIYOPECHEHLIMS

Pyrunna JIU® ce npoBexaa BbpXy KOKHA WIH JINA-
raBuyHa OWOTICHSl OT MEpPUJIC3UOHANCH yYacThK, Ha-
MUpaIl c€ Ha Pa3CTOSHUE 10 1 cm OT HaTuYHa CBEXa
JIe3usl, TOCTABEH B KPUOEIPYBETKA 32 TPAHCIIOPT B CHJI

C TeYeH a30T, BbB Qu3uosoruueH pazreop (0.9% pas-
tBOp Ha NaCl) (mocraBka 70 36 4.) WM B TPAaHCIIOPTHA
cpena Ha Michel [31]. JluarnoctuuHaTa HaxoIKa ChOT-
BeTHO ¢ oTiarane Ha [gG w/unu C3 o moBBpXHOCTTA
Ha KePaTHHOIMTUTE B eMUAEepMuUca/enuTena (MHTepiie-
JyJIapHO OTJIaraHe), KoeTo MoXxe Ja ObJe noa popmara
Ha THhHKa JIMHEapHa MHTEpLENyIapHa (IyopeCIeHIHs
WK MO-TPy0O0 OTiaraHe ¢ MpeKbcHar (rpaHyjapeH Xa-
paxrep) [32]. B peakure cnyyam Ha IgA memouryc,
UHTEPLETYIapHO OTIOKEHHUTE B EMHICPMHUCa HMYHOT-
J00yJIMHY ca ChOTBETHO OT Kiac IgA.

WnTepuenynapHOTO CBETEHE MMOHAKOTA C€ KOMOWHHM-
pa ¢ nuHeapHo omiarane Ha IgG unmu C3 mo xoma Ha
nepmo-enuaepmannara rpanuna (JED), koeto Mmoxe ga
oroBapsi Ha PNP/PAMS, PE, kakto u mpu ciay4aun Ha
JIEKapCTBEHO-MHAYIPaH MeMPUryc WM IpU EBEHTY-
AJTHO ChUCTaHUE Ha TeMUTYC U TeMPUTOU.

2.4.3. UMYHO-CEPOJOTUYHHU W3CJIEJIBAHUS

2.4.3.1. UnaupeKkTHA HMYHOQIIyOpeceHIHsA

NN ® uscnensaHeTo Ha cepyma Ha ALUEHTa BbPXY
enuTeNeH cyOcTpar (JYoBelKa Koxa, MaiMYHCKH Xpa-
HOTIPOBOJI, YCTHAa OT MOPCKO CBHMHYE WJIM 3a€K M Jp.)
MO3BOJIsIBA KAUE€CTBEHO U KOJIMYECTBEHO yCTAHOBSIBaHE
Ha [UPKYJIUPALIN aBTOAHTHUTENA, HACOUEHH CPEIy I10-
BbPXHOCTHU aHTUICHH Ha €MHUIEepPMaIHUTE KepaTHHO-
muty. CrienuduyHaTta, paBHOMEpHA, MPEKOBH/IHA €TIH-
JepMaiHa (QIypecleHIHs € TI03HaTa ChINo 0/ Ha3Ba-
HUsTA ,,pudapcKa Mpexa“, ,,TueHa MUTa* Wi ,,[Iaqu
Kkpak“ [32].

NN uzcnenBane Moxe Ja ce MPOBENE U BBPXY CyO-
CTpaT OT peKOMOMHAHTHU KJIEThYHHU JIMHUH, EKCTIPECH-
pamm Dsg 1 u Dsg 3 Ha MOBBPXHOCTTA HA KJIETKUTE
(Biochip texnomorus) [33].

B cnyyaii Ha aTunTMYHa HaxXonKa, cycrnekTHa 3a PNP/
PAMS wnmu npyra AUB/l, e ymecTHO mpoBexaHe Ha
JIOIIBJIHUTEIIHY MMYHOJIIOTMYHH TecToBe, Hamp. D
BBPXY CyOCTpar OT MUKOUEH MEXYp Ha TUIbX /U UMY-
HOOJIOT/MMYHOITPEIIATUTALHSL.

2.4.3.2. ELISA

Hannuuero Ha nupkynupamu antu-Dsgl (PF nnm
PV ¢ koxHO-nMraBMYHO 3acsiraHe) W/winu aHTH-Dsg3
IgG aBroantutena (PV ¢ u3onmpaHo JUTraBUYHO 3a-
csiraHe) ce yCcTaHOBsiBa mocpeacTBoM Dsg-crienngpuy-
Ha ELISA, kosiTo e mojouTeiiHa B mopeue ot 95% ot
cllydyaure.

YcraHoBeHa € Kopenaius MeXay CTOHHOCTHTE Ha
ELISA u TexecTTa W/WiiM akTHBHOCTTA Ha 3a00siBaHe-
TO (BX. 3a0eJexKara Mmo-rope ¥ NpOrHOCTUYHATA CTOM-
HOCT B CJIy4ail Ha pelUIUB, KOSTO MOANIOMAara BOJICHETe
Ha JIUeOHHUS MPOIIEC).

[IpeaBu ropen3noxKeHOTO ce MPernopbyuBa AUATHO-
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3ara Ha PV/PF na ce 6a3upa Ha ChbBMECTHMU KIMHUYHA
KApTUHA U XUCTOIATOJIOIrMYHA HAXOKA, B ChYETAHUE C
no3utuBHa I ® n ycraHoBeHU HUpKyIHMpaiy nempu-
TYCHH aHTUTENA.

B cityuqaii Ha HeratuHa J{®, ce nmpenopbuBa MOB-
TopHa Ouorcus u HoBa JJU.

2.4.3.3. /lnarHocTHKa HA MAPAHEONJIACTHYEH

nemuryc

* B cnyyaifi Ha aTunMyHa KJIWHUKA (Hamp. Te-
XKBK CTOMAarTuT, JIMXCHOUJHU WM erythema
multiforme-like koxxHU J1e3un), MOXKE J1a Ce I0-
no3upa PNP/PAMS.

*  XWCTOJIOTUYHOTO H3CIIEBAHE OT JIE3Us YECTO
NOKa3Ba JMCKeparo3a W JMXCHOWJeH interface
JEpMaTHT, YCIOPEIHO C aKaHTOJIHM3AaTa.

* JIN®D moxe na najae chUeTaHWE Ha MHTEpLENy-
JIapHOTO CBETEHE B EMUACPMHUCA C TMHEAPHO OT-
narane Ha IgG/C3 no xona na JIET.

+ MU uscnensaHeTo Ha cepyM BBPXY cyOcTpar
OT NMHUKOYEH MEXyp Ha IUIbX JEMOHCTpHpA HH-
TEpLENyTapHO CBETCHE, OTrOBapsIlO0 Ha peak-
TUBHOCT CIIPSIMO TPOTEMHU OT CEMEHUCTBOTO Ha
TUIAaKWHUTE.

* Hanuumero Ha CepyMHH aHTUTENa CpeILy
envoplakin upe3 ELISA-anti envoplakin ce cum-
Ta 3a crenuduyno 3a PNP/PAMS, Tbii karo ce
HaOJIroaBa Mpu He noseue ot 1 % ot OoHHTE ¢
npyru AUB/IL.

*  VIMyHOONOT Cc enuaepMaIHu EKCTPaKTH MOKa3Ba
Hanmune Ha IgG, Hacoyenu cpemry envoplakin
(210 kDa) u periplakin (190 kDa), Dsg3 (130

kDa), u mo-psnko Dsgl (160 kDa), u alpha-
2-macroglobulin-like-1 (A2ML-1, 170 kDa).
[Monsikora ce ycraHopsiBaT aHTH-desmocollin
aHTUTeNa, OOWKHOBEHO B acolMalys C aH-
TU-envoplakin antuTenara.

*  VIMyHOONOT C EKCTPaKTH OT KEPATHHOLUTHH KYJI-
Typu otkpuBa IgG anTuTena cpemy envoplakin
(210 kDa), periplakin (190 kDa), u desmoplakin
I/I1 (210 m 250 kDa).

* VMyHompenumuranusaTa ¢ KEpaTHHOIUTHH EKC-
TPaKTH HE ce Mpuiiara B KIMHUYHATA TIPaKTHKA.
Tst 6u moru1a na yctanoBu IgG aBroanTurena cpe-
mry envoplakin (210 kDa) u periplakin (190 kDa),
Dsg3 (130 kDa), Dsgl (160 kDa), desmocollin,
desmoplakins I u 11, BP230/BPAG1, plectin (500
kDa), u alpha-2-macroglobulin-like-1 (A2ML-1,
170 kDa).

2.4.4. JIABOPATOPHHU U3CJIEJABAHUS ITPEAU

3ATIOYBAHE HA CUCTEMHA KOPTHUKOCTEPOHTHA

WJIA AMYHOCYTIPECUBHA TEPAIIHAS

[IpenopruBa ce npeny HayanaoTO Ha JIGYEHUETO Ja
ce u3cienBaT KakTo PYTHHHH MapakiIMHUYHU MOKa3a-
TCJIHU, TaKa U HAKOU CHGHI/I(bI/I‘-IHI/I TaKnBa MpU CCJICK-
TUPaHHU TAIMEHTU U MPEJACTOSNIN CHEeUPUUHU Tepa-
nuu. IIpu PE € yMECTHO NOIBIHUTEIIHO U3CIENBAHE
Ha aHTHHYKIeapHHU aHTuTena (Antiniclear antibodies,
ANA). B m3KII04HTETHO PEAKHUTE ClTydan Ha GpaMuiieH
HCM(bI/IFyC MOXC Ia C€ TbpCHU HAJIMYMUETO HA I'€HCTHUY-
HO MpPEApPa3IoIoKEeHNe y MAlUEeHTUTE U TEXHU 3IpaBU
POJICTBEHHIIM MOCPEACTBOM H3ciefBaHe Ha Human
Leucocyte Antigens (HLA) (Ta6nuua 2) [34].

Ta6J'II/II_[a 2. HpeHOp’L'{I/ITCJIHH H3CJICABAaHU NPCaAN HAYAJIOTO Ha TepanudaTa Ha HeM(l)I/Ich.

B o6mmTe cayqan

HpI/I CCJICKTHPAHU MANUCHTH

IIpu cneuupuyHu Tepanuu

IIKK ¢ KK, CYE, ypuna

Ro-rpadust Ha 6571 P06

Azathioprine: thiopurine
methyltrnsferase (TPMT)

ACAT, AJIAT, TTT, A®

EXO xopemHO opranu

Dapsone: glucose-6-phosphate
dehydrogenase (G-6PD), Ounupy-
OMH, PEeTUKYIOLUTH

Kpeatunun PPD, KBantudeponos tect IVIG: HuBo Ha IgA
Anti-CD20: u3KiII0uBaHEe Ha aKTUB-
Kp. 3axap OcTeoneH3uTOMET P
HU HHPEKIIH
Enexrponutu Koncynranms ¢ odprammoror

OO0 6enThK, adOyMuH

Tect 3a OpemeHHOCT

HBsAg, HCV, HIV

ANA, HLA

10
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JIEHEHHUE

3.1. HEJI HA JIEUEHUETO

OcHoBHaTa 1€ Ha JICYCHUETO € KOHTPOMI U 00paTHO
pa3BUTHE Ha OYJIO3HUTE KOKHU W/WITK JIMTABHYHU JIC3UH,
KaKTO 1 MUHUMHU3HUpPaHe, JOKOJIKOTO TOBa € BE3MOXKHO, Ha
CTpaHUYHUTE €(DEKTH OT JICYEHHETO.

Jleuenuero nenu:

- emUTen3upane Ha OylI03HO-€PO3UBHUTE MPOMEHU U
n34e3BaHe Ha PyHKIMOHAJIHUTE HAPYIICHUS, CBBP3aHH ChC
3a00JI1BaHETO;

- IpeNIOTBpaTsABaHe/OrpaHYaBaHe Ha PELUIUBUTE;

- IonoOpsIBaHe Ha KaueCTBOTO Ha JKMBOT Ha MAlUCHTH-
TE;

- OrpaHMYaBaHe Ha CTPaHWYHUTE e(PEKTH, CBEP3aHHU C
IBJITOCPOYHOTO KOPTHKOCTEPOUIHO M UMYHOCYIPECHBHO
JIeueHHe.

3.2. JEOVMHUPAHE HA TIOHSITUSITA,
KACAEIIHU EBOJIIOLIUATA HA
3ABOJISIBAHETO

IMpenopbuBa ce MPUIOKEHAETO HA CICIHUTE AePUHH-

11H, Kacaellly eBOJIroLusTa Ha ieMguryc: [35]

* Kontposn Ha 3adosisiBanero (control of disease
activity, CDA): BpeMeTo, B KOETO CIiupa IosiBata Ha
HOBH JIC31H, @ HAIMYHUTE TAKKBA 3aII04BaT 1A 1pe-
MHHABAT;

* Kpaii na dazara na woncommpanusa (end of
consolidation phase, ECP) wmm mopOucrasza: Ha-
CTBIIBA, KOTaTo HsMA M0sIBA HA HOBH JIC3HH 32 MIePH-
01 OT MUHMMYM JIBE CSIIMUII, PUO3uTeHO 80%
OT JI3UUTE Ca MPEMUHAIIH; TOBA € BPEMETO, KOraro
MOBEYETO KITMHHUIIKCTH MPUCTHIIBAT KbM PeIyIrpa-
HE Ha KOPTUKOCTEPOU IHATA J1034;

* TInana pemucusi ¢ Tepamus (complete remission
on therapy): ITbJIHa peMHUCHsI C Teparuis € HATMYHA
[PH OTCHCTBHE HA HOBH WM HAJIMYHU CTAPH JIE3HH,
JIOKaTo MalMeHTHT IIPUeMa MUHUMAJIHA TepaIusi;

 IIbana pemucus 6e3 Tepanus (complete remission
off therapy): mbiiHa pemucus Oe3 Tepanvis ¢ Halid-
Ha NP OTCHCTBUE HA HOBH W/WIIM HAJMYHH MPESIN
JIe31H, JIOKaTo TAIMEHTHT He TIPUeMa HUKAKBa CHC-
TEMHa Teparnus B MPOIBb/DKECHUE HA TIOHE JIBa Mece-
a,

* PenuauB: mosBa Ha >3 HOBM JIe3UW/Mecell, KOUTO
He MPEMHHABAT CTIOHTAaHHO 3a Meprox OT 1 cenmuia
WM Pa3IIMpPsBaHE HA CHIECTBYBAILMTE JIC3UH TIPU
HAIMEHTH, KOUTO MPEIH ca IIOCTUTHAIN KOHTPOJ Ha
3a00/ISIBAHETO;

* MunumaiHa Tepanusi: prednisolone (vm exBu-
BayieHT) <10 mg/neH W/ MUHAMAJTHA a/[FOBaHTHA
Tepanus 3a MOCNeJHUTE 2 Mecelia.

3.3. CHEHUUAJINCTHU, AHTA’KUPAHU B

JIEYEHHUETO

[IspBoHayanHata 00pabOTKa, IUArHOCTHKA W Jiede-
HYe Ha OOJIHUTE C N3sIBeHA KIIMHUKA OOMKHOBEHO M3VICKBA
XOCTIUTAIIVBAINS B JIEPMATOIOTUYHA KITMHUKA/OTIICIICHHE,
KOSITO TIPOITBIDKABA JIO TIOCTUTAHE Ha KIIMHIYEH KOHTPOI
Ha 3a00JIIBaHETO.

[Ipn mo-nexure KMHUYIHE (PopMu HA TIEMQHUTyC, T0-
MBJIHUTEITHUTE TUArHOCTUYHU TCCTOBE W KIIMHUYHO IIPO-
CIIe/IIBAHE MOTAarT J]a ce MPOBEXK/IAT, KAKTO B CTAIIOHAPHH,
Taka 1 B aMOyJIaTOPHU YCITOBHSL.

[smocTHara rpka ce KOOpIMHUpA OT JIEPMAToNora B
pedepeHTHIS IEHTHP B CHICUCTBHE ¢ aMOyJIaTOpeH Jiep-
MaToJIor, 00IIO-TIPAKTHKYBAIIL JIEKap 1 JIPYTH MEITUIIHCKA
CTICIAIMCTH OT peepeHTHIS IICHTHP W/¥IH Ha PETHOHA-
JIeH ripuHImI [36].

MenuiuHCKUTE CIIEUAIUCTH, KOUTO y4acTBar B TO3U
TPOIIEC Ca UJICHTUYHU C MOCOYCHHUTE TIPH ITEPBOHAYATHATA
OlleHKa Ha OomHuTe (BX. T. 2.2).

[No m3KiTIOUCHHE 3a00NSIBAHETO MOXKE J1a CE pa3BUe B
nercka Be3pact [37,38,39]. HesaBucumo OT OTHOCHTETHO
JOOpOKAUECTBEHHS X0/ Ha FOBCHIIHHS TIeMHTyC, CIie/-
Ba JIa C€ OCUTYpH HAONFONEHHE OT MYJITHIUCIUIDINHAPEH
€KHII, BITIOUBAIIl pepepeHTEH IIEHThD, NIeAMaTpUYHa JiepMa-
TOJIOTMYHA KJIFTHUKA WJIH TISTHUATHD IPEABU/ CTICTIA(DITIH-
Te 0COOCHOCTH Ha ITOCOYCHATa BH3PacToBa rPyIia.

3.4. TEPAIIEBTUYHMU I1OJIXO1U

M300pbT Ha TeparmeBTUYEH KJIac OT IThpPBa WM BTOpPA
JIFHYSL, KAKTO ¥ COTBETHUTE JTO3U 3aBUCAT OT penuiia (pak-
TOPH, CBbP3aHH C KIIMHUYHUS BAPUAHT, aKTUBHOCTTA Ha 3a-
0OJIIBAHETO, TEKECTTA HA KOXKHO-TMIAaBUYHOTO 3acsAraHe,
HAJIMYHETO Ha CHITHTCTBAIIIA TTATOJIOTHS M €BEHTYATHH TIPO-
THBOIIOKA3aHMsI, KAKTO ¥ OT IPYTH (hapMako-UKOHOMHIHU
xopenarpm (Tabmuma 3). [IpenoppuaHuTe TEpareBTUIHA
CpEIICTBA U CXEMH Ca ChOOPA3eHHU C TOCIICAHUTE MPETIOPh-
KM Ha BOJICTITH CTIeIMaITMCTH B obmactra Ha AUB/] [40,41].

3.4.1 ITbPBA IMHUS TEPAIIEBTUYHU CPEJCTBA

* CucreMHa KOPTHKOCTEpPOM/IHA Tepamusi C
prednisone (prednisolone) 0.5 -1.5 mg/kg/nen nim ex-
BHUBaJieHTeH KopTuxocrepoun (Iprioxenue 4).

Creranuctare TpsOBa Ja CIEST 3a CTPAaHUIHH eex-
TH, OTHOCUTEIIHH WJIM aOCONFOTHH MPOTHUBOMIOKA3AHUS 32
CHICTEMHA KOPTUKOCTEPOHIHA TEPaITHSL.

[loBmusiBanero m KoHTpOsT Ha PF oOMKHOBEHO Ha-
CTBIIBA ITO-OBP30, OTKOJIKOTO IpH PV,

Ynorpebara Ha JIETIO-KOPTUKOCTEPOUTHNA MEIUKaMEH-
TH HE C€ TIPETIOPHYBA U HE CE JIOMYCKa.

[pu HemocTuraHe Ha MTBPBOHAYAICH KOHTPOJ Ha aK-
THUBHOCTTA Ha 3200JIIBAHETO B paMKHTE Ha 2-4 CEIMUTH OT
HaYaJI0To Ha TepartiATa, ce IpernophyuBa OKauYBaHe Ha KOp-
TUKOCTeporaHara f1o3a 1o 2.0 mg/kg (Tadmma 4) [31,32].

11
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C uen HaMassiBaHe HA PHCKA OT CTPAaHHYHH €(EKTH,
KOPTHKOCTEPOU/IHATA Teparis OOMKHOBEHO CE Tpuiiara B
KOMOWHAIHS ChC ,,CTEPOUJT CIIECTABAIL UMYHOCYTIPECOp
(azathioprine 1.0 - 2.5 mg/kg/nen, mycophenolate mofetil
2.0 g/nen wim mycophenolate sodium 1440 mg/nen). Tosa
€ 0CO0EHO MPUIIOKMMO B CITy4auTe Ha IUIAHUPaHa JTbJIro-
CpOYHa KOPTUKOCTEPOUIHA Teparus (> 4 Mecela) Win He-
BBE3MOYKHOCT 32 PeyKIus Ha jo3ara rox 10.0 mg/neH.

*  Anti-CD20 MOHOKJIOHAJTHO AHTUTSIIO
(rituximab)

[Npunara ce nox popmara Ha e nady3un ot 1.0 g Ha
WHTEpBAJI OT JBE CEAMUIIM, B KOMOHHAIMS ChC CHCTEMEH
koptukoctepou (prednisone 1.0 mg/kg/neH) B mporpecus-
HO HaMaJISBAIIM JI03U C LIeJ CIIMpaHe HAa KOPTUKOCTEPOHI-
Hara Teparus cien 6 Mecena.

IIpu nanueHTH, KOUTO €A MOCTUIHAIM MbJIHA pe-
Mucusi ¢/0e3 Tepanusi Ha 6-TM Mecell U ITHPBOHAYAITHO Ca
MMaJTM KJIMHUKA Ha TEXBK MeM(UTYyC WA BCE OIIIC UMaT
BHICOKH THTPH aHTH-Dsg aHTHTENa HA 3-TH MECel], MOXe Jia
ce uma npeBy 1 pwiarane Ha nHdy3ust or 500 mg v 1.0
g rituximab Ha 1rectu Mecer. Onrumansara o3a (500 mg
10 1.0 g) Bce oirie e AMcKyTaOKIHA.

IIpu nmaumeHTH, HEMOCTUTHAIN HJIHA peMucus ¢/
0e3 Tepanusi Ha 6-TU Mecell, MOXKE /1A CE MPeropbya MpH-
JaraHe Ha aBe HHQY3HUH rituximab ot 1.0 g Ha MHTEpBa OT
nBe ceamuiu (2.0 g 001110).

IIpu nanueHTH, MOCTUTHAJIM NMBJIHA PeMHCHS Ha
(ona Ha neyeHue nim 6e3 JieueHne, ce NPENOPHYIBA MPO-
BeX/IaHe Ha eHOKpaTHa nH(y3us rituximab 500 mg Ha 12-
TH Mecell 1 ortie eaa uagy3us or 500 mg Ha 18-1u Mecell,
B YaCTHOCT TIpY OOJTHH C BCE OILIE TIOTIOKUTEIHN aHTH-Dsg
aHTUTENA.

MoHUTOPHPAHETO HA HUPKYIIUpALIUTE aHTU-Dsg aHTH-
tena nocpenctsoM ELISA e meoOxomumo s1a ce n3BbpIBa
TIOHE Ha BCEKU 6 Mecela.

Moske aa ce MMa MpeABU/ POBEKAAHE Ha JOTBIHH-
TenmHu UH(QY3MH rituximab KaTo MOIIBPIKAIIO JICUCHHE
cien 18-Tu Mecel Ipu MAIMEHTH C HAHOBO IIOBHIIIE-
HU THTpU aHTU-Dsg aHTHTENna ciien MbPBOHAYAIHOTO
UM HETaTUBUpAaHE, MOCIENBAIO0 ITBPBUTE WH(Y3UU Ha
rituximab [42].

* ATIOBAaHTHH UMYHOCYTIPECOPH/IIUTOCTATHIIN

[pu murica Ha rituximab WM TPOTHBOTIOKA3aHUS 32
MPIJIOKEHHUETO MY, OCHOBHHTE HUMYHOCYIIPECOPH, TpHJia-
r'aHM Ha ITBPBO MSICTO B JICYCHUETO Ha IeMpuryc ca: [43]

- Azathioprine (1.0 - 2.5 mg/kg/nen). [IpenopsuBa

ce HayaJiHa Ji03a rpe3 mbpBara ceaMuna ot 50 mg/
JICH 32 U3KJIIOYBaHE Ha peaKlus Ha WINOCHHKpaA-
314 (B coy4ail Ha TakaBa cje/iBa He3a0aBHO CITH-
paHe Ha MpueMa) W TMOCIEABAIIO TTOKa4YBaHe 10
JKeJaHara j103a. Makap ue He MOXKe J1a Ipe/ICKaxe
Pa3BUTHUC HAa UAUOCUHKPATUYHU PCaKIU1, aKTUB-
HOCTTa Ha €H3MMa THOIYPUH METHI TpaHcdepaza
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(thiopurine methyl transferase, TPMT) cnenBa na
ce u3cieiBa Mpeiy JICUSHUETO NpeaBH/I (aKTa, ue
JO3UPAHETO Ha Mpernapara 3aBUCH OT aKTUBHOCT-
ta Ha TPMT [34,44].34, Haii-001110, TAIHEHTH C
nemuryc 1 Bucoka aktuBHocT Ha TPMT npuna-
rar oouyaiinara jo3a azathioprine (o 2.5 mg/kg/
}IGH), NMagueHTH CbC CPEIHA WIIN HUCKA AKTUBHOCT
Ha eH3MMa CJIe/[Ba 1a TIONTy4aT MMo-HHUCKa MOAIbP-
xarna go3a (mo 0.5-1.5 mg/kg/nen B 3aBUCHUMOCT
0T HUBOTO Ha akTUBHOCT Ha TPMT), a mpu Te3u ¢
JIMTICBAIA aKTUBHOCT HA €H3KMa, CJIe[Ba JIa HE Ce
npunara azathioprine.

Mycophenolate mofetil (MMF, 2.0 g/nen) wn
mycophenolic acid (1440 mg/nen). [Ipu npuem Ha
MMF, crienBa qHEBHATA 71032 Jia ce ToKavra ¢ 1 Kar-
cyna (500 mg) cemmuyHo 0 nocturane Ha 2.0 g/nen
C 1eN Mo-I00bp TacTpO-MHTECTHHANICH TONEPAHC
[45].

Cyclophosphamide (p.o. 50 mg/nen v i.v. 500-
750 mg/mecelr) MOXe Jia ce MMa MPEJIBHJ] KaTO CPE/I-
CTBO Ha TpeTa JIMHUS MPU PE3UCTCHTHH (OPMH HA
nieM(Uryc MpeJIBK] HETOBUTE TIOTCHITHAIHY TEXKKH
CTpaHUYHU JECVCTBHUAL.

3.4.2. BTOPA JIMHWS TEPATIEBTUYHY CPEJICTBA

HutpaBenoznn umyHornodymunu (IVIG): 2.0
g/kg/tkbi B 2-5 MOCIIENOBATEIHU JIHM HA BCEKU
4 cemmunm) [46]. JleueHnero MOXeE Jia ce€ TIPOBEIE
CBIIIO ¥ B pPAMKHTE Ha HSKOJIKO JTHH C e H30sIrBaHe
Ha OIUIAKBaHMs KaTo rajieHe M maBoOomue. Acer-
TUYHUAT MCHUHTUT € PAIKO, HO TEXKKO YCIOXKHCHUC
Ha jteuenueto ¢ [VIG, 3a koero TpsiOBa n1a ce ciieu
Haco4YeHO, 0COOCHO NPH MAIMEHTH C YECTH MUTpE-
HO3HM TIPUCTHIK. Makap W ps/IKO CpeliaHa, IThi-
Hata [gA HemocTaTrbuHOCT € MPOTHBOMOKA3aHUE 32
npunarade Ha [VIG.

HuTpaBeHo3HM ~ KOPTUKOCTEPOMJAHM  MYJ-
coBe: methylprednisolone 0.5 - 1.0 g/nen wm
dexamethasone 100 mg/nen 3a 3 nocneaoBaTeHA
JTHU B ITPBOHAYAITHA HHTEPBAIU OT 3-4 CEIMMUITH.
HNmyHoancopOuus: MUHUMYM 2 [UKBJIA 32 TEpU-
o071 oT 3-4 mocneoBaTeNHy JHU, IPOBEEHN Tpe3 4
cenMuiM. [IpoTUBOIIOKa3aHUATa BKIIFOUBAT TEXKKU
CUCTEMHHU I/IH(bCKIII/II/I, CEPUO3HU CHPACYHO-CHA0BU
poOJIeMy, CBPBXUYBCTBUTEIHOCT CPEILYy KOMIIO-
HEHTH Ha UMYHOaJICOpOIIMOHHATA KOJIOHA, JICUCHHE
¢ ALIE-uaxuOUTOpH 1 M3pa3eHa XeMOoparuyxa aua-
Te3a.

Dapsone: nagano ¢ 50 no 100 mg/neH, u mocnen-
Bamio nokaysane 10 1.5 mg/kg cnopex crenenra Ha
KJIIMHU4HYUA OTroBop. IIpunoxkenuero Ha Dapsone
OOMKHOBEHO c€ KOMOMHHPA C JIOKAJTHA KOPTHKOCTE-
poumu (JIKC) (xmac 111, IV).
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Ta6n1/1ua 3. HpeHOp’L‘iHTCJ’IHI/I TCPAIICBTUYHU CXCMHU B 3aBUCUMOCT OT BHJA U TCIKECCTTA Ha HeM(bI/IFyC.

JIEK IEMOUT'YC

Pemphigus vulgaris

Pemphigus Foliaceus

Dapsone 50-100 mg/nen, no 1.5 mg/kg + JIKC (knac III,

V).
Prednisone 0.5-1.0 mg/kg/nen c/6e3 azathioprine wnu
2.0 mg/kg/nen, mycophenolate mofetil 2.0 g/nen win JIKC (xunac III, IV) camocTosiTennHO Ipy eJMHUYHY JIE3UH
mycophenolate sodium 1440 mg/nen wnu
1 nuHns | wiu Prednisone 0.5-1.0 mg/kg/nen
Rituximab (2x1.0g Ha unTepBan ot 2 cenmuiin) c/6e3 i
prednisone 0,5 mg/kg/nen ¢ 6bp3a pexykuus Ha no3ara 1 | Rituximab (2 x 1.0 g Ha 2 cenmum) ¢/6e3 JIOKaIHA KOp-
CIMpaHe Ha KOPTUKOCTEpoua cies 3-4 mecena Ttukoctepouu wim prednisone 0,5 mg/kg/neH p.o. ¢ Obp3a
PEIyKIHs U CIMpaHe Ha KOPTHKOCTepornaa ciex 3-4 Mece-
Ia.
Rituximab (2x1.0 g B unTepBan ot 2 ceaMuuu) ¢ 6bp3a
penyuus Ha prednisolone u criup are cien 3-4 MECELd =1 Rituximab (2 x 1.0 g Ha 2 cemmunn) ¢/6e3 prednisone 0,5
IIpH TBPBOHAYAIIHO JiedeHHe ¢ prednisone/ prednisolone
mg/kg/nen ¢ 6bp3a peayKIHs U CIIUpPaHe Ha KOPTHKOC-
0.5-1.0 mg/kg/neH u HaTMYHU aKTHBHU JIC3UH, WK TIPU
Tepouaa cien 3-4 Mecena - 3a MalMEHTH, JIEKyBaHU C
CTPaHUYHU €(EKTH OT KOPTUKOCTEPOUANUTE WU IIPOTHBO-
HOKA3HH 32 KOHBEHIORATHH HMYHOCYIDECOpH, ¢ (+) dapsone u/uitH JTOKAIHH KOPTUKOCTEPOUIH, C IEPCUCTH-
pau sne3uu, (+) antu-Dsgl AT ¥ 3HAUMTEITHO 3aCErHaTo
27 munus | antu-Dsg3 At u BiomeHo kadecTBo Ha xkuBoT (ABQOL,
DLQI) KauecTBOTO Ha HBOT (cnopex ABQOL wi DLQI).
wiu (TIpY IPOTHUBOIIOKA3aHUS/UIICA Ha rituximab)
. . Prednisone 0.5-1.0 mg/kg/nen c/6e3 azathioprine (1.0-
IloxauBane Ha q103aTa Ha prednisone/ prednisolone g0 .
2.5 mg/kg/nen), unmu mycophenolate mofetil 2g/nen nnn
1 mg/kg/neH - 3a NanUeHTH, T€KyBaHH IIbPBOHAYAIIHO C .
prednisone/ prednisolone 0.5-1.0 mg/kg/nen B komOuHa- mycophenolate sodium 1440 mg/nen.
M C rituximab ¥ HAJIMYHYU aKTUBHH JIE3UH
YMEPEHO TEXXBK U TEXXBK IEMO®UT'YC
Pemphigus vulgaris Pemphigus Foliaceus
Prednisone 1.0-1.5 mg/kg/nen c/6e3 azathioprine 1.0- Prednisone 1.0-1.5 mg/kg/nen c/6e3 azathioprine 1.0-
2.5 mg/kg/nen, mycophenolate mofetil 2.0 g/nen unu 2.5 mg/kg/nen, mycophenolate mofetil 2.0 g/nen unu
mycophenolate sodium 1440 mg/nen, ocobeHo npu Bucok | mycophenolate sodium 1440 mg/neH, 0coO6eHO npu BUCOK
PHCK OT CTPaHHYHH e()eKTH OT KOPTUKOCTEPOHIHOTO Jie- | PHUCK OT CTPAHWYHU €(EKTH OT KOPTHKOCTEPOUIHOTO JIe-
YeHHUE, UM HEBh3MOXHOCT 3a MPUJIOKEHHE Ha rituximab | 4eHue, WM HEBB3MOXKHOCT 32 MPHIIOKEHUE Ha rituximab
Rituximab: 2 x 1.0 g Ha unTepsan ot 2 cenmunu (2.0 g Rituximab: 2 x 1.0 g Ha unTepsan ot 2 cenmunu (2.0 g
06110) + prednisone 1mg/kg/nen B mporpecuBHo Hamans- | o6mo) + prednisone 1mg/kg/neH B mporpecMBHO HaMas-
BAIllY JI03U C LIeJ CIUPaHe Ha KOPTUKOCTEPOUIHATA Tepa- | BAIH JIO3M C IIeJT CIIUpaHe Ha KOPTHKOCTEPOMIHATA Tepa-
nus ciaen 6 mecena nus ciaen 6 mecera
IMonnbprkamo neuenue ¢ Rituximab: IMonnspskamo neuenue ¢ Rituximab:
FE— Ha 6-Tn mecen caeq 1BM HHKBJI: Ha 6-Tn mecen caen 1M HHKBI:
npu nuaHa pemucus c/oe3 mepanust npu nuaHa pemucus c/be3 mepanus
* Rituximab 500 mg—-1.0 g * Rituximab 500 mg—1.0 g
npu qunca Ha nwvana pemucus c/bes mepanus, nosmoper | npu aunca na nvana pemucus c/be3 mepanus, nO8MopeH
YUK®I YUK®I
* Rituximab 2 x 1.0 g na untepsan 2 ceaqmuiu (2.0 g * Rituximab 2 x 1.0 g na untepsan 2 ceaqmuiu (2.0 g
001110) 001110)
Ha 12/18-tu mecen cien 1BM HUKBI: Ha 12/18-Tu Mecen cien 1BM HHKBI:
nwana pemucus Ha/bes 1euenue nwana pemucus Ha/bes reuenue
* Rituximab 500 mg Ha 12-T1 Mecell eAHOKPaTHO * Rituximab 500 mg Ha 12-Tu Mecel| eAHOKPaTHO
* Rituximab 500 mg nHa 18-tu mMecen nipu (+) anTH-Dsg * Rituximab 500 mg Ha 18-tu mecen nipu (+) anTH-Dsg
aHTHTENA aHTHTENA
IVIG 2.0 g/kg/unxsn B 2-5 mocnegoBarennu guu Ha Bee- | IVIG 2.0 g/kg/muksa B 2-5 mocnexoBaTenHy JHE Ha BCe-
K4 4 ceaMuLU K4 4 ceaMuLu
Koptukocreponanu myJjcose i.v.: Koprukocreponanu myJjcose i.v.:
o s |~ methylprednisolone 0.5 — 1.0 g/nen - methylprednisolone 0.5 — 1.0 g/nen

- dexamethasone 100 mg/neH B 3 mociea0BaTeTHA THA HA
HHTEpBalu OT 3-4 ceaMuUIu

HNmyHnoaacopouus - noHe 2 nukbia 3a 3-4 nociuenosa-
TEJIHU JIHU HA MHTEPBAIHU OT 4 CEMUIH

- dexamethasone 100 mg/neH B 3 mocea0BaTeTHA THU HA
HHTEpBau OT 3-4 ceaMuUIN

HAmyHnoancopouus - noHe 2 nukbia 3a 3-4 nociuenona-
TEJIHH JIHU HA UHTEPBAJH OT 4 CEIMUIH
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Ta6J'II/II_Ia 4, TepaneBTHqu MOBCACHUC MMPHU HCTIOCTUTAHC HA ITbPBOHAYAJICH KOHTPOJ CJICH 2-4 CCAMUIIN.

IIbpBOHAYAJIHO JICYCHHUE

Kopemmﬂ B TépanuaTa

Rituximab u prednisone
unu

1 mo3ara Ha prednisone j0 1.5 mg/kg/nen

nyJic methylprednisolone 0.5-1.0 g/nen wnmu dexamethasone 100 mg/
JIeH - 3 THU Mpe3 UHTepBal OT 3-4 ceaMuUIn

MonoTepanus ¢ prednisone 1.0

mg/kg/nen unu

1 mo3ara Ha prednisone 10 1.5 mg/kg/nen + rituximab 2x1.0 g

no0aBsiHe HA MMYHOCynpecop (MUTOCTATUK) azathioprine 1.0-2.5
mg/kg/nen uiu mycophenolate mofetil 2.0 g/nen uru mycophenolate
sodium 1440 mg/nen

Momnotepanus c prednisone 1.5

mg/kg/nen unu

no6assine Ha Rituximab (2 x 1.0 g)

no0aBsiHe HA UMYHOCynpecop (HuTOocTAaTHK) azathioprine 1.0-2.5
mg/kg/nen uiu mycophenolate mofetil 2.0 g/nen wiu mycophenolate
sodium 1440 mg/nen

cyclophosphamide ce npunara no-psako npeaBuI NOTCHIHATHUTE My
TEXKHU CTPAaHUIHU e(PEeKTH

3.4.3. IOMbJIHUTEJIHA CPEJICTBA 3A JIEUEHUE

* HHTpane3noHaIHN KOpPTUKOCTepowau (triam-
cinolone acetonide) Morar ga ce WMar mpen-
BHJI TIPY HAJIMYWE HA U30JIUPAHU OpPATHH MU
KOKHU JIE3UH.

» JlokanHa ajfoBaHTHA Tepamus ChC CBPHXMOIII-
HE KopTukoctepouau (clobetasol propionate,
triamcinolone acetonide gel), mpunokeHu BBp-
Xy OpajlHU €pO3HH B KOMOWHAIIMS ChC CHCTEM-
Ha Tepamus, MOXe J]a c€ UMa MPEJBUJ TIPH Hs-
xou Oonuu [47,48].

» JlokanHM  KaNMHEBPUHOBH  HHXUOUTOPH
(Tacrolimus) mpu TUTaBUYHO 3acsATaHe.

* bBanu/BaHM C aHTHCENTHYHU Pa3TBOPH KAaToO
chlorhexidine wnu kamWeB TepMaHTaHaT Cce
MPEnophYBAT MPU MAIUEHTH ¢ OOIIMPHU KOXK-
HU JIC3UH.

» [lpenmopbuBa ce MOKpUBaHE HA EPO3HHTE C He-
3aJenBaniy (Heaaxe3uBHU) MapiIeHH IPEBPH3-
KM WIM KOMIIPECH, KaKTO M TMPUIIOKEHUE Ha
€MOJIUEHTH/TMHIUMEHTH.

* Amnanrerunu (paracetamol, metamizol u ommo-
WJIHU aHAITETHIIH) C€ MPENOophYBAT MPH HYXK-
Ja.

» TenoBe c JIOKalleH aHECTETHK MOTAT Jia ce MpH-
Jarar BbpXY JUTaBUYHUTE TOBBPXHOCTH.

* HeoOxoguma e ajekBaTHa CTOMATOJOTHYHA
rpwka U yctHa xurneHa. Cepruo3Ha JCHTAIHA
XUPYPTHUsl, HAMp. MOCTABSIHE HA JICHTATHU UM-
JaHTH, HE ca MPETOPHUUTETHH 10 IIPEMUHABA-
HE Ha OpaJTHUTE JIC3UH.

* OrmpejielieH JHETHYEH PEXHM, H3TFOTBEH C
MOMOIITa Ha CHEIUAINCTH N0 XPaHEHEeTOo, ce
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npernopbyBa B CIYYaUTC Ha MAJIHYTpULOUA,
CBbp3aHa € OpaJIHOTO 3acCAraHe Ui CUCTECMHaA-
Ta KOPTUKOCTCPOUJHA TCpaIlus.

3.4.4. HEOBXOOMMH MEPKH ITPA
MPOIBJKUTEJTHA KOPTUKOCTEPOUIHA
TEPATIMSI

[TpenopbuBa ce peJOBEH KOHTPOJ 32 pa3BUTHE HA
CTepou/IeH q1UadeT UK BJIOIIABAHE HA MPEIIIECTRAII
TaKbB U CBOTBETHUTEC MCIUKAMCHTO3HU KOPCKIUU
ciie]l KOHCYNTAHUs ¢ €HJOKPHHOJIOT.

[IpenoppuBa ce npunarane Ha Vitamin D u kai-
Uil B HAYAJIOTO Ha KOPTHKOCTEPOHIHATA TEPAIus C
ornieq MpoUIaKTUKa Ha OCTEOMOpo3ara.

[IpenopbuBa ce Ha3HauaBaHe Ha OudocoHarn
(namp. alendronate, risedronate) nmpu naueHTH C MO~
BHIICH PUCK OT Pa3BUTHE Ha 0CTEONOpPo3a (MOCTMe-
HOIIay3aJTHU XEHH, MBbxKe > 50 ronquHu, NaueHTH C
HayallHa ocTeomnopo3a [49].

Mose fa ce uMa MpeaBuj MPOBEXKAaHe Ha od-
TAJIMOJIOTUYHU NPEriIean 1mo BpEeME Ha CUCTEMHOTO
KOPTHKOCTEPOHIHO JICYCHUE C OIVIe]] PeTUCTPUPAHE
W/WIU KOHTPOJI Ha KaTapakTa, IMayKoMa WA JIPYTH
YCIOXKHEHHUS.

[TpenoppuBa ce ynorpebara Ha CHCTEMHH U JIO-
KaJlJHU aHTUMHUKOTHUIIU, aHTUBUPYCHHU HJIU aHTI/I6I/IO-
TUYHU Ipenaparu Mnmpu HaAJIWN4YMUC Ha CHOTBCTHA KJIU-
HUKa. B ToBa oTHOIICHHE, 0COOCHO BHUMAHHE H3HUC-
KBa PUCKa OT YCJIIOKHSBaHE Ha KJIMHUYHATA KapTHHA
Ha OoJsiecTTa OT Xeprec-Bupycuu uHpekuu. [50].

Moxe na ce HMMa NOpEeABUJ IPUIOKEHUE Ha
H2-6nokepu minu MHXUOUTOPH HA MPOTOHHATA IOM-
na ¢ uen npoduiakThKa Ha CTOMAIlHA/TyoJeHalHa
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s3Ba. [IpenBun HegocTaTbYHATA UH(DOPMAIUS 110 Bh-
Mpoca, PelICHUeTO Clie/[Ba Ja C€ WHIUBUAYaTU3Upa,
HalpuMep B CIIyYauTe KOTaTo € HAJIHIIEC TOTIbITHUTEII-
HO MPUJIOKCHUEC HA HECCTCPOUIHU NPOTUBOBHINAIN-
TeNHH cpeactra [S1].

[IpenopbuBa ce nmpu HEOOXOAMMOCT Ha MAIMEHTA
Jla ce TMPEIOKH TICUXO0JOTHYHA TIOMOI U J1a Ce Clie-
JI1 332 pa3BUTHE Ha JICTIPECHUs, HEPAJKO CBbp3aHa C
KOPTHUKOCTEPOUHOTO JICUCHHUE.

Moxe na ce uMma MpeaBHJ MPOBEKIAHE HA KOH-
CyATallMsl C HEBPOJOT W/WIU KUHE3UTEPANECBT MPH
HaJIM4Yu€ Ha U3pa3€Ha MHUOIIAaTUA B PE3YyJITAaT Ha IPO-
JUbJDKUTEJIHATA KOPTUKOCTEPOUIHA TEparus, KOeTo
Jla HaJOXU ChOTBETHA MEIUKAMEHTO3HAa KOPEKIIHS
HUJIN ABUTAaTCJIHA pexa6I/IJII/ITaHI/I5L

3.4.5. BAKCUHALIMM

AJIOBaHTHATa UMYHOCYTIPECHBHA TEPAIMHs U TIPH-
JIOKEHUETO Ha rituximab ca MpOTHBOIOKAa3aHHUE 3a
U3IOJI3BaHE HA )KMBU BAKCHUHU.

[IpenopbuBa ce maueHTUTE, IPHUEMAIA CHCTEM-
HU KOPTUKOCTEPOUAM WM UMYHOCYNPECHUBHH areH-
TH Jla c€ BaKCHHHUpAT cpemly ce3oHeH rpum, HINI
BHpYC, TETaHYC M MHEBMOKOK. HuBOTO Ha 3amuTa,
obade, HE € CUTYPHO 10 BpeMe Ha CHCTEMHAaTa UMY-
HOCYIIpECHSI.

MOHUTOPUPAHE

[Mempurycbr yecto mnporHya XpOHHUYHO-PEIIH-
JMBUPAIO, KOETO MU3UCKBA AKTUBHO IPOCIEISIBAHE
Ha KJIMHUYHATAa CUMITMAaTHKA U Ha MOTCHLIHUATHUTE
CTPaHUYHU €(PEeKTU, CBBP3aHH C MPOIBIKUTEITHOTO
UMYHOCYIIPECUBHO JledueHue. B Te3u ciydau e HEO0O-
XOJUM MYJITUIUCUUILUIMHAPEH MOAXOJ,.

4.1. LEJIN

I{enTa Ha MOHUTOPHUPAHETO € Ja Ce OIEHHU edu-
KacHOCTTa M 0€30MacHOCTTa Ha JICYCHUETO, Ja Ce
IJIaHupa BHUMATCIIHO PCAYKIUA HAa NO3UTC HA UMY-

HOCYIIpECHUBHATa Tepanus, NPOABIKUTEIHOCTTa HA
MPOBEXKIAHE HA MOAAbprKallaTa Tepanus Wik HelWHo-
TO MpPEKpaTSABaHE.

4.1.1. Illoaxona CAEA MOCTUTAHE HA ®A3ATA HA

KOHCOJIMAALIAS

[IpenoppuBa ce pemyuupaHe Ha CHUCTEMHHUTE KOp-
THUKOCTEPOUIH Mpe3 ciaenpamuTe 4-6 Mecena, B Clryqai
4e JICUEHUETO ce KoMOuHMpa ¢ rituximab (Tabnuna 5).

Cren mocneqHus Mecell Ha KOPTUKOCTEPOHTHOTO
neuenue (0.1 mg/kg/neH), MOBENEHUETO HE € TOYHO
nepuHupano. Hanuie ca Tpu BB3MOXKHOCTH: a) CIIH-
paHe Ha KOPTUKOCTEPOHUHOTO JICYCHUE CIIe]] TPOBEXK-
nane Ha ACTH recrt; 6) 6aBHa penykius (mg mo mg);
B) MOABPKaHE HA MUHUMAIIHU 103U KOPTUKOCTEPOU]T
(o6buknoBeHO Mexay 3.0 u 6.0 mg/nen), ocobeHo npu
ManyueHTU C NEPCUCTUPAII BUCOKHN HMBA HA UPKYJIU-
pauure anTu-Dsg anTHTENA.

[Ipu npunarane Ha CUCTEMHHU KOPTUKOCTepouan Oe3
rituximab ce npenopbyBa peAYKIMS Ha CTEPOUa CIo-
pen KIIMHUYHUS OTTOBOP.

CrnenHuTe cXeMH Ha peAyKiMs Morar ja Obaar
NpUIOKEHH: HaMallsiBaHe Ha Jo3ara Ha prednisone/
prednisolone ¢ 10% Ha Bceku 3 cenmunu 10 15 mg/neH;
cien gocturane Ha 15 mg/nen, penykuus ¢ 1.0 mg Ha
Bceku 3 70 4 cenmuiu. Moxe Ja ce mpenopbya JA0pu
no-0aBHO HamaisBaHe Ha prednisolone, ocobeHo TpH
croitHocTH Ha aHTH-Dsg 1 > 50 RU/ml (cutyanus ¢ mo-
BUIIIEH PUCK OT PEelWMB) WM MEPCUCTUPAIIN BUCOKH
TUTPU aHTUTENA, ycraHoBeHH upe3 M. Hamuumero
Ha BUCOKU HHUBA Ha aHTU-Dsgl aHTHUTENa TOCPEACTBOM
ELISA vMa monoxuTenHa NMpeJuKTHBHA CTOMHOCT 3a
KO)KeH PElUANB, JOKAaTO MEPCUCTHPAHETO Ha aHTH-Dsg3
IgG He BuHaru e Oener 3a ObJCII PELUANUB C JIUTABUYHO
3acsirane (ocBeH npu croiiHocTr > 130 RU/ml [42].42

4.1.2. IEUEHWE HA PELIIVB

TepaHeBTI/I‘-IHOTO MOBCACHUE IIPpU BB3HUKBAHC Ha
pEUMIMB Ce Ompenelisi OT MOMEHTa Ha IMosBara My U
I'BPBOHAYAITHO PHIIOKEeHOTO Jieuenue (Tabnmma 6).

Tabmuma 5. [IpumepeH pexuM Ha PeTyKIUs Ha CUCTEMHUTE KOPTHKOCTEPOUIH.

Ilepnon Jlek nempuryc Ymepen/Te:xkbk nemMm¢puryc
Mecen 1 0.5 mg/kg 1.0 mg/kg
Mecen 2 0.3 mg/kg 0.75 mg/kg
Mecen 3 0.2 mg/kg 0.5 mg/kg
Mecen 4 +/- 0.1 mg/kg 0.3 mg/kg
Mecen 5 - 0.2 mg/kg
Mecen 6 - 0.1 mg/kg
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Tabnuna 6. JledeHue Ha penuauB Ha IEMPUTYC.

IIpu nbpBOHaYaJIHO JedeHHe ¢ rituximab u cucre-
MEeH KOPTHKOCTEPOH]

IIpu nanueHTH, NPU KOUTO He € MPUJIaraH
rituximab

- MMOKa4YBaHe Ha J]03aTa Ha epOpaTHIsI KOPTHKOCTEPO-
W1 TIPY PEIUIUB B IIEpUOJia Ha PeIyKIIMs Ha 103aTa Ha
prednisone mexay mecer 0 u 4

- BTOpH Kypc ¢ 2.0 g rituximab npu penuauB B neproaa
Ha peAyKuus Ha jo3aTta Ha prednisone Mexay mecer 4
u 6. [Ipu Te3u ycioBus He ce MPOBEKAA MO IbpKAIIA
nH(QYy3Us Ha rituximab Ha 6-TH Mecell

- IIpU BB3HHUKBAHC Ha pPEOUAWB CJCH CIIMPaHEC Ha
prednisone (cien uHpy3uaTa Ha rituximab Ha 6-TH Me-
CCH), Ca Bb3MOXHHU HAKOJIKO TEPAIICBTUYHU CXEMU

- rituximab (1.0 g Ha 2 cenMUIIK) B CIy4ail, 4e peruam-
BBT Bb3HUKHE IIPU pELyLMpPaHe Ha KOPTUKOCTEPOUIa

- MOKa4BaHe Ha JI03aTa Ha KOPTHKOCTEPOUIa U 100aBs-
He Ha azathioprine (1.0-2.5 mg/kg/neH), mycophenolate
mofetil (2.0 g/nen) uau mycophenolate sodium (1440
mg/IeH) 10 TIOCTHTaHe Ha KOHTPOJ Ha 3a00JISBaHETO
IIPEIY HOBO PENyLIUPaHE HA CUCTEMHUS KOPTUKOCTEPO-
ua - Ipyu HaJIM4ruE€ Ha IMPOTUBOIIOKAa3aHUA 3a JICUCHUEC C
rituximab wiM B ciydyamre, Korarto rituximab He e Ha-
JINYCH

4.2. MEPNOA U BUJ HA KOHCYJITALUUTE

Orenkara Ha e(peKTHUBHOCTTA OT JIEYEHUETO OCHOB-
HO ce 0a3upa Ha KIIMHUYHATA KapTHHA.

UYecrorara Ha KIMHUYHUS U TaOOpaTOpEH MOHUTO-
PHHT cJIe/[Ba J]a e aJlalTupa KbM:

- Knuan4yHOTO ChCTOSIHUE HA MAIMECHTA;

- TexxecTTa M X0ma Ha 3a00JIIBAHETO MO BpEME Ha
JICYEHUETO, W3IMONM3Balku KIuHUUHUTEe ckaimu (PDAI
um ABSIS );

- Buna Ha mpunaranoto siedeHue (Tpocie/sBaHe,
MOHOCHMOCT, CTPAHUYHHU €(EKTH).

KoHTpomHuTE TIperiiein ce MpernopbhyuBar Ha BCEKU
2-4 cemMUIM 10 MOCTHTaHe Ha KOHTPOJI Ha 3a00sisiBa-
HETO.

BriocnencTBre, KOHTPOJIHUTE TIpETIIeNd CieaBa Jia
ce MpOBEXKJaT Ha BCeKH 4-8 ceJIMUIM IO CIIMpaHe Ha
KOPTUKOCTEPOUIHOTO JICUCHHE.

Cren ToBa, KOHTPOJIHUTE MPEMNICAN CE TPETophyuBa
Jla ce MPOBe’KIaT Ha BCeKu 8-16 ceaMuIIM 10 IThJIHA pe-
MUCHS TIPU JIUTICAa Ha akTUBHO Jedenue (off therapy) u
HeraTuBUpaHe Ha CEPYMHUTE aHTH-Dsg aHTHTENA.

4.2.1. KIMHWYEH OPELJIE]

KnuananoTo mpociensBaHe € WISHTUYHO C TpOBe-
JieHaTa ITbpBOHAYaJIHA OIIeHKA U CJIEBA 1a YTOYHHU:

Janu e mocTUrHat KIMHUYEH KOHTPOJI Ha 3a00J1sBa-
HETO (HaJIM4Ke Ha IUTaBUYHHH, KOXKHO-JIMTaBUYHU WIH
caMo KOXHH JIE3UH);

Janu ca HadM4YHU CTpaHUYHH €(DEeKTH OT JieueHue-
TO, CBOTBETHO:

- Inabet, XUNEPTOHMS, Chp/IeYHa HEAOCTATHUHOCT
(KOpTHUKOCTEPOUIN);

- Pecnuparopuu mnpoGnemu,
(dapsone);

- Uudekunn, 0cobeHO pecnupaTopHHu, Y€PHOIPOO-
HU (KOPTHUKOCTEPOHIN, IMYHOCYIIPECOPH);

- [lcuxuyHu OTKIOHEHHS (KOPTUKOCTEPOUIN);

- Muonarus, ocTeonoposa, aBacKyJapHH KOCTHHU
HEKpO3H, TIIayKoMa, KaTapakTa (KOPTUKOCTEPOUIN);

aHCMUsI, XCIIaTUT
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- XeMaToJIOrHYHU OTKJIOHCHUSI, Harp. JICBKOIICHUS
(umyHOCYTIpECOpH).

4.2.2. CEPOTOTMYHO MOHUTOPUPAHE HA

AKTUBHOCTTA HA 3ABOJISIBAHETO

[IpenopruBa ce ompenensHe Ha HUBaTa Ha CEpPyM-
HUTE aBTOAHTHUTENA IPH 3alI04YBAHE Ha JICYEHUETO, CIIE]]
3 Mecena, ¥ Ha UHTEpBal OT 3-6 Mecela, cleIBaliku
EBOJIOLIMSATA Ha 3a00JIIBAaHETO, MU B CIy4ail Ha penu-
1uB, nocpeactBoM ELISA antu-Dsgl w/umm Dsg3 1gG.

B cnyuail Ha HEBB3MOXKHOCT 3a NpPOBEXKJIaHE Ha
ELISA ce nznon3sa MU® Bepxy cyOcTpar MalitMyHCKH
xpa”onposon i Dsg 1/3-excnipecupaiiy KJIeTKH.

B 3akmrouenue, cepyMHuUTE KOHIeHTpanuu Ha [gG
aBToaHTHUTeNara cpemyy Dsgl u B mo-Manka cTemneH
cpeury Dsg3, kopenupar ¢ KIMHUYHATa aKTUBHOCT Ha
nemMQuryca ¥ Morar Jia ca B IOMOII IIpH B3eMaHETO Ha
pelIeHusl OTHOCHO TepanuAra.

4.3. NIPEYCTAHOBSIBAHE HA TEPAIIUSATA

Bb3MOXKHOCTUTE 32 TIPEyCTaHOBSIBAHE HA JICUCHUE-
TO ce 0a3upar OCHOBHO Ha KIIMHUYHATA CHMIITOMATH-
Ka B KoMOuHaus ¢ pesyiarature ot Dsg ELISA w/umu
.

KbM nmpexbcBaHe Ha cUCTEMHATa KOPTUKOCTEPOUI-
Ha Tepamusi MOXe Jla C€ MPUCTHIU CIEA MPOBEKIAHE
Ha WH3CIIEJIBAaHE HAa aJPECHOKOPTHUKOTPOIHUS XOPMOH
(ACTH) npu mauyeHTy B IIbJIHA PEMUCHS, KOUTO Ca Ha
MuHuUMaiiHa Tepanus (prednisolone wim ekBHBaJCHT
<10 mg/nen) u HeraTuBHU aHTH-Dsg aHTUTENA.

[IpenopbuBa ce mpeycTaHOBSIBAHE Ha aI0OBaHTHA-
Ta Tepanus 6-12 Mecena cien MOCTUTAaHE Ha IIbJIHA
peMucHsi.

4.4. Bb3MOXKHU NMMOCJIEACTBUA

[lemdurycbr Moxke Aa TNPUUMHH TPalHH YCIOXK-
HEHMS/yBpEeXKJaHUs TPEABU 3acATaHeTO Ha KOKara U
BCHUYKH BHJVMH JIMTABHUIIU, HO CHIIO TaKa U BbB BPB3-
Ka ChC CTpaHWYHUTE €(EeKTH OT JieueHueTo. ToBa, OT
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CBOs CTpaHa, MOJKe Jla HAJIO)KM HACOYBaHE Ha MallieHTa
3a OI[EHKa Ha TPYIOCIOCOOHOCT WM CTEIICH Ha MHBA-
munu3anus (sesBane Ha TEJIK xomucus, Tpygoycrpo-
sIBaHE, TICHCUOHHUPAHE 1Mo 00JIECT), KAKTO M ThPCEHE Ha
MIOMOII OT CHOTBETHUTE MHCTHTYLIUH U IICHTPOBE.

NHOOPMAIUA 3A ITATMEHTA

5.1. NPENNOPBKHU 3A TIAHUEHTA

IIpenopbuBa ce NalMEHTUTE U TEXHUTE CEMEMCTBa
Ja Obaar uH(GOPMHUpPaHU OTHOCHO 3a00JISIBAHETO, HErO-
BUS KJIMHUYEH XOJ, MPOTHO3a, JieueHue, Oenesu 3a pe-
[U/IMB, BE3MOXKHH CTPAHUYHH €(PEKTH OT MPUIIAraHOTO
JIeYeHue.

[Mucmena nHpOpManus e MpeJocTaBeHa Ha CTPaHH-
mute Ha BJIJ] u apyru npodecnoHamHN M MAUeHTCKH
OpraHu3alyy, MOCOYEHH TO-/10Ty.

[IpenoppuBa ce manueHTUTE 1A W30ATBAT TIPHEM Ha
MEJUKaMEHTH, KOUTO MOTSHIIMAIHO MOTaT Ja MHIYIH-
par nem¢uryc karo ACE-unxuburopu (captopril), 6mo-
KepH Ha aHTHOTEH3MHOBUTE pelenTopH, beta-Omokepw,
NEeHUIWIMHY, LedanocnopunH, nifedipin, Hectepous-
HHM TIpOTHBOBB3ManuTenHu (indomethacin, piroxicam),
phenylbutazone, pyritinol, thiopronine u rifampicin [52].

Moxe fa ce mpenopbya Ha MallUeHTUTE Jla Ce WH-
(hopMupar cBOeBpeMEHHO OTHOCHO JIPYTH NOTEHIIMAITHH
PHUCKOBH (akTOpH, B T.4. MAHUTYJALUA U ONEPATUBHU
MHTEPBEHIINH, MH(EKINH, eKCTIo3uIHs Ha Y B- nnn apy-
' JTBYCHUS], KOHTAKT C Pa3IMYHN XUMHUYHH CyOCTaHIINU
(karo mecTUIUAN, TPAIMHCKU MaTepuain) u np [53].

JluerudeH pexuM ce MpernopbyBa, 0COOEHO NP BU-
COKO/I030Ba U MPOIBIKUTEIHA KOPTUKOCTEPOUIHA Tepa-
¥, KaKTO U IPU HaJIM4Ke Ha METaOOIUTHH OTKJIOHEHHSI
i 3abomsiBaHuss. Moxe J1a ce Tpernopbya H30ArBaHe
WJIM HaMaJIeHa KOHCYMallusl Ha XpaHH, ChbprKallll alu-
JIOBU CBHEJUHEHUS (YEChH, JYK, Mpa3), U30THOLMAHATH
(xpstH, Opokonu U Ap.), peHomu (Kanry u JIp.) ¥ TAHUHH
(uaii, yepBeHO BUHO, TOPCKH IIJIOIOBE), 38 KOUTO B JIUTE-
parypara uMa eIMHUYHN HAOMIONEHNS 3a BPb3Ka ChC 3a-
oonsiBaneTo [54,55]. , ChlllecTBYBaT peauiia ChOOIIECHUS
3a BIIONIaBaHE Ha TIEMUTyC MpH OPEMEHHOCT, MOpaIu
KOETO penpOoayKTUBHUTE IJIAHOBE MU MaLMEHT(KH) BbB
(epTriHa BB3pACT Clie[jBa Ja CE MpeIeHIBAaT BHUMATE-
HO Y J1a c€ 00CHKIAT C JeKyBaIusl eKuIl [56].

5.2. POJISI HA TIAHUEHTCKUTE

OPTAHU3ALIUU

[penoppuBa ce OoiaHMUTE Na TOMy4YaT UHGOOPMAIHS
OTHOCHO CBHUICCTBYBAIIUTC IMAIIMCHTCKU OpTraHU3allun
3a nemduryc (5.3), YuATO 11N € J1a MPOMOTUPAT TO3HA-
BaHETO Ha 3a00JISIBAHETO, Ja MOJACUTYPSABAT KOM(OPT U
CIIOACIIHE Ha OIIMT OT MAalMEHTHUTE IO OTHOIICHHE Ha
©XKETHEBUETO, KAKTO U JIa MOJIIOMAarat pa3ipoCTpaHsBa-

HETO Ha MHQpopMaIusaTa. B3auMoelCTBHETO MEXKTY Ta-
IUCHTUTE, MTAIIMCHTCKUTE OPTaHU3aIMKA U METUIIMHCKU-
TE CICIUAUCTH OM MOIJIO Jia JIONPUHECEe 3a M0-100bp
00111 KOHTPOJ HaJl 3aboisiBaneTo. Hapen ¢ ToBa nanueH-
TUTE ce MHPOPMHPAT 32 HATUYHUTE peepeHTHH IECH-
TPOBE, JOCTHITHUTE COLUAIHU YCIIyTH U CBEHTYaTHHUTE
BBE3MOKHOCTH 32 (PHAHCOBA MOAKpETIa.

5.3. CIIMCBbK HA TAHMEHTCKHUTE
I'PYIIM U OPTAHU3ALIUUH,
AHT'A’KMPAHU C IEMOUT'YC

International Pemphigus and Pemphigoid foundation:
www.pemphigus.org

Association Pemphigus Pemphigoide-France: www.
pemphigus.asso.fr

Pemphigus Vulgaris Network: www.pemphigus.org.
uk

Pemphigus und Pemphigoid Selbsthilfegruppe e. V.:
www.pemphigus-pemphigoid-selbsthilfe.de

Associazione Nazionale Pemfigo/Pemfigoide Italy:
www.pemfigo.it

Netwerk Nederland Pemphigus en Pemfigoid: www.
pemphigus.nl

3AKIIOYEHUE

OnTUMH3UpAaHETO Ha TPHXKUTE 32 OOJHHUTE OT
neMQpuryc M3MCKBa KOMIUIEKCEH IMOAXO0] B OLIEHKAaTa
Ha TAXHOTO CBHCTOSAHHUC, MIPHUIIOKCHUC Ha KOM6I/IH3HI/ISI
OT PYTHHHH U CHEHU(QHUYHU JIaOOpPaTOpHU METOIH,
Pa3HOOOpa3HU U JOHSAKBJC WHIUBUIYATU3UPAHU TE-
PAaNEBTUYHU MMOAXOAU, KAKTO U MHOXKECTBO HpO(bI/IHaK-
TUYHU MEPOTPHUATHA. 3a MOCTUTAHETO Ha TE3U LETU
€ BaXHO 000CO0SBAaHETO HA EKCIEPTHU pedepeHTHH
LOCHTPOBC 3a MYITHIUCHUIUIMHApPHA T'pHUXKa 3a Ialu-
CHTUTC, KAKTO M aKTHUBCH oOMeH Ha IO3HAHHE U OIUT
MEX]y CKCIIEPTHHUTE LEHTPOBE, C IIeJl MOCTUTaHe Ha
Ka4€CTBCHO MCANITUHCKO O6CHy)KBaHC U IIOBUIIIaBAHEC
Ka4y€CTBOTO Ha XHUBOT Ha IMAalTUCHTUTC.

N3paboTeHUAT KOHCEHCYC 3a JUarHOCTHKA U Jiede-
HHUE Ha NMeMQUTyC [eNn J1a MPeJIoKH Ha IepMaToIo-
rUYHaTa OOIIHOCT MPENOPHKH OTHOCHO Hal-4ecTHUTE
CUTyallud OT NMpakKTUKara, 0e3 Ja € Bb3MOXKHO Ja ce
pasrienar AeTaliIHO BCUYKH PEAKH MOABAPUAHTH Ha
3a6omsaBaneTo. [Ipenopskute Ha B/l u excieprHara
rpyma mno OyJl03HH AEpMaTo3d ca HU3ISUIO0 ChboOpa3eHu
C JIOKaJTHUTE PEerylaTOpHU OpraHW/JIOKyMEHTH W Ha-
JIAYHUTE TCPANICBTUYIHU 1 UKOHOMUYCCKU PCaIHOCTHU,
HO Hapeja C TOBa TE¢ OTpa3sBaT ChbBPEMEHHHUTE CXBa-
[aHWs HAa MEIULMHCKAaTa HayKa M MeXIyHapoaHara
JepMaToIOTHYHA OOIIHOCT OTHOCHO OLIEHKaTa M KOH-
TpoJia Ha TIeMQUryc.
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MNPUJIOKEHUSA

Ipuaoxenne 1. PDAI

Pemphigus Disease and Area Index

Kozxka AKTHBHH JIe3HH OcTarn4Hu JIe3nu
AHnatoMu4Ha [TocTnesnonenna
Epo3un/Oymu uny HOBOIOSIBUII C€ €pUTEM
obmact XHUIIEPIUTMEHTAIHS WU EPUTEM
0 umca Bpoii ne3uun | [0 umnca
1 1-3 ne3uw, He TIOBeYE OT €HA |ako ca <3 1 nammuune
>2 cM B AMaMEThP, HUTO
e/iHa >6 CM B JUaMETbp
2 2-3 ne3un, MUHUMYM JIBE
>2 cM B AWaMETHP, HUTO
e1Ha >6 CM B JTHAMETHP
3 >3 ne3uu, HUTO eAHA
>6 CM B AMaMETHP
5 >3 je3um u/uid OHE
eflHa >6 CM B IHAMEThP
10 >3 me3uu u/WiaM MOHE exHa
ne3ust >16 cM B quaMeTsp
WM Ips1aTa 00macT
Vi
Hoc
JIune (ap. obnacty)
[us
I'epmn
Kopem
I'pb0 u nryteycu
MHuULHumm u
MIPEAMHUIITHUAIH
Prite
Kpaka
Xoauna
Tl'enuranuu
Pesysrar /120 /12
Ckaan
C Epo3un/Oynu unu HoBonosiBuit | Bpotit e3un | |ITocTne3nonenna
K ce epuTeM ako ca <3 XUMEePIUTMEHTAIHS WA epUTEM
0 wunca 0 sunca
1 B eauH KBaJpaHT 1 nHamuyue
2 11Ba KBaJpaHTa
3  Tpu KBagpaHTa
4  oOxBaIa Meaus CKajm
10 noHe exHa ne3us >6 cM
Pesyarar /10 /1
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JluraBunm

AnaToMu4Ha

oBs1acT Epo3un/Oynu
0 unca Bpoii nezun
1 1 ne3us ako ca <3
2 2-3 ne3un
5 >3 ne3um unu 2 ne3uu >2 cM
10 1sara obnact

Oun

Hoc

Bykanna myko3a

Tebppa0 HEOIE

Meko Heb1e

T'opHu BeH1M

JlonHu BeHIU

E3ux

ITon Ha ycTHa
KyXyHa

Jlabnanna Mmyko3a

3anen ¢apuHkc

AHOTEHHTAJIHA
Pesyarar /120
OO0 pe3yarar 3a aKTUBHH JIe3UU OO0wy pe3yaTar 3a 0CTATHYHH JIE3UH
/ 250 /13
(aKTUBHU JIE3UM TI0 KOXa + CKaJIl + JIMTaBULH) (ocTaTbYHMU JIE3UH IO KOXKA + CKaJIII)

PDALI Pe3yarar

/263

(aKTI/IBHI/I JIE3UHU + OCTaThbYHU J'IGBI/II/I)

19
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Ipuiaoxenne 2. ABSIS

Autoimmune Bullous Skin Intensity and Severity Score

Jlara:
Termo Ha nanueHTa (Kr):

Jezenoa: koepuyuenm 3a mevcecm (npeobradasawju ie3uu)

1.5 Excyoupawu eposuu
1 Toocywenu eposuu
0.5 Enumenusupanu eposuu (6x1. nocmnesuonenna xunepnueMenmayus/epumem)

Ko:kHno 3acsirane (BSA)

BSA Ha nauueHnTa

Koeduuuenr 3a texect

BSA x KoeduuueHnT 3a TexecT

I'naBa u mmus (9%):

JIaB ropen kapaitauk (9%):

Jlecen ropeH kapaiHuk (9%)

Tpynkyc (36%):

JIsB nonen kpaiinuk (18%):

Jecen nonen kpaitnuk (18%):

T'enuramuu (1%):

Opam—lo 3acsiraHe:

1. Crenen (BbBexaa ce | npu Hanuuue Ha jie3uu, 0 Ipu JIUIca Ha JIE3UH)

OO0 pesyarar /150

T'opHu BeHIH

E3uk

JlonHu BeHIN

ITon Ha ycTHA KyXHHA

I'opna nabuanHa Myko3a

TBbpI0 HEOLIE

Jlonna nabuaaHa MOKO3a

Meko Heble

JIsBa GykanHa MyKo3a

Dapunkc

JlsicHa GykasiHa MyKo3a

OO0 pe3yarar

1

II.  Texecr (quckoM(OPT MO BpeMe Ha sJeHe/TTHEHE)

Jlecenoa: koeghuyuenm 3a ouckomgpopm
1 Bonka/kvpeene — gunazu
0.5 Bonka/kvpeene — nonskoza
0 bes ouckomgpopm
Xpana Hugo Koedunmenr 3a quckomgopt Huso x Koeduipent 3a muckomdopr
Bona 1
Cyna 2
Kuceno misiko 3
Kpewm kapamen 4
Kaprodeno mope/ 6bpkanu siina 5
ITeuena puba 6
Bsn xna6 7
S16b11Ka/ MOPKOB 8
ITpprkona / MBIIHO3bPHECT XJISIO 9
OO0 pesyarar /45
ABSIS Pesyarar 1206

(061110 KO’KHO 3acsiraHe + cTeneH Ha OPAJIHO 3acAraHe + TeKecT Ha OPaJHO 3acsiraHe)



Jdepmatonorusi u BeHeposorus, Supplement 1/2019

IIpuioxenne 3.

a) ABQOL
Bwnpocnuk ,, Kauecmeo na ycueoma npu agmoumynna 0yi103na
“«
oepmamosza*“ (KIKAHUB/I)
Hwme: Jlara:
Jlara Ha paxnane: IMon: MK Homep 3a KOHTaKT:
IMemouryc noxsum: [ Tlemduryc Bynrapuc O  TIpumobura Gyino3HA eNUIAEPMOIH3a
Bynosen nemdurons O  Jluneapna IgA 6Gynosna nepmatosa
O MHemduryc donuaneyc O Myko3Ho-MeMOpaHeH meMpHrons
D0 JIPYTO0. e
CrnenBalysT BBIPOCHUK C€ OTHACs 1O HAuuHA, MO0 KOWTO Oyro3nama Odepmamo3a 3acsira BallleTo
Ka4eCTBO Ha XUBOT.
Mouisi, n3bepere OT ISICHATA KOJIOHA OTFOBOPA, KOWTO HAK-TOYHO CHOTBETCTBA HA HAYMHA, 110
KOITO cTe ce YyBCTBAJIH npe3 USMUHANAMA CEOMUYA.
Mousi, oTOesexeTe BpeMeTo Ha 3all0YBaHE HA aHKeTaTa: yaca
1. BbB Bpb3ka C Bawara 6ynosHa o [pes usanoTo Bpeme
Aepmatosa yceliate nv koxata Bu | o [loHskora
Aa napw, Aa e KaTo yxuneHa unm o Pspgko
[a BM 6ONM No HAKAKbB Ha4YnH? o Hwukora
2. BbB Bpb3ka ¢ Bawara 6ynosHa o [pes uanoTo Bpeme
Aepmartosa cbpbu nn Bu koxara? o [oHskora
o Psagko
o Hukora
3. Hanarano nv Bu ce e aa cu o TpsibBa MHOroO ja BHMMaBaM KOMKO ca MU CTEerHaTu ApexuTe 1
CMeHsTe ApexvTe nopaau sawara OT KaKbB MaTepuarn ca u3paboTeHn — npes LUsnoTo BpeMe MU ce
OynosHa gepmarosa? Hanara ia CM CMeHAM ApexuTe
o Hanoxu My ce ga cMeHst NOBEYETO OT APEXUTE, KOUTO HOCSA
o Hanoxu My ce ga cMeHst HAKOM OT ApexunTe, KOUTO HOCS
o Hwkora He Mu ce e Hanararno ga CMeHsIM pEXMTE, KOUTO HOCS
4. 3abensassate nu Koxara Bu aa o 3abenassam TOBa nNpes3 UANOTO BpemMe
3asgpaBsia 6aBHO? o 3abenssBam ToBa NoHsIKora
o 3abensssam ToBa pSAKO
o Hukora He cbM nman To3u Nnpobnem
5. Wmarte nu 3aTpyaHeHue c KbrnaHe o [pes usanoTo Bpeme
Unv B3eMaHe Ha Ayl nopaam o [onsikora
Bawarta bynosHa gepmarosa? o Psagko
o Hukora
6. BbB Bpb3ka ¢ Bawara 6GynosHa o [pes usanoTo Bpeme
Aepmatosa umate nu 6onesHeHn o [MoHsikora
epo3un (paHu) B yctata? o Psapko
o Hwukora
7. BbB Bpb3ka ¢ Bawarta GynosHa o [pes uanoTo Bpeme
AepmaTosa KbpBSIT 11 NIECHO o [oHnsikora
BEHUUTE BU? o Psagko
o Hukora
8. MMopaau Bawara GynosHa o Beue He mora fa npremam HUKOS OT XpaHuTe, KoMTo obuyax
JepmaTosa Hanara nv ce fa npean
n3BAreaTe XpaHu Uy HanuTKK, o Mora ga M Hslkoun OT XpaHuTe, KouTo obrnyam
KouTO obuyate? o Mora ga sim noBeYeTo OT XpaHuUTe, KOUTO obuyam
o Mora ga sim Bcuyko, koeto obuyam
9. CwmyLiaBare v ce OT BbHLUHUS CU o [pes usnoTto speme
BWA nopaawu Bawwarta bynosHa o [oHsikora
nepmaTtosa? o Psagko
o Hukora
10.YyBcTBaTe NK ce AenpecupaH unm o [pes usnoTto Bpeme
san0caH 3apaavm Bawara 6ynosHa o [onskora
nepmatosa? o Psapko
o Hukora
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11. YyBcTBaTe N ce HECMOKOEH 1nn o [lpes usnoto Bpeme
[a He MOXeTe [ia ce OTnycHeTe B o [MoHnsikora
pesynTtaTt Ha Balwlata 6ynosHa o Psgko
nepmartosa? o Hukora
12.MputecHsBaTte nu ce, Ye npuatenn | o [lpes uanoTto Bpeme
1 CEMENCTBOTO Hamupar Ballara o [Monsikora
6ynos3Ha gepmartosa 3a gocagHa? o Pspgko
o Hukora
13.Bawara 6ynosHa gepmartosa o [pes usnoTo Bpeme
NPUYUHSIBA NN BU CEKCyarHu o MMoHsikora
3aTpyaHeHua? o Psagko
o Hukora
14.Bawara 6ynosHa gepmartosa o TpsibBalwe Aa npuknoya egHa Bpb3ka Nopagnm MoeTo
3acsra N1 Bpb3kUTE BU C BalLUTe 3abonsisaHe UJ1M He mora aa umam Bpb3ka nopaau MoeTo
npusiTenu unu nrobrummn xopa? 3abonsiBaHe
o Bpb3kute My ca MHOro 3aTpyaHEHM
o Bpb3kute My ca Marnko 3aTpyaHEHU
o ToBa He 3aTpyaHsiBa BPb3KUTE MU
15. Bawara 6ynosHa gepmartosa o Beue He mora Aaa usnusam u ga obuysam
3acsira nn coumarnHums BU XUBOT? o Mora ga noceliaBam HAKOU coLmanty cbouTus
o Mora ga nocelaBam noBe4eTo coumantim cbouTtns
o CouuanHusaT Mu XMBOT He e 3acerHaT
16.Bawara 6ynosHa gepmatosa o [Ja, Beye He mora ga paboTs unu aa yya
3acsira nu paboTtaTa unu o [a, TpyaHo Mu e Aa paboTs unu aa yya
obyyeHuneTo Bu? o [a, manko no-TpyAaHoO My e OT npean Aa paboTa unu ga yya
o He, He cbM 3acerHaT B TOBa OTHOLLEHWE Mnu Henpunoxmmo
17.Pa6oTogatennte AUCKpUMUMHMpAT o He mora ga cu Hameps paboTta, nopagu mosiTa B6ynosHa
nv BM nopaaw Bawwara 6ynosHa aepmaTtosa
nepmartosa? o Hanoxwun My ce ga cmeHsim paboTtaTta cu, nopaam mosita 6ynosHa
AepmaTosa
o Bce oule 3ana3sam pabortarta cu, HO MK € NO-TPYAHO, OTKOMKOTO
npeav
o PaboTtogaTtenute My nposiBaABaT NbiHO pa3bupaHe unu
HENPUNoX1UMo
Mons, otGenexeTe BpeMeTO Ha MPUKMOYBaHE Ha aHkeTaTa: Yyaca

Snaro,qapMM BU, Ye oTAeNUXTe BpemMe 3a nonbsfiBaHe Ha TO3U BbMPOCHUK

IIpuaoxenne 3.
6) TABQOL

Bwnpocnuk ,,Jleuenue na asmoumynna oynozna oepmamosa* (/IAUB/])

Nwme:
Jlata Ha paxxIaHe:

Iemduryc moasux:

[ IMem¢uryc Bymrapuc
O Bynosen nempurons
O Hemduryc ponuaneyc

Jlara:

Homep 3a kOHTaKT:

O IIpunobura Oya03HA eMHUAECPMOIH3A
[0  JluneapHa IgA Oyno3na nepmarosa
O  Myxkosno-memGpanen nempuroun

TTom: M/K

CreBamusAT BBIIPOCHUK CE€ OTHACS 10 HAUMHA, 110 KOWTO euenuemo na Oynoznama 0epmamosa 3acsara BalleTo
KauecTBO Ha KMBOT. ToBa BKIIIOUBA JIEUCHHUE C MPEIHU30H, MIMypaH, MukodeHonat Moderun, bakTpum, KakTo u
JOIBIIHATENHY JICUCHNs, Halaraly ce B pe3yiaTaT Ha IpHeMaHe Ha MeJWKaMeHTH 3a OyJIo3HaTa JepMaTosa
(HanpuMep 3a JuadeT, KPbBHO HAJIITaHe, OCTE0Nopo3a).

MOJ’ISI, n36epeTe OT [siCHaTa KOJIOHAa OTroBOpa, KOWTO HA-TOYHO CHOTBETCTBA HA Ha4YWHa, 1o KOWTO cTe ce

YYBCTBAJIH, Bpe3 usmunalama ce()/mma.

MOJ]ﬂ, oT0enexere BpPEeMETO 32 MONMbJABAHE HA AHKETAaTa B MUHYTH U CeKYHIH.
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1. 3abenssBaTe nu, Yye B pe3ynTtaT Ha o 3abens3Bam ToBa HenpekbCHaTO
neyeHMeTo Ha BawaTta 6ynosHa o 3abenassam ToBa 4eCcTo
[epmaTosa no-necHo nonyyasare o 3abens3Bam ToBa NoHsIKora
CWHWHU U KbpBeHe? o He cbM uman 103u npobnem
2. MoxeTe nu BCe owle Aa noHacaTe o MHoro cbM YyBCTBUTENEH KbM NPOMEHUTE B
BWCOKW UM HUCKN TEMNepaTypu B TemnepartypaTa
pesynTat Ha Bawara 6ynosHa o ToHsikora CbM YyBCTBUTENIEH KbM NPOMEHUTE B
nepmaTosa? TemnepartypaTa
o B penku crniyyau cbM YyBCTBUTENEH KbM NPOMEHUTE B
TemnepartypaTa
o He cbm nman 1031 npobnem
3. Hanara nu ce ga B3emate o [a: KpaiiHo e HenpuATHO — Hanara ce Aa Cu NPoMeHs
MeavKameHTUTe 3a Balarta 6ynosHa YyacoBeTe 3a XpaHeHe U/Unn pexmma Ha CbH
AepmaTo3sa B onpefeneHo Bpeme? o [a: npuynHsiBa Mu neko Heyao6cTBO
o Ja: Ho ToBa He MK nNpeyn
o He
4. Baumarte nv MHOro rnekapcTsa 3a o [a, ToBa e KpaHO HEeMNpUATHO
BaluaTta 6ynosHa gepmartosa? o Ja, pocta e HeynobHo
o [a, HO TOBa He Mu npeyun
o He
5. YyscTBaTe N ce nofnyxHanu B o [pes usnoto Bpeme
pesynTar OT le4eHMeTo Ha BawaTa o [pe3 noBeyeTo Bpeme
6ynosHa gepmaTosa? o TMoHsikora
o Bbobue He
6. JleyeHueTo Ha BawaTa OynosHa o [pes usanoTo Bpeme
nepmaTosa cb3fasa v BU o [pes ronsima YacT oT BpeMeTo
3aTpyAHEHWsI MpW XoaeHe? o TMoHsikora
o Bboblie He
7. Tpu neveHueTo Ha BawaTta bynosHa o He, ToBa e kpanHO HeENPUATHO
AepmaTo3a npofbrkaBaTe nu aa o He, pocta e Heyno6Ho
MUcnuTe Taka 6bP30 U SCHO, KaKTo o He, Ho ToBa He M1 npeyn
npeamn? o Ja, HAmMaMm TakbB nNpobnem
8. CwmsiTaTe nu, Ye NnevyeHneTo Ha o [a, ToBa € KpanHO HeMpUSTHO
BallaTta 6ynosHa gepmartosa Bu o Ja, pocta e Heyfo6HO
OTHeMa MHOro Bpeme? o [la, Ho ToBa He My npeun
o He
9. TlpuTecHsaBaTe nu ce OT UrnNuTe n o [a, HaucTuHa mMpass n ce yxacsBam OT BCAKa urna
KPbBHUTE TECTOBE, CbMbTCTBALLM o [a, He xapecBam urnute
neyeHneTo Ha BawaTa 6ynosHa o [Ja, noHsikora Me npuTecHsiBaT
aepmaTosa? o He, HuKora He ce NpuTecHsiBaM OT ToBa
10. MpuTecHsiBaTe N ce, Ye BawaTa o [Ja, nputecHsiBaMm ce 3a ToBa Npe3 LANoTo Bpeme
6ynosHa AepmaTo3a Le ce BroLun, o Ja, pocTa ce npuTecHsBam 3a ToBa
aKko HamanuTe Jo3uTe Ha o [Ja, noHsikora ce NpUTECHsIBam 3a TOBa
MeauKameHTuTe? o He, HUKora He ce npuTecHsiBaM 3a ToBa
11. MpuTecHsiBaTe N ce, Ye NeYeHneTo o [pes usnoTto BpeMe ce NpuUTECHsIBaM OT CTPaHUYHN
Ha BawaTa 6yrnosHa gepmartosa e edekTn
onacHo? o [loHsikora ce NpUTECHSIBaM OT CTPaHUYHU edekTn
o Psigko ce NpUTecHsiBaM OT CTPaHWUYHU eeKTU
o Hwkora He ce npuTecHsiBam 3a ToBa
12. YyBcTBaTe N ce YMOPEH U oTnycHaT o [Mpes usnoTo Bpeme
B pe3ynTar OT JIe4eHMeTO Ha BawaTa o [pes ronsimarta 4acT OT BpEMETO
6ynosHa gepmaTo3a? o [NoHsikora
o Bwbobuie He
13. MpuTecHsiBaTe nu ce OT 3apa3siBaHe o [Ja, nputecHsiBaMm ce 3a ToBa Npe3 LSNoTo Bpeme
(c rpun v ap.) nopaamn NOHWXEH o Ja, pocTa ce npuTecHsBam 3a ToBa
MMYHUTET B pe3ynTaT OT NeyeHneTo o [a, noHsikora ce NpUTECHsIBaM 3a ToBa
Ha BawarTa bynosHa gepmarosa? o He, HuKora He ce nputecHsBaM 3a ToBa
14. B pe3ynTaT OT Nle4eHNeTO Ha o [Ja, Beye He ce 3aHMMaBaM C HUTO efHa OT
BallaTta 6ynosHa gepmartosa nenHocTuTe, KouTo obnyam
npecTaHanu nu cte Aa ce o [a, He mMora Aa ce 3aHMMaBaMm C MHOTO OT
3aHMMaBaTe C MHOro AEeNHOCTH, 3a AenHocTUTe, KOUTo obryam
[a He Bunpunoluee? o [a, He mMora Aa ce 3aHMMaBaMm C HSIKOU OT
nenHocTuTe, KouTo obnyam
o He, Bce oule mora ga npaBs BCUYKO, KOETO o6nyam
15. imaTte nu kowmMapw unv HENpUATHU o MMpes uysanoTto Bpeme
CMOMEHM B pe3ynTaT OT NieYeHneTo o [lpes ronsimarta 4YacT oT BpeMeTo
Ha BalwaTa b6ynosHa gepmarosa? o [oHskora
o Bwbobuye He
16. INleyeHneTo Ha BawaTa 6ynosHa o Beye He Mora Aaa xoas Ha NoYmBKa — NpekaneHo e
[epmaTo3a oTpassiBa Nu ce Ha YMOPUTENHO 1 HeyaoGHO
no4mBkmTE BU? o XoAeHeTo Ha NoyvBKa e TPYAHO
o XoAeHEeTo Ha NouuBKa e Masko Mo-TPyAHO OT Npeau
o MosTa 6ynosHa aepmaTto3sa BbobLie He ce oTpa3ssBa
Ha XO4EHETO MU Ha NoYmBKa
17. NNeyeHneTo Ha BawaTa 6ynosHa o [Ha, He mora ga cv No3Bosist MOETO feyYeHne
AepmaTosa npuymHaBa nu Bu o Ja, TpsbBalue fa HanpaBss ronemMm NPOMeHN B
(UHaAHCOBW 3aTpyAHEHUS? pasxoguTe cu
o Ja, TpsbBalue fa HanpaBs HSKOW Mankv NPOMeHN B
pasxoauTe cn
o He
Mousi, oTOenexeTe BpeMeTo, KOeTO BH OTHE IOITBJIBAHETO HA AHKETaTa:  MHHYTH CeKYH/IU

BﬂarouapnM BH, Y€ OTAEJUXTE BpeMe 3a Nol'bJIBaHe HA TO3H BHIIPOCHUK
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IMpuioxenue 4. EKBUBaIGHTHH 1031 HA KOPTUKOCTEPOUIUTE 32 CUCTEMHO MPHIIOKEHUE

IIpenapar ExBuBajienTHa 1032
Cortisone 25.00 mg
Hydrocortisone 20.00 mg

Prednisone 5.00 mg
Prednisolone 5.00 mg
Methylprednisolone 4.00 mg
Dexamethasone 0.75 mg
Triamcinolone acetonide 4.00 mg
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Report

Epidemiology of pemphigus in Sofia, Bulgaria. A 16-year

retrospective study (1980-1995)

Nikolai Tsankov, MD, PhD, Snejina Vassileva, MD, PhD, Jivko Kamarashev, MD,
Jana Kazandjieva, MD, and Vassilka Kuzeva, MD

From the Department of Dermatology,
University of Medicine, and the City
Hospital of Dermatology, Sofia,
Bulgaria

Background Pemphigus is a disease showing an uneven geographical distribution. In
Bulgaria pemphigus has always represented a substantial part of diagnosed bullous
diseases, but previous epidemiological data are incomplete. Our purpose was to evaluate

retrospectively the incidence and prevalence of pemphigus in the district of Sofia (the
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capital of Bulgaria; population 1 200 000) for a sixteen-year period.

Methods The files of all the newly registered patients with pemphigus in the City Hospital
of Dermatology in Sofia during the period Jan 1 1980 to Dec 31 1995, were collected and
analysed with regard to personal statistics, ethnic origin, profession, history of the disease
including age and season of onset, symptoms, clinical diagnosis, severity, laboratory
findings, associated illnesses, therapy, and cure rate. Special attention was paid to

smoking, alcohol abuse, and the presence of triggering factors such as emotional stress,

drug intake, underlying diseases, neoplasias, or others.

Results During the 16-year period studied, 74 newly diagnosed cases of pemphigus
occurred in the district of Sofia, giving a prevalence of 0.38 per 100 000 inhabitants and a
mean incidence of 0.47/100 000/year for the overall population and 0.51/100 000/year for
the population aged above 20 years. The most common clinical variant is pemphigus
vulgaris, frequently occurring in the fifth—sixth decades. The vast majority of the patients

are workers or professionals.

Conclusions The results of the present retrospective study reveal a relatively high
prevalence and incidence of pemphigus in Bulgaria, compared to that encountered in
other countries. Our data is similar to that reported from Greece. Whether the Balkan
Peninsula represents a focus of population groups with high susceptibility to pemphigus is
a problem which could be highlighted by further epidemiological studies in this geographic

area.

Pemphigus is a life-threatening autoimmune bullous dis-
ease, mediated by autoantibodies directed against antigens
on the keratinocyte cell surface of squamous stratified
epithelia. Although the exact pathogenesis of pemphigus is
not completely understood, the discovery of an association
with several HLA haplotypes has provided evidence that a
genetic component plays an important role in the etiology
of the disease.” High incidence of pemphigus in some ethnic
groups, namely Ashkenazi Jewish and Japanese, has been
shown to be strongly related to several HLA-class 11 genes
(DR4, Drwé; Dqwl, Dqw3, Dqw8).>5 Besides the genetic
background, a growing list of environmental factors, such
as drugs,® chemicals,”® foods,® physical agents,’® and
stress,”" have been recognized as triggering pemphigus.
These data have drawn the attention to the importance of

International Journal of Dermatology 2000, 39, 104-108

epidemiological studies conducted in different regions and
countries.’> However, apart from the multiple data on the
nature and course of pemphigus primarily derived from
hospital and outpatient studies,”>'375 there are few avail-
able reports on the precise incidence of the disease in defined
population groups (Table 1). In Bulgaria, pemphigus has
always represented a substantial part of diagnosed bullous
diseases. The natural history of pemphigus in Bulgaria has
been the focus of multiple epidemiological studies,"*8 the
first and largest being conducted in 1957 on a series of
240 cases diagnosed at the University Dermatology Clinic
in Sofia since its establishment in 1894." Although many
epidemiological characteristics of pemphigus have been
analysed in these studies, little information can be derived
on the incidence of the disease, giving rates of 0.85

© 2000 Blackwell Science Ltd



Tsankov et al.

and 1.18 cases/to0 ooo for the years 1961 and 1962,
respectively. In the last several years we have gained the
impression that the number of patients with pemphigus
has increased and that the disease has become more severe
and refractory to therapy. The present study was therefore
undertaken to evaluate retrospectively the incidence and
prevalence of pemphigus in the city of Sofia (the capital of
Bulgaria; population 1 200 000)?° for a 16-year period.

Subjects and methods

The files of all the newly registered patients with pemphigus in
the City Hospital of Dermatology in Sofia during the period
from 1 Jan 1980 to 31 Dec 1995, were collected and analysed.
Dermatologic patients residing in Sofia regularly register in this
hospital because of the free treatment and follow-up provided
there. It can be surmised, therefore, that this documentation is
a reliable source of epidemiological information. Each patient
file contained the following items: personal statistics, ethnic
origin, profession, history of the disease including age and
season of onset, symptoms, clinical diagnosis, severety,
laboratory findings, associated ilinesses, therapy, and cure
rate. Special attention was also paid to smoking and alcohol
abuse, as well as to the presence of some triggering factors
such as emotional stress, drug intake, underlying diseases,
neoplasms, or others. In the majority of cases the diagnosis of
pemphigus was initially established in the University
Dermatological Clinic in Sofia, because of the histological and
immunopathological facilities, available there. The diagnosis of
pemphigus was based on the presence of at least two of the
following criteria: (a) clinical, skin bullae and/or mucous
membrane erosions; (b) histologic, acantholysis, revealed by
routine biopsy examination and/or a Tzanck’s smear; (c) in vivo
deposited and circulating pemphigus antibodies on direct and
indirect immunofluorescence.

The following variants of pemphigus were presumed in the
statistical analysis of the files: (a) pemphigus vulgaris (together
with pemphigus vegetans) when there was a suprabasal
acatholysis; (b) Superficial pemphigus, with a high level of the
acantholysis; (c) pemphigus erythematosus, in which, besides
the intercellular staining, a band of deposited immunoreactants
were present at the dermo-epidermal junction on direct
immunofluorescence; and (d) pemphigus herpetiformis,
diagnosed on the basis of a herpetiform clinical appearance of
the lesions. Although the presence of an underlying or
concomitant malignant disease was recorded and taken into
account in the file analysis, the diagnosis paraneoplastic
pemphigus was avoided because of the lack of approprate
tests for its confirmation.

Resulits

During the 16-year period studied, 74 newly diagnosed
cases of pemphigus occured in the district of Sofia. The
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Figure 1 Distribution of patients by age and sex at the end
of the studied period (December 1995). Closed bars, women;
shaded bars, men.
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Figure 2 Distribution of patients by age and sex at the onset
of the disease. Closed bars, women; shaded bars, men.

Table 1 Studies on the incidence of pemphigus

Country and year of Incidence Remarks

publication of reference (No./105/year)

Jerusalem, 197427 1.61 Population over
20 years

Southern Arizona, 197624 0.5 Total population

Hartford, Cunnecticut, 198022 0.42 Population over

20 years

Finland, 198221 0.076 Total population
Malaysia, 199221 0.2 Total population
Greece, 199529 0.93 Total population
Sofia (current study) 0.47 Total population

0.51 Population over

20 years

average population of the city for that period was
1 200 000, therefore giving a prevalence of ©.38 per
100 0oo inhabitants. The distribution of the cases of
pemphigus according to the year of diagnosis is presented
in Table 2. The mean incidence for the whole period was
0.47/100 ooolyear for the overall population of Sofia and
0.51/100 ooofyear for the population aged above 20 years
(average 1 000 0oo inhabitants).

Thirty-nine (52.7%) of the patients were women and 35
(47.3%) were men (men/women ratio: 1:1.11). Of the 74
patients, 7 died during the study period. The mean age
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Table 2 Distribution of the cases of pemphigus according to the year of onset

Year 1980 1981 1982 1983 1984 1985 1986 1987 1988 1989 1990 1991 1992 1993 1994 1995 Mean

Women 2 6 2 3 6 2 2 2 1 5 0 3 1 1 1 2 2.44

Men 1 0 0 3 1 3 4 4 1 5 1 2 2 4 2 2 2.18

Total 3 6 2 6 7 5 6 6 2 10 1 5 3 5 3 4 4.62

Incidence? 0.26 052 0.17 0.51 059 042 049 049 0.16 089 0.08 0.41 0.23 0.41 0.25 0.41 0.47

Incidence® 0.33 0.67 022 066 078 055 066 067 022 111 011 056 033 056 033 044 0.51

Number of cases/year/100 ooo of the overall population

PNumber of cases/year/T00 0oo of the population above 20 years of age.

Table 3 Epidemiologic data on pemphigus with associated malignant neoplasm

N Sex/age Malignant neoplasm  Onset of Before/after Interval Clinical variant of = Outcome Life span
pemphigus neoplasm pemphigus

1 60/F Breast carcinoma Mar 1980 After 12 years P. vulgaris Dead, 1991 11 years

2 36/F Breast carcinoma 1981 After 5 months P. vulgaris Alive 14 years

3 52/M Brain tumor Feb 1989 After Unknown P. vulgaris Dead, 1989 5 months

4 70/F Cervical carcinoma May 1989 After Unknown P. herpetiformis Alive 6 years

5 59/M Malignant thymoma Sept 1989 After 2 months P. erythematosus Alive 6 years

6 72/M Prostate carcinoma Oct 1992 After 6 months P. erythematosus Alive 3 years

(= SD) of the remaining 67 patients by December 1995,
was 62.43 * 2.84 (range 30-86). The women were approxi-
mately five years older than the males; the mean age for
the women and men was 64.20 * 3.78 (range 38-86)
and 59.19 * 3.93 (range 30-77), respectively, without a
significant difference. The distribution of the age and sex
by the end of the study is given in Fig. 1.

According to their ethnic origin the patients were distrib-
uted as follows: 66 Bulgarians (89.19%), 6 Gypsies
(8.11%), 1 Turkish (1.35%), and 1 Jewish (1.35%). In all
but two of our patients there was no parental relationship.

The greatest number of the patients were workers: 34
(45.94%), 12 of which (16.22%) were involved in the
metallurgic industry. The number of professionals (lawyers,
engineers, philologists, journalists, dentists, musicians,
rural economists) was 24 or 32.43%. Nine (12.16%) were
rural laborers, 4 (5.4%) were army officers, and 3 (4.06%)
were unemployed.

Sixteen patients (21.6%) were smokers and 2 (2.7%)
were alcohol abusers.

The mean age at onset (= SD) of the disease was
54.3T * 3.94 (range 27-81) for the women and
$6.03 * 4.25 (range 26-80) for the men (Fig. 2).

Pemphigus vulgaris was the most common clinical
variant, diagnosed in 57 (77.03%) of the patients (33
women and 26 men), followed by superficial pemphigus in
13 patients (17.57%), pemphigus erythematosus in two
patients (2.70%), and pemphigus herpetiformis in another
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two (2.70%). Most often (48 patients or 64.86%), pem-
phigus affected both the mucous membranes and the skin.
In 18 patients (24.32%) there were only skin lesions, and
in the remaining 8 patients (10.8%) the oral mucosa was
the single site of involvement. More than half of the patients
(67.56%) were severely ill with widespread lesions.

The first manifestations of pemphigus most often occured
in the spring (April, May) and summer (August) as reported
by 74.7% of the patients, and quite rarely in the winter
(25.4%).

Thirty-one patients associated their disease with a precise
precipitating factor: 11 (14.86%) with emotional stress, 6
(8.1%) with the Chernobyl accident, 6 (8.1%) with a
preceding disease, 3 (4.05) with physical trauma, 2 (2.7%)
with drug intake, 2 (2.7%) with intoxication, and 1
(1.35%) with hair dying. In seven cases (9.46%) there was
a history of a malignant disease (Table 3).

Thirty-eight patients (51.3 5 %) were treated with cortico-
steroids alone at an initial dose, of 1-35 mg/kg prednison
daily. In the remaining 36 patients (48.65%), corticoster-
olds and cytostatics (cyclophosphamide or azathloprine)
were both initiated immediately after the diagnosis had
been established. Adjuvant therapy, consisting of anabolic
steroids, antibiotics, or dapsone, was implemented in 19
of the cases. Two patients were subjected to high altitude
climatotherapy (> 1800 m above sea level).

The mean duration of the disease was 8.64 years for the
35 women alive by the end of the study, and 6.42 years
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for the men. One woman is clinically healthy at the moment
and has not received any therapy whatsoever for three years.

Seven patients (9.46%), 4 women and 3 men, died during
the 16-year period analysed (1980-1995). The mean age
of death was 76.75 for the women, with a life span after
the onset of pemphigus ranging from 1 to 7 years, and
73.3 years for the men, where the life span similarly was
1—7 years.

Discussion

Pemphigus is a disease showing an uneven geographical
distribution. It is currently thought that it is much more
frequent in midlatitude, subtropical and tropical climates.
Thus, in Finland,** the annual incidence of pemphigus is
extremely low, 0.076 per 100 0oo inhabitants; in North
America®* it is 0.29-0.42/100 coo adults; in Malay-
sia,>3 0.2/100 000; in southern Arizona,** o.5/100 000;
and in Brazil>S and FI Salvador?® it reaches an endemic
proportion. Mediterranean countries seem to occupy a
particular place in the epidemiology of pemphigus. In
Israel,?” depending on ethnic origin, the incidence ranges
from 1.61 to 2.7/100 000 adults. In Greece?$2? the estim-
ated rates of incidence are 0.93/T00 coolyear (253 new
cases in a seven-year period for a population of 4 million).
In Italy3° the number of new cases of pemphigus is 110
over 2 years. In some areas in Morocco and Tunisia,™3
foliaceus pemphigus is endemic among young women. As
revealed by the present study in Bulgaria, which has a
moderately continental to Mediterranean climate in the
regions neighboring Greece and Turkey, the average annual
incidence of pemphigus is also high, 0.47 per roo coo for
the overall population, and o.51 per 100 000 for the
population above 20 years of age. It has also been stated,
that in Mediterranean and midlatitude climates, pemphigus
affects women more often than men,>® which was confirmed
by our results. Pemphigus vulgaris, is the most common
clinical variant of the disease in Sofia (77. 1%), in contrast
to the prevalence of pemphigus erythematosus in Finland*>*
and foliaceus pemphigus in Tunisia.™>3

While the etiology of pemphigus is still unknown, several
factors have been implicated for its variable geographic:
ethnic and genetic background, an as-yet unidentified infec-
tious ‘agent,” excessive heat and solar radiation, socio-
economic state, pregnancy, and dietary habits. The greatest
part (89.19%) of the patients in our series were ethnic
Bulgarians. Relatively high was the number of gypsies
affected by pemphigus (8.9%), in whom the disease tended
to be more severe and refractory to immunosuppressive
therapy. Only one of the patients studied by us was of
Jewish origin. In 1957, when analysing a series of 240
pemphigus patients in the Sofia University Hospital,
Konstantinov'? reported that only 12 of them (5%) were
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Jews, which he considered to be a small percentage.
However, the estimated yearly occurence of pemphigus
among the Jewish community in the district of Sofia,
numbering 3 soo inhabitants for the studied period, is 1.78/
100 000/year, which is comparable to the incidence of the
disease in Jerusalem.*”

Approximately half of the patients in the present study
(45.94%) were workers, 12 of which were hard physical
laborers employed in the large metal works in the vicinity
of Sofia. The excessive heat of the working environment
might be a common triggering factor in these cases, as it
has been shown that heat increases the expression of
pemphigus vulgaris antigen in the epidermis.?* Also signi-
ficant is the large number of professionals affected by
pemphigus, 24 out of 74 patients, which could be related
to a greater susceptibility to emotional stress and anxiety,
reported to be a precipitating factor in 11 of the cases in
our series. The fact that seven patients claim the Chernobyl
accident (April 1986) as a triggering event is also intriguing.
Even though the role of ionizing radiation in inducing
pemphigus has been postulated for a long time,33 such data
should be interpreted with caution since, in the years
preceding and following 1986, the incidence of the disease
in Sofia did not differ significantly.

Conclusions

The results of our retrospective study demonstrate a rela-
tively high prevalence and incidence of pemphigus in
Bulgaria, compared to that encountered in other countries.
The most common clinical variant of the disease in Bulgaria
is pemphigus vulgaris, frequently occurring in the fifth or
sixth decade of life, similar to the data reported from
Greece.?®?® Whether the Balkan Peninsula represents a
focus of population groups with high susceptibility to
pemphigus vulgaris, is a problem which could be high-
lighted by further epidemiological studies in this geo-
graphic area.
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Girl ELEVATOR OPERATORS usually wear gloves to prevent calluses and black brass stains
from grabbing and pulling of the doors. In the latest types of elevators, however, doors open

and close automatically and no professional calluses will form. In the older type, of which

a good many are still in use, if no gloves are worn, linear calluses may be produced, usually

above the distal-medial phalangeal joint, from pulling open the folding doors. Operators of

metallic rope elevators show palmar calluses and heavy black stains.

From Ronchese F. Occupational Marks and other Physical Signs: a guide to personal

identification. New York: Grune & Stratton, 1948.
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Abstract

Background There have been reports suggesting the involvement of environmental factors
in the disease process of pemphigus. Factors suggested include exposure to pesticides or
certain drugs.

Objective To analyze the association of pemphigus with environmental exposure to various
agents, including smoking, recreational and occupational insults, drugs, and food.

Design and setting In-person interviews of pemphigus patients and control subjects were
conducted by trained medical investigators using a structured questionnaire. Questions
included occupational, behavioral, medical, and qualitative food frequency details. The
multicenter study was conducted at outpatient services of teaching hospitals in Bulgaria,
Brazil, India, Israel, Italy, Spain, and the USA.

Participants A total of 126 pemphigus patients (55 men, 71 women; age, 54 + 17 years) and
173 healthy controls (87 men, 86 women; age 50 * 19years) were interviewed in the period
between October 1, 1999 and March 31, 2000. The diagnosis of pemphigus was based on
clinical, histologic, immunohistologic, and immunohistochemical criteria. The disease
duration was 2-27 years (8.4 = 7.2 years). Individuals with skin diseases other than
pemphigus were selected as control subjects.

Main outcome measure Information on drugs, foods, and occupational, environmental,
constitutional, and other possible risk factors was analyzed by t-tests and chi-squared tests
as applicable. A multivariate logistic regression model was applied to the data to study
simultaneously the independent relationship between each risk factor and pemphigus
vulgaris.

Results The risk for pemphigus vulgaris was lower for ex-smokers and current smokers than
for patients who had never smoked. Exposure to pesticides and occupational exposure to
metal vapor were associated with an increased risk of pemphigus. Pemphigus patients had
more pregnancies than controls. There were differences in environmental factors between
countries, with exposure to gardening materials and pesticides being highest among patients
from Bulgaria, followed by Israel. Disease characteristics also exhibited differences between
countries. Bulgarian patients less frequently had oral mucous membrane lesions: 66%
compared to 92% for Israeli patients and 83% for Italians. The distribution of the disease in
skin and mucous membranes was similar among patients from all countries. Exclusive skin
involvement was seen in 50% of patients, mucous membranes alone in 23% of patients, and
both skin and mucous membranes in 27% of patients.

Conclusions The beneficial effect of smoking on pemphigus might be explained by its effect
on the immune system. In addition, smoking has an antiestrogenic effect, while pesticides
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have an estrogenic effect. The lower numbers of smokers among patients, the higher
exposure rates to pesticides, and the higher number of female patients who had been
pregnant may point to the contribution of estrogens to the disease process. It remains to be
determined whether measures, such as avoiding exposure to pesticides or metal vapor, may
be beneficial in the clinical context. As the present study was a survey, more definitive studies
should be conducted to validate the results.

Introduction

The interaction between genetic and environmental factors
is important in pemphigus. Populations with the same
genetic predisposition may display differences in the
clinical manifestations of the disease when exposed to
different environments.” Although it is important to study
the genetic variations that can lead to disease, environ-
mental causes should not be ignored.

Several studies have implicated environmental factors in
pemphigus, such as infection,” occupational exposure and
other habits,>* and the consumption of certain kinds of
food.>® Other observations indicate that certain drugs
have the potential to induce and possibly sustain pem-
phigus, and these are supported by laboratory studies in
organ explant cultures.””® Certain environmental factors
also induce acantholysis in vitro.”

The phenomenon of antigenic diversification or epitope
spreading occurs in pemphigus. The sequential develop-
ment of pathogenic antibodies to distinct proteins has been
demonstrated in pemphigus in humans."®"" Environmental
factors may induce processes in the skin which promote the
exposure of self-antigens and the development of subse-
quent and progressive humoral autoimmunity. Environ-
mental factors may cause cytokine dysregulation, leading
to autoimmunity, or autoimmunity by molecular mimicry.
Factors causing keratinocyte necrosis offer a potential
mechanism for the release of intracellular proteins which
are then exposed to autoreactive T cells. An autoimmune
or inflammatory disease process can cause tissue damage
and expose certain protein tissue components originally
hidden from the autoreactive T or B cells. This exposure
evokes a secondary or primary autoimmune response.”” It
might be possible to link such processes to pemphigus by a
population analysis of exposure to environmental factors.
Therefore, our aim was to analyze the association of
pemphigus with common environmental factors, such as
smoking and occupational agents.

Subjects and methods

The study was conducted in the outpatient clinics of seven teaching
hospitals in Bulgaria, Brazil, India, Israel, Italy, Spain, and the USA.
The procedures for data collection were approved by the local ethics
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committees in each country. Informed consent was obtained

from all subjects. Entry criteria for patients with pemphigus were as
follows: a diagnosis of pemphigus based on clinical, histologic,
immunohistologic, and immunohistochemical criteria. Controls
were recruited on a voluntary basis from the outpatient clinics of the
hospitals and included subjects with newly diagnosed dermatologic
conditions other than pemphigus. Patients with skin conditions
regularly associated with alcohol consumption or liver disorders
were excluded (i.e. presenting symptoms of porphyria cutanea
tarda, cutaneous manifestations of hemochromatosis andcirrhosis,
pellagra, and zinc deficiency syndrome). Less than 0.5% of the
suitable controls were excluded because of these conditions. The
controls were the first eligible dermatologic patients observed on
randomly selected days in the 2 weeks following the selection of
case patients. Diagnoses in the control group were contact
dermatitis (19%) and a variety of other skin diseases, including skin
cancers, urticaria, skin infections, and psoriasis. Controls were age-
matched to case patients in decade categories, and the inclusion of
case patients and controls was limited to subjects aged 19—90
years. Less than 1% of the eligible subjects refused to participate.
The study was conducted between October 1, 1999 and March 31,
2000.

The study enrolled 126 pemphigus patients (55 men, 71
women) and 173 control subjects (87 men, 86 women). The age
was 54 * 17 years in case patients and 50 = 19 years in controls.

Interviews were conducted by one physician at each
participating center using a structured questionnaire. Questions
were presented to the subjects orally, and the questionnaire was
filled in by the interviewing physician. Information included
sociodemographic factors, smoking habits, drug intake, family
history, personal medical history, and occupation (exposure to
gardening materials, pesticides, photographic developing
materials, tar, industrial solvents, and metal vapor was included).
Skin color and history of sunburn were also recorded. Information
on smoking and food and drink consumption was obtained
through a lifetime inquiry, including age at onset, average and
maximum daily consumption, kind of consumption, and periods of
abstinence. A period of abstinence of at least 6 months before the
date of diagnosis was the criterion for classifying a patient as an
ex-smoker or ex-drinker. Emotional stress, pregnancies,
abortions, and the use of oral contraceptives were also recorded,
as were trips to other countries.

Information regarding pemphigus disease included the first
symptoms and signs of the disease (blisters, erosions, crusting,
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itching), the distribution (skin, mucosa, or both), and the involved
mucosa. The clinical course of the first episode was also
recorded (clearance, persistent, or relapsing), as well as the type
of skin lesions and treatment.

Statistical analysis

The relationship between the pemphigus condition and possible
demographic, behavioral, and clinical risk factors was examined
by ttests and chi-squared tests as applicable.

A multivariate logistic regression model was applied to the data
to study simultaneously the independent relationship between
each risk factor and the skin condition. The model predicts the
probability of having the skin condition as a function of the
explanatory variable. All variables correlated with the skin
condition in the univariate analysis at a significance level of <0.2
were introduced into the model.

Resulits

Smoking, both current and past, was lower in the
pemphigus group (P <o.c001) (Fig. 1). Exposure to garden-
ing materials (P <o.00071), pesticides (P <o.005) (Fig.2),
and metal vapor (P<o0.006), and a history of chronic
wounds (P <o0.03), drug reactions (P<0.008), and preg-
nancies (P <o.01), were significantly higher in the pemphi-
gus group (Table 1). Blisters as a presenting symptom were
less common in patients who were exposed to gardening
materials or pesticides (P <0.05).

The lower rate of smokers found in pemphigus patients
was more significant in women than in men (P < 0.0001 vs.
P<o0.05). This difference was also significant in post-
menopausal women and premenopausal women, when
analyzed separately. More pregnancies were recorded in
the pemphigus group (P = 0.009). The following differences
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Figure1 Percentages of smokers and
nonsmokers among pemphigus patients
and controls, and among men and
women in these two groups. *Indicates
statistical significance

female non-
smokers

female

between pemphigus patients and controls were more
significant in premenopausal women than in postmeno-
pausal women: higher exposure to metal vapor (P <0.03),
gardening materials (P <o0.002), and pesticides (P <o0.02),
and a higher frequency of chronic wounds preceding
pemphigus (P <0.05).

The yield of the food frequency answers was very poor,
and no statistically significant differences were found.

Differences in environmental factors were found
between the different countries. Exposure to gardening
materials was highest among patients from Bulgaria
(66.7%), followed by Israel (33.3%), while in other
countries it was only 22.7%. Exposure to pesticides was
also highest among patients from Bulgaria (39%), followed
by Israel (21.9%), and other countries (18.2%). A history
of sunburn was recorded in 27-42% of patients in all
countries except Italy, where no sunburn history was
recorded. Travel to India or Brazil was recorded in 3-20%
of patients, except for patients from Italy and Bulgaria,
who had no history of travel whatsoever. Stress preceding
the disease was reported in 37% of Israeli patients, 21 % of
Bulgarian patients, and only 8% in the other countries.
Oral contraceptives were taken by 40% of patients from all
countries, except Bulgaria where none reported oral
contraceptive use. Dieting to lose weight was reported in
37-39% of patients, except for Bulgaria, where only 7%
were on such a diet; Italians did not answer this question.
This last finding points to the possibility that the
differences between countries might represent differences
in the interviewer’s presentation of the questions. Other
possibilities include cultural differences in the way in which
patients perceive factors such as stress, or real differences
in the effect of habits and the environment on the disease.

Disease characteristics also exhibited differences
between countries. In the first stages of the disease, the
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exposed (% from group)

Figure2 Exposure to gardening
materials and pesticides (each separately
and both combined) in pemphigus
patients and controls, and in men and
women in these two groups. *Indicates
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B STUDY CONTROL *

.. . . garden male - female - pesticide male - female - garden +
statistical significance garden garden pesticide  pesticide pesticide
Table 1 Statistically significant differences between pemphigus patients and controls
Variable Pemphigus Control Total P value
Smokers 29 (25.9%) 65 (48.5%) 94 (38.2%) 0.0001
Nonsmokers 83 (74.1%) 69 (51.5%) 152 (61.8%)

Exposed to metal vapor 11 (9.8%) 4 (2.3%) 15 (5.3%) 0.006
Not exposed 101 (90.2%) 168 (97.7%) 269 (94.7%)

Exposed to gardening materials 43 (37.7%) 27 (15.7%) 70 (24.5%) 0.0001
Not exposed 71 (62.3%) 145 (84.3%) 216 (75.5%)

Exposed to pesticide 27 (23.9%) 19 (11%) 46 (16.1%) 0.005
Not exposed 86 (76.1%) 153 (89%) 239 (83.9%)

Suffered from chronic wound 26 (21.1%) 20 (11.8%) 46 (15.8%) 0.03
Did not suffer 97 (78.9%) 149 (88.2%) 246 (84.2%)

Pregnancy 67 (94.3%) 66 (80.4%) 133 (86.9%) 0.01
No pregnancy 4 (5.6%) 16 (19.5%) 20 (13%)

Drug reaction — yes 24 (38.1%) 30 (20.5%) 54 (25.8%) 0.008

Drug reaction — no 39 (61.9%)

116 (79.5%) 155 (74.2%)

following were significantly more commonly reported in
Bulgarian patients than in patients from other countries
(P<o.o1): blisters (88% vs. 72%), erosions (100% vs.
87%), crusting (64% vs. 43%), and itching (52% vs.
37%). On the other hand, Bulgarian patients had a lower
frequency of oral mucous membrane lesions: 66% com-
pared to 92% for Israeli patients and 83 % for Italians. The
involvement of other mucous membranes was similar
among patients from all countries: 7.8% of the patients
had urethral involvement, 9.3% rectal involvement, and
14.7% of women had lesions on vaginal mucous mem-
branes. The distribution of the disease in the skin and
mucous membranes was similar among patients from all
countries. Exclusive skin involvement occurred in 50% of
patients, mucous membranes alone in 23 % of patients, and
both skin and mucous membranes in 27% of patients.

© 2001 Blackwell Science Ltd

At the first clinical examination, Israeli patients had a
milder disease than patients from other countries, as
evidenced by blisters, erosions, and crusts (P <o0.0001).
Israeli patients had lower rates of complete clearance after
the first episode, however, than patients from other
countries: 46.7% vs. 65.3% (P <o.01). On the other hand,
relapses were less common among Israeli patients: 14.3%
compared to 37.7% for patients from other countries
(P<o.o1).

Discussion

A clinical report supports our findings with regard to the
beneficial effect of smoking. A patient with pemphigus
vulgaris experienced an improvement when he started
smoking cigarettes because of stress, and worsening of the
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pemphigus when he stopped smoking. He started smoking
again and, after 1 week of smoking 15 cigarettes per day,
his pemphigus rapidly started to clear, allowing the
dosages of prednisone and cyclophosphamide to be tapered
and discontinued over a 2-month period.*?

Other diseases have been reported to improve with
cigarette smoking. Nicotine transdermal patches have been
shown to be beneficial in ulcerative colitis.™* An improve-
ment of an ulcer of pyoderma gangrenosum (associated
with inflammatory bowel disease) with direct application
of a 10 mg nicotine patch has been reported.”* Similarly, an
inverse relationship between cigarette smoking and
aphthous stomatitis was found in a study of oral mucosal
lesions in 20333 people.*® The suppression of ulcers was
most evident for those groups smoking pipes or unfiltered
cigarettes, and only moderate for those using snuff. Heavy
smokers had a lower frequency of ulcers than moderate
smokers. Nicotine has been found to affect the production
of certain proinflammatory cytokines. Immune effects
associated with smoking include reduced immunoglobu-
lins, helper-suppressor T-cell ratio, lymphocyte trans-
killer activity.
Abstinence from smoking increased natural killer cell

formation, and natural cytotoxic
cytotoxic activity, but did not alter mitogen-induced
T-lymphocyte proliferation, as measured by responses to
concavalin A or phytohemagglutinin.”” Chronic in vivo
nicotine exposure leads to T-cell anergy, inducing im-
munosuppression. It has been shown that inhibition of
antibody-forming cells and Ca** responses continues for at
least 2 weeks following cessation of nicotine treatment in
animals.”® By stimulating the hypothalamic—pituitary—
adrenal axis, nicotine may elevate levels of endogenous
glucocorticoids, thereby producing an immunocompro-
mised state.”® In addition, benzopyrene, a tobacco-related
polycyclic aromatic hydrocarbon, has been reported to
suppress B-cell lymphopoiesis*® and cytotoxicity in lym-
phokine-activated killer cells.**

Both T and B lymphocytes from chronically nicotine-
treated animals exhibited tolerance to activation by
antigens. Moreover, when nicotine pumps were removed
after 4weeks of nicotine treatment, inhibition of the
antibody-forming cells continued for at least two more
weeks. These results suggest that chronic in vivo nicotine
exposure leads to T-cell anergy and may contribute to
nicotine/cigarette smoke-induced immunosuppression.*®
Tumor necrosis factor-o. (TNF-a) is possibly involved in
the mechanisms by which smoking modulates local
immune phenomena.** Among human immunodeficiency
virus (HIV) patients, smokers had significant depressions in
both the percentage and absolute numbers of CD4+ and
CD8+ cells in their bronchoalveolar lavage fluid. A
decrease in CD4+/CD8+ cell ratio was also seen with
smoking. In addition, the production of both interleukin-
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1 (IL-1B) and TNF-o was suppressed with cigarette
smoking.*?

While these immune-mediated mechanisms may play a
role in the effect of smoking on pemphigus, smoking has
been associated with impaired wound healing. It has been
shown that the synthesis of subcutaneous collagen in
smokers is specifically impeded, indicating an impaired
wound-healing process.** In patients resected for Crohn’s
disease, cigarette smoking was associated with an increased
risk of recurrence.*

The results suggest a relationship between pemphigus
and smoking habits, pointing to a possible sex difference.
Smoking was less prevalent among pemphigus patients,
and this difference was much more pronounced in women.
The antiestrogenic effect of smoking might contribute to its
protective effect in pemphigus. Smoking is linked to a
variety of hormone-related disorders, both benign and
malignant. Some estrogen-dependent physiologic processes
are affected by smoking, making osteoporosis and pre-
mature menopause more common among women who
smoke. Diseases such as endometrial cancer and uterine
fibroids, which depend on estrogen for growth and
development, tend to be less common among smokers.*®

In addition, nicotinic cholinergic receptors have been
demonstrated on keratinocytes, stimulating calcium influx,
and it has been suggested that constant stimulation of these
receptors might control keratinocyte adhesion.*” Activa-
tion of nicotinic cholinergic receptors increases cell-to-cell
adhesion and promotes the lateral migration of keratino-
cytes, thus improving pemphigus.*® Nicotine could be
delivered to keratinocytes either topically, by contact with
the buccal mucosa, or systemically by absorption.

The inverse association between smoking and pemphigus
should encourage further investigations aimed at discover-
ing the exact mechanisms involved, so that instead of
recommending smoking, more specific clinical interven-
tions can be designed.*

Certain life events might be independent causative
factors in pemphigus. Smoking can be an indicator of life
events in addition to its physical effects. Thus, smoking is
strongly associated with adverse childhood experiences,>®
and can both have an effect on and be affected by stress
and depression.

Our finding that pemphigus patients were more often
exposed to gardening materials and pesticides than were
control subjects is supported clinically by reports of
pemphigus induced by contact with pesticides,>*3* and
one case of a patient with pemphigus foliaceus who
experienced flare-ups when he handled sheep that had
recently been dipped
dips.?? In an analysis of 59 patients with pemphigus, of
the 14 patients exposed to chemicals in their work
environment, four were involved in gardening.’*

in organophosphate-containing
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Organochlorine pesticides are endocrine-active, having
an estrogenic effect.’>> Dicophane (dihydrodiphenyltri-
chloroethane, DDT), which is stored in the body’s fatty
tissue as dichlorodiphenyldichloroethylene (DDE), and
polychlorinated phenols are pesticides with estrogenic
effects, thought to potentiate the development of breast
cancer. Thus, mortality from breast cancer declined in
Israel after dicophane and other carcinogenic pesticides,
which occurred in high concentrations in milk and dairy
products, were banned in 1978.3¢ It is conceivable that the
pathologic pathways leading to the development of
pemphigus are estrogen-dependent. Also, the effect of
pesticides in our study was more significant in premeno-
pausal women. Other skin reactions, such as the reaction
to histamine prick and morphine prick, have also been
shown to increase during periods of peak estrogen levels in
women.>”

Organophosphate pesticides block the nicotinic acetyl-
cholinesterase channel,?® resulting in the accumulation of
acetylcholine at cholinergic receptors. Chronic exposure to
these compounds results in the development of tolerance to
their toxicity, which is associated with a decrease in the
density of muscarinic and nicotinic receptors in both the
central and peripheral nervous systems.?® If a similar
decrease in receptors occurs in the skin, it would result in a
reduction of cell-cell adhesion, in contrast to nicotine that
activates nicotinic cholinergic receptors, as stated earlier.

Exposure to metal vapor was higher in pemphigus
patients than in controls. Such an exposure was encoun-
tered in the smelting industry, metal distillation, metal
plating, battery manufacture, old printing industry, and
chemical plants. There are several indications that metals
affect the immune system. Chronic inflammatory diseases
may be affected by exposure to metals, and metal allergy
has been reported in cases of pustulosis palmaris et
plantaris. It has been shown that metals induce high
leukotriene B4 concentrations in pustules.*® The produc-
tion of cytokines in individuals exposed to chromate in
Hudson County, New Jersey, a major center for the
processing of chromium ore, showed that the mean level of
IL-6 produced by pokeweed mitogen-stimulated mono-
nuclear cells isolated from the Hudson County group was
64% of the control value, a highly significant decrease
(P<o.001). No differences were detected in the IL-6
responses resulting from age, gender, or smoking status.*"

Cadmium, on the other hand, may have an inhibitory
effect. A study of the effects of cadmium on measures of
immune system function was performed in schoolchildren
in heavily polluted regions of eastern Germany. Increasing
body burdens of cadmium were associated with a dose-
dependent suppression of immediate hypersensitivity and
of levels of immunoglobulin G (IgG), but not IgM, IgA, or
IgE. The immunoglobulin pattern observed in exposed
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children led investigators to suggest that secondary
humoral responses were impaired by cadmium.**

Likewise, T cells of workers continuously exposed to
beryllium at more than o.orpg/m? (but not subjects
exposed to lower levels) were activated and the cell-
mediated immune response was promoted.*?

Nickel and chromium have also been implicated in
immune response regulation. Urinary chromium was
correlated with serum IL-5 and IgE, and urinary nickel
was correlated with CD4+-CD45RO+ and CD3+-CD25+
lymphocytes.

Without more specific information on the chemicals and
level of exposure, we cannot adequately discriminate
whether the observed effects are valid, or whether biased
reporting of exposure contributed to the observed elevated
risks. In a recent epidemiologic study of pemphigus in
Sofia, Bulgaria, however, 12 out of 74 newly diagnosed
pemphigus patients were employed in the large metal
works in Sofia district.**

The higher frequency of chronic wounds preceding
pemphigus is in accordance with previous reports of
pemphigus in burn scars and surgical scars.*> ™47

The yield of the food frequency answers was very poor.
The source of dietary information in our study was a single
measure of usual dietary intake derived from a 62-item
food frequency questionnaire. The problems of dietary
measurement error and underreporting of food intake in
dietary surveys have received considerable attention in
recent years and, in the future, standardization may make
it easier to draw conclusions from such studies.#® The
retrospective nature of our study is another limitation, with
its potential for recall and information bias. A long-term
averaged diet might not be the best way to express the
relationship between diet and disease, as a considerable
latency period could exist between food intake and its
effect on disease.

At the first clinical examination, Israeli patients had
milder disease than did patients from other countries, but
they had lower rates of complete clearance after the first
episode. On the other hand, relapses were less common
among Israeli patients. Perhaps the longer treatment period
required for clearing the first episode prevented relapses.

Differences between countries may be due to differences
in populations and/or data collection methods, as well as
environmental, economic and climatic differences. Israeli
patients had lower rates of complete clearance after the
first episode, which might be due to differences in
management. In comparison with the treatment regimen
in Israel, patients in Italy receive initial high doses of
steroids for a longer period of time, until all active lesions
have disappeared, which usually requires 4 weeks.*? Sub-
sequent dosage decrease is also slower. On the other hand,
relapses were less common among Israeli patients, which
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might be explained by the fact that they did not return to
their previous environment or go back to work as fast as
patients from other countries.

Conclusions

Statistical differences were found between pemphigus
patients and controls, including higher exposure rates to
gardening materials, pesticides, and metal vapor, and
lower smoking rates. It should be noted, however, that
this study was only a survey, and the results may be biased
by the choice of the control group, which consisted of
consecutive patients visiting the participating clinics where
attendance depended on the nature of the patient pool.
This preliminary study attempted to identify factors that
should now be studied individually in a controlled manner.
Once the environmental factors involved in the disease
process of pemphigus vulgaris are determined, we may be
able to instruct patients to avoid specific environmental
factors.
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