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Peslome:

lpe3 nocAegHUME 20QgUHU 3HAYUMEAHO HapacHa bpoAm Ha
npuAazaHume AekapcmBa u coomBemHo Ha mesu, koumo omkaloyBam
gupekmHo uAu Henpako ca cBbp3aHu C pasBumuemo Ha aH2UuOegem.
Om goknagBaHume go MOMeHMa CAyuau We pasanegame mesu, koumo
ca cBop3aHu ¢ ynompebama Ha HecmepougHu npomuBoBb3narumeAHu
cpegcmBa, uHxubumopume Ha aHauomMeH3UH koHBepmupawua eH3um,
AH2UOMEH3UH 2-PeuenmopHU a2oHUCMU, aHmuduomuuu U ecmpozeHoBu
npenapamu.

Mpu >keHume ¢ HacregecmBeH aHauoegem 3aboAdABaHemo ce
omauyaBa ¢ no-mexkko npomuuaHe, koemo cnopeg Hakou aBmopu
ce gbiku Ha BAowaBaHe Oom nepuogume Ha XOPMOHAAHU NPOMEHU B
Op2aHusma — nybepmem, bpemeHHocm, meHcmpyauus. Cnopeg gpyau,
moBa BaowaBaHe ce HabalogaBa u npu gobaBaHe Ha >keHcku noaoBu
XOPMOHU B pamkume Ha XOpMOHO3aMecmumeAHa mepanusa UuAu kamo
Memog 3a koHmpauenuus.

KnaloyoBu gymu: megukaMeHMO3HO UHgyuupaH aHauoegem,
HacaegcmBeH aHauoegem npu XKeHu
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Abstract:

The number of new medications applied in practice has been
growing along with the number of those that can directly or indirectly cause
angioedema. From all the reported cases we will review only those related
to the use of non-steroidal antiinflammatory drugs, angiotensin-coverting
enzyme inhibitors, angiotensin-2 receptor agonists, antibiotics and estrogen
medications.

Women with HAE have more severe course of the disease which
according to some authors is due to periods of hormonal changes in
organism — puberty, pregnancy, menstruation. Others reckon that this
severity of symptoms is related to hormonal therapy as a method of
substitution of female hormones or contraception.
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BvBegeHue

Mpes nocAegHUME 20gUHU 3HAYUMEAHO HapacHa bpoAm Ha
npuaazaHume AekapcmBa u coomBemHo Ha me3su, omkalouBa-
wu aHauoegem. 1o momeHma, (apmakoAoz2uyHUME 2pynu, 3a
koumo aHauoegembm ce ABa6a HeXeAaH epekm u caeg yno-
mpe6a Ha megukameHmu om koumo 8 Aumepamypama ca peau-
CMpupaHu cAy4au Ha omok, moz2am B8 0606wieH Bug ga bogam
u3bpoeHu kakmo caegBa: HecmepougHu npomuBoBb3naumen-
HU cpegcmBa, UHXUbUMOpU Ha aHeuOmMeH3uH-koHBepmupawus
€H3UM, aHeUOMEH3UH 2-peuenmopHU a20HUCmu, aHmubuomu-
uu, Gog-cogbpkawu koHmpacmHu BewecmBa 3a obpasHa gu-
a2Hocmuka, UHXUBUMOPU Ha NPOMOHHAMa Nomna, CMamuHU,
HapkomUYHU U HeHapkomuyHU aHaA2emuuu, aHecmemuuu, ¢u-
OPUHOAUMUYHU a2eHMU, eCMpO2EHU, guypemuuu, 6Aokepu Ha
kaauueBume kaHaau, 6ema 6A0kepu, aHMUMPOMOOUUMHU Ae-
kapcmBeHu npogykmu, ncuxomponHu megukameHmu (6aokamo-
pu Ha 0bpamHomo 3axBawiaHe Ha cepomoHuHa) [1-2].

3BecmHu ca HAkoako npoyuBaHus, koumo nokasBam
Bpw3ka ¢ xeHckua noa u meXkecmma Ha u3ABa Ha 3aboaaBaHe-
mo. Cnopeg Hakou aBmopu ce kacae 3a BaowaBaHe, cBop3aHo
C NEPUOJU HAa XOPMOHAAHU NPOMeEHU B op2aHu3ma — nybepmem,
bpemMeHHOCM, MeHCmpyauus, a cnopeg gpyau moBa BaowaBaHe
ce HabalogaBa kozamo ce go6aBam »keHcku noAoBu xopmoHu B
paMkume Ha XopMOHO3aMecmumeAHa mepanus uAu kamo me-
mog 3a koHmpauenuus. Bork u comp. ycmaroBd8am, 4e mako-
Ba BaowaBaHe Ha 3aboAABaHeMO € 0MOeAA3aHo npu Hag 63%
om >keHume B3umawu koHmpauenmuBu [3-4].

OcobeHocmu 6 npomu4yaHemo Ha

HacAegcmBeHua adeuoegem npu XeHu

Kozamo eguH Aekap ce 2puku 3a XkeHa ¢ HacAegcmBeH
aHzuoegem (HAE), mpAab6Ba ga ce B3emam npegBug Hakoako Ba-
kHU Bonpoca — gaau u kakoB mun koHmpauenuus ga ce usoepe,
kak ga ce Bogu bpemeHHocmma u pakgaHemo, kakBo AgueHue
u kakBa npoduaakmuka ga ce npoBexkga, maka ye ga He ce
pa3Buam HexkeaaHu edekmu. B mo3u cmucoA usbopbm Ha ga-
Ha30A € HeymecmeH npegBug pesucmpupasume ompuuameAHu
edekmu npu >keHckus noA.

ABmopume Ha npoy4yBaHemo, koemo we uumupame ca
npoBeau pempocnekmuBHo u3caegBaHe Ha kauecmBomo Ha Xu-
Bom npu 150 »eHu om 8 cmpaHu ¢ guazHo3a HAE — YHeapus
(32%), Tepmatus (19%), OaHus (10%), OpaHuus (10%), Wicna-
Hua (10%), HopBeausa (8%), AHaausa (6%) u LUBeduapus (5%).
CpegHama Bb3pacm Ha HaBAu3aHe B nybepmema e 6una 13.5 2.
(9-17 2.), 44 *eHu ca Bae3au B meHonay3a Ha Bv3pacm om 48.5
2. (37-56 2.), 107 XeHu ca umaau 227 6pemeHHocmu. Pesyama-
mume om npoy4BaHemo nokasBam, ye nybepmemom BaowaBa
3aboaaBaHemo npu 62%. Amakume ca 6uau npegu3BukaHu om
MeH3uca npu 35% u om oByaauuama npu 14% om npoyueHus
koHmutzenm. Mo Bpeme Ha bpemeHHocmma amakume ca GuAu

noBeue npu 38%, no-manko npu 30% u 6e3 npomaHa npu 32%
om >keHume. 3a noBeyemo om msx, npu Bcaka caegBawa ope-
MEHHOCM Ca buAU ycmaHoBeHU Cbwume cumnmomu, npu 12%
e npegnpuemo cekuuo. KombuHupaHama opaaHa koHmpauenuus
BaowaBa npomuyaHemo Ha 3aboaaBaHemo npu 80% om »keHu-
me, gokamo npo2ecmepoHoBume mabaemku ca 20 NOgoOPUAU
8 64% om cayyaume. IHmpaymepuHHUmMe necapu ca gobpe
noHocumu B 83% om »eHume. lMpu 55% om maAx He ce Ha-
balogaBa BaowaBaHe Ha cumMnmMOMUME CAeg MeHonaysama, a
npu 32% makoBa BaowaBaHe e HacmbnuAo. Camo npu 13% e
peaucmpupaHo nogobpeHue Ha cumnmomume. Humo depmua-
HOCMMAa, HUMO Yecmomama Ha CNOHMaHHUMe abopmu obaue
ca nokasaAu no-20AAMa 4Yecmoma om masu Ha 0CmaHaAomo
HaceAeHue [5-6].

Meue6Hu cxemu npu XeHu ¢ HAE-C1-INH

no Bpeme Ha bpemeHHOCM

11360pbm Ha megukamenm, kakmo u go3upaHemo my He
ce pasauvaBam om masu npegu bpemeHHocmma. Bonpeku mo-

Ba ynompebama Ha Hakou npenapamu caegBa ga 6bge 02pa-

HuuyeHa. lMpu u3bopa Ha npenapam e nokasaH UHguBugyaAHUA

nogxog:

« pdhC1INH - nokasBa 6e3onacHocm u edekmuBHocm npu Ae-
yeHue no Bpeme Ha BpemeHHocm u Aakmauus, kakmo 3a
0BAagAaBaHe Ha ocmpume amaku, maka u 3a npoduaakmuka,
Bonpeku ye He ca npoBexkgaHu koHmpoAupaHu npoyyBaHus
Npu bpemeHHU.

e AHmMu@ubpuHoAuMuuu — mpaHekcamoBama kuceauHa (TA)
npemMuHaBa naaugHmapHama bapuepa, Ho He ca onucaHu my-
mazeHHu u BpegHu edekmu Bbpxy naoga [7]. TepamozeHeH
etdekm He e onucBaH gopu npu onumHu »KuBomHu. 06ukHo-
BeHo AeueHuemo ce npoBexga npes Bmopua mpumecmbp
Ha bpemMeHHOCMMa, NOHAcA ce gobpe om nauueHmkume u
HAMa ompuuameAHu epekmu Bopxy pogoBus npouec [8-9].

 AHgpo2eHU — koHmpauHguuupaHu ca 3a ynompeba no Bpeme
Ha bpemMeHHOCM U 0C06eHO No Bpeme Ha NbpBuA Mpumec-
mobp. Te npeMuHaBam naaueHmapHama bapuepa u Mozam
3a 3acunam mMbxkkua Bug Ha BmopuyHume noAoBu Heaesu
y eHcku naog [10-11]. Ekcnosuuusma Ha mecmocmepoH
no Bpeme Ha bpemeHHOCMMa MoXke ga npegu3Buka naaueH-
mapHa Hegocmamuo4yHOCM Ype3 HamaaBaHe ekcnpecuama u
GyHKuuoHUpaHemo Ha mpaHcnopmHama cucmema A, koemo
MOoXe ga cmaHe npuyuHa 3a pemanHa pemapgauus [12-13].

* Bupyc uHakmuBupata npscHo 3ampaseHa naasmva (ViFFP) — no-
kasaHa e, koezamo ca Haauug npomuBonokasaHus 3a npuAoXke-
HUEMO Ha aHMUGUOPUHOAUMUUU UAU HAMA HaAUYEH NOAYYEH
om naasma C1-INH (pdhC1INH). Mo npuHuun, 0cobeHo 3a
kpamkocpouHama npourakmuka kamo cpegecmBo Ha u3bop
ce npenopwyBa pdhG1INH, HO npu Aunca moXe ga ce npeg-
noyeme U BeHo3Hama UHQY3UA HA NPACHO 3aMpaseHa NAas-
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Ma. Tosu nogxog ce npenopvyBa npu XupypauyeH nocaegBalll
abopm uau makbB8 no mMeguuuHcku nokasadua [14-15]. Mpu
bpemeHHU, koumo ca ¢ gokas3aH HacegcmBeH aH2uoegem, e
NPENOPLYUMEAHO  pogopaspelleHue B 60AHUYHU 3aBegeHus.
B 60AHUYHU ycA0BusA & Bb3moXkHO NpoBexkgaHemo Ha CnewHu
Meponpusamus npu Hyga u He ce Hanaza npoduaakmuka c
pdhC1INH npegu pakgaHemo, HO mpAbBa ga uma 20moB-
HOCm 3a eBeHmyaArHOMO My U3noA3Bakxe.

KpamkocpoyHa npodurakmuka ce npenopb4Ba npu mesu
BpemeHHU, npu koumo e umaao MHo20 u meXkku amaku npe3 no-
CAEgHUA MPUMECMbP UAU NPU HAAUYHU gaHHU OM aHamHesama
32 nofABa Ha 2eHUMaAeH omok npu MexaHuyHa mpaBma. Mauu-
eHmkume ce nocmaBam nog HabalogeHue 3a 72 u. Ako ca Haauue
gaHHU 3a 3HaYUMEAEH NepuHeaneH 0mok UAU gpyau YCAOXKHEHUS,
cAeg pakgaHemo ce npaBu npoguaakmuka ¢ pdhC1INH.

Mpu Heobxogumocm om npoBexkgaHe Ha onepamuBHO
pogopaspeuwleHue, nopagu kymyaamuBHua puck Hampynad om
MexaHuyHama mpaBma om eHgompaxeaaHama UHMybauus
U paspywaBaHemo Ha mbkaHu, aHecmesusma u Ccmpeca, Ce
npenopbyBa npoBexkgaHe Ha kpamkocpouHa npopurakmuka c
pdhC1INH. 3a npegnoyumaHe e enugypaaHama aHecmesus 3a-
pagu usbseBaHemo Ha mpaxeaaHama mpaBma [16-17]:

e AHmazoHucmu Ha 6pagukuHuHoBus B2-peuenmop (icatibant) —
He ca uscaegBaHu kamo edekmu no Bpeme Ha bpemeHHOCM
u Aakmauus [18].

* KaaukpeuHoBume aHmazoHucmu (ecallantide) — cowo He ca
uscaegBaHu npu bpemeHHu u kopmauku, nopagu koemo 3a-
ceaa He ce npenopvyBam [19].

¢ PekombuHaHmeH yoBewku C1-INH (rhC1INH) — cowo He e
npoyyBaH npu moBa GU3UOAOZUYHO CLCMOAHUE HA XKeHama.

lpocaegaBaHemo Ha >keHume B8 nocmnapmaaHua nepuog

He € N0-pa3AuyHO om mMoBa npu HebpemeHHU XkeHu ¢ HAE.

MaanupaHe Ha 6pemeHHOCMMa

npu Xenu ¢ HAE

Mpu AeyeHuUe ¢ aHMUQUOPUHOAUMUYHU a2eHmU Ha »keHama
cAegBa ga ce 06ACHU, Ye mepanuama mpAabBa ga ce cnpe npegu
koHuenuuama. ToBa ca npenapamu ¢ 6bp3a 6bbpeuHa eAUMUHa-
uua (2-8 4. noaykuBom). Lo ce omHaca go mpaHekcamoBama
kuceauHa, cyuma ce, ye cnupaHemo O 3a HAKOAKO gHU npegu
koHuenuuama e gocmambyHo [20-21]. Mpuema ce, ye aHgpoze-
HUme mpAbBa ga ce cnpam noHe gBa Meceua npegu onumume
32 3a4eBaHe, kamo cpegHuam noAykuBom Ha gaHasona e 9.44
+ 2.74 u. Ako ce okake, ye bpemeHHama )keHa € npuemana aH-
gpozeHu no Bpeme Ha 3a4yeBaHemo, mA mpA6Ba ga bvge UHGOp-
MupaHa 3a pucka om aHomaauu B cekcyaaHama gudepeHuuauus
Ha naoga. Ecallantide, icatibant acetate u rhC1INH He ca uscaeg-
BaHu no Bpeme Ha bpemeHHOCM U cAegoBameAHo e pegHo ga ce
usbazBam u no Bpeme Ha koHuenuuama, Bonpeku ye MexHUAM
noaykuBom e kpambk. Cuuma ce, Ye nauueHmume mpacBa ga

cnpam ga 2u npuemam noHe egHa cegmuua npegu koHuenuuama.

MpocaegaBaHe Ha XkeHu no Bpeme Ha

nakmauus

lMpuema ce, 4e no Bpeme Ha Aakmauua mMoxe ga ce yBe-
Auyu pucka om noayyaBaHe Ha omouu, 0c06eHO npu nauueHmku
koumo umam no-yecmo abgomuHaaHu makuBa, BepoAamHo no-
pagu Bpv3skama mexXgy nporakmuHoBume HuBa u kopeMHume
omouu [22]. pdhC1INH e cpegcmBo Ha u36op kakmo 3a kpam-
kocpoyHa, maka u 3a gbazocpoyHa npoduAakmuka no Bpeme
Ha aakmauus. lMopagu ¢gakma, ye mpaHekcamoBama kuceauna
ce ekckpemupa upe3 Maakomo, kamo HedHama KoHueHmpauus
mam e okoao 1% om ma3su 8 kpbBma Ha malikama, ynompeba-
ma 0 He ce npenopbuBa [23].

Kowmpauenuus

Mpu 60-80% om >keHume, koumo npuemam opaAHu koH-
mpauenmuBu, CbgbpXkawu ecmMpo2eHU, & PesucmpupaHo 3a-
yecmaBaHe u ymexkHaBaHe Ha amakume [3]. YemaHoBeHo e, ue
Npu Npuem Ha ecmpoz2eHu ce yBeauyaBam HuBama Ha Factor
XII, prekallikrein, kallikrein u kinin, a HuBama Ha C1-INH Hamaaa-
Bam [24]. Hama gaHHU no koumo ga ce cogu, Ye e pasymHo ga
ce npegnoyemam BazuHAaAHU UAU MPAHCYEPMaAHU XOPMOH-Cb-
gopkawu koHmpauenmuBu npeg opaaHume makuBa. Tabaemku
camo ¢ npozecmuHu obaye 8 64.3% om nauueHmkume ¢ HAE
ca goBeau gaxke go nogobpeHue B cbcmoaHuemo um. Tesu npe-
napamu cbgbpkam gepuBamu Ha normethyltestosterone, koumo
Ce npuemam 3a Aeku aHgpozeHu. o masu npuyuHa me mMoz2am
ga npoAaBam usBecmeH aHmu2oHagomponeH edgekm npu Hakou
nauueHmku. Mpu okoao 30% om keHume ce cmu2a go 0bpasy-
BaHe Ha GyHkuuoHaAHu kucmu, koumo Mo2am ga npegusBukam
Aeka xunepecmpozeHemuda. C moBa ce 06AcHABa wacmuyHuA
edekm npu me3u nauueHmku.

Chlormadinone acetate e Had-wupoko ynompe6aBaHus
npenapam ¢ aHmueoHagomponHa akmuBHocm, kodmo e 6ua
npuAazaH npu XeHu ¢ HAE cbC 3ag0BOAUMEAHU pe3yAmamu, Cb-
womo Baxku u 3a nomegestrol acetate [25]. ViimpaymepuHHume
cpegemBa ca gobpe noHacAHu npu 83.3% om >keHume, gopu
He ce Haaaz2a npoguaakmuka npegu nocmaBasemo um. Teope-
MUYHO U3AbYBalLUME npo2ecmepoH BompemamoyHu necapu
(Mirena) caegBa ga 6bgam npegnoyumanu npeg mesu 0cB8060xk-
gaBawu ecmpozeHu, npegBug BepoamHocmma om BaowaBaHe
Ha amakume om msix [6].

CnewHama nocmkoumaaHa koHmpauenuusa e gpya gucky-
mabuaeH npobaem. M3uano npozecmuHoBume mabaemku ca 3a
npegnoyvumaxe npeg CogbpXkawume ecmpo2eH UAU KOMOUHU-
paHu makuBa. MocmaBaHemo Ha copper-T go 5 gHU CAeg NOAO-
BuAa koHmakm ce noHaca gobpe om »keHume [26]. bapuepHume
Memogu 3a koHmpauenuusa kamo koHgomu, nAHa u gpyau He ca
nokasaAu goceaa HakakBa HenoHocumocm.
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Mencmpyauus

Mybepmemom BaowaBa yecmomama u mexkecmma Ha
amakume npu 56.7% om »eHume. MeH3ucbm u 08yAauuama no
omgeAHo ca nokasaAu npu cbomBemHo 35.3% u 14% om »eHu-
me BaowaBaHe Ha onAakBaHuama. MocmaBaHemo Ha guazHo3a-
ma 06ukHoBeHo ce npaBu ype3 exozpadus, Ha koamo cregBa ga
ce uskalouu acuum uau omok Ha yupeBHama cmeHa. AgpeHomag-
HUMEH pe3oHaHC ce npaBu, ako e Heobxogumo. B gudepeHuu-
AAHOQUA2HOCMUYEH NAAH Ce 00Ckga eHgOMempuo3a, 0C0BEHO
ako e HaAuue u gucnapeyHua. B mesu cayyau mepanusma cbe
cneuuduyHu cpegcmBa 3a 3ab0AABaHemo 06ukHoBeHo goBeXkga
g0 NOJobpeHuUE Ha CbcmoAHuemo [6].

MeHonaysa

MpoyyBaHemo PREHAEAT noka3sBa, ye npu 13% om u3-
cAegBaHume B meHonaysa XeHu, 3a6oaaBaHemo ce nogobpABa,
a npu 32% ce BrowaBa [6]. He ce npenopbuBa npoBexkgaHemo
Ha ecmpozeH-3amMecmBawa mepanud npu mesu XkeHu, kamo
uma u eguH cAyyal Ha nbpBa amaka caeg 3anouBaHe Ha makoBa
AeyeHue B meHonaysama [27]. BepoamHuam namozeHemuyeH
MexaHusbm 3a BAowaBaHe Ha CbCMOAHUEMO NPU eCMPO2EH-
3amecmBawama mepanus e HamarABaHemo Ha aH2UOMEH3UH
koHBepmupawusa eH3um, kolimo yyacmBa 8 kamaboausma Ha
dpagukuHuHa. Om gpyza cmpaHa ecmpozeHbm Bogu go yBeau-
yaBHe Ha HuBama Ha Factor XII, prekallikrein u bradykinin [28].

MpuaoXkeHuemo Ha QGumoecmpozeHu 3a 06aagaBaHe Ha
,monAaume BbAHU“ He e OueHABaHO npu XKeHu ¢ HacAegecmBeH
aHzauoegem, HO umatiku npegBug moBa, ye umam ecmpozeH-no-
gobHU epekmu, BepoAmMHO ynompedbama um HAMa ga € npeno-
pbUUMEeAHa, 3a pasauka om npo2ecmepoHa U npozecmuHume. Te
ca ¢ gokasaH edekm npu ,monau BoAHU“ u npomuBonokasaHus
3a ynompebama um npu me3u nauueHmku HAMa. HeXOpMOHaAHU
aAnmepHamuBu kamo uHXuBumopu Ha obpamHomo 3axBallaHe
Ha CEepomOHUHA UAU makuBa Ha CepomMOHUH-HOPENUHedPUH U
kAOHUQUH MO2am ga ce u3noA3Bam 3a noBAauaBaHe Ha pesuc-
meHmHU BbAHU U meXko 6e3cbHue [29].

Pak Ha 2vpgama

Mukposomaasuam uumoxpom P450 apomamasa (CYP 19)
MOoXe ga npeBpouia HAakou aHgpozeHu B ecmpozeHu. Hama gan-
HU 0baue, Ye gaHa30A U CMaHO30A0A M02am ga Bbgam apoma-
mu3supadu. Mpu mepanus ¢ gaHasoA He ce ycmaHoBaBa uAu ce
omkpuBa Aeko nomuckaHe Ha akmuBHocmma Ha apomamasama
8 eHgomempuaaHa mbkaH [30]. lMopagu npomuBopeuuBume
edekmu Ha aHgpozeHume, npu nauueHmku, koumo egHoBpe-
MeHHO umam u HAE, u pak Ha 2bpgama, ce npenopbyBa masu
mepanus ga He & Ha nbpBa AuHUA. AHMUECMpo2eHUMe o0bave
npumexaBam u Hakou a2oHUcmuyHu epekmu BopXy ecmpoze-
HoBume peuenmopu 0co6eHo B yepHua gpob, kamo B ckopow-
Ha nybaukauua ca nocoyeHu kamo npuyuHa 3a BaowaBaHe Ha

amakume om omouu u HamarAaBaHe Ha HuBama Ha G1-INH npu
nauuesmku ¢ HAE [31].

Pak na egHomempuyma

B noBeuemo om cAyyaume eHgomempuaAHusm pak e
ecmpozeH-3aBucum. pe2ecmozeHu U NPo2ecmuHU He ca KoH-
mpauHguuupadu, 8 moBa YUCAO U gaHa30A.

LlepBukaneH kapuunom

Tosu mun kapuuHom He e ecmpozeH-3aBucum, nopagu
koemo ynompe6ama Ha aHgpo2eHU 3a npoduaakmuka Ha aHau-
oegMa He e npomuBonokasHa, koemo BaXu u 3a ageHokapuu-
HOMA Ha kaHaaa.

Nudepmuaumem

[purazaHemo Ha ameHloupaHu aHgpo2eHU HamaAAaBa ¢ep-
muAHocmma npu MoXke ¢ HAE. YcmanoBeHo e, ye moxke ga ce
cmueHe go cekcyaaHa gucdyHkuua u BpemeHeH UHGEepmuAu-
mem (obpamuma oAo2ocnepmusa U mecmukyAapHa ampogus)
CAeg npogbAkumeAHama ynompeba Ha me3u cpegemea ¢ uea
AeyeHue BbB Bucoku gosu. 3a cokaneHue 0bave uscaegBaHus
3a GepmuAumema Ha »keHu, NogAOXKEeHU Ha masu mepanus, kom
MomeHma AuncBam. Bce nak egHo om 20AeMUME MYAMUUEH-
mpoBu npoy4BaHus npoBegeHu go ce2a- PREHAEAT He ycmaHo-
8ABa npobAemu ¢ pepmuaHOCMMA Ha XKeHUME ¢ HacAegecmBeH
aHz2uoegem OmHeceHu kbM obwama nonyaauus.

AnmudubauHoaumuuume He BausAam Ha nogBukHocmma
Ha cnepmamo3ougume u cAegoBameAaHO He 6u cAegBano ga
umam ompuuameAHu edekmu Bopxy Gpepmuaumema. Onaogu-
MeAHUME MaHunyAauuu 06ave moz2am ga ce okakam 3ampygHe-
HU npu eHume ¢ HAE. Mpu caanuHeozpaduama e Heobxoguma
npoduaakmuka ¢ pdhC1INH (amentoupaHu aHgpozeHu, aHmudu-
opuHoaumuuu uau ViFFR ako pdhC1INH He e Haauden). lpu oBa-
puaAHama cmumyAauus, nopagu anAuuupasemo uHXekuuoHHO
Ha (oAUKyAOCMUMYAUpAW, XOPMOH U cCbomBemHo noBuwaBaHe
Ha HUBOMO Ha eHgo2eHHUMe ecmpozeHu, e Bb3amMoXHO noBulla-
BaHemo Ha Yyecmomama u meXxecmma Ha npucmbnume. B ma-
kuBa cayyau moXe ga ce Hanoku npodurakmuka ¢ pdhC1INH.
Mpu Heobxogumocm oM npuAazaHe Ha UH Bumpo onAoXKgaHe,
nopagu ¢akma, ye MoXke ga ce cmuzHe go XunepcmumyAauus,
Meponpuamuama mpacBa ga ce npoBexkgam no Bpeme Ha CNOH-
MaHHUME UUKAU U Npegu acnupauusma Ha oouuma ga ce Ha-
npaBu npoduaakmuka ¢ pdhC1INH, kakmo u ga ce u3bazBam
aHmMudubpuHo-Aumuuume [32-33].

Tepanua npu HAE, acouuupas ¢ gedpekm Ha

FXII uau uguonamuyen (U-HAE / FXII-HAE)

Tesu nauueHmu 06ukHOBeHO He omeoBapAam Ha mepa-
nuama ¢ kopmukocmepougu u aHmuxucmamuHu. lpegBug na-
mogu3uoro2uAMa Ha npobaema, BepoamHume mepaneBmuyHu

LepmengkueB C, TogopoBa A, [lepmeHgxkue8 T u cvaBm. OcobeHocmu 8 npomuyaHemo, guagHocmukama u Ae4eHUemo Ha
MegukamMeHMO3HO UHgYUUpaHus aH2uoegem U Ha aHauoegema npu xeHu. Pegku 6oaecmu u rekapcmBa cupauu 2015;6(1):3-11




CnucaHue ,Pegku 6orecmu u aekapcmBa cupauu”
6pod 1, 2oguHa VI, ISSN 1314-3581

7

http://journal.raredis.org

cxemu 6u mpabBano ga BkalouBam C1-INH azenmu, icatibant,
ecallantide, progesterone, danazol u mpaHekcamoBa kuceauHa.
Jlo momeHma obaue HAMa nybAukyBaHu koHMpOAUpPaHU nNpoyy-
BaHus, koumo ga nokasBam pe3yamamu om npuAOXKeHUemo Ha
mes3u npenapamu.

NeyebHuAM anzopumom MoXe ga Gbge NOCMPOEH U Ha
namo2eHemuyeH npuHuun, kakmo npegaaza aBmopckus koaek-
muB Ha ucnaHckama 2pyna no 6pagukuHuH-mMeguupaH aHauoe-
gem (SGBA) Ha T. Caballero u comp. Ekcnepmume npegcmagam
cxeMamuyHo 8 mabauueH Bug (Tabauua 1) BugoBeme aHauo-
egem, koumo MoXke ga Ce 0BACHAM C MO3U Namo2eHemuYeH
MeXaHu3obM U CbOmBemHo npegAaazam mepaneBmuyHa cxema
3a Bceku egun om nogmunoBeme cnopeg BepoAmHUA AeUebeH
(akmop ¢ Hall-gooobp edekm [34].

Ta6auua 1. Knacudukauus Ha 6pagukunun meguupaHus aHzuoegem [34]

Tun 1
cve C1 HacAegcmBeH
— UHXuUBumopeH Tun 2
gepuuum
Wngyuupan Mpugo6um axzuoegem
om
6pagukuHuHU C mymauus Ha Gpakmop
aeuoegem HacregemBex mun 3 12
C HopmanH aHeuoegem bes mymauusa Ha

cmodHocmu

(akmop 12

Ha C1 uHxubumopa

AHeuoegem acouuupaH ¢ ACE — uHxubumopu

CxemamuyHo npegcmaBame Cxemume U npenapamume 3a
AeyeHue Ha HAE npu Bov3pacmHu u geua ¢ npenopbyumeAHume
go3u Ha Tabauua 2 [34].

Tabauua 2. Mpogvakumenna npodunakmuka, go3u u aekapcmBa npu
geua u Bv3apacmHu ¢ 6pagukuHuH-MeguupaH aHzuoegem

(DapmakonozuyHa
2pyna

megukamesm | [o3u npu Bb3pacmHu Jlo3u npu geua

AmetloupHu
aHgPO2EHU

gaHason VIHgyKuuoHHO
400 m2/24y.
Moggopkawo:

100 m2/48-72 u.

2,5 me/ke/gH.

CMaHO30A0A VIHgyKuuoHHo:
6-12 m2/gH.
Moggopkawo:

2m2/72 .

0kCcaHgpOAOH 0.1 me/ke

aHMUQUOPUHOAUMUUY EACA
TpenakcemoBa
kuceauna

12/6-8 u. 0,17-0,43 2/ke/gn
1000-1500 U 20-40 U/kg/
1-3 nbmu cegmuyHo |1-3 nbmu cegmuyHo

Pdh C1INH

C1 - uHx. cybecmumyuus

Megukamenmo3sHo-ungyuupa HAE.

ACEl-acouuupax HAE

MopBuam cAyyal Ha UHgyuupaH om uHXubumopu Ha aH-
2uomeH3uH-koHBepmupawus eHsum (ACEl) aHzuoegem e onu-
caH npe3 1980 2. caeg npuem Ha kanmonpua [35]. B Hayaromo
Cé €& cyumaao, ye moBa e pAgok cmpaHuyeH epekm [36], HO
HanocAegok ce noABuxa uscaegBaHus, koumo covam, ye 0koAo

30% om cAyyaume Ha aHa2UOEgeM Ce gbAkam Ha npuema Ha
ACEI [37]. 3a pasauka om anepeuyHus aHauoegem, 3a kolimo ce
cyuma, Ye e Meguupad om geapaHyAauuama Ha Macmouumume
u ocBoboXkgaBaHe Ha xucmamuH, npu npegusBukanua om ACEI,
kamo 0CHOBHa npuyuHa ce couu 0cBoboxkgaBaHemo Ha bpa-
gukuHuH u cybcmanuusa P, noHexke mesu MoAekyAu HOPMaAHO
ce memaboausupam om ACEl. B caegemBue Ha cBop3BaHemo
Ha bpagukuHuHa u cybcmaHuus P ¢ mexHume BasoakmuBHu
peuenmopu ce cmuea go Basoguaamauus, noBuweHa cbgoBa
nponyckauBocm u HampynBaHe Ha UHMEePCMUUUAAHA MeYHoCM.
Baokupanemo Ha AGE ce cayyBa npu Bcuuku nauueHmu AekyBa-
Hu ¢ ACEI, Ho camo npu egHa maaka yacm om msx ce pa3BuBa
aHzuoegem. Tosu GeHomeH ce 0bAcHABa BepoAMHO U ¢ poAdama
Ha gpyau meguamopu. bpagukuHuHom ce paspywaBa 0cHOBHO
om ACE, Ho kozamo mol e nomucHam ce BkalouBam akmuB-
HO gpyeu nenmugasu kamo neutral endopeptidase (NEP-24.11),
aminopeptidase P (APP) u kininase 1 (carboxypeptidase N). B eg-
HO 20AAMO NpoyyBaHe e ycmaHoBeHo, ye U HuBama Ha kuHuHasa
1 ca HamaneHu npu nauuedmu ¢ ACEl-anauoegem [38].

AkmuBHuAmM MemaboAum om paszpakgaHemo Ha bpagu-
kuHuHa e des-Arg9-bradykinin, kodmo ce uHakmuBupa 0CHOBHO
om amuHonenmugasa P (APP) u dipeptidyl peptidase IV, kamo
noymu noaoBuHama om nauueHmume ¢ ACEI-uHgyuupaH aHau-
oegem umam gedekm B mosu cepymen eHsum [39]. Hackopo
e omkpum u noAaumop@usbm B8 2eHa XPNPEP2, kodmo kogu-
pa APP. MoHeXke mo3u 2eH e X-cBop3aH, ¢ moBa ce 0bAcHABa
No-20AAMama 4ecmoma Ha aHauoegema npu »keHu, AekyBaHu ¢
ACEI [40-41]. NMog gelcmBue Ha bpagukuHuHa om cemuBHUME
HepBu ce ocBobokgaBa cybecmaruus P 3a koamo e gokasaHo, ue
npu >kuBomHume npegu3BukBa rapuHeeareH omok. Ypes cBops-
BaHemo cu ¢ NK1 receptor Bogu go yBeAauyaBaHe Ha cbgoBama
nponyckauBocm. ToBa cmaBa u npu gupekmHomo cBvp3BaHe Ha
bpagukuHuHa ¢ B2 peuenmopa [42].

HuazcHo3ama Ha ACEl-aHauoegem ce nocmaBa o6ukHo-
BeHo no memoga Ha uskalouBaHemo. Kamo npuyuHu 3a omoka
cAegBa ga ce uskAlouam anepauyHU UAU HeaaepauyHu peakuuu
npegu3BukaHu om aHmMu2eHU — xpaHu, MokcuHu u gpyau, HAMA
gokaszaH C1INH-geduuum uau uHdekuus u pasbupa ce — ga ce
uma npegBug Gakma, ye gopu cAeg 20guHu mepanus ¢ ACEl 6e3
noAaBa Ha omouu, He e uskaloueHo makuBa ga ce noaBam npu
HAKou npegpasnoroXkeHu uHguBugu. Mvadku npegBug dakma,
ye nauueHmume npuemam ACEI ¢ uea ga aekyBam xunepmo-
HuAma cu u moBa e egHa om npegnoyumanume Qapmako-
AO2UYHU 2pynu, Ce HaAaza ga Ce npenopbya 3aMAHama um ¢
gpyea 2pyna aHmuxunepmeH3uBHu cpegcmBa. Cuyuma ce, ue
npu aH2uomesuH peuenmopHume 6Aokepu (ARB) mexaHusma
Ha gelicmBue e pasAuyeH u me He Bogam go HampynBaHe Ha
bpagukuHuH, HO uma npoy4BaHus, koumo u 3a maAx nocoyBam
makaBa Bepoamnocm om okonao 0.1% [43]. Okoao 8% om na-
uueHmume, koumo ca nokasaau yyBcmBumeAaHocm kom ACEI
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U ca npoAaBuAu aHauoegem, Moz2am ga pa3Buam makbB u npu
mepanus ¢ ARB. Mopagu masu npuyuHa me He BuHazu ce pas-
2nekgam kamo aamepHamuBa Ha AeueHuemo ¢ ACEI [44]. Ha
(GapmaueBmuyHua nasap om ckopo ce noaBu u gupekmeH pe-
HUHOB uHxubumop, 3a kodmo ce cuumauwe, Ye He 6u mpAdBano
ga 3acAea MemaboAuama Ha 6pagukuHuHa. MocaegBaaume u3-
cAegBaHua Bopxy dapmakokuHemukama My obave usmokHaxa
BepoamHocmma u mod ga Bogu go egem U HapyweHue Ha Ob-
bpeuHama QGynkuus [45].

Oco6esocmu B kauHudyHama kapmuna u

npomuyaxe Ha ACEl-ungyuupaHua HAE

06ukHOBeHO ce noAyyaBam omoOuu NO AUUEMO U WUAMA,
kamo no npaBuao HAMa ypmukapud. Omokom ce ¢popmupa 3a
0kono 4-6 u. u ce pe3opbupa 3a okoao 24-48 u. B 105 om cayua-
ume MOXe ga ce NoAy4u u 06cmpykuus Ha guxameAHume nomu-
wa [37,46], kamo pa3npegeAreHuemo Ha omouume B pasauyHu
yacmu Ha mAaAomo e npegcmaBeHo cnopeg gBa om aBmopcku-
me konekmuBu Ha Tabauua 3.

Ta6auua 3. Pasnpocmpanesue Ha omouume 8 pa3AuyHU aHAMOMUYHU
obnacmu npu ACEI-acouuupaiusn anzuoegem [37,46]

Beneriji et al. 2008 (n=220) Grant et al,2007 (n=228)

Yemuu 70% 54%

E3uk 52% MpegHa yacm Ha esuk — 40%
OcHoBa Ha e3uk-11%

Naputke 59% Naputke — 4%
Cynpaznomuc — 12%
(Dapurke — 9%

Bysu 20% Hama gaHHu

MepuopbumanHo 10% HAma gaHHu

Poue 0% <1%

TeHumaauu 0% <1%

MoHsakoza aHzuoegeMom MoXe ga 06xBaHe kopema. 3a
He20 cAegBa ga Ce MUCAU NpU enu30guyHa abgoMuHaAHa 6OA-
ka y nauueHmu AekyBaHu ¢ ACEl. Had-mH020 uHdopmauus 3a
BvamoxkHocmma ACEIl ga uepasm poas kamo npoBokamopu Ha
aHzuoegem ca noayyeHu om OCTAVE npoyuBaHnemo, koemo 8
pamkume Ha 6 Meceua npocaegaBa pesyamamume 0m AeYeHu-
emo ¢ enalapril [47]. YcmaHoBeHama yecmoma Ha aHauoege-
Ma e 0.68%, Ho kymyaamuBHuam puck BepoamHo e no-Bucok
npegBug Ha dakma, 4e MHO20 NauueHMU npuemam gbAzu 20-
guHu masu mepanus. B noBeyemo cayuau Bce nak egembm ce
nponBaBa owe npe3 nbpBama cegmuua om npuema Ha Megu-
kameHma. Hanocaegok o6aue ce noAaBuxa noBeye CoOBOLUEHUA,
8 koumo ce mBopgu, Ye BepoamHocmma 3a nosBa Ha omouu
€ No-20AAMa cAeg HAKoAkO MeceyHa mepanus uau makaBa npo-
gonkuaa ¢ 20guHu [35,48]. Ceza ce 0bcokga kamo cpegHa ekc-
nosuuuama mexXgy 12 u 14 meceua, 3a ga ce npoBokupa u3snB8a
Ha amaka, nopagu koemo 3a6aBaHe noHakoza € mpygHO ga ce
HanpaBu Bpo3ka mexXgy gBeme cbbumusa. He e BbamMoXkHO ga ce
npozHo3upa npu kod npuemaw, ACEl nauueHm moxke ga ce npe-
gusBuka aHzauoegem. Bonpeku moBa kamo npegukmopu mo2am

ga caykam cAegHUME gaHHU u puckoBu pakmopu — aHamHe3a

32 npeguwHu omouu, agpukaHcku npousxog, nyweHe, Hanpeg-

HaAa Bvb3pacm, XkeHcku noA. ima eguH onucaH 3aceza gakmop,

kolimo ga HamaaaBa pucka om omok — Haauyue Ha guabem. B

HAkou npoy4yBaHus ca NocoYeHu u gpyau Megukamenmu, koumo

Mo02am ga noBuwam pucka om noABa Ha omok 8 kombuHauus ¢

ACEI — HecmepougHu npomuBoBb3naaumeAHu cpegcmBa, acnu-

PUH U umyHocynpecopu [49].

lHmepeceH guagHocmuyeH npobaem npegcmaBaaBa abgo-

MUHaAHama @opma Ha omok, koAmo e acouuupaHa ¢ npuemva Ha

ACEI. TakaBa AokaAusauusa npuHuunHo ce cpewa pagko. B npo-

y4uBaHemo, koemo uumupame ca npocAegeHu 27 cayyas, 82% ca

npu »eHu. CpegHama Bb3pacm Ha nauueHmume 49.5 + 12.2 2.

(29-77 2.). CpegHa Bv3pacm e 46.7 + 11.7 2. npu xeHume u 57

+ 13 2. npu Mokeme. B 54% om cayyaume nayueHmom cmuaa

g0 cnewHomo omgeAeHue 8 pamkume Ha 72 u. (41.1 = 17.4) om

Ha4anomo Ha AeveHuemo ¢ ACEI, a B8 8 cayyan 8 pamkume mexXgy

2 cegmuuu u 18 meceua. B 10 om cayyaume nauueHmume ca

buAu Ha masu mepanua om 2-9 20guHu. Mpu npuema Ha nauueH-

mume Bcuuku ca umanu kopemHa 6oaka, 24 (86%) noBpbluate,

14 (50%) guapus u 20 (71%) acuum. AabopamopHume pesyama-

mu ce okasBam HecneuuduyHu — 44% ca umaau AeBkouumosa,

a C1-INH e usmepen npu 18 nauueHma u cmodHocmume My ca

BuAu HopMaaHu. B moBa npoyuBaxe ce oka3Ba, ue cuMnmomu Ha

omok Mo2am ga 6bgam npegu3BukaHu u om nauueHmu, npuema-

WU aHauomeH3uH peuenmopHu 6aokepu (ARB), Bonpeku ye Be-

posmHocmma e 1/3 om mesu koumo npemuHaBam om ACEIl Ha

ARB. lpu cnupaHe Ha Mmegukamenma 06ukHoBeHO cuMnmoMume

MbpnAam 6bp30 06pamHo pa3Bumue 8 pamkume Ha 48 u. Vimad-

ku npegBug obcmosmeacmBomo, ye noBeye om 40 MuAuoHa

nauueHmu ce AekyBam ¢ masu 2pyna npenapamu, no3HaBaHemo

Ha masu u3ABa Ha 3aboAdABaHemo e MH020 BakHa kakmo om

mepaneBmuyHa, maka u om ukoHomMuyecka aaegHa mouka [50].

bema aakmamHume aHmubuomuuu Yecmo ce acouuupam

C aHauoegem u koxkHu peakuuu noumu 8 50% om cayyaume, ka-

mo omokom moXe ga 6bge u kuBomosacmpawabaw, lwamoto

U cbaBm. npeseHmupam egHo npoyyBaHe Ha HaUUOHAAHO HUBO

3a HAE, npoBegeHo upe3 usnoa3Bane Ha BbnpocHuuu npe3 2009

[51]. MHgyuupaHus om mMegukaMeHmu aHauoegem MoXke ga bb-

ge pasgeAeH Ha mpu kamezopuu B 3aBucumocm om npegu3Buk-

Bawiua MexaHu3bm:

*|gE meguupaHu — xapakmepusupa ce ¢ noYmu MOMEHMAAHU
anepauyHuU peakuuu, koumo ce noayyaBam npu npuem Ha Ge-
ma-AakmamHu aHmubuomuuu, G0g-cogopkawu koHmpacm-
Hu BewecmBa 3a obpasHa guacHocmuka, HeBpomyckyAHu
oAokepu, NUPa3oA0HU U KBUHOAOHU.

e/lHxubupase Ha uukaookcuezeHazama u cBpbxnpogykuus Ha
UUCMEUHUA AeBkompueHu — mo3u MexaHu3bm e xapakme-
PeH 3a HecmepougHume npomuBoBb3naaumeAHu cpegecmBa
U acnupua.
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eHa 6a3ama Ha uHxubupaHe Ha ge2pagauuama Ha bpagukuHu-
Ha — npu npoBokupanua om ACEl axauoegem u noHexe ce
paszpaHuyaBa mpygHo om IgE-meguupanus, kamo gudepeH-
UUAAHO guazHOCmuyYeH beae2 Moxke ga ce u3noa3Ba kpume-
puUAM HaAuYue UAU Aunca Ha ypmukapus.
B Tabauua 4 ca nokasaHu usBecmHume AekapcmBa npe-
gu3BukBawu aHzuoegem 6e3 ypmukapus, kakmo u BepoAamHus
UM MexaHu3bM Ha gelicmBue.

Tabauua 4. Mpegu3Bukan om nekapcmBa aHzuoegem 6e3 ypmukapua [52]

(Dapmakonozuynu edpekmu [ megukamenm MexaHu3bm Ha aHzuoegema

ACE — unxubumopu Captopril, Enalapril, Lisinopril | /iHxubupaxe Ha kuHuHoBama

geapagauus

AnzuomeH3ud mun Il Candesartan, Varsatran, Henosxam

peuenmopHu aHmazoHucmu | Losartan, Olmesartan

HCMNBC Aspirin, Diclofenac, ViHmepdepeHuus Ha
Ibuprofen MemaboAu3Ma Ha
apaxugoHoBama k-Ha
(DubpuHoAUMUUU Streptokinase YcuneHa npogykuus Ha
6pagukuHuHU
€CMpo2eHu KombuHupaHu Neduuum Ha C1 — unx?
koHmpauenmuBu

Zingale u cbaBm. npocaegaBam 776 nauueHma 8 pamkume
Ha 11 20guHu ¢ npoABu Ha aHauoegeM 6e3 ypmukapus, koumo
ca ce 06bpHaau kbm 60AHUYHO 3aBegeHue. Cpeg npeaaegaHume
ce ycmanoBaBa caegHama kopenauus — 16% ca npegusBukaHu
om BbHWeH azeHm kamo megukameHm, yxanBaHe UAU XpaHa,
11% ce gonku Ha AeveHue ¢ ACEI 7% ca acouuupanu ¢ aBmo-
UMYHHO 3a60AABaHe uAu uHpekuua, 8 25% om u3caegBaHume
Auua omokom e npuyuHe om C1 inhibitor geduuum, a 41% om
cAyyaume ocmaBam ¢ HeymouHeHa emuoaozuf [53]. Hakoako
KAUHUYHU npoyyBaHuA nocoyBam u gpyau MegukameHmu kamo
BepoamHu omkalouBawu aHzuoegema dakmopu — metoprolol,
aHmazoHucmu Ha kaauueBume kaHaau, amiodarone, risperidone
u paroxetine [54-58].

NMHgyuupan om HecmepougHu
npomuBoBv3naaumennu cpegcmBa (NSAID)
aHzuoegem

Stevenson u cvaBm. 060c06AB8am wecm pasauyHu kame-
20puUU nauueHmu nocoueHu B Tabauua 5 [59]. AHauoegemom,
npegu3Bukan om npuem Ha NSAID, He e IgE- mMeguupaH u cae-
goBameaHo e nceBgoanepauyeH. Cyuma ce, ye NSAID mozam
ga peazupam kamo kodakmopu Ha XpaHUMEeAHU aAepaeHu U ga
3agoAboyam anepauydHume peakuuu [60].

Yecmomama Ha 4yBecmBumeaHume kbm npuema Ha NSAID
cpeg HaceAeHuemo e cpegHo 0.3-0.9%, Ho He ca u3BecmHu npo-
y4yBaHus, koumo ga paskpuBam yecmomama Ha aHauoegema npu
mesu nauueHmu. 3a Hali-pasAudHU cpegemBa om masu 2pyna e
CbobwaBaHo, Ye npegusBukBam omok, HO 3a acnupuH u ubyn-
podeH masu yecmoma e Hal-2onamva [61]. Mpegnoaaza ce, ue
MexaHu3Mbm Ha Bb3HukBaHe Ha omouume e HeaAepauyeH u B

He20 kamo ocHoBeH akmuBeH pakmop yyacmBa uukaoocuzeHa-
3ama (COX). HeceaekmuBHume NSAID ce HamecBam 8 mema-
boAu3Ma Ha apaxugoHoBama kuceauHa kamo 6aokupam COX 1 u
omkaoHaBam nbma npe3 COX 2 ype3 akmuBauua Ha Aunookcu-
2eHasama. B kpaliHa cvemka ce cmuea go xunepnpogykuus Ha
uucmeuHuA AeBkompueHu (LT) — LTC4, D4 u E4. EgHoBpemeHHO ¢
moBa HamaaaBa npogykuusma Ha npocmazaangunu (PG) E2. Mo
MO3U HAYUH Ce UHXUBUpa geapaHyAauuama Ha Macmouumume u
MoXe ga uma gupekmeH nomuckaw, epekm Bbpxy npogykuuama
Ha AeBkompueHu om uucmeuHuA. B noBeyemo cAyqau omkalou-
BaHemo Ha egema cmaBa cAeg nbpBus npuemM Ha MegukameHma
U & MpygHO ga ce npo2Ho3upa. Hanocaegok ce noABuxa coobuue-
Hus, ye HLA-DRB1*1302 u DQB1*0609, kakmo ALOX5 (kogupa
5-lipoxygenase) u FcRI-npomomop Ha noAumopdusma mozam ga
gonpuHecam 3a usAcHABaHe namozeHesama Ha acnupuH-cBop-
3aHama ypmukapus/aHauoegem [62]. EguHcmBeHuAM cuaypeH
guazHocmuyeH mecm 3a gokasBaHe Ha yyBecmBumeaHocm kb
NSAID e opaaHuam npoBokauuoHeH mecm, mbl kamo HUMO
uscaegBanemo Ha kokHama uyBcmBumeaHocm, HUMO HuBama
Ha IgE ca nokasameaHu, umatku npegBug mexaHusma Ha Bbs-
HukBaHemo Ha mosu egem [63]. B cayyaa 208opum 3a yyBecm-
BumeaHocm koM noBeue om egHO AekapcmBo, 3a pasauka om
IgE-meguupaHama anepaus, kbgemo npuyuHumeAam e 06ukHo-
BeHo eguH [64-65]. Ha meopus Hali-gobop edekm 3a 0BragaBaHe
Ha MO3U Mun egeM Cb0OpasHo Beyve CNOMEHaMUA MeXaHu3oM
6u mpacBaro ga umam 6aokepume Ha AeBkompueHoBume pe-
uenmopu. Pacor u cvaBm. 8 pamkume Ha gBoGHO CAANO, NAAUEDO
koHmpoAupaHo npoy4BaHe gemoHcmpupam epekmume Ha gaBaH
npe3 ycmama egud nbm gHeBHO npenapam om masu 2pyna —
montelukast, npu nauueHmu ¢ koXHU cumMnmMOMU Ha XpPOHUYHA
ypmukapusa, NPUYUHEHU OM XpaHUMeAHU gobaBku UAU acnupuH,
kamo megukameHmbm e oueHeH kamo ocobeHo edekmuBeH [66].

Tabauua 5. TunoBe anepauyHu peakuuu, npegusBukanu om
HecmepougHu npomuBoBuv3naaumennu cpegcmBa

Tun anep2uyna/neanepauyHa | Mpegnonazaem
peakuus MeXaHu3bm

MogneXawu
3abonnBaHuA

Kpbemocana
peakuus/

peakuus npu
nbpBa cpewa

Acmma u puHum HeanepauueH Acmma/cunyum/ ga
ek3auepbupanu creg HCMBC noAuno3a
Ypmukapus/aHauoegema HeanepauueH/ XpoHu4Ha Na/ne
ek3auepbupanu caeg HCMBC | anepauuen ypmukapus
Ypmukapus/aHauoegema caeg| HeanepauyeH/ Hama Na/ne
eguHuyHa go3a HCMNBC anepauyeH

Ocmpa ypmukapus/ Heanepauuer/ Hama Na/He
aHzuoegema om anepauyer

MHozokpamHu goau HCMBC

Anaduaakcus om eguHudyHa | Heanepauuen/ Hama Na/xe

go3a HCMNBC anepauyeH

Heanepauuen/
anepauye

Acmma/puHum/ Na/He
NoAUN03a/ HAMA

CmeceHa pecnupamopHo/
koxkHa peakuusa caeg egHa

uAu noBeye gosu HCIMBC

Mauuenmu ¢ kpocmocaHa HenoHocumocm kbm NSAID
yecmo nokasBam makaBa kakmo kbm acnupuna, maka u kom
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gpyau no-meko geticmBawu cpegcmBa om masu 2pyna — Me-
Aokcukam UAU napauemamoA, 8 nocAegHus cAyvaid BeposmHo
3apagu dakma, ye mod e mMHo20 Aek COX 1 uHxubumop. Mo-
goay npegcmaBame knacudukauuama Ha Had-BakHume NSAIDs
8 3aBucumocm om uHxubupawus um epekm Bopxy COX u3oeH-
3umume (Tabauua 6) [67].

Tabauua 6. Knacugukauus Ha Hai-yecmume NSAIDs 8 3aBucumocm om
uHxu6upawus um edekm Bopxy COX [67]

CenekmuBxocm Ha

HCNBC
UHXu6umopHus epekm
Bopxy COX usoexaumume knac Mpumep
COX-1/C0X-2 uHxubumopu Salcylates Aspirin, Diflunisal, Salsalate, Piroxicam,
Oxicams Iboprofen, Naproxen, Loxoprofen+,

Propionic acid derivatives
Arylacetic acid

Ketoprofen+, Flurbiprofen+,
Indomethacin, Dicrofenac, Etodolac,

Fenamates Sulindac, Tolmetin, Mefenamic acid,
Pyrropyrrole Meclofenamate, Ketorolac,
Pyrazolones Phenylbutazone, Oxyphenbutazone,
Feptrazone, Noramidopyrine
caabu COX-1/COX-2 Paracetamol

uHXxubumopu (acetoaminophen)
npedeperuuanHu COX-2 Meloxica, Nimeslide
UHXubumopu
cenekmuBHu COX-2 Coxibs Celecoxib, etoricoxib, rotecoxib
UHXubumopu

BbBegeHume Hackopo ceaekmuBHu COX 2 uHxubumo-
pu Npegaazam egHa No 20AAMa CU2YPHOCM 32 nauueHmume
yyBemBumeaHu kom NSAID. 1 3a maxHama noHocumocm 06a-
ye CcbobuieHuAama ca npomuBopeyuBu, umaidku npegBug, ue 8
0.2-3% om cAyyaume u npu mesu cpegcmBa ca peaucmpu-
paHu koXkHu cumnmomu u/uau kpbcmocana peakuun. Taka ce
cmuza go npenopbkama ga ce BHumaBa npu ynompe6ama u
Ha masu 2pyna cpegcmBa B cayyal Ha ycmaHoBeHa kpbcmoca-
Ha peakmuBHocm kom NSAID. Owe noBeue ce okasBa, ye npu
ycmaHoBeHa HenoHocumocm KbM napauemamon ce ovakBa ga
ce noayyu makaBa ¢ 2onama Bepoamuocm u kbm COX-2 uHXu-
dumopu [68-69].

3aknaloyeHue

Mo3HaBaHemo Ha acouuupaHua ¢ npuema Ha Hakou Aekap-
cmBeHu npenapamu aHauoHeBpomuyeH omok, kakmo 8 namo-
2eHemuyHo, maka u 8 kAuHuuHO omHouwleHue e BakeH MOMEHM
B HezoBama guazHocmuka u mepanud. Ouwe no-omzoBopHO
cAegBa ga bvge noBegeHuemo Ha Aekaps, ako ce omHacA 3a
BpemeHHU uAu kbpmewiu keHu, npu koumo kakmo u3aBama, ma-
ka u npomuyaHemo Ha aHauoegema ce okasBa gocma mpygeH
3a pewaBaHe npobaem. 3amoBa 0606waBaHemo Ha HaAuYHama
uHhopMauusa npegaaza kakmo Ha obuwionpakmukyBawus, maka u
Ha Aekaps-cneuuaaucm edekmuBeH arzopumbm B8 mepanuama
U npeBeHuUAMa Ha MOo3u CAOXKEH MUN NAMOAO2UA.
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