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CUH/JIPOM AHJIEPCEHA
C. M. Kpynanxo, T. T. Kaxyuas

Hay4yHbIl LEHTP cepaevyHO-COCYyaNCTON XMPYPrun UM
PAMH, MockBa

CI/IH,H];)OM AHepceHa SIBJISIETCS PEIKOW Ha-
CJIEICTBEHHOM TaTOJIOTHEN, XapaKTepHu3ylo-
HIeics TPEXOSIIUM apaTuioM MYCKYIaTyphl, YU -
HeHueM uHTepBayia Q 7T, 4acTo COYETAIOIIMMCS C MOSIB-
JIEHWEeM BBICOKOAMITTUTYTHBIX 3yO110B U, KeTy10uKO-
BBIMU aPUTMUSIMU U TTPU3HAKAMU JucMoOpdoreHesa —
HU3KO TOCAXEHHBIMU yIlIaMU, MUKPOTHATHEH (aHO-
MaJbHO MaJioil BEJIWYMHON YelIoCcTeil, 0COOEHHO
HIDKHE YeTI0CTH), ITMPOKUM JIOOM, KITMHOTAKTUIIM -
eli (ycroitumBoii necdhopMaliieii OMHOTO MM HECKOJIb-
KUX MajIblIeB), CHHIAKTUINEN (CpallleHueM WM HaJlu-
YueM TMEPEeTOHOK MEXy MaJIbllaMU CTOTbI W KHUC-
TH), TUTIEPTEIIOPU3MOM (YBEJIMICHHBIM PAaCCTOSTHUEM
MEXIy ABYMSI TAPHBIMU OpraHaMu), HU3KUM POCTOM,
ckonmmo3oM u 1p. [1, 3,4, 6, 11]. B 1971 . E. Andersen
¥ COABT. COOOIIMIIN O BBISIBIICHUM Y §-JIE€THETO Mally-
€HTa HU3KOTro pocTa, rMrepresopr3Ma (ILUPOKO pac-
CTaBJICHHBIX TJ1a3), TUTIOTUIA3U U YENTIOCTEN, IIIMPOKOTO
OCHOBaHUsI HOCA, He3apalleHUsI MITKOTO U TBEPAOTO
Heba, ckadouedanryeckoro yepena (IJTMHHOTO Y3KO-
ro yeperia ¢ rpeOHEM BIOJb OKOCTEHEBILIETO CArUT-
TaJbHOTO IlIBa) W KAMHomakTwivu V naneua [1]. B
1994 . R. Tawil u coaBT. BriepBbI¢ UCITOIB30BAIN TEP-
MUH «CHUHIPOM AHIEepCeHa» ISl OMMMCAHUS KIMHUYE-
CKOTO CJTy4asi C TpeMsI XapaKTepHbIMU OCOOEHHOCTSI-
MU (KJIMHUYECKOW TpUaIbl): KaJIUii-4yBCTBUTEIbHbI-
MM TUKINYECKUMU TapaandamMu, XETyIOYKOBBIMU
HapylUIeHUSIMU pUTMa U TIPU3HAKaMU AUcMopdoreHe-
3a, HaOmonaBmmMucs AunepceHom B 1971 . [4, 19]. B
JIUTEpaType TakXke 4YacTo BCTpPEYaeTcsl OrpelesieHUe
«cuHapoMm AHnepceHa—TaBwi» (Andersen—Tawil syn-

Electrocardiographic characteristics and optimal therapeu-
tic strategies to prevent sudden death // Heart. — 2003.
—Vol. 89, Ne 1. — P. 66—70.

18.  Swan H., Laitinen P. J., Kontula K. et al. Calcium channel
antagonism reduces exercise-induced ventricular arrhythmias
in cathecholaminergic polymorphic ventricular tachycardia
patients with RYR2 mutations // J. Cardiovasc. Electro-
physiol. — 2005. — Vol. 16, Ne 2. — P. 162—166 (Abstract).

19.  Swan H., Piippo K., Viitasalo M. et al. Arrhythmic disorder
mapped to chromosome 1q42-q43 causes malignant poly-
morphic ventricular tachycardia in structurally normal
hearts // J. Amer. Coll. Cardiol. — 1999. — Vol. 34, Ne 7.
— P. 2035-2042.

20. Tan H. L., Hofman N., Van Langen I. M. et al. Sudden
unexplained death. Heritability and diagnostic yield of car-
diological and genetic examination in surviving relatives //
Circulation. — 2005. — Vol. 112. — P. 207-213.

. A. H. BakyneBa (aup. — akagemmk PAMH J1. A. Bokepwus)

drome, cokpameHHo ATS). DTOT CMHAPOM HEJb3s ITy-
TaTh ¢ 00J€3HbIO AHAEpPCEHA, OTHOCSILENCS K INIMKO-
reHo3aM — 00JIe3HSIM HaKOIUICHUS TNIMKOTeHa (BCe-
CTBME IedulnTa TIIMKOTEeHIIpeBpalliaroniero gepmMeH-
Ta MaTOJIOTUYECKOE KOJTMISCTBO TJIMKOTeHa CKaIlJInBa-
€Tcs B TIEYEHU, MBILILAX U APYTUX TKaHsX). CUHIPOM
AHiepceHa SIBUJICS TepBOi MaToJIOTKei, OMMcaHHON B
paszaelie KaHAIOTIATUI — MAaTOJOTM MOHHBIX KAHAJIOB
[3, 4]. HacnenyeTrcst cuHapoM AHepceHa 1o ayTOCOM-
HO-JIOMUHAHTHOMY THUITY, XOTsSI UMEIOTCSI COOOILIECHUS
U O Criopaguyeckux ciydasx [6, 11, 14, 16]. Beposir-
HOCTB IIepeaady ero Mo HACIEeACTBY COCTaBJIsIeT Oojiee
50%. CrelleHb BBIPAKEHHOCTH 3a00JICBAaHUST MOXKET
BapbMPOBATH B IIpeieIax OMHON CeMbI — Y OMHOTO pe-
OeHKa MOXeT HaOJII0JaThCs TSKesIoe opakeHue, TOr-
J1a KaK y IPYToro BOOOIIE MOXKET IPOTEKATh KIIMHIIEC-
K1 acuMNTOMHO. [TeHeTpaHTHOCTh 3a00JIeBaHMS 11K~
pOKoO BaprabelbHa, 1 He Y BceX MAallMeHTOB MOXHO Ha-
0J1I0IaTh BECh CHEKTP KIMHUYECKUX TTPU3HAKOB 3TOTO
cuHapoma [11, 14, 16]. HapyieHust putMa COpOBOXK-
AT JII000I TPHUCTYIT Mapajdda MBI, BO3HMKAS
BTOPUYHO, OOYCJIOBJIEHBI PE3KUMU KOJICOAHUSIMU
YPOBHSI KaJIMsI B CBIBOPOTKE KPOBU 0OOJILHOTO (puc. 1).
OpHaKo B JIMTEpaType OMMcaHbl CIydau, KOIjaa Hapy-
IICHUST PUTMa SIBJISTUCH TICPBBIM KJIMHUIECKUM TIPO-
SIBJICHMEM CUHApOMa AHIepceHa M MpEeAlleCTBOBAIN
3IM304aM MBbIIIEYHBIX I1ape30B U Mapaaudueir [11].
I1pu naHHOM (beHOTHUTIE OOJIE3HU MO3AHEE ObLT BhISIB-
JieH yuuiiHeHHbId uHTepBan QT [16]. Coobiranock
TaKXKe O CJIydyasix BHE3AITHOM CEpACYHON CMEPTU IIpuU
cuHapoMe AHaepceHa [13].

AHHAJIBI APUTMOJIOM N, Ne 4, 2005



AHHAJIbI APUTMOJIOMNU, Ne 4, 2005

36 AHHAJIbI APUTMOJIOMN, Ne 4, 2005

V6 Serum K'=3.4

Puc. 1. Bnuson xkeaya04KoBOi OUTEeMUHUM Y JIE€BYIIKHA
16 et ¢ cuHIpoMOM AHaepceHa Ha (poHe TUIToKaue-
Mmuu (a) (3Be3mouykaMu yKa3aHbl XeIyd0YKOBbIE KC-
TPacUCTOJIbI); 6 — HOPMaJIM3allusl YPOBHSI KaJIUsI B KPO-
BU MpHBeJia K UCYE3HOBEHUIO apuT™Muu [22].

Serum K+ — Kanuii CbIBOPOTKU KPOBU.

HecMoTpst Ha HEBBICOKYIO pacTIpOCTPAaHEHHOCTh B
TIOITYJISILIMU, CUHAPOM AHIEpCeHa MpeacTaBiIseT 00JIb-
II0I HayYHO-TIPAKTUUECKUI MHTEpEC VIS COBPEMEH-
HOW MEIUIIMHBI, TaK KaK SIBJISIETCSI €IMHCTBEHHBIM Cpe-
JIM BCeX TEHETUIECKU IeTEPMUHUPOBAHHBIX KaHaIoMa-
TUIA, TOpaXKaroIINM KaK ITOIIePeYHO-II0I0CaTyIo (CKe-
JIETHYIO) MYCKYJIaTypy, TakK ¥ CepIeuHyto MbIy. dpy-
rve 3a00J1eBaHus, IPOSBISIOLIMECS TApe3aMu U Mapa-
JIMYaMU MBIIIIL, BbI3BaHbI MyTallUsIMU T€HOB, OTBETCT-
BEHHBIX 33 TPAHCITOPT MOHOB HATPYSI, KAJTBLIMS 1 KaJIis
B KJIETKAX CKEJIETHBIX MbILII] [7], TOraa Kak pa3nuvyHbie
(opmbl cuHapOoMa ymmmHeHHOTO nHTepBasia Q7 BbI3Ba-
HBl MYTallUSIMU T€HOB, KOAUPYIOLIUX MEPEHOC MOHOB
HATpUs U KaJlvs TOJIBKO B Kapauomuouutax [12]. Panee
MPOBEIEHHbBIC UCCICAOBAHMS UCKITIOUATIN BEPOSITHOCTh
JUTEJIbHOTO TeHe3a cuHapoMa AHzaepceHa [ 1, 2]. OqHa-
ko B 2001 1. N. Plaster u coaBT. Tpu MPOBEACHUN MOJIe-
KYJIIPHO-TEHETMYECKOTO MCCIIeI0BaHMS B OOJIBIIION Ce-
Mbe (15 MHIMBUIYYMOB) OOHAPYKIIINA CBSI3b MEXKITY Be-
POSITHOCTBIO HAacJleIOBaHUSI CMHIpoMa AHIepceHa U
rmaroJytorveii 17q iokyca 23 XpoOMOCOMEI 1 BBISIBUJIU Te-
TEPO3UTOTHYIO MHUcCceHc-MmyTauuo reHa KCNJ2 (17q
JIOKYC 23 XpOMOCOMBI TIEPEKPEIMBACTCS C JIOKYCOM Te-
Ha KCNJ2 — 17q23.1—-17q24.2) [14]. Myrtauuu reHa
KCNJ2 6putn o6HapyeHbI 6ojiee yeM y 50% maryeH-
TOB C CHHAPOMOM AHIEepCceHa, MTOATBEPKaasi TAKMM 00-
pa3zoM TOT (akT, uto reH KCNJ2 OTBeTCTBEHEH 3a pa3-
BUTHE 3TOoil matojoruu [3, 4]. B Hacrosiee BpeMs
uaeHTUUUKUpoBaHbl 6osiee 20 reTepO3UroTHBIX MHUC-
ceHc-MyTanuii reHa KCNJ2, BBI3BIBAIOIIMX CUHIPOM
AHpgepceHa (puc. 2). Iennr cemeiicta KCNJ 1mmpoko
SKCIIPECCUPYIOTCS B PA3IMYHBIX TKAHAX: MBIIIIAX
(KCNJ2, KCNJ11), cepnue (KCNJ2, KCNJ3, KCNJS,
KCNJ11), mo3re (KCNJ3, KCNJ6, KCNJ9, KCNJ11),
srutenuu (KCNJ1, KCNJ2) n mHorux apyrux. Myrta-
1 B ceMeiictBe reHa KC/NJ MOTYT MPUBOIUTD K Pa3BU-
THIO TPEeX HACJICACTBEHHBIX 3a00JIeBaHUI Y YeJ0BeKa U
omHOTO 3a0o0JyieBaHUST y Mbleit. Tak, MyTanuu reHa
KCNJI (Kirl.1) mpuBOASIT K pa3BUTHIO CUHApoMa bapt-
Tepa — ayTOCOMHO-PELIECCUBHOIO 3a00JI€BaHNUSI, XapaK-
TEPUBYIOLIETOCS TUIIOKAJIMEMUEN W TIOTEpPEer HaTpuUs
opraHu3MoM 4ejioBeka; mytaiuu reHa KCNJ11 (Kir6.2)
" cBsi3aHHOTO ¢ HUM npotenHa SUR1 mpuBomdT K pas-
BUTHUIO TIOCTOSTHHOM TMIEPUHCYJIMHEMUYECKON THUITO-

Extracellular

Intracellular

R67W S136F| | P186L, R189D, T192A 163-164
D71V G144s G215D, N216H delFQ
T75R, T75A G146D R218Q, R218W

G300D, G300V, V302M
E303K, R312C

Puc. 2. Ctpykrypa cyorenuuuisl Kir2.1 kanana [17].

Pore — neHTpanbHoe orBepcTue (1opa); M1, M2 — TpaHcMeMOpaH-
HbIe JIoMeHbI; extracellular — BHekJIeTOUHBIN; intracellular — BHYT-
PUKJIETOYHBIIA.

B cepbix kBaapartax ykazaHbl 20 MyTaluid, MAEHTUOUIUPOBAHHBIX
B HacTosIIlee BpeMsl y MAIIMEHTOB ¢ CHHIAPOMOM AHJepceHa; B Oe-
JIOM KBaJparTe yKa3zaHa MyTallusl, BbISIBIECHHAs MIPU CUHAPOME YKO-
poueHHoro uHrepBaia Q7.

rmkemMun y geteit, mytaunn Kir3.2 (GIRK2) — K ayTo-
COMHO-PELIECCUBHOM MATOJIOTUM Y MBIILEH, TTPOSIBIISIIO-
1Ie¥cs nmorepeil HEeMPOHOB Y TSKENEl aTaKCUen, 1 Ha-
KoHel, myTauuu reHa KCNJ2 accouumpyroTcs ¢ pa3Bu-
TheM cuHapoma AnaepceHa. KCNJ2 xonupyeT CUHTE3
oenka Kir2.1, BXxomsiiero B cocTaB KaJI1MeBOTo KaHajla B
KJIETKAX, CIIOCOOHBIX K BO30YIMMOCTH, BKJTIOUasl Kap-
MVOMUOIINATHI, KJIETK! IOTICPEYHO-TTONIOCATON MYCKY-
Jatypsl 1 rosoBHoro mosra. Kanansr Kir2.1 geisiorcs
BaKHEUIIIMMU PETYISITOpaMUA MEMOPAHHOTO TTOTCHIIN-
ajia TOKOsI CEpIACUHON M CKEJIETHBIX MBI U, TAKUM
00pa3oM, BO30OYINMMOCTHI KJICTOK 3TUX TKAHEH B 1IEJIOM,
TaK KakK 00eCIeYrBaloT BbIXOA MOHOB KaIusl U3 KIETOK
C TUTIEPIOJISIPU30BaHHO MEMOPaHOI BO BpeMsI KOHEU -
HOI1 (pa3bl pernoisipu3aly MoTeHIana aeicTBus. be-
Jok Kir2.1 coctout u3 427 aMUHOKMCIOT C JBYMS
TpaHcMeMOpaHHbIMU JoMeHaMu (M1, M2) 11 LieHTpaib-
Horo otBepctus (nopsl) (HS) u perynupyert I, Kommo-
HEHT KaJIMEeBOIO TOKA C 3aep>KaHHBIM BBITPSIMIICHIEM
dazbl penoasgpuzaunu (cMm. puc. 2). CeBepHblii 0J0T-
tuHr-aHam3 (Northern blot analysis) BesIBUI 5,5-Kb
TpaHckpunuuio reHa KCNJ2 ¢ BBICOKUM COIep>KaHUEM
Kir2.1 B cepane, Mo3re, TUTalieHTe, JISTKAX M CKEJICTHBIX
MBIIILIAX ¥ MEHBIIMM COJiep>KaHUeM B Ioukax. B cepn-
e Kir2.1 kaHanbl mpeo01aaaoT B MpeACepansiX, Kery-
JouyKax (C BBICOKOM CKOPOCTBIO MpoBeaeHuUs I Toka) u
BOJIOKHAX [IypKWHBE M MEHBIIIE BCTPEYAIOTCS B Y3JI0-
BbIX KieTkax. Cyonenunuinl Kir2.1, Kkogupyemble re-
HoM KCNJ2, o0benuHSIIOTCS B TeTpaMep BHYTPU Kile-
TOYHOM CTEHKU KapauOMUOIIUTOB, (DopMUpPYsS (YyHK-
LIMOHUPYIOIINIA KaHaJI; OHM MOTYT TaKKe COCIMHSITHCS
¢ Ipyrumu cyobenHnamu cemeiicta Kir2.1 kak rete-
POMYJIBTUMEDPBI, YTO yKa3bIBaeT Ha WX (PYHKIOHATIb-
HYIO CJIOXKHOCTB M pa3HOOOpasue. BobImMHCTBO MyTa-
uuii reHa KCNJ2 sBASIIOTCST MUCCEHC-MYyTaLUSIMMU,
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OKa3bIBAIOIIMMU JTOMUHAHT-HEraTUBHBINA 3¢ dekT [9],
YTO MPUBOINT K CHIDKEHUIO [ ; TOKa, YMEHBIIICHUIO pe-
MOJISIPU3ALU Y YBEJTMYSHUIO MIPOAOIKUTEIbHOCTH T10-
TeHIMaa aeiicTBusl. Kak pesysasrar BEIIIEYKa3aHHBIX
TPOLIECCOB MPOMCXOIUT ACTIONSIPU3aLIUS 1 AeCTaOWIN-
3aIus MeMOPAHHOTO TIOTEHIIMAJIA TIOKOSI, YTO MHULINH -
pYeT MOSIBJICHHUE XeTyTOUKOBBIX apUTMUN MM MUOTO-
HUYECKUX COKpAIeHNI CKEeJICTHBIX MBIIII. bosee Toro,
HCCIIeIOBaTeNV MpeAronaraioT, 4to auchynkums Kir2. 1
KaHaJla M YMeHblIIIeHHe [ ToKa UTparoT BaxkKHYIO pOJIb B
Pa3sBUTUN CUTHAJIBHBIX TUCQHYHKIINA B HEBO3OYIMMBIX
TKaHSIX, 9YTO MOXET OOBSICHUTH ITPOSIBIICHUS JTUCMOP-
¢oreHesa y maeHTOB ¢ CMHIpOoMoM AHzepceHa [2, 14,
22]. M. Tristani-Firouzi 1 coaBT. u3y4anu (QyHKLMO-
HaJTbHBIC TTOCIICICTBIS MyTALIMI TIPU CUHApOMe AHIEp-
CeHa ITyTeM 3KCITPECCUM U3MEHEHHOIo MPOTerHa B yC-
JIOBUSX in vitro [22]. 3HauuTeabHOE YXyAIIeHue PyHK-
muu Kir2.1 kaHama HabI01a10Ch MPU BceX BUIAX MyTa-
LU, BBISIBJIEHHBIX K HACTOSILLIEMY BpeMeHHU [22].
KnuHunyeckue nposiBiaeHust cuHApoMa AHaepceHa
Ype3BbIYAITHO BapraOeTbHBI, UTO OOBSICHSIETCS CYIIe-
CTBOBAaHHMEM pPa3HOOOpa3HbIX MyTallUif, CITIOCOOCTBY-
IOIIUX TIPOSIBJICHUIO Pa3JIMYHBIX (DeHOTUITOB 3a00J1e-
BaHUs. BriostHe BepOsITHO, YTO B 3TUOJIOTUM CUHIIPO-
Ma AHjepceHa MMEIOT 3HaueHue U JAe(EeKThbl IPYTrX
UOHHBIX KaHajoB [15]. Ilepuoanyeckn BO3HUMKAIO-
1€ MbIILIEYHbIC MapaIMYX MOTYT OBITh BbI3BAHBI Ma-
TOJIOTHEH KaJbIIMEeBbIX, HATPUEBBIX U KaJIMEBbIX Ka-
HaJloB MUOLIMTOB. [TallMeHTHI OLIyIIAIOT KpaTKOBpe-
MEHHBIE 3TMU30/IbI CJIA00OCTU B pyKaX, HOTaxX, BILIOTh
JIO TeHEepaIM30BaHHBIX MMape30B M Iapaanyeii KOHed-
HocTelt. Takue TIPUCTYITBI MOTYT HaOJII0IaThCsT B TIO-
Koe, mociie (U3NIEeCKUX Harpy30K WU IPU MPOoOyK-
JeHun 1o yrpaM. CleayeT OTMETHTh, YTO ITYCKOBEIE
daxTophl 3a00JieBaHUs pa3NYHBL. B HacTosIee Bpe-
M UI3BECTHEI He BCe MTUIIEBBIE (DAaKTOPHI, IIPOBOIINPY-
IoIIre BO3HMKHOBCHME TIPUCTYITA Tapajiya MBIIIIT
Npu cuHApoMe AHIepceHa. BeposiTHO, K Tpurrepam
MOTYT OBITh OTHECCHBI MMPOAYKTHI, OOTaThIe KaJIMeM 1
II0K0301. Apyrumu pakTopaMu, TPOBOLIMPYIOLLIMMU
BO3HMKHOBEHHUE TIECPUOINYECKOrO Tapajnda MYCKY-
JIaTypbl, MOTYT OBITh: CMEHa BMIIOB IESITEIbHOCTU —
MOKON mocje (u3nyecKoil Harpy3ku, (usndeckas
AKTUBHOCTD TIOCJI€ JOJTOr0o CHUIACHUS, MPOOYyKICHUE
rmocjie CHa, JUINTEIbHas Telas MpoTyjiKa HaToIllaK,
OOMIBHBIN TpreM nuiu. JItodoe rnmpoctyaHoe 3a0oe-
BaHWE MOKET TaKKe BBI3BaTh MBIIICYHBINA ITapajiidg;
B JIUTEpaType UMEIOTCSI COOOIICHMS O CIyJasix, Korma
TPUTTEpaMM ObIJIM BIBIXaeMble Ta3bl — YIVIEKMCIIBIA
ras, Imapbl OCH3MHA WIN JaXKe 3aIlaX MacIsTHOI Kpac-
ku [20]. B uccnegoBanum Tristani-Firuozi [22] muk-
JIMYECKHUI TTapajind MYCKyJIaTypbl HaOmomaics y 23
(64%) w3 36 manueHTOB ¢ MyTanusiMu reHa KCNJ2.
[Tokoit mocye puznueckrx Harpy30K SIBJISIICS Haubo-
Jiee YaCThIM TPUITEPOM B BOZHUMKHOBEHMU Iapainya
MBI, KaK W MPY KJIACCUYECKNX BapruaHTaX I0I00-

HBIX COCTOSTHWM, TIpU 3TOM y OobIIMHCTBA (55%)
MMAIlMeHTOB MMeJla MECTO THITOKaIueMus (KOHIICHT-
palus Kajusl CbIBOPOTKM KPOBU MEHbIIIe 10O paBHa
3,4 M3KB/1N), TUIEepKaaueMusi otMmeuanach y 22%,
a HopMokanueMust — y 10% nauueHToB. OgHAKO MpU
cUHApOMe AHIEpCeHa TMITOKATUEMUIECKUM COCTOSI-
HUSIM He TIpeIIecTBOBaI IMPUEM B THIIY YIJIEBOIOB,
KakK 3TO ObIBaeT MpU KJIACCUYECKUX BapUaHTaxX TH-
MOKAJIMEMUYECKMNX TMapaJnyeil MBI, MBbIIIeaHast
OuoTCcUsI, BbIMOJHEHHas y 12 maiueHTOB, BbIsIBUJIA
Hecrenuduyeckue M3MEHEHUS — HEe3HAUYMTEIIbHBIC
MMOIATUM U/WIU TyOYJsSIpHbIE arperarbl, Habaoaae-
Mble Npu ApYrux dopMax LUUKINYECKHUX MBILLIEYHBIX
nape3oB Wiy Mapanuueii. MHruOUTopbl aHTUApa3bl
yriaepozaa 6eutn 3¢ GEeKTUBHBIMU B YMEHbILIEHUHN Yac-
TOTHI TIPUCTYTIOB Mapajiuyeil Mpyu cuHApoMe AHAEp-
CeHa, TaK Xe, KaK 1 TIpU KJIacCMIeCKUX (hopMax Iapa-
JIAYE MBILIILI.

Haubonee xapaktepHbiMU u3MeHeHUssMU Ha DKT
y TALIMEHTOB ¢ CUHAPOMOM AHIEpCeHa SIBISIIOTCS Y-
JuHeHue nuHTepBaia QT U BBICOKOAMIUIMTYAHBIE 3y0-
sl U (puc. 3). B HacTosII1Iee BpeMsi cpeny UccienoBa-
TeJIeil CylIeCTBYIOT MPOTUBOPEUNBbIE MHEHUSI OTHOCU-
TEJIBHO MPUYACTHOCTH CHHApPOMa AHAEpCeHa K OIHO-
My 13 BapUaHTOB CHHIpPOMa YIJIMHEHHOIO WHTEpBaia
QT. TTocKOMBKY CUHAPOM AHJEpceHa pacCMaTpUBaeT-
¢Sl KaK TeHeTMYeCKH JAeTepMUHUPOBAHHAS MaTOJOTHUs
PETIONSPU3AINY MBIIIEYHBIX KJIETOK, TO €T0 CTaJIN OT-
HOCUTb K CHHIAPOMY YIJMHEHHOro uHTepBaia QT
(LQT), a umenHo K 7-my tuny (LOT7). B HacTosiiee
BpeMsI BBIICJICHBI 5 TEHOB, MyTallMM B KOTOPBIX TOCTO-
BEpHO OTBETCTBEHHBI 34 pa3BUTHE TUITMYHBIX KIIMHU-
YECKUX TPOSIBJICHUM CMHApPOMA YIJIMHEHHOTO MHTEp-
Bata QT: KCNQI (LQTI), HERG (KCNH2, LQT2),
SCN5A (LQT3), KCNE1 (LQTS), KCNE2 (LQT6). Ana-
JIOTUYHO APYTUM (hopMaM BPOXKICHHOIO CUHAPOMA Y-
JmHeHHOTo QT, IEPBUYHBIM MPOSBICHUEM CO CTOPO-

(=)
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Puc. 3. HaubGonee TunuyHble 3aeKTpoKapauorpapuyec-
KWe W3MEHEHUS U HapylIeHUs] PUTMa, BBISIBISIEMbIE Y
OOJIBLHBIX C CUHAPpOMOM AHuepceHa [22].

a — ymmiHenne untepBaia Q7; 6 — KopoTKasi IpoOexKa HeyCToM -
YUBOM MOJUMOPGHON KeJTyI0UKOBOI TaXMKaAPAUM C TTOCIEAYIOLLE

JKEeJTyIOYKOBOI OUreMUHUEN; 6 — BYHAINPaBICHHAs! XeJIyJI0uKO-
Bast TAXUKAPANSI; ¢ — CTPETKaMU YKa3aHbl BBHICTYTAoOIINe 3yoinsl U.
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Hbl CEPACYHO-COCYIUCTON CHUCTEMBI TPU CHHIPOME
AHIepceHa SIBISUIOCh yIIMHeHre nHTepBaia Q7, uuaeH-
tudumpoBantoe y 71% Bcex Hocuteneit reHa KCNJ2
[22]. Cpennee 3HaueHUE KOPPUTMPOBAHHOTO WHTEP-
Bana QT (QT,) y MyX4dH W XEHIIUH — IpoOaHIOB
npu cuHapome AHIepceHa cocTapisiio 479 u 493 mc
COOTBETCTBEHHO [22], Torma Kaxk mpu Apyrux (opmax
cuHapoma ymimHeHHoro Q7 — 497 u 510 Mc cooTBeT-
ctBeHHO [10]. B ¢Bs13M ¢ HaMIMYMEM YIJIMHEHHOTO UH-
TepBajia QT M BO3MOXHOCTBIO Pa3BUTHST KU3HEYTPO-
JKAOIIMX JKEJTYIOYKOBBIX HAPYIIICHWIT pUTMa HEKOTO-
pBIe MCCIIeIoBaTeIM pacCCMaTPUBAIOT CUHIPOM AHIEp-
CeHa KaK OIWH M3 MOATUIIOB BPOXICHHOTO CHHIPOMA
yasmHeHHoro Q7 [22]. OnHako, Kak 0Ka3ajloch, He-
CMOTpS Ha 9YacTyI0 BCTPEIAEMOCTDH KEIYITOUYKOBBIX
apuUTMUIA (KeJTyTOUYKOBBIX IKCTPACUCTON U MPoOekKeK
HEYCTOMUMBBIX KEIYTOYKOBBIX TaXWKapOWii, B TOM
yucie U ABYHANpPaBJICHHBIX XKeTYI0YKOBBIX TaxUKap-
JUiA, M. puc. 3) — y 64% nalueHToB B UCCIEA0BAHUN
M. Tristani-Firouzi, puck BHe3amHON cepaeYHOI
CMEPTH MPY CUHIpOME AHIepCeHa ObLT HIKE, YeM IPU
CUHIpOME yUIMHEHHOTo nHTepBaia Q7 n Apyrux Ha-
CJIENICTBEHHBIX KaHajmomnaTusix [22]. s BbISIBICHUS
MEXaHU3MOB BO3HMKHOBEHMS KEJYIOUYKOBBIX apUT-
MU TIPY CUHAPOME AHIEPCEHa aBTOPhI CUMYJIMPOBa-
1 TomaBienre pyHkumu Kir2.1 KkaHama KapamoMmo-
LIUTOB KeJylouka cepiua B sKcrnepuMeHTe. Okasza-
JIoch, uto nonasienue dynkumu Kir2.1 kanana Ha ¢o-
HE TUIIOKAJIUEMUU MPUBOIUIO K YIJIMHEHUIO KOHEY-
HOI (ha3bl TOTEHIIMANA JSCTBUS CEPIEUHON MBIIIIIIHI,
BO3HUKHOBEHUIO 3aJep>KaHHBIX MOCTACTIONSIPU3ALINA
BcaencTBre MHAYKIMKY Na+/Ca2t-o0MeHa 1 pa3BUTHIO
CIIOHTAHHBIX ApUTMUM. ABTOPBI MPUIIUIM K BBIBOY,

YTO CyOCTpaT BO3HUKHOBEHUS KETYAOUKOBBIX apuUT-
MU TIpU CUHIpOMe AHAEepCeHa OTINYACTCS OT TaKo-
BOTO IpU ApyTrux (popMax BpOKIAEHHOIO CUHAPOMA Y-
nuHeHHoro nHtepBaia Q7 u Gojiee OIM30K K apUTMU-
sIM, BO3HUMKaIOIIUM BeieactBue Ca2* neperpy3ku uin
OUTUTAIMCHON WHTOKCHKAIMK (TaKWMM, KaK ABYHa-
MpaBJieHHAs U MOIMMOPGHAS XKeTyI0UKOBast TaXuKap-
nust). Takum oOpa3om, pu CUHApOMe AHIEpCEHa CO-
YEeTaIOTCSl KIMHUYECKHUE IIPOSBICHUS BPOXICHHOTO
CUHJpOMa yaJuHeHHoro mHTepBana Q7T u cemeiiHOM
(XaTexoJIAMUHEPTUYECKOI) TTOTMMOP(HOI KeTymou-
KOBO# Taxukapauu (Ipu MocjeaHel, Kak IpaBuio, He
HabOmomaeTcs ymmmHeHHOTo mHTepBana Q7). Crekrp
HapylwIEHU pUTMa, BCTPEYAIOLIUXCS MPU CUHIPOME
AHpgepceHa, mpeAcTaBJieH B TaOIULIE.

Bricokas amrutyaa 3yoroB U siBisieTcs cieliudu-
YeCKOU HAXOIKOU IIPY CHHIPOMEe AHIEpCCHA M PETUCT-
pUpYeTCsl MPEeUMYILECTBEHHO B MEpeIHUX TPYIHBIX OT-
BeeHUSIX (CM. puC. 3). DTOT NMpU3HAK ObLT BBISIBJIEH Y
76% npoGaHmoB u 47% HOCHUTelleli MYTAHTHBIX T€HOB
KCNJ2 nio panneiM M. Tristani-Firouzi [22]. Crenyer
OTMETUTb, YTO B HOPME Yy 3I0pPOBbIX Jioaei 3yoeu U
MOXKHO 3aperucTpupoBaTh MPU PEAKOM CEpACUHOM PUT-
Me [18], Torma Kak y mpo0aHmIoB ¢ CMHIPOMOM AHIepce-
Ha B ucciaeaoBaHuu M. Tristani-Firouzi cpennsist yacto-
Ta CepACYHBIX COKpAIlEHN cocTaBsuia 84117 yn/MUH
(o1 52 1o 115 yn/mun) [22]. U3BecTHO, UTO IIPU TUTIOKA-
JiueMur amIuiuTyaa 3yora U MoXKeT ObITh TakKe BbICO-
KO, oIHaKO paboT, coobIaromx 00 ypoBHE Kalluis B
CBIBOPOTKE KPOBU Y MAIIMEHTOB C BLICOKOAMILIUTYIHbI-
MM 3youiamMu U HaM HaliTU He yIanoch, TO3TOMY HeJTb3st
WCKJIIOUUTD POJIb TUMOKATMEMUU B T€HE3€ BHICOKOAMIT-
JUTYAHBIX 3y0110B U nipu cuHapome AHaepceHa. ABTO-

Kimnnyeckue nposiBjieHus] CHHApOMA AHepceHa y npo0aHI0B ¢ MyTaHTHBIM reHom KCNJ2

Myraius Knacrep | Tlon | HccC | HnutensHocTth QT, MC Hapyuienust purma
D71V 4415 X 100 513 He BoisiBIEHO
A95-98 3328 X 83 475 buremunus, nonumopdnas KT
(A-nmeneuust)
S136F 6634 X 68 500 buremuHust
G144S 3856 X 83 480 JIByHanpapienHast KT
P186L 7246 M 94 MBITHIIT* [Momumopdnas KT
N216H 3442 X 65 470 JByHnanpasnaeHHast KT,
HedaraabHas OCTAaHOBKA Cep/lia
R218W 2401 XK 100 560 buremunus, HedaraibHass OCTaHOBKA
cepaua, AB-6nokana I crenenu,
MepIlaHue, TPereTaHue KeTyIT0YKOB
R218W 2679 M 68 510 buremunus, nonumopdHas KT
R218W 2681 X 75 488 buremunmst, nonmumopdnas KT
R218W 7480 M 94 525 buremunus
R218W 6515 M 52 416 Buremunust, monumopdHas KT
R218Q 6562 M 70 469 He BBIsIBJIEHO
G300V 3387 M 88 474 JIByHanpasneHHast KT,
YaCThIE KeJTYTOYKOBbIE SKCTPACUCTOJBI
G300V 3677 XK 100 480 Buremunus, noaumopdHas KT
V3i02M 2682 M 79 MBITHIIT* buremunms
E303K 2281 X 85 495 YacTeie KeyT0uKOBbIe 9KCTPACHCTOJIbI
A314-315 5768 X 115 471 MepuaHue, TperneTaHue XeayT04KOB,

MoHoMopdHas KT

* [TonHas 6J0Ka/1a MpaBoil HOXKKM Mydka [Wca npensTcrBoBaia TOUHOMY U3MepeHuIo uHTepBaia Q7.
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Dbl TaKKe OLIEHUBAIM B3aMOCBSI3b MEXIY CTEIEeHbIO
BBIPAXXEHHOCTH MYyTalMil (TSCKECThIO MUCOYHKIIUN
Kir2.1 kaHana) u TSKeCThIO KITMHUYECKUX MTPOSIBIICHUI
(ywmunenviem Q7., apuTMUSMM, HEHAPOMBIIIEUHBIMU
CHMITOMaMU, OTUCMOP(OreHe30M) CUHApoOMa AHIEp-
ceHa. Okazanoch, 4YTo KJIMHUYeCKUii (heHOTUN 3a00s1€e-
BaHMSI HE KOPPEIUPOBal CO CTETEHbIO TOMWHAHTHO-
HeratuBHOM cyrnpeccuu ¢pyHkumu Kir2.1 kanana.

G. Andelfinger 1 coaBT. MIEHTUDULIMPOBAIIA TeTe-
PO3UTOTHYI0 MUCCeHC-MyTanuio R67W rena KCNJ2 'y
41 KpOBHOTO POACTBEHHMKA, IMIPU 3TO OKA3aJIOCh, YTO
HacJIeI0BaHNe XeTyI0YKOBBIX apUTMUI 1 TIEpUOIYC-
CKOTO TTapajIiia MBI OTIMYAI0Ch IO TIOJIOBOMY TTPH-
3HaKYy: TaK, XeJyIOYKOBbIe HapylIEHUs pUTMa TOMU-
HMpoBay y xeHIuH (y 13 u3 16, umu 81%), a Heiipo-
MBbILLIEYHbIE CUMITOMBI — Y MykuuH (y 10 u3 25, wim
40%) [2]. [pu 3TOM XeynouKOBbIe ApUTMUM HAUMHA-
JIN TIOSIBIIAThCSL B Bo3pacTe mocie 10 JieT, 1 oHu ObLINu
MeHee YaCThIMU BO BpeMsl OepeMeHHOCTU (B TO BPEMsI
KakK TpH APYrUX THnax myTamuii reHa KCNJ2'y KeHIIMH
HapylIeHWsT pUTMa ObLTU O0JIee YaCThIMU BO BpeMsi Oe-
PEMEHHOCTH) M TIocie 55 JeT (BO BpeMsl MEHOIIAy3bl).
ITpumMeuaTesbHO, YTO B JAHHOU POIOCIOBHOI HE OTMe-
qayioch ymiMHeHus uHrepBaia Q7. B 370l rpymme ma-
LIMEHTOB CUHKOIIAJIbHbIE COCTOSIHMSI B aHAMHe3¢ Ha-
OIIOIAICh Y TPOUX; OTHOMY ITAlIMEHTY, BBLKUBIIIEMY
TocJie BHE3aHOM CepAeyHO CMEPTU, ObLT UMITIAHTH -
POBaH KapArOBepTep-AeUOPMILISATOpP. Y § MAIMEHTOB
MY>KCKOTO TOJjia SIM30[bl MBIIIEYHON C1ab0CTU WIU
Hapaudyd OTMEUAINCH Tocie (PU3NYECKUX HATpy30K,
y 2-X UMeJia MECTO TUroKanuemus. [uneprenopusm Ha-
omonaics y 4-X MHINBUAYYMOB, MaJiasi BeJIMUMHA HITK-
Heit yemtocTy — y 10, CHHIAKTWINS IMajIblieB KUCTU WA
cronbl — y 9, kimHogakTtuaust — y 12. IlpusHaku auc-
MopdoreHe3a B OMMHAKOBOI CTETICHM 9acTO BCTpeda-
JIUCh Y JIUIL MY>KCKOTO M XKEHCKOTO0 ToJia. Xupypruyec-
KOMY JICUEHMIO TI0 TTOBOMY CKOJI03a OBLT IMOABEPTHYT
1 manMeHT My>KCKOTo T10J1a, a 1o MOBOIY He3apallleHusI
Heba — 1 malueHTKa XXeHCKoro noJjia. BecbMa HeoObIU-
HBIM OKa3aJI0Ch BBISIBJICHHE B UCCSIYEMOM POIOCIOB-
HOI OTHOCTOPOHHEN MUCIIA3UM TTOYKW U KJIATTAHHOU
MaToJOTUM Cepilla — CTeHO3a JITOUHOTo KJjaraHa
(IMarHOCTUPOBAHHOIO Y OJTHOTO MAallMeHTa B BO3pacTe
6 MecsilieB), IBYXCTBOPYATOIO AOPTAJIbHOIO KJlaraHa
(y 3-X mauMeHTOB) M JBYXCTBOPYATOTO aopTaJbHOTO
KJIarmaHa ¢ Koapkranueii aoptsl (y 1 matmenTa). [Togo6-
HbIE OTKJIOHEHMS OBUIH BIIEPBEIC BBISBIICHBI Y MTALICH-
TOB ¢ cuHApoMoM AHjiepceHa. Kpome Toro, 66110 c000-
IIEHUE O CMEPTU HOBOPOXKIEHHOIO C HEYCTAHOBJIEHHBIM
TIOPOKOM cepara. ATpHoBeHTpUKY/IsIpHas (AB) 6moka-
na I crenenu HaGmomanach y 4-x My>XKUUH Uy OJHOM
JKEHIIWHBI B COUCTAHWHN C OJIOKAIOM JICBO HOXKKM ITyd-
Kka [ica. Hu y omHOrO MHAMBUIYYMAa HE OTMEYAJIOCh O/~
HOBPEMEHHO BCEX MPOSBIICHII, XapaKTEPHBIX TSI CUH-
npoma AnpepceHa. IlneiiorponHocTh (heHOTUIMYEC-
KUX TIPOSIBJICHUI TIpM CUHApOME AHIEpCEeHa BHYTPU

JAHHOI ponOCAOBHOM (pUcC. 4) MOXKHO OOBSICHUTD WU
crienuduueckuM Bo3zelicTBrueM Mmyrtanuyu R67W, wim
BapualMeil SKCIpeccuu ajuienei, uim Moauduumpyro-
LM BO3ICHCTBIEM BHEITHUX (DAKTOPOB.

OnucaHuii MPUMEHSIEMOro Mpyu CUHApoMe AHIEp-
CeHa JIeYeHUsI CYLIECTBYET HEMHOIO [6, 16, 19]. B kaue-
CTBe MpumMepa npuseaeM coodmieHue J. Junker u coaBT.
[8]: y mamueHTKM 6 jieT 6e3 OTArOLIEHHOrO 110 HACJIE/I-
CTBEHHBIM U CEPIEYHO-COCYIUCTHIM 3a00JICBAHUSIM Ce-
MEIHOTO aHaMHe3a BIepBbIe HaYaJli BOSHUKATh PEeIv-
MUBUPYIOIINE TM301bI aTOHUMYHBIX TTape30B. B Bo3pa-
cte 10 sieT y Hee ObLT 3aII003PEH MOCTCTPENTOKOKKO-
BBIII MMOKApIUT M3-3a BEICOKOTO YPOBHSI KpEeaTUHKU-
Ha3bl CHIBOPOTKU KpoBu (1o 447 U/L) u acumnroma-
TAYHBIX TTOJIMMOP(MHBIX KEITYTOYKOBBIX 3KCTPACHCTON
(2KD), peructpupyembix Ha DKI. M3-3a cmoHTaHHO Ky-
MUPYIOIINXCS TIPUCTYIIOB MBIIICYHOI CJ1a00CTH Bpadm
HE UCKJTIOYAJId BEPOSITHOCTh MX TICUXOT€HHOTO MpPOKC-
xoxneHus. B Bo3pacte 15 jileT y mauueHTKU BO3HUK
snm3ol pubpwrsiuuu xenyaoukoB (D2K), Obuia yc-
MEITHO TIPOBECHAa CepIeUHO-JIeTOYHast peaHUMalls.
[1pu nporpaMmMupyemMoii 31eKTPUIECKON CTUMYJISILIUKA
WHIYLIUPOBAJINCH YCTOWYMBBIC KETyIOYKOBBIC TaXM-
kapauu, QT, coctasnsin 0,45 c. TlanmenTtke ObLT UM-
TUIAaHTUPOBaH KapauoBepTep-aedudpuistop (MKJ).
Yepes rom HaYaJId BO3ZHUKATh €KETHEBHBIC IIPHUCTYIIBI
®XK, Ttpedyromune paspsimoB MK, u Habmomammich
SMU304bI BEIPAKCHHOM MBIIIICYHOM C1ab0CTH (BILIOTh
o mapanuya Mmbiii). M3 ocobeHHocTel mpu husn-
KaJTbHOM 00CJIeIOBAaHNY TIPWBJICKAIN BHUMAaHUE: TN~
POKOE OCHOBaHWE HOCa, KIMHOMAKTWIMS, CKOJINO3 U
HU3KHI POCT. ATOHWYHBIC MBIIICYHBIC TTApAIMINA OX-
BaTbIBAJIM Pa3HBIC TPYIIIHI MBIIIIL] BEPXHUX U HUKHUX
KOHEYHOCTEe, BO3HUKAJIM BHE3aITHO, UIMJIUCh He-
CKOJIBPKO 9aCOB WJIM JHEU M KYIMMPOBAJIMCh CAMOCTOSI-
TEJbHO. YPOBHH KaJIsI CBIBOPOTKH KPOBU M KpeaTHH-
KMHa3bl ObUIM HOpMajibHbIMU. [lpucrtymnbl ciaboctu
WHAYLIMPOBAIMCH TUMEPKaTUEMUe WU XOJOI0M, a
du3mIecKass Harpy3Ka COIPOBOXAAIACH YMCHBIIICHN -
eM ToTeHUMana AelcTBUs Mbil. [Ipu Ouorcum
MBIIII OBUTM BBISIBJICHBI TYOYJISIpHBIC arperaThl M He-
CKOJIbKO BakyoJjiel. KiimHuueckuii guarHos cropaav-
YECKOro BapuaHTa CUHIpOMa AHepceHa OblLT TOf-
TBEPKIEH I1OCIe MOJIEKY/ISIPHO-TEHETUIECKOTO UCCIe-
JTOBAaHWSI, BBISIBUBIIETO TETEPO3UTOTHYIO MICCEHC-MY-
Tanuio R218W rena KCNJ2 y neBo4Yku, HO He y ee po-
nutenei. CoTajoa U aHTUAPUTMUYECKUE TIperaparhbl
(AAII) I xmacca, Bkmtovast hjieKamHUI U TTporracheHOH,
okazanuch HeadbekTuBHbIMU. K Tepanuu Kantonpu-
JIOM, HAJIOJIOJIOM Y JTUTUTOKCUHOM OBLT JOOABICH aMU-
ofapoH B Harpy3ouHoii no3e 200 Mr B neHb. 2Keryaou-
KOBbIC HApYIIeHUs pUTMa OBICTPO MCUE3JIH, a TIPUCTY-
bl MBIIIEYHOI CIA00CTU MPOAOIKAIM PELUANBUPO-
BaTh. Yepes 2 Mecslia K BhIIIEYKa3aHHOM Tepanuu ObLT
No0aBNeH aleTa3onamMul (IMaMokc) B 1ose 750 Mr B
IIeHb. B TeueHMe ToCIeAyIonmx 2-X JIeT Y MalueHTKI
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Puc. 4. [eHoTun u ¢peHOTUIIMYECKME TIPOSIBJICHUS CUHAPpOMa AHIepCceHa.

a — TeHeaJIoTuIeckKoe IepeBo (KBaapaTaMu 0003HAYEHBI JIMIIA MYXCKOTO T0JIa, KPY>KOUKaMU — JKEHCKOTO T0JIa; 3a4ePKHYThIe KBaApaThl 1
KPYXXOUKW — HEU3BECTHBII CTATYC; BOBHUKHOBEHUE XKETYTOUKOBBIX aDUTMUIA, TEPUOINUECKOTO Mapaiya MBI U TPU3HAKOB TucMopdore-
He3a 0003HaueHO MaJleHbKMMHU TEeMHBIMU KBaapaTtaMu; Ivdpa B KBagpaTe 0003HavYaeT Haimmyre Mytauun R67W); 6 — peructpupyembie xe-
JIyIOYKOBBIE HApPYIIEHUsI pUTMA Y 4-X MAIIMEHTOB KeHCKoro mnona; ¢ — tpancdopmarmst C—T (C199T), meHsiomast mociaen0BaTeIbHOCTb —
apriHuH Ha Tpuntodan (R67W), o6o3HaueHa HanpaBieHueM F; ¢ — mpusHaku aucMopdoreHesa (1o 4acoBoii CTpesiKe, CHI3Y BBEpX U HaIpa-
BO) — MaJICHbKasl HUXKHSISI UeJTIOCTb, TUTIEPTEI0OPY3M, CUHIAKTUIINS MajlbLEB CTOIBI (YepHasi CTPeJIKa), AByXCTBOPYATBII aOpTaIbHBbIH KianaH
(Genast cTpesika yKa3bIBaeT Ha JMHUIO KOONTALMY CTBOPOK) M KJIIMHOJAKTHIINS, HAOMIoOnaemMast y 5 pecTaBUTeNeil pa3HbIX CeMeid.

OTMEUAJIOCh BCETO 8 KOPOTKUX MPUCTYIIOB YMEPEHHOM
MBIILIEYHOM ¢J1a00CTH, a elle yepe3 6 MecsLeB Heipo-
MBbIIIIeYHasi CUMIITOMAaTHKA IMOJTHOCThIO ucyesna. Jleue-
HHE TIPOXOOMIO 0e3 BOBHMKHOBEHUST KAaKMX-JTMOO IT0-
00uHBIX 3(deKTOB. J. Junker 1 COaBT. IPUILLIN K BBIBO-
Iy, 4TO BbIsiBJIeHUe MyTaluu R218W rena KCNJ2'y ne-
BOYKM, OTCYTCTBYIOILEN Y €€ pOIUTENEH, eI pa3 IOI-
TBEpXKAaeT TOT (HakT, yTo MyTauuu reHa KCNJ2 nexar B
OCHOBE BO3HMKHOBECHUS 3a00JICBAHUS U YTO, BO3MOXK-
HO, R2ISW myTtauum gBiasitoTCsS HanboJjee YaCTbIMU U3
Bcex npu cuHapome AHaepceHa. [locne 6e3ycnenHoro
npuema AAII I knacca u Gera-0J0KaTOpoOB Tepamnust
aMMOIapOHOM M alleTa30JIaMUIOM OKazajach 3(dek-
TUBHOM U MpUBEJA K CTOUKOMY U JUIMTEJIbHOMY YJIy4-
IICHUIO COCTOSTHUSI 00JIbHOI. TeM He MeHee, IpyTue 1c-
cienoBarenu [6, 16, 19] coobiaioT 6o o Ge3ycrel-
HOCTH TepaIiuy aMUOJapOHOM U alleTa30IaMUIOM Y Tia-
LIMEHTOB C CUHAPOMOM AHJiepceHa, JIN0O 0 HeOOXOIU-
MOCTH ¢€ TIpeKpallleHNST 1M3-3a Pa3BUTUS TTOOOUHBIX 3(-
dekroB. C apyroii CTOPOHBI, BO3MOXKHO, CYIIIECTBYET
(bapmakoreHeTHYECKOE B3aMMOJICCTBUE MEXIY MyTa-
et Tunma R2ISW w TepalieBTMUECKUM OTBETOM Ha
aMUOJapOH U alleTa30JIaMIJI, YTO TPeOYeT OATBEPKIE-
HMS Ha TIpUMEpe APYTUX ManeHToB. [10CKoIbKY aM1o-
JIapoH uHruoupyert lx; ToK [5], TO JIOTMYHO MPEATOo-
JKWTb, YTO OH MHTUOMPYET TUTICPBO30YINMOCTh Cepued-
HOI MBIIILIBI ITyTeM 3aMelIeHUsT (DYHKIIMU HaTPUEBBIX
1 KaJIbIEBEIX KAHAJIOB, a TAaKKe OeTa-aapeHOPeenTo-

POB, KOPPEKTUPYS TEM CaMbIM MU3MEHEHUsI, BbI3BAHHbIE
notepeii pynkumu Kir2.1 kanana. Tem He MeHee, u3-3a
BEPOSITHOCTU Pa3BUTUSI BBIPAKEHHBIX MOOOYHBIX (-
(GEKTOB TIpreM aMHOJapOHa MOXET OBITh PEKOMEHIO-
BaH MalMEeHTaM C CUMITOMAaTUYHBIMU HapyILICHUSIMU
put™Ma. AlleTa3ofaMuj, Mpenapar, MEHS IO KUCIOT-
HOCTb KPOBHU, MOXET IPEIOTBPALIATh IPUCTYIIBI [IEPH-
OIMYECKUX Mapanyeil MycKyJIaTyphbl JJ1000ro reHesa 3a
CcYeT M30MPATEIBHOTO OTKPBITUS MBIIIEYHBIX Kp2+ Ka-
HayioB [21], 4TO, BOBMOXKHO, KOMIIEHCUPYET AUCHYHK-
mmio [ ; ToKa 1 mpenoTBpalacT naaecHue MeMOPaHHOTO
MOTeHIIMaja MbILIL MpU cuHapoMe AHaepceHa. ITauu-
€HTHI ¢ TUMOKAIMEMUYSCKIMU (DOPMaMU MBIIIEYHBIX
Mape30B MOTYT MPUHUMATh KaJIKs XJOPU, PaCTBOPEH-
HBII B HECJTAZIKOM pacTBOpe (OOBITHO CUMITTOMBI MCUe-
3a10T B TeUEHME Yaca); OHM JOJDKHBI M30eraTh IUILN,
Ooraroil yrieBoiaMu, U Ype3MepHbIX (PU3UIECKUX Ha-
rpy3ok. ITaiueHTsl ¢ runepkaimeMuiyeckumMu hopma-
MM MBIIIEYHBIX TTapajIudeil MOTYT MPeIOTBPATUTh 3TH
TIPUCTYIIBI TTYTeM YacThIX MPUEMOB IHIIN, OOraToi yr-
JIEBOJIAMHU Y C HU3KUM COZIEp>KaHUEeM KaJTusl.

Takum 06pa3oM, MbI MIPENCTABUIM HauOoJiee MoJ-
HOLIEHHBIN Ha CETOMHSIIHUI JeHb 0030p O KIIMHUKE,
MUArHOCTUKE M JICUCHUH CHHIpOoMa AHIepceHa, OMHOMN
U3 YHUKAJIbHBIX MTATOJIOTUIA Cpey HAC/IeACTBEHHBIX Ka-
Hajionatuit 6jJarogapsi HEOObIMHOM KOMOMHaLMUKU he-
HOTUITMYECKUX MPOSBJICHUIA CO CTOPOHBI KapIMaJIbHOMN
U CKeJIETHO-MBIIIIEYHOI CUCTEM B COYETAHUM C Pa3HO-
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00pa3HbIMU MIPU3HAKAMU JUCMOPGOreHe3a, MeXaHUu3M
BO3HUKHOBEHMST KOTOPBIX IO CHX TIOpP OCTacTCs Hesic-
HbIM. AHQJIOTUYHO OTKPBITUSIM HOBBIX BapMaHTOB Ta-
KUX TCHETUIECKHU IeTepMUHUPOBAaHHBIX 3a00JIeBaHNIA,
KaK CUHIPOM YIJTMHEHHOTO WM YKOPOUEHHOTO MHTEP-
Basia Q7, nanbHelIIe UCCIIeA0BAaHMS B 00J1aCTU MOJIe-
KYJISIDHOM T€HETHUKU TTOMOTYT BBISIBUTh HOBBIC (DOPMBI
CUHIpOoMa AHIEpceHa, IIyOxXe W3yYUTb MeXaHWU3MbI
JEUCTBUS MyTallMii (MyTallii MOTYT HapylaTh (hyHK-
LIMM MOHHBIX KaHAJIOB U TpaHCMEMOpPaHHBIX OEJIKOB Ha
pPa3HbIX YPOBHSIX UX B3AUMOACCTBUS) Y OOBSICHUTD HE-
00bIYHBIE (DEHOTUTTMUYECKUE TTPOSIBICHUST 3TOro 3a00-
JIeBaHMS, a (papMaKOTeHETUIECKIE MCCIICIOBAHMS T10-
MOTYT pa3padoTaTh HOBbIE METO/IbI JICUECHMSI.
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JTUATHOCTUKA, TEYEHUE U JIEYEHHUE
AYTOCOMHO-JOMHUHAHTHOU APUTMOTEHHOU
KAPIMOMUOIIATUH /TN CILVIASUU ITPABOT'O JKEJIYIOYKA

JI. A. Boxepus, B. A. basaes, A. X. Meauxyaos, Y. T. Kabaes, O. JI. Boxepus, P. B. Buckos,

A. T. ®uaamos, A. H. I'buyaii, B. B. Yymaxos

Hay4HbIli LEeHTP cepoedyHOo-cocyamcTom xmpyprun um. A. H. bakynesa (amp. — akagemuk PAMH J1. A. Bokepwus)

PAMH, Mocksa

PUTMOI€HHasd OUCIUIa3us IpaBoOro XKEjayaouka,
Wi apuTMOICHHAA IIPAaBOXKCIydO4YKOBasd Kap-
Lll/lOMI/IOHaTl/IH/ILI/ICHJla?:I/IH — TIATOJIOTUSI HESICHOM 3THO-
JIOr'MH, 4aCTO HACJICACTBCHHAA, XapaKTCPU3YIOLIAACA XK~

PpOBOI MM (PUOPO3HO-KUPOBOI MHMUIBTpALIMEil MUO-
Kapaa npeumyitectBeHHO T12K, conpoBoxkaaroiiasics xe-
JIYIOYKOBBIMU HAPYIIEHUSIMU PUTMA Pa3IMYHOM CTeIIEH!
TSDKECTU, BKITIOYast (puOpMLIsILIMIO XKeyaoukos [13, 15].
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