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CnuncokK cokpalieHumn

1-HH - nepBuMyHas HagnNoO4YeYHNKOBAs HELOCTAaTOYHOCTb

2-HH - BTOprYHasa Hagno4ye4yHMKOBas HeJOCTaTOYHOCTb

A - anbaocTepoH

Al - apTepuanbHas runepTeHsus

All - apTepvanbHoe gaBneHue

A3LDPK - ayToMMMyHHOe 3aboneBaHue LWNTOBUOHON Xeneabl

AN3 - ayToumMyHHOe 3aboneBaHne

AK - agancoHudeckun kpu3a

AKTTI - agpeHOKOPTUKOTPOMHbIA FOPMOH

AL - agpeHonenkoguctpodus

AHH - ayToMMMyHHasa HagnoyevyHMKoBas He4OCTaTOYHOCTb

AlC - ayTOMMMYHHBbIN NONUrnaHaynspHblA CUHAPOM

AlC1 - ayTOUMMYHHBIV NONUIMaHZyNApHbIN cuHapom 1 Tvna

AlC2 - ayTOMMMYHHbIV NOAUrNaHAyNApHbIN CMHAPOM 2 TUNa
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ATC3 - ayTOUMMYHHbIV NONUrnaHgynsapHeIn cuHapoM 3 Tuina
AlC4 - ayTOMMMYHHbIV MONUINaHAYNsApHbIA cMHAPOM 4 Tuna
AT - aHTUTENA

B/B - BHYTPMBEHHOE

B/M - BHYTPUMbILLEYHOE

BOKH - BpoxxaeHHas oncyHKUNA KOopbl HAAMNOYEYHUKOB
BWM - Bupyc nmmyHogedumumnta yenoseka

MHC - runotanamo-runocusapHasa Hagno4ye4yHMKoBas cucrema
K - rniokokopTrkonapl

Or3A - germopoannaHgpoCTepoH

OIr3A-C - permgpoanmanHgpocTepoH-cynbdar

OLPKK - AnMHHOLENOYeYHbIE XXMPHbIE KNCTOTbI

XKKT - »xenygoyHO-KMLWEYHbIN TpakT

UTT - NHCYNMHOTONEPaHTHLIN TecT

KCI - kopTu3on-cBsa3biBaoLLmMN rnobynnH

KCK - KOXXHO-CINU3UCTbIA KaHaMa03

KT - komnbloTepHas Tomorpadums

MAC - MHOXECTBEHHbIN ayTOUMMYHHbIA CUHAPOM

MK - MMHepanokopTukonapl

MPT - marHUTHO-pe3oHaHcHas ToMmorpadus

HH - HagnoyeyHnKoBasi HEJOCTATOYHOCTb

O[H - ocTpas gbixaTenbHasi He4OCTaTOUYHOCTb

OHH - ocTpas HagnoyevyHMKoBasi He4OCTaTOYHOCTb
OlMH - ocTpas noyeyHas He4OCTAaTOYHOCTb

OCH - ocTtpas cepaedHas HegoCTaTO4HOCTb

MAI - nonayToMMMyHonaTus

n/K - NOOKOXHOe

P - peHuH

C[l - caxapHbii guabet

C[I1 - caxapHbit guabeT 1 TMnNa

CK® - ckopocTb knyboukoBow unbstpaumum

TTl - TUPEOTPOMHLIN FOPMOH



Y[ - ypoBeHb 4OCTOBEPHOCTU JOKa3aTeNbCTB

YYP - ypoBeHb yoeauTenbHOCTN pekoMeHaauun

XHH - xpoHun4yeckasa Hagno4Ye4yHMKoBasi He4OCTAaTOYHOCTb

3AN3 - 3HOOKPNHHOE ayTOMMMYHHOEe 3aboneBaHne

CTLA-4 - uMTOTOKCUYECKNIA CBSA3aHHbIN ¢ T-numdountom 6enok 4
CYP - ymutoxpom P

CYP11ALl - oepMeHT oTenneHns 6okoBow Lenu

CYP21A2 - pepmeHT 21-rugpokcunasa

HRQoL - aHkeTa "Ka4yecTBO XW3HU, CBA3aHHOE CO 300POBLEM"

IMAGe - intrauterine growth restriction, metaphyseal dysplasia, adrenal hypoplasia congenital, genital
abnormalities

LADA - naTeHTHbI ayTOUMMYHHbIN anabeT B3pOChbiX

LC-MS/MS - xungkoctHast xpomaTtorpadus/ TaHgeMHasi Macc-CnekTpomeTpus
P450c21 - doepmeHT 21-rngpokcunasa

PD1 - peuenTop (6enok) nporpaMMMpOBaHHO CMEPTH

PD-L1 - nuraHg peuentopa nporpaMmmMmMpoBaHHON CMEpPTU

QR-kop - koA Quick Response

t - Temnepartypa

TepMuUHBbI 1 onpeaeneHus

21-rngpokcunasa (P450c21, CYP21A2) - dpepMeHT HagnoyeyHUKoBOoro crepoungoreHesa. AHtutena (AT) k
OaHHOMY epMeHTy SBnsATCA CneunduyeckuMmn MMMYHOMNOMMYECKUMW  MapkepaMmu ayTOMMMYHHOM OpMbl
nepBuUYHON HAANOYEYHUKOBOW HEAOCTATOYHOCTH.

ApoucoHudeckmn  (HagnoyedHukoBblt) kpu3 (AK; OCTpbI  TMNOKOPTULM3M; OCTpas Haamno4vyevyHuKoBasi
HepgocTaTouHocTb (OHH)) - usHeyrpoxarllee OCNOXHEHWEe HaanoyevyHukoBonW HepgoctaTtoyHocTn (HH),
BO3HMKaloLLee Npy HECOOTBETCTBMU YPOBHSA KOPTU30Na YBENNYEHHON NOTPEOHOCTU B HEM.

AOpPEeHOKOPTUKOTPONHBLIN TopMOH (AKTI) - rOpMOH, KOTOpbIN CUHTE3UpyeTCs agpeHOKOPTUKOTpodamu
rmnodusa n CTUMyNMpyeT CUHTE3 IIOKOKOPTUKOUAOB U aHOPOreHOB KOpbl HAANOYEYHNKOB.

AYTOMMMYHHBIA NONUINaHAYNAPHBIN cuHapoM (ATC) - ayToMMMyHHOE nopaxeHue 2x 1 6onee 3HOOKPUHHBIX
xenes. VcknioyeHneM SBNseTca ayTOMMMYHHbIA nonurnaHgynspHeln cuHgpom 1 tuna (AMC1), gnarHos Kotoporo
MOXeT ObITb MOATBEPKAEH U MPU HANMYMK 1ro S3HOOKPUHHOIO ayTOMMMYHHOro 3abonesaHus (3AN3), (npy ycrnosum
nmbo BbisBneHnss mytauum AIRE, nnbo codeTaHuMsi C KOXHO-CMM3WUCTbIM KaHOMAO30M), KOTOpOE MOXET
CONpPOBOXAATbCHA HEIHOOKPUHHBIMU ayTOMMMYHHbIMK 3aboneBaHunsmu (AN3).

BTopnyHaa HagnoyeuvHukoBasi HegoctaTodHocTh (2-HH) - 3aboneBaHue runocdusa unm runoTtanamyca
pasnuMYHOro reHesa, XapakTepuaylolleecsi HeCcrnoCcOOGHOCTBI MNPOM3BECTM [JOCTaTovyHoe KonmyectBo [K u
aHOpOreHoB.

"ntokokopTukonabl (MK) - ropmoHbl, KOTOpble CUHTE3UPYITCA MYyYKOBOW 30HOW KOPbl HaAMOYEeYHUKOB W
obecneunBaloT agantauuio opraHuama K ctpeccoBbiM haktopam okpyxatowewn cpegbl. OcHoBHbIM K aBnseTcs
KOpTU30n.



KopkoBoe BellecTBO (kopa) HaamnoyeyHuKa - HapykHas 4YacTb HaanoyeuyHuka, pacnoriaralolascs Hag ero
MO3roBbIM (BHYTPEHHMM) CroeM, koTopas auddepeHunpyeTcs U3 MHTEPPEHANOBON TKAHW U COCTOUT U3 TPeX 30H:
KrybouKoBasi, Ny4koBasi 1 ceTyaTtasl.

MuHepanokoptukongbl (MK) - ropMOHbI, KOTOPbIE CUHTE3NPYIOTCS KIYOOUYKOBOW 30HOWN KOPbl HAAMOYEYHMKOB
n obecnevnBaloT perynsumio BOAHO-IMEKTPONMTHOrO obmMeHa M cuUcTeMHOro apTtepuanbHoro aasneHus (AL).
OcHoBHbIM MK sBnsieTca anbgoctepoH (A).

MHOXXEeCTBEHHbIN ayTOMMMYHHbIM cnHapoMm (MAC) - couveTaHue Tpex u bonee AU3 (He obdAsaTenbHO
3HAOKPUHHBIX).

Hapnoye4yHuk - napHas »xenesa BHYTPEHHEN CEKPELMK, pacnosiokeHHasi B 3a0pHOLLMHHOM NPOCTPaHCTBE Hag
BEPXHMUM MOSFOCOM MOYKM 1 COCTOSALLAs M3 MO3rOBOIO 1 KOPKOBOIO BELLECTBA.

HagnoyeyHukoBble aHOPOreHbl - MOJIOBblE TOPMOHbI, KOTOpPblIE CUMHTE3MPYKTCHA CeT4yaToOn 30HOW KOpbl
HagnoyeuyHukoB. K OCHOBHbIM HAAMNOYEYHWKOBBLIM aHApPOreHaM OTHOCATCS AervapoanvaHgpoctepoH (OM3A,
KOTOPbIN Nepen cekpeumnen cynsaTtupyeTcsa Ao aernapoannaHapoctepoH-cynedaTta (OM3A-C)) n aHopocTeHaMOH.

MepBuyHasa HagnoyevHmkoBasi HegoctaTouHOCTh (1-HH, nepBuYHbBIA runokopTuumnam, bonesHs Agancona) -
3aboneBaHe HagnovYeyHNKka pasfnnMYHOro reHesa, Xxapakrepuaytouleecsi HeCnocobHOCTbI NPOM3BECTU AOCTAaTOYHOE
konudectso K, MK n aHgporeHos.

MonuaytonmmyHonatus (A1) - codeTaHne aByx AU3 (He 0b6a3aTenbHO 3HAOKPUHHBIX).

Pennn (P) - depmMeHT (OencTBylOWUA Kak TFOPMOH), KOTOPbIN CUHTE3UPYETCH OKCTarfoMepynspHbIMM
KneTkamy MoYek 1 katanusmpyet obpa3oBaHue aHrnoTeHavHa |. B ceolo ouepenp, aHrmoTeHsuH | npespallaeTcs B
aHrMOTEH3MH |l, KOTOPLIN CTUMYNUPYET CUHTES A.

XpoHunyeckass HagnoyeyHukoBas HepgoctatodHocTe (XHH) - HH BHe o6GocTtpenusa. lpu yBenunyeHum
noTpebHOCTM B KOpTM30Mne Ha PoHe OTCyTCTBMA NneveHms XHH mnn HeagekBaTHOM KOPPEKUMM 3amMecTUTENbHOM
Tepanun moxeT nepentn 8 OHH.

1. Kpatkasa nHcopmauus no 3aboneBaHUIO UM COCTOAHUIO (rpynnbl 3a6oneBaHuin N COCTOSAHUN)

1.1 OnpepeneHve 3aboneBaHUsA N cocTosiHuA (rpynnbl 3aboneBaHU NN COCTOSAHUN)

1-HH - Taxenoe xu3Heyrpoxatowee 3aboneBaHue, XapaKTepusylleecsd HecnocobHOCTbIO — Kopbl
Hagno4Ye4YHNKOB npomnseecTn gocratovHoe konudectso K, MK n angporeHoB. 1-HH BnepBbie onncaHa Tomacom
ApaoucoHoM 1 noaToMy HasbiBaeTcs bonesHbio AgaucoHa [1].

1.2 3Tuonorus n natoreHes 3a6oneBaHWUsl UMM COCTOAHUA (rPynnbl 3a6oneBaHUi UNN COCTOAHUN)

Haubonee pacnpoctpaHeHHad npuumHa 1-HH - aytoummyHHas (6onee 90%). Cneuudumyeckmmm
UMMYHOMOMMYECKUMU MapKkepamu ayTOUMMYHHOW OeCTPYKUUW KOpbl HagnovyeyHukoB asnstoTca AT K depmeHTy
Hagno4yevyHMKoBOro crepoupgoreHesa 21-rmgpokcunase (P450c21). AytoummyHHass 1-HH MoxeT ObITb
N30NMpPOBaHHOM (TO eCTb He coveTaTbed ¢ Apyrumun sAN3) nnn asnatecs komnoHeHtom AlNC 1, 2 nnn 4 Tunos [1, 2]
(tabn. 1). PopmaneHo AINC moxHO ob6o3HadvaTh kak Al [3], Tak u, Npu COOTBETCTBYIOLLMX ycroBusx, kak MAC [4].
B cnyyae codeTanusi Tonbko opgHoro 3AW3 ¢ ogHuMM unu Gonee HesHOOKpUHHbIM AU3 amarHosz AlC He
yCTaHaBMnMBaeTCs, a COCTOSHNE naumeHTa pacueHnsaetcs kak MAIN nnm MAC.

Tabnvua 1. OcCHOBHble 3HOOKPWHHbIE ayTOMMMYyHHble 3aboneBaHus, Bxogswme B coctas AllC
(MoanduumnpoBaHo aBTopamm).

AllC1 AlC2 AlC3 AlC4
(myTaums reHa AIRE)
- 1-HH <*> -1-HH - ASLLK -1-HH
- N'vnonapatupeos <*> |- ASWXK n/vnu CO1/LADA [6, 7] + papyrve 3ANB |+ gpyrue sAU3 <>
(+/- KCK <*>, ppyrue | +/- gpyrue sAN3 < > <> kpome: 1-HH | kpowme: ALK,

3AU3 <1>) [5] 8] CI1/LADA [9]




CokpauleHusi: KCK - koxHo-crnmaucTbin kaHanaos; ALK - ayToMMmmyHHble 3aboneBaHus LUTOBUAHOM
xenesbl; CI1 - caxapHbii anadeT 1 Tuna; LADA - naTeHTHbIN ayTOUMMYHHBIN guabeT B3pOCTbiX.

<*> NaTOrHOMOHMYHbIe 3aboneBaHnsl, NeHEeTPaHTHOCTb MeHee 100%.
<"> apyrne 3A3: rmneproHagoTPONHLIN MMNOroHaamaMm, rmnogpumsnT, 6onesHb XupaTta.

Mo mepe nosiBneHnsa HoBbIX kKOMNOHEHTOB nNpu AMNC3 n AlNC4, anarHo3 MoxeT BbITb NepeknaccuguumpoBaH
B AlMC2 (Hanpumep, npu nossneHunn y naumenta ¢ AlNMC4 A3LLK unu ¢ ANC3 HH) [10]. Taknm 06pas3om, NOCKOSbKY
ansa AlC2, AINC3 n AlNC4 xapakTepHbl eguHbli natoreHes 3aborieBaHusi, MOMWUIEHHbIM TUM Hacne4oBaHWs,
mMaHudecTtauma AM3, B GonblUMHCTBE CnyvaeB, BO B3POCIOM BO3pacTe, MO HalleMy MHEHUI0, LernecoobpasHo
BblaensaTb eguHbl Tun AMNC (AMNC2 unu AMNC B3pocnbix). Mpu atom AMNC 2 Tvna AormKeH BKoYaTb B Ce€0S1 MUHUMYM
ABa nobbix 3HAOKPUHHBIX AU3. HekoTopble akcnepThbl pa3gensioT AaHHY no3uumio [11], HO B TOXXe BpeMsi MHOTUE
cneumanucTbl BCe Xe MoNb3yeTcs pacluMpeHHON Knaccudgurkaumen, B CBA3M C YEM, BaXXHO UCKMIOYNTb PasHOYTEHMUS
n onpefenvTb e4uHble KpUTepumn Ons BCeX.

K gpyrum npuyuHam 1-HH (tabn. 2) oTHocaTca uMHeKUunoHHble 3aboneBaHus (Hanpumep, Tybepkynes),
pasnu4yHble HacneACTBEHHbIE NaToNorMm, KOTopble B BOMbLUMHCTBE CryYyaeB AMarHoCTUPYIOT B AETCKOM BO3pacTe,
ToTanbHas agpeHanakToMmus, MeTactatudeckoe nopaxeHuve u numdomMa HagnoveuyHukos [12 - 14]. Kpome Toro,
BCMeACTBUE  YBENMYEHWS 4YMCra XPOHUYECKUX  TSHKEMbIX NauueHToB, TpebylowmMX MHOrOKpaTHbIX WU
MHOTOKOMMOHEHTHbIX MEeAMKAaMEHTO3HbIX METOOOB JfleYeHuns, Bo3pacTaeT BrUSHUE AOMNOMHUTENbHbIX ATPOreHHbIX
(haKTOPOB: KPOBOUSMMSAHNE B HAANOUYEYHMKM NPY fIeYeHn NPOTUBOCBEPThLIBAOLWMMMK cpeacTBaMu, 6riokaga cuHTesa
KOpTM30Ma HeKOTopbiMM WHrMbuTOopamu apomaTtasbl M npenapatamm Ans oblWen aHecTe3awnu, YCKopeHue
meTtabonuama K Bcrneactesvne npveMa npoTMBO3NMIIENTMYECKUX NpenapaTtoB (PeHUTouH™™  un dpeHobapbutan™) u
aHTnbuoTnkos (pudamnuumH**) [12].

Tabnuua 2. MNMpoyne NprymnHbl NEPBMUYHON HAAMNOYEYHUKOBOW HegocTaTouHocTu [1, 15, 16].

MpnynHa OcobeHHOCTHM

HacnencrteeHHble BapunaHTbl I'IepBVI‘-IHOVI HaAMNOYe4YHNKOBOWM HEQOCTATOYHOCTH

BpoxaeHHas AncyHKUMS Kopbl HA4NOYEYHNKOB
(camas 4acTas npuyMHa NepBMYHON HAAMOYEYHMKOBOW HEQOCTaTOMHOCTL Y AeTen - 80%)

Oeduvunt 21-rmpgpokcunasel  (MyTaums | Hanbonee pacnpocTpaHeHHbIN BapuaHT, COMpPOBOXAAETCH
CYP21A2, CYP21B) rmnepaHgporeHmnen

Oeduumt 116eTa-rmgpokcunasel | ConpoBoxagaeTcs runepaHgporeHnen, runepTeHsnen
(myTauma CYP11B1)

Oedunumnt 36eTa- | HapyweHvne nonoBon AuddepeHUUPOBKM Y ManbymKoB,
rmapokcucTepongaernaporeHassl Il | rmMnepaHaporeHus y oeBoYeK
(myTauma HSD3B2)

Oedbuumt  depmenTa  oTwenneHus | XY pesepcud nona
6okoBou Lenu (mytaumsa CYP11A1)

Oeduunt okcupgopeaykTasbl (MyTauus | Hapywenne nonoson AvddepeHUMpoBKN, CKeneTHble
POR) mMarnspopmauum

BpoxgeHHasa nunougHasi rmnepnnasus | XY peBepcus nona
Hagnoye4HukoB (MyTaumsa StAR)

BpO)KLI,eHHaﬂ rmnonna3na Hagno4Ye4YHKoB

MyTtauuna NROB1 X-cuenneHHas; BTOPUYHbLIA rMNoroHagnam




Heneunsa Xp21

MwuoancTtpocpusa OioeHa

MyTtauus SF-1

XY peBepcus nona

IMAGe cungpom

3apgepxkka BHYTpPUYTpPOGHOro passuTUdA, MeTadusanbHas
OVCMNa3unsi, BPOXAEHHAs TMMNONMasns HagmnoYeYHWKOB,
repmMadpoanTmam

BpoxaeHHas HeuYyBCTBUTEMNbHOCTb K afpeHOKOPTUKOTPOMHOMY FOPMOHY (M30NMPOBaHHbLIN AeduumT

rMIOKOKOPTUKOMAOB)

1 Tuna MyTaumsa reHa peuentopa K aApeHOKOPTUKOTPOMHOMY
rOPMOHY (CUHOHUM - peLenTop K MenaHokopTuHy 2) MC2R

2 Tina MyTauna reHa BcnomoraTensHOro NpoTenHa peuentopa K

mMenaHokopTuHy 2 MRAP

CemenHbin gedunumnt MK

Mytauna reHoB MCM4 (KOHTpONMpyeT pennukaumto
reHoma), NNT (kogupyet HAL/HAOD-TpaHcrmgporeHasy),
TXNRD2 (perynupyeT OKMCNUTENbHO-BOCCTAaHOBUTENbHbIN
romeocTas)

CwuHpgpowm Tpex A (Cungpom Onrpoysa)

Axanasus, bonesHb Agancona, anakpumus (AAAS)

Opyrne metabonuyeckne HapyLLeHus

AnpeHonenkoguctpodms

B oCHOBHOM GOMEKT MYX4YMHbI; M3OLITOYHOE HaKoMMNeHne
npegernbHbIX OMHHOLENOYEYHbIX XUPHbIX knucrnoT (OLPKK);
nopaxeHve 06enoro BellecTBa LEHTpanbHON HEPBHOWN
CUCTEMBI, KOPbl HAAMOYEYHMKOB U SIYEK

MwutoxoHapuaneHble 6onesHn (pegko)

MHoeCcTBEHHbIE aHOManuMn pas3BnTUA

Bones3Hb BonmaHa

Oucnunngemuns, 3aboneBaHne nevyeHn

MprobpeTeHHbIe BapyaHTbl NEPBUYHON HAOMOYEYHNKOBON HEAOCTAaTOYHOCTH

I'IOBpex(p,eH ne TKkaHun Haano4de4vyHuka

UHdekunn Tybepkynes, BWY-nHdekuns, kaHanaos, rmcronnasmos,
LuTOMeranoBmpyc, cudpunmc, adpukaHcKMin TpunaHocomMo3
MeTacTtasbl Pak nerkux, cpefocTeHusi, TOMCTOW KULIKK, IMMdOoMa,

MenaHoMa

KpOBOl/I3J'I naHMe B Haano4Ye4YHunKn

Ha (bOHe cencuca, aHTUKoarynaHTHoro cMHgpoma, npuema
AHTUKOArynaHToB

ToTtanbHas afpeHanakTomuma

HekoTopble cnyyam B6onesHu
OBYCTOPOHHEN heOoXPOMOLUTOMBI

NueHko-KywimHra,

OLHOCTOPOHHSIA  agpeHanakToMnst  C
atpodumen KOHTpanartepanbHoro
Hagno4vevHuka

CwuHgpom UueHko-KywinHra

MHdwmnbTpaTmBHbIe 3ab6oneBaHns

femMoxpomaTos, amusionaos, capkonaos

MegukameHTO3Hada

MpoTnBOTYGEpPKYNE3HLIE NpenapaThbl

Pudamnnumn™* <1>




MpoTtnBorpmbkoBble npenapartbl | KeTokoHason
CUCTEMHOro AeNCTBUS

Opyrve npoTuBoonyxonesble | [MnepakTnBauus ayTOMMMyHUTETA (3a cyet
npenapaTbl (MOHOKMNOHanbHbIE | MHIMOMPOBAHNSA KOHTPOJIbHBLIX TOYEK nepegavm MMMYHHOTO
aHTUTENa) curdana: CTLA-4, PD1, PD-L1)

Mpouue npoTtusoonyxonesble | MutotaH**

npenaparTbl

MpenapaTbl Apyrux rpynn HekoTopble MHIMOUTOPBLI apoMaTo3bl <2>, npenapaTbl 4NS

obuwen aHecTesann, AMarHoCTUYECKNE npenapatbl <3>,
VIHI'VI6VITOpr NPOTENHKNHA3bI

<1> Cnyyawu pa3suTtus 1-HH y nayneHTOoB, Nnony4yarolmx AaHHbIA NpenapaT, HeobxoauMOo NHTEPNPETUPOBATL
C OCTOPOXHOCTbIO, TaK Kak Tybepkyne3 MoXeT OblTb CAMOCTOATENBHON NPUYMHON NOPaXEHMS HAAMOYEYHMKOB.

<2> HekoTopble UHIMBUTOPBLI apomaTtasbl, MUTOTaH™* U KETOKOHA30/ Ha3Ha4YaKTCH, B TOM YMcne, Npy nevyeHnm
SHAOrEHHOro rMnepkopTULM3Ma.

<3> KoTopble MOryT NPUMEHSATLCS B AnarHocTuke 2-HH.

Cokpawenusa: BOKH - BpoxaeHHasa AMcdyHKUMS Kopbl HagnodeyHukos; BUY - Bupyc mmmyHogedmumTa
yenoseka; CTLA-4 - UNTOTOKCMYECKUI CBA3aHHbIN ¢ T-numdoumTtom 6enok 4; PD1 - peuentop nporpammmpoBaHHON
cveptn, PD-L1 - nuraHg PD1, CYP - untoxpom P; IMAGe - intrauterine growth restriction, metaphyseal dysplasia,
adrenal hypoplasia congenital, genital abnormalities.

B ocHoBe 1-HH nexut abcontoTHbld Aemumt KopTukocTeponaoB. Oeduumnt A npMBoguT K noTepe 4yepes
MOYKM 1 XKeNyaouHO-KuweYHbl TpakT (KKT) HaTpusa 1 BoAbl C pa3Butnem gervaparawmm, rmnoBoniemMum, rmnoToHUMK,
a Takke nporpeccupylowen runepkanuemun. [dedmumt KopTM3ona - OCHOBHOMO afanTOreHHOro ropMoHa
YENOBEYECKOrO OpraHmaMa - MpPUBOAUT K CHWKEHMIO COMPOTUBASEMOCTM K PasfUYHbIM SHOO- U 3K30rEeHHbIM
cTpeccopaMm, Ha oHe KoTopbiXx (B OonbWKMHCTBE CcriydaeB Ha (OHe UWHekunri) wn  npoucxognt
MaHudecTaums/gekomneHcauma HH. Takum obpasom, B naToreHe3e rmnokopTULmM3Ma NepByl0 U OCHOBHYHO POSib
UrparoT LMpKYyNATOPHas He4OCTAaTOYHOCTb U Aervapataums [17].

Oedununt kopTnsona nocpeacTBoOM obpaTHOW CBSA3W BO3AENCTBYET Ha runoTanamMmo-runodusapHyo ocb U
npusoauT K nosbiweHno ypoBHA AKTI. lNpu peduumte MK Bospactaetr ypoBeHb P, cuHTe3upyioLlerocs
IOKCTarnomMepynsipHeIM/U KneTkaMmy nodek. OTO MMEET BaXKHOE KMMHWYEecKoe 3HadeHue, Tak kak npu 2-HH, korga
otcytcTByeT cekpeuua AKTI, MuHepanokopTukomaHas  yHKUMA, perynupyemas pPeHUH-aHrMOTEeH3WNH-
anbLAoCTepPOHOBOW CUCTEMOWN, HE CTpajaer.

B cBsa3u ¢ Tem, 4yto AKTI okasbiBaeT BRMsSHME TOSbKO Ha MYYKOBYK M KNyHOYKOBYHO 30HbI, @ cekpeuus A
KOHTpOnupyeTCca ApYyruMuM MexaHuamamu, runosoriemus npu 2-HH MmeHee BblpaxeHa, Tak Kak Ha KopTu3on
NPUXOAUTCH OKONO MOMOBUHLI MUHEPAaNOKOPTUKOMOHOW peakuuu, OTBETCTBEHHOW 3a nojaepxaHue BOAHOTO
romeocrasa.

B ocHoBe OHH nexuTt peskuii n BoipaxeHHbi gedpmumnt MK n MK. Y naumeHta ¢ OHH HabniogatoTtca Takue xe
n3MeHeHus, kak M npu XHH, HO CKOpPOCTb M TSHKECTb 3TMX HapyLeHW 3HayuUTEeNbHO BbIle: pa3BMBaETCA
aermaparaums, npoucxoauT NOTepst HaTPUS, CHMXKAETCA 9KCKPELMSA MOHOB Kanus U MOHOB BoAopoAa Moykamu, B
pe3ynbTate pa3BuBaeTCs runepkanneMms u metabonMyeckMin aumgos, BO3MOXHO NOBbILLEHWE YPOBHS Kanbuus B
KpoBu. [Jervapartauuio 1 NOTEPIO MOHOB HATpWUsi U Xropa ycyrybnsetr ymMeHblUeHne CKOPOCTU BCacblBaHWsS WX B
KMLLEYHWKe, a Mo3aHee - pBOTa M1 NMOoHOoC. [porpeccupytoLlas noTepsi BHEKNETOYHOW XUAKOCTU, yMeHbLUeHne ob6bema
LUMPKYNMPYIOLLEN KPOBM NpuBOAUT K nageHuto A[l, NpONOHrMpOBaHHOMY CHWXEHUIO CKOPOCTM KryBO4KOBON
dunetpaumm (CK®P) n noveyHOro KpoOBOTOKA, MMMNOTOHWM [MAOKOW MyCKynaTypbl M Muokapda. PassuBaetcs
cocyamucTtelin  konnanc. [lpu atom HapacTtawowui geduumt K cHwkaeT 4YyBCTBUTENBLHOCTbL apTepuon K
HopagpeHanuHy. Heobxoanmo yuntbiBaTb M TO, YTO HegocTaTok K BbI3biBaeT 3amenneHvne katabonusma Genka,



CHWXEeHVe Ae3aMUHMPOBaHNA, U, Kak CreacTBue, 3HauYMTenbHOe OrpaHuYeHne SKCKpeumu as3oTa M aMUHOKMUCIIOT,
TOPMOXXEHWE TMIOKOHEeOoreHe3a, NageHns YPOBHS MOKO3bl KPOBUW, BMNOTb 40 Pa3BUTUS TUMOTNIMKEMUYECKON KOMBbI.
Tspkenble, ObICTPO nporpeccupylolime HapyweHus meTtabonusama nposiBNATCA B PE3KOW acTeHUW, OCTPbIX
HapyLleHnsaX cepaeyHO-COCYANCTON AEATENbHOCTH, XENYAOYHO-KULWEYHbIX PacCTPOMCTBAX, HapyLUEHNAX HEPBHO-
ncuxunyeckoro crartyca (puc. 1) [1].

KopTtusond, AnbaocTepoHy,

Hapywenue UNa \ ‘
FAIOKOHEOrEHe3a U ® MK
FAMKOAN3a '

[unogonemua, .
[vnornukemuma, LAl Aucnencua

aCTeHNA

| Crpecc JCKD

J aganTayuoHHbIX
MEXAHMIMOE

OlMH

Manuge cra uma ! -
3abonesanna ) Cyaoporu, OCH, Of1H
Cocyancrblii Konnanc .

PucyHok 1. MNMatoreHes 1-HH [18].

Cokpaulerus: OMNH - octpas noyevHas HegocTatoyHocTb; OCH - ocTpas cepaeyHas HegocTaTtodHocTe; OOH
- OCTpad AbixaTtesibHad He4OCTaTO4YHOCTb.

OnarHoz OHH MOXHO nNpeanonoXutb y NaumeHTa C BbIPAaXEHHOW TMMNOTOHMEN UMW LUOKOM U OTCYTCTBUEM
apdekTa OT NPUMEHEHUS afipeHepPrn4eckux N godaMmHepruyecknx CpeacTs, T.K. MIOKOKOPTUKONAOHBIN AeduumnT
YMEHbLUAET COCYAMCTYIO PEaKTUBHOCTb K aHrMOTEH3WHY, HopajpeHanvHy W ApYyruM Ba3OKOHCTPUKTOPHbLIM
BO34ENCTBUSM, YMEHbLLAET CuHTe3 cybecTpaTa P, yBenuunsasi NponsBoACcTBO U adhdekTbl NpocTaumKnnHa u gpyrux
cocygopacLumpsowmx metabonmros [18, 19].

1.3 dnuaemmnonorusa saboneBaHUsA UNu cocTosiHUA (rpynnbl 3aboneBaHMN N COCTOSAHUN)
1-HH - oTHocuTEenbHO peakoe 3aboneBaHWe C PacnpPOCTPAHEHHOCTbIO B Mupe, npubnuautensHo 100 - 144
crnyyaeB Ha MUNNMoH Hacenenus [20] (no gaHHbiM Martina M. Erichsen u coaBt. [20]), a 3aboneBaemocTbto 4,4 - 6

cryyaeB Ha MUIIIMOH HaceneHus B rog [22]. OgHako, B nocneaHue rogabl NosiBUNMCE HOBbIE AaHHble 06 yBENMYeHUn
pacnpocTpaHEHHOCTH, 0COBEHHO Cpeam XeHLWH [23].

1.4 OcobGeHHOCTM KOAUPOBaHUA 3aboneBaHUsi UNU COCTOAHUA (rPyNNbl 3aboneBaHM UNN COCTOSIHUI)
no MexpayHapoaHoW cTaTucTUYeckon knaccudukaumum 6onesHen 1 npobnem, CBA3aHHbIX CO 34,0POBLEM

Opyrne HapylweHusa HagnodeyHukos (E27):

E27.1 - MNepBnYHas HeAOCTATOYHOCTL KOPbl HANOYEYHMKOB;

E27.2 - ADANCOHOB Kpus,;

E27.3 - MegnMkaMeHTO3Hasa HeQOCTaTOMHOCTb KOPbl HAAMOYEYHUKOB;
E27.4 - [Ipyras n HeyToYHEeHHas HeJoCTaTOYHOCTb KOPbl HAANOYEYHNKOB;
E27.8 - [Ipyrne yTOYHEHHbIEe HapyLUEHWS HaaNOYEeYHUKOB.

HapyLweHunsi 3HAOKPWHHBIX Xerne3 npu 6onesHsx, knaccunumnpoBaHHbIX B Apyrnx pybpukax (E35%):
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E35.1 - HapylweHua Haono4e4YHNKoB npu GonesHsix, KnaccuguUMpOBaHHbIX B APYrux pybGpukax.

OHOOKPWHHBIE W MeTabonuyeckne HapylleHus, BO3HWKLWIME MNocne MeOUUMHCKUX npoueayp, He
KnaccugpuuupoBaHHble B Apyrux pybpukax (E89):

E89.6 - M'mnodyHKUMSA KOpbl HAAMNOYEYHMKOB (MO3roBOro Criost), BO3HMKLLASA NOCHe MeaULMHCKUX npoueayp.
1.5 Knaccudmkaumsa 3aboneBaHus unm cocTosiHMA (rpynnbl 3a6onesaHnin Unu COCTOAHUN)

Mo TeyeHuMIo pasnuMyaoT XPoHMUYeCKyto 1 ocTpyto 1-HH [24].

Mo npuynHe pasnu4yaloT HacneacTBeHHYI0 U nprnobpeTtenHyto 1-HH [1].

B 3aBucuMOCTM OT CTenmeHM afekBaTHOCTW 3aMeCTUTENbHOW Tepanuu, pasnuyalnT MeOUKaMEHTO3HYH
KomneHcaumo, cybkomneHcaumto n pgekomneHcauuto (AK) rniOKOKOPTUKOMAHOM U MUHEPaNnoKOpP TUKOMAHON
HeJOCTaTOYHOCTH.

AytoummyHHas 1-HH moxeT 6bITb N30NMpOBaHHON UK ABNSATLCS KOMNOHeHTom AlNC.
1.6 KnuHnyeckas kapTuHa 3aboneBaHMA UM COCTOSIHUA (rPynnbl 3ab6oneBaHM UM COCTOSIHUN)

CumnTtombl HH npegctaeneHsl B Tabn. 3. MNpu 1-HH yacTto HabniogatTcs: noteps Beca, opTocTaTvyeckas
rMnoTeH3us BcrieacTBve 06e3BOXMBaHWSA, TAra K COMEHOMY, MMMOHATpUMeMus, runepkanvemus (dawe nocne
MaHudecTaumm rmnoHaTpMemMun), M3MEHeHUs B KIMHUYECKOM aHanu3e KpoBW (aHemus, 303MHOUNUS,
nmdoumnTos) un runornukemns. MNosbiweHHasa cekpeumsa AKTT n gpyrnx nentMaos NPOONMOMENaHOKOPTUHA YacTo
NPUBOANT K rMNepnurMeHTaunm Koxu n cnmanctoix. OgHako, AaHHbIA NPU3HaK NPOSABNSETCH B PasfUYHON CTeNeHn
1 nHoraa ObITb BOBCE HE3aMETHbIM (>kenaTesibHO, CPaBHWUTL LIBET KOXHbIX MOKPOBOB C CUOCOM NauueHTa). Y KeHLLMH
ncuyesaeTt NoamblLLEeYHOE M TOBKOBOE OBOSIOCEHME BCNEACTBME CHUXEHNS YPOBHS HaAMOYE€YHNKOBBIX aHOPOreHOB.
Bce octanbHble cumntombl 1-HH sBnsioTca HecneunduyHbiMK: cnabocTb, yCTanoCTb, KOCTHO-MbILEYHbIE U
aboomuHanbHble 6onn, genpeccus M NOBbILWEHHas TPEBOXHOCTb. B pesynbTate goctatoyHo 4acto 6omnesHb
AnarHocTupyeTcs Tonbko Ha atane AK, kpariHe onacHOro Ans Xu3Hu cocTosiHusa [25].

Tabnuua 3. KnnHuyeckue nposisnexns 1-HH [26] (mogudmumposaHo asTopamu).

XKano6el/cumnToMmbl KnuHnyeckme npusHakm JlabopaTtopHble nsmeHeHus

HapgnoyeyHnkoBas HeQOCTATOYHOCTb

1. YcTtanoctb, cnaboctb 1. TwnepnurmeHTaums cknagok | 1. flmnoHaTpuemms
2. CHuxKeHue Beca KOXMW,  Cnu3ncTblX, pybuoBbIx | 2. M'Mnepkanuemuns
3. MocTypanbHoe | UIBMEHEHUI, COCKOB, OCOGEHHO

roNoBOKPYXXEHME KOXHbIX NMOKPOBOB,

4. AHopekcusi, abaoMuHanbHbIN | NOABEPrLLMXCS MHCONSLUMUN

anckomaopTt (Tonbko npu nepBUYHOM

5. Tara k coneHomy HaAnNoO4Ye4YHNKOBOM

6. enpeccus, 4yBCTBO TPEBOrM HeJOCTaTOYHOCTK)

7. Tsaxenoe TeyeHue | 2. TUNOTOHMA C MNOCTypanbHbIM

WHTEPKYPPEHTHbIX 3a60MNeBaHnii | BbIPaXKEHHbIM CHIKEHUEM
3. MHorpa, oTcyTcTBUE NoGKoBOro
1 NMOAMBILLEYHOrO OBOMOCEHUSA Y

YKEHLLMH
ALANCOHNYECKUI KPU3
1. BelpaxxeHHas cnaboctb 1. BblpaxxeHHasi runoTeH3uns 1. TwnoHatpuemus (< 132
2. CuHKonanbHble COCTOAHUSA 2. bonesHeHHas  nanbnauus | MMonb/n)
3. borm B XMBOTe, TOLWIHOTA, |KMBOTa/HAMPSXKEHHOCTb  Mbiw | 2. MMnepkanunemums
pBOTA; KIIMHUYECKME CUMMTOMbI, | NEpeaHEen OPIOLLHOM CTEHKM 3. 'vnornnkemuns
NMOEHTNYHbIE "OCTPOMY XKUBOTY" 3. Ilnxopagka 4. ['vnepkanbumemms

5. MNoBblWweHne KpeaTunHnHa




4, Pe3kme 0Oonu B NOACHUYHOWM | 4. CnyTaHHOCTb CO3HaHu4,
obnactu aennpui

5. CnyTtaHHOCTb CO3HaHus, conop | 5. Onurypus ¢ Mcxogom B OCTPYHO
NOYeYHy He4OCTaTOYHOCTb

BblpaxeHHbIn NONOXUTENbHBIN 3OPEKT OT TEpanuM rMIOKOKOPTUKOMAAMU

Heobxogumo Takke oTMeTUTb TPYAHOCTU AuarHocTukm HH y 6epemeHHbIX, Tak kak Hecneumduyeckne
CYMMNTOMbI, Takue Kak yCTanocCTb, TOLWHOTA M pPBOTA, 4YacTO He OTNMYalTCA OT COMYTCTBYHOLMX OObIYHOW
B6epemeHHocTH [1]

2. InarHocTuKa 3aboneBaHUA UNKU COCTOSIHUA (rpynnbl 3a6onieBaHUM UM COCTOAHUN) MeAULMHCKUe
nokasaHus M NPOTUBOMNOKAa3aHUA K NPMMEHEHUIO METOA0B ANAarHOCTUKM

OcHoBononarawwmmm Ons ycTaHOBneHua AamardHo3a HH  gsnaioTca  pesynbtatbl  nabopaTtopHoOro
obcnepoBaHna. BaxkHo, 4TO TsKenbIM NaLUeHTaM C KNMHUYEeCKMMn npusHakamm HH npeaBaputensHo Heobxoammo
npoBecTn 3abop KPOBM B AMArHOCTMYECKUX LENAX, €Cru MMEETCs Takad BO3MOXHOCTb, M, He [A0XMAasiCb
pe3ynbTaToB, HaunHaTb fedvenne K. MoaTeepxaarollee TeCTMPOBaHWE MOXET ObiTb BbIMOSTHEHO MOCHE NeYeHus,
Ha boHe BPEMEHHOI OTMEHLI Tepanuu, Koraa CocTosiHMe nauueHTa ctabunuanposaHo [27, 28].

2.1 XKanoobl n aHamHe3

- ObcneposaHve c uenblo ucknoveHns 1-HH pekomeHgyeTcd y nauMeHTOB C HEOOBACHUMBbIMW APYron
naTtonorven CUMMNTOMaMu, MOAO3PUTENbHBIMU OTHOCUTENbHO Hanunuua 1-HH: cHwkeHne Beca, rmMnoTeH3us,
rMnoHaTpuemus, rmnepkanuemus, nuxopagka, 6onm B xxmBoTte, runepnurMeHTanms, rmnornmkemus [12, 25, 29].

YpoBeHb y6eamTensHOCT pekoMeHaaumnii C (ypoBeHb OCTOBEPHOCTY AOKA3aTeNbCTB - 5)

KommeHTapum: 1-HH 4acto BOBpeMs He OmarHocTupyeTcs BCrneAcTBue npeobnagaHus Hecneumpuiecknx
CMMNTOMOB B TeYeHME HECKOMNMbKMX MecsiueB U1, Adaxe, net. B cBaAsm ¢ 4vem, Heobxogmma TwaTenbHas
MHOIOCTOPOHHAS OLleHKa COCTOSIHUS U Xanob nauueHTa. Hambonee nogo3puTenbHO coyYeTaHWe HECKOSbKUX
cumntomoB HH, a Takke, cumntombl 1-HH y maumMeHTOB € ayTOMMMYHHbIMU HapylieHusimu (Hanpumep, CIA1,
ayTOMMMYHHbIN racTpuT, NEPHULNO3HASA aHeEMUS, BUTUINIO), MHPEKUMOHHbIMK 3aboneBaHmsamu (TyGepkynes, BY-
WHGEKLMS, LMTOMEranoBmnpyc, KaHaAMA03, TMCTOMNNasMo3) U NPUHUMAaKOLLMX COOTBETCTBYIOLLME NpenapaTbl (Tabn.
1, 2). Takme nayneHTbl BXOAAT B rpynny pucka v TpedytoT 6onee TuatensHoro HabnogeHus.

2.2 dusukanbHoe obcregoBaHune

MpusHakn 1-HH, koTopble MOryT GbIThb BbISIBNEHbI NPpY (dU3MKanbHOM o6cnenoBaHWMK, NpeacTaBneHsbl B Tabn.

2.3 JlabopaTopHble AnarHoCTMYecKue uccrnenoBaHusi

- lMauneHtam C KIUHWYECKMMU CUMMTOMaMu, nogospuTensHeiMM Ha HH, Aana yTouHeHus guarHosa
pekomeHayeTcs uccnegoBaHue ypoBHen obuero koptusona n AKTI B kposu yTpom [30, 31].

YpoBeHb ybeautenbHoCcTM pekoMmeHaaumn C (ypoBeHb AOCTOBEPHOCTY A0OKa3aTeNbCTs - 4)

- [lMauneHtam C KNUHUYECKMMU CUMNTOMaMu, nogospuTenbHeiMM Ha HH, aona yTouyHeHua AuarHosa
pekomeHayeTCs uccnegoBaHue ypoBHel anbgoctepoHa u P B kposu yTpom [32, 33].

YpoBeHb yoeanTenbHOCTU pekoMmeHaaumii C (ypoBeHb JOCTOBEPHOCTM A0KA3aTENLCTB - 4)

KommeHTapum: Tak kak 80% nnasmeHHOro koptusorna cBs3aHO C KOpTM30r-cea3biBaowmm rnobynuHom (KCI)
n 10 - 15% - c anbbymnHOM, MHTEPNpPeTUpPOBaTb MMa3MEHHblE YPOBHM KOPTU30Ma HYXXHO B COOTBETCTBUM C
HapyLleHMAMI, KOTOpble YMEHbLLAKT (BOocnaneHune, pegkas reHeTudeckasi naTtonornst) Unu yBenu4mMBalT YPOBHM
KCI™ (acTporeHbl, 6epeMeHHOCTb, MUTOTaH™) [34].

B peakux cnyyasx (meHee 1 Ha munnuoH HaceneHus [35]) npuumHon cHwkenua KCIT moxeT ObiTb
HacneacTBeHHoe 3aboneBaHue - cemenHbI gecpmumnt KCI. MpuumHa 3aboneBaHus - mytaumsa B reHe CBG (nony-



OOMVHaHTHbIA TuN HacnegoBaHus [35]). KnuHnyeckn y mauveHToB onpegensiercs rvnoteHsvs n cnaboctb. lMpu
nabopatopHom obcnegoBaHWM MpyW FTOMO3WIOTHOM MyTauun MOXET ObiTb BbISIBIEHO 3HAYUTENBHOE CHWXKEHue
obuero koptuaona kposu (1,9 MKr/gn 1 HWke) Ha oHe HopManbHoro ypoBHst AKTI, a Takke KopTM3ona MoYu 1
cBOOOOHOMO KOpTM30Ma KpoBW, HO dpakLms cBOBOAHOro koptnsona B % 3HaunTenbHO NpeBbIlIaeT HOpMarbHble
3HaveHus. [py reTepo3uroTHOM MyTaLumn ypoBeHb 00LLEero KopTru3ona MoXeT ObiTb HopMmanbHbIM (40 17 Mkr/gn), a
dpakums cBobogHoro koptudona B % - conocTaBMma C MoOKasaTenamu 300POBbIX WM MPEBLILLAET UX.
MpeononaraeTcs, YTO rNIOKOKOPTUKOMAHAA akTUBHOCTb OBycrnoBreHa MMeHHO cBOOOAHOM bpakuuen kopTmusona.
Kpome Toro, He UCKMoYaeTcsl, YTO YyBCTBUTENBHOCTL peuenTtopoB K K y TakMx naumMeHToB NoBbILLEHA, YEM MOXHO
06bsACHUTL oTcyTcTBME nosbiweHnss AKTI no mexaHuamy obpaTHoOW oTpuuaTtenbHou ¢Ba3un [36]. Takum obpasom,
BOMPOC O HEOOXOAMMOCTMN Ha3HaAYEHNs1 3aMECTUTENBHON Tepanuuy y Takmx NauMeHTOB OCTAETCS OTKPbIThIM.

WccnepoBanve ypoBHelr P M A B KpPOBM MMeeT BaXHOe 3HadeHue B Hadvane 3aboneBaHud, Korga
MUHEPanoKOPTMKOUAHbBIA Aeduunt MoxeT nnbo npeobnagaTte B KNUHWYECKOW kapTuHe, Nubo ObiTb Moka elle
€VHCTBEHHbIM Mpu3HakoM 3aboneBaHus [32, 33]. VccnegoBaHue ypOBHEW HATpUA M Kanusa B KPOBU He MMeeT
CaMOCTOSITENBHOrO 3HAYeHUs ANd NOATBEPXKAEHUS WNU UCKMOYeHWsa auarHosa 1-HH, ogHako OomkHO 6bIThb
npoBeaeHo Ans nabopaTopHOM OLEHKN CTEMEHM TAXKECTU COCTOSHNS nauneHTa n aekTUBHOCTM Tepanuu.

Ona nepBuyHOM pguarHoctukn 1-HH mMoryT [ononHUTENbHO uMccnenoBaTbCsi  YPOBHW  CBOGOAHOrO
(HexkoHbtormpoBaHHoro) Ar3A vnn OI3A-C B kpoBwu, KoTopble 6yayT cHxeHbl. OgHako, Tak Kak ypoBEHb AaHHbIX
FTOPMOHOB MOXET ObITb CHMXXEH W Yy 340POBbIX, OCOOEHHO Yy NUL, CTapLUero Bo3pacTa, KOHTPOSb U M30NIMPOBAHHOE
nccrnegoBaHue aTUX Nokasartenen HelenecoobpasHo [26].

- PekomeHgyeTca y nauneHToB € nogo3peHnem Ha 1-HH ycTaHOBUTb AnarHO3 nNpu CHKEHUW KOPTU30Iia KPOBU
meHee 140 HMOnMb/N, 2-KpaTHOM NpEBbLILEHNM BepxHero pedepeHcHoro 3HadveHms AKTT, noBbilweHHOM ypoBHe P B
KOMBUHALMN C HU3KOHOPMAaITbHBIM UMM CHWXKEHHBIM YPOBHEM A, UccneaoBaHHbIX yTpom [27, 30 - 32, 37 - 38].

YpoBeHb y6eamTensHoCT pekoMeHaaumuin C (ypoBeHb OCTOBEPHOCTY AOKA3aTENbCTB - 4)

- Y naumeHToB ¢ nogo3peHnem Ha HH pekomeHOyeTcst UCKMIOYUTL AMarHo3, ecnm ypoBeHb KOpTM3oa KpoBu
yTpom 6onee 500 Hmonb/n [39].

YpoBeHb y6eamTensHOCT pekoMeHaaumin C (ypoBeHb OCTOBEPHOCTY AOKA3aTENbCTB - 4)

KommeHTapun: 3abop kpoBu pekoMeHgoBaHo ocywectsnatb ¢ 6:00 go 10:00 ytpa. K coxanenuio, 6onbLuas
YacTb nccnegosaHuii, onpeaenmBLLMX AMAarHOCTUYECKUA YPOBEHb KOPTU30Ma, BbINOMHEHa Ha nauneHTax He ¢ 1-HH.
Kpome Toro, yTpeHHuI KopTruson kposu npu HH, kak npaBuno, HKe UM oKomno HWxXHen rpaHnubl Hopmel (113 - 131
HMonb/n (4,1 - 4,7 mkr/an)) [40]. Pasnuunga mexay metogamu U3MepeHus KopTu3ona okasblBatT CyLeCTBEeHHOe
BMUSAHUE Ha hakTUYeCcKyto TouKy cut-off, ncnonb3yemyto B KNIMHUYECKON NPaKTUKe.

YposeHb AKTI npesbiwatowmn 300 Hr/n (66 nmonb/n) - STO MaKCUMarbHbIA YPOBEHb CTUMYNALUK
FMIOKOKOPTUKOMOHOIO CuHTE3a [26], N COOTBETCTBEHHO, HU3KMIN ypoBeHb kopTusona (140 Hmone/n [5 mkr/an]) B
KOMOMHaUMK ¢ NoBbILWEHHOW KoHUeHTpaunen AKTI ykasbiBaeT Ha HECMOCOOHOCTb KOPbl HAANOYE4YHMKOB OTBETUTL
Ha AKTI-ctumynaumo un guarHoctupyetca 1-HH [30, 31, 41, 42]. lMoBblweHHaa koHueHTpauua AKTI npwu
HOpMasnbHbIX MOKa3aTensax KopTuU3ona MOXeT SABNATbCA HavanbHbiM npusHakom 1-HH [43]. B cBasu co
3HauMTenNbHOM 3aBUCUMOCTbIO yYpoBHA AKTIT oT HabopoB, NPMMeHSAEMbIX B NabopaTopusix, BbIBECTU ONpeaeneHHbIN
nopor guarHoctudeckoro nokasatena AKTI HeBo3amoxHo [44, 45]. Tonbko OBa wUccnegoBaHus onpeaenunu
anarHoctunyeckuin nopor ans AKTI npu 1-HH B cpaBHeHUU ¢ rpynnon KOHTPONs 1 B 3Tux nccrnegoaHuax AKTT, kak
npaBuno, ObiN 3HAYUTENBHO MOBLILWEH. Taknm obpasom, ona guarHoctukm 1-HH npegnaraeTca nMeHHoO 2-kpaTHoe
npe.biweHne AKTI BepxHero ypoBHSI pedepeHCHoOro mHTepsana. HeobxoaMmo umeTb B BuAY, YTO B pPeOKUX
cnyyasx, npu gokasaHHon 1-HH, nokasatenun AKTIT MoryT 6bITb HEHAaMHOIO BbiLLEe BEPXHEro nopora pedepeHcHoro
AvanasoHa W He NpeBbllWaTh 2-KpaTHbIN ypoBeHb [30, 31].

PasHbiMM nccnegoBaTtensamn MpegnaralnTcsi pasHble MOPOroBble 3HAYEHWS] YTPEHHEW KOHLUEeHTpauum
kopTusona anga wuckniouveHumsa HH: ot > 285 Hmonwe/n (10,3 mkr/gn) go > 480 Hmons/n (17 wmkr/gn) [46].
OnarHocTnyeckas LIEHHOCTb MoKasaTensi KopTu3ona B OpYroe BPeMsi CYTOK (He yTpoM) Ansi ucknoyernus HH, B
HacTosLlee BpeMs, B JOCTAaTOUYHOM Mepe He uccrnenoBaHa.

OcTaeTcsi MHOrO BOMPOCOB OTHOCUTENBLHO NabopaTopHbIX METOAOB MUCCnefoBaHUst ypoBHeN A 1 P B kpoBu
(Mnun onpeneneHns PeHMHOBOW akTUBHOCTU Nia3mbl KPOBM), MO3TOMY, B HacTosiLLlee BPEMS, ANArHOCTMKA JOMKHA
OCHOBbIBATbCSA Ha peddepeHCHbIX Anana3oHax KOHKpeTHow nabopatopun [47]. B HekoTOpbIX criydasx, Hanpumep,



npy CEMENHOM TTOKOKOPTUKOMAHOM Aeduuute unu y naumeHToB ¢ 6onee "msrkumn" mytaumsamu npu BOKH, Ha
¢oHe 1-HH mMuHepanokopTukoMaHas HeJoCcTaTOYHOCTL He HabnaaeTcs.

- NauneHTam ¢ cumnTomamm HH, y KOTOpbIX pe3ynbTaTbl NabopaTopHbIX UCCNEAOBaHUIN HE COOTBETCTBYHOT
nabopartopHbiM kKpuTepuam 1-HH, HO 1 He ucknoyalT ee, pekomeHayeTcs NpoBeaeHue Npobbl ¢ NeKapCTBEHHbIM
npenapaTom nNpu OTCYTCTBUM NPOTUBONOKa3aHun [46, 48].

YpoBeHb yoeamTensHoCT pekoMmeHaaumuini C (ypoBeHb 4OCTOBEPHOCTY AOKA3ATENbCTB - 4)

- Y naumeHToB ¢ nogo3peHmem Ha HH pekomeHayeTcsi UCKNIOYMTL AMarHo3 npu NMKOBOM YpOBHE KopTu3ona
Ha ¢poHe nNpob ¢ nekapcTBeHHbIMKU NpenapaTtamu 6onee 500 Hmonb/n [49].

YpoBeHb ybeanTenbHOCTU pekoMmeHaaumi B (ypoBeHb JOCTOBEPHOCTU AOKa3aTeNbCTB - 3)

KommeHTapum: C uenbto guarHocTukn 1-HH BonbLUMHCTBO 3KCMEPTOB PEKOMEHAYIOT CTUMYIALMOHHBINA TECT C
npenapatamu n3 ATX-rpynnsl AKTT [18, 26, 40, 50 - 59]. Heo6xoaumMo npuHMMaTh BO BHMMaHue (hakTopsbl, KOTOpble
MOTyT BNUATb Ha pe3ynbTaT, HanpumMep, coegnHenne koptuaona ¢ KCIM [52] u, B MeHbLLen cTeneHu, ¢ anbbymmnHom
[53]. Ucnonb3oBaHmne npenapaToB 3CTPOreHoB NpmBoAMT K noBbiweHnio KCIT ¢ cooTBETCTBYIOLLMM NOBbILLEHUEM
ypOBHS kopTusona [40, 54]. Y nauMeHToB ¢ HePPOTUYECKUM CMHOPOMOM [54] 1 ¢ 3aboneBaHMaMM neveHun [55], a
TaKkke Yy MauMeHTOB B MocneonepaumMoHHoMm nepuoge [56] unm B kputmyeckoM cocTtosiHum [57], ypoBHu KCI un
anb0ymmnHa MoryT ObITb CHUXEHbI, cregoBaTenbHo, OyayT onpeaenaTbcs 6onee HU3KUE KOHLLEHTpaLMK KopTusona.

Tarke, ¢ Uenblo guarHocTukn 1-HH npumeHsieTca MHcynuHoTonepaHTHbli TecT (UTT). OTo ognH 13 cambix
CTapblX, OOHAKO OO0 CErogHsHEro AHS He NOoTepsBLUMX CBOEro 3HayeHus B guarHoctuke HH tectos, koTopbIv
no3BonseT UCCnefoBaTb UHTErPaTMBHYHK LEMNOCTHOCTb Cpasy BCeW runotanamMo-rmnodunsapHo-Haano4eYHKOBON
cuctembl (IMHC). MNnornnkemmnyecknii CTpecc SBNSETCA CUMbHBIM HEMPAMbBIM CTUMYNSATOPOM CeKpeLuun KopTu3ona,
KOTopasi onocpegyeTcs Yepes akTUBaLMI0 rMnoTanaMmyeckux LEeHTPOB U KOPTUKOTPOMHOW yHKUMK rmnocdusa. B
xoge UTT B ntoboe Bpemsi CyTOK OOQHOKPATHO NMPOBOAMTCS B/B BBeAEHME NEKapCTBEHHOro npenapara (¥UHCYnuH
pacTBOPMMbIN [4ENOBEYECKUIN FEHHO-MHXEHEPHbIN]**) B go3e 0,1 - 0,15 E[/kr (ecnu y nauveHTa MMeeT MEecTo
WHCYNMHOPE3NCTEHTHOCTb, [03Yy #WHCYNMHA pPacTBOPMMOrO [4ENOBEYECKOr0 FEHHO-UHXEHEPHOro]**  MOXHO
noBbicuTb) [60 - 62], n ncxogHo n yepes 30, 45, 60, 90 1 120 MUHYT - B3ATUE KPOBU U3 NepndepmnyecKkorn BEHbI ans
nccrnegoBaHusi ypoBHEN obLLEero KopTuaona 1 rmioko3bl B KPOBU. TeCT cuMTaeTcss UHPOPMAaTMBHBIM NPU FMKEMAN B
nobon Touke meHee 2,2 Mmmonb/n n/mnu npu ypoeHe koptuaona 6onee 500 Hmonb/n B ntobon Touke. HH uckniodeHa,
€cnuv ypoBeHb KopTusona B nobon Tovke 6onee 500 HmMonb/N. ECnn He NPOMCXOANT CHKEHWST YPOBHS FMHOKO3bI B
CblBOPOTKE MeHee 2,2 wmmonb/n, npoby cnegyer nostopuTb. OcHoBHbIM HepocTatkom WTT saensetcs
noTeHumarnbHas OnacHOCTb pasBuTus, Npu nmetoLenca HH, Tsokenon runornukeMmmn n moxeT BbiTb CNPOBOLIMPOBaH
AK. Moatomy TecT cnefyet cpasy npepsaTb Npy yXyALWeHM caMmovyBCTBUSA NauneHTa, npegsapuTtensHO BbiNOMHMB
nocnefHee B3aTUE KPOBU U3 nepudepmnyeckon BeHbl. MoxnneiM naumMeHTam, naunmeHTam c anurencuen, a Takke
npu MMetoLLencsa cepaedHo-cocyanucTomn n apyron Tsbkenoun natonorum UTT npotueonokasaH [63]. [ns ucknioveHus
npoTuBonokasaHunm Kk UTT pekomeHOOBaHO npoBefdeHVe Mpuema (KOHCyrnbTauuu) Bpadva-kapguonora neyebHo-
ONarHoCTUYECKOro NepPBMUYHOIO U, NPU HEOOXOAMMOCTU, MOBTOPHOIo. PakTopbl, KOTOPbIE MOTYT OKa3blBaTb BIINAHWE
Ha pesynbTaTbl ATT, onucaHsl BbiLLe.

Kpome Toro, MoxeT nNpuMMeHsATbCA npoba ¢ #rnokaroHoM**: B NMtoboe Bpems CyTOK OAHOKPaTHO NMPOBOAUTCS
B/M BBeAEHVEe nekapcTBEHHOro npenapaTta (#rnokaroH**) B gose 1 mr [61, 64], n B3aTne Kposu U3 nepudepuydeckom
BeHbl McxoaHo u vepes 90, 120, 150, 180, 210, 240 MnHYT ANA UCCNeaoBaHWs YPOBHSA OOLLEro KopTu3ona B KPOBMU.
TecT MOXeT NPUMEHATbCA MpU Hanudmm npotusBonokadaHunm k UTT [60]. OgHako, npoba ¢ #rrokaroHoM™™
XapakrepusyeTcsa HU3Kon cneunduyHocTblo (39% [65]). Mo aaHHbIM Karaca Z u coaBT. [66], NOXHONOMNOXUTENbHbIE
pe3ynbTatbl umenun mecto B 10 - 20% cnyyaeB (He0O6X0OUMO OTMETUTb, YTO B AAHHbLIX MccrnedoBaHusaX [65, 66]
anarHo3 HH ucknoyancs npu ypoBHe kopTu3ona 6onee 599 Hmonb/n). B cBA3n ¢ 4em, no pesynbtataMm npoodbl ¢
#rnokaroHom™*, amarHo3 HH MOXeT ObiTb YCTAHOBMEH TONbKO B COBOKYMHOCTW C OPYrMW MoKa3aTensimu,
CBUOETENbLCTBYOWMMM B MOMb3y Hanuuma HH. Hanpumep, BO3MOXHO uWccrnegoBaHuMe YpPOBHA CBOGOAHOrO
kopTusona B moye. Tak, Mpu pasBepHYTOW KINMHUYECKOW KapTUHE MEpPBUYHOrO TMMOKOpTUUM3Ma OOHapyXeHue
3HAYUTENBbHOIO CHMKEHNS CYTOYHOMN 3KCKpeumm cBoboAHOro KopTusona ¢ MOYOW NO3BONSEeT NOATBEPANTL ONArHo3
[18]. B kayecTBe OMArHOCTUYECKOrO Mopora MOXeT ObiTb MPUHATA HWXKHASA rpaHuiua pedepeHCcHoro nHrepsana
KOHKpeTHOW nabopaTtopun.

M3onupoBaHHOe uccnegoBaHMe YpPOBHSA CBOOOAHOrO KopTtm3ona B Mode ansa guarHoctmkm 1-HH He
peKOMeHAyeTCH, TaK Kak XapakTepusyeTcsl HU3KOW YyBCTBUTEMbHOCTbIO (MpumepHo y 20% naumeHToB AaHHbIN
nokasaTenb B npegenax pegepeHCcHbIX 3HavyeHui) [67].



- Y Bcex naumeHToB ¢ 1-HH pekomeHayeTca onpeaenutb aTuonoruno 3abonesaHus [26].
YpoBeHb yoeanTenbHOCTU pekoMeHaaumn C (ypoBeHb JOCTOBEPHOCTM A0Ka3aTENbLCTB - 5)

KommeHnTapumn: Koroa 1-HH noatBepxgeHa Ha nabopaTopHOM 3Tane, ganee BaHO MOAEHTMUUMPOBATb
npuynHy 3abonesanus (Tabn. 1, 2, puc. 2). AyTOUMMYHHbI agpeHanuT aBrnsieTcst Hanbornee pacnpocTpaHeHHON
npuyunHon 1-HH y B3pocnon kateropmm nauueHToB U CKpuHUMHT Ha AT k CYP21A2 n gpyrme ayTOMMMYHHble
3aboneBaHns OYeHb BaXKeH, MPUHUMas BO BHUMaHWe, 4To nabopaTopHble aHanuabl Ha AT k CYP21A2 Ha
Tepputopun PO He sBnstoTca ctaHaapTManpoBaHHbiMu. AT kK CYP21A2 MOryT UMPKYNMpPOBaTh 3a HECKOJTbLKO JeT A0
mMaHudectaumm 1-HH. OnpepeneHo, 4to npnbnuantensHo y 30% 300pOBbIX NALUEHTOB, MO3UTUBHBLIX HA Hanu4ne
AT k CYP21A2, B TeueHne 5 net maHudectmposana 1-HH [33].

Y myxumH ¢ otpuuatensHeiMn AT k CYP21A2 pomxkeH ObiTb BbINOMHEH KOMMMEKC MCCNneoBaHWn Ans
anarHoctukn X-cuennenHon AJ1[ [68]. HH moxeT 6biTb eguHCTBEHHBIM NpudHakoM AJl[l, koTopas Hanbonee 4acto
BCTpeyvaeTcd y ManbumkoB oT 2 o 10 neT. pwu ABYCTOPOHHEM MOpaXEHWM HaAnovye4yHMKOB HeoOXOoaMMOo
paccmMoTpeHne Bonpoca 06 o6crnegoBaHUM Ha npegMeT  UHAUNBbTPATMBHBIX  3aboneBaHun, WHeKunn,
KPOBOM3NUSHUSA, MEeTacTa3oB, OMyxofield, a B HEKOTOpbIX Crydasx - reHetudeckux 3aboneBaHun [12, 69].
HeaytonmmyHHble cniydan 1-HH Hanbonee 4acTo BbISABAAIOTCA Yy A€TEWN U NOXUIbIX NALMEHTOB.

1-HH

AT-210H

e MK

KT/MPT HagnoueyHMKos Ad
(MyrumHbI)

+ + +
A
UndunstpatusHble
sabonesanus, undexuun,
. KPOBOW3NUAHUA,
Uauonatuyeckas 1-HH MeTacTasbl, Onyxonu AytommmyHHaa HH

PucyHok 2. Anroputm onpeaeneHums 3TMonorum nepBMyYHON HagnoO4Ye4YHNKOBON HEQOCTATOYHOCTH.
Cokpaluenus: KT - komnbtoTepHas Tomorpadpus, MPT - MmarHUTHO-pe3oHaHCHasi ToMorpadus.

2.4 NHcTpyMeHTanbHbIe AuarHocTUYecKue uccrnenoBaHus

- Y Bcex naumeHtoB ¢ 1-HH B xoge obcneposaHws ans onpefeneHns 3Tuonorum 3abonesaHus npwu
oTpuuaTenbHbIX pesynbTaTtax aHanu3os kposu Ha AT k P450c21 n, npu HeobxogumocTtu, OLPKK nnv npu otcyTtcTBum
BO3MOXHOCTM UX NPOBEAEHMUS, pekoMeHayeTcs Bu3yanusmpyioulee obcrnegosaHue [26].

YpoBeHb y6eamTensHoCT pekoMeHaaumnii C (ypoBeHb OCTOBEPHOCTY AOKA3aTeNbCTB - 5)

KommeHTapuu: MNMpu oTpuuaTenbHbix aHanuaax Ha AT k CYP21A2 n OUKK Heobxoaumo npoBeaeHue KT nnu
MPT HagnoyeyHukoB Ans ngeHtudmrkaumm nHPeKLMoHHbIX 3abonesaHui (Hanpumep, Tybepkynesa) nnm onyxonemn.
OgHako, KT/MPT B cnyyae MHGUNbTPATUBHOIO NpoLecca B Hagrno4YevHvkax, B TOM YMcne u npu tybepkynese, He
Bcerga nHopmaTuBHbI [26].

MpvHMMass BO BHUMaHWE OTCYTCTBME BO3MOXHOCTU MPOBEAEHUst MOoJSHOUEeHHOro nabopaTopHOro
obcrenoBaHua Ansa onpeaeneHns atmonorun 1-HH Bcem nauuveHTam nokasaHa BM3yanusaumst HaanoveYHKoB.

B cnyyasx, korga npuumHa 3abonesaHusi He BbisiBNeHa, roBopsTt 06 namonartmdeckon 1-HH.



2.5 NHble gnarHoctu4yeckme nccrnenoBaHus

- [Ina ucknioveHns MOHOreHHbIx 3abonesaHun nauneHtam ¢ 1-HH pekomeHayeTcsa paccMoTpeHue Bonpoca o
reHeTnyeckom obcnegosaHmm [26].

YpoBeHb ybeantenbHoOCTU pekomeHaaumi C (ypoBeHb JOCTOBEPHOCTU AOKa3aTeNbLCTB - 5)

KommeHTapum: Heckonbko cdopm 1-HH aBnstoTca cemenHbimu. Tak, onpegeneHo, 4to y 10% HOpBEXCKUX
naumeHtoB 1-HH reHeTnyeckn petrepmuHupoBaHa. UssecTtHo, yto 1-HH B couetanum c Al Hacnepyetcsa X-
cuenneHHo, Toraa kak BOKH n AlMC1 - aytocoMmHo-peLieccusHo [22].

3. JleyeHme, BKNYaA MeOUKAMEHTO3HYHO U HeMeAMKaMeHTO3HYyK Tepanuu, AueToTepanuio,
obe3bonuBaHue, MegULNHCKUE NOKa3aHUA U NPOTUBONOKa3aHMA K NPMMEHEHUI0 MeTOAOB fle4YeHuUs

3.1 3amecTutenbHasa Tepanua MK

- Bcem nauymentam ¢ HH pekomengyetcs Tepanust 'K [70 - 91, 96].

YpoBeHb ybeanTensHOCTM pekoMeHaaumi A (ypoBeHb JOCTOBEPHOCTU JOKA3ATENbCTB - 2)

KomMmeHTapuu: Xapakrepuctvka npenapaToB, KOTOPbIE MOMYT NPUMEHATBHCS ANA 3aMecTUTENbHON Tepanum

FTOKOKOPTUKOUAHOW HEOOCTAaTOMHOCTM, NpuBeaeHa B Tabn. 4. PacyeT akBMBanNeHTHON [03bl NpenapaToB MOXeT
ObITb NPON3BEAEH NPW NOMOLLM OHNAaNH-KanbkynaTopa: https://clincalc.com/Corticosteroids/?example.

Tabnuua 4. XapaktepucTuka TabneTMpOBaHHbIX NpenapaTtoB, KOTOPble MOrYT MNPUMEHATbCA Ans
3aMeCcTUTENbHON Tepanuu rMKOKOPTUKOMAHOW HegocTaTodHocTu [1, 60].

HaseaHue M'mapokopTuaoH** #KopTnsoH MpeaHnsonoH**
MpooomknTensHOCTL AENCTBUA KopoTtkas KopoTkas CpepHss
Mepuop nonysbiBEAEHNS 90 MUHYT 90 MUHYT 200 MUHYT
OKBMBaNeHTHas o3a 20 mr 25 mr 5wmr
Mepuoa nonypacnaga 6 - 12 yacos 6 - 12 yacoB 12 - 36 yacos

- Y nauuentoB ¢ 1-HH komneHcauuio geduumta K pekomeHayeTcs oueHMBaTb TOMbKO NO KMMHUYECKUM
npu3Hakam: uaMeHeHue mMaccbl Terna wu A[l, Hanudue/oTcyTcTBMe cnabocTu, CUMMTOMbI TMNEPKOPTULMU3MA.
VccnepoBaHve ypoBHS FOPMOHOB B AMHAMUKE He pekoMeHayeTcs [26].

YpoBeHb ybeautenbHoCcTM pekoMmeHaaumn C (ypoBeHb AOCTOBEPHOCTY A0OKa3aTenbCTs - 5)

KommeHTapun: CumntomMamm nepefos3vpoBKM MpenapaTtoB SBMASKTCA: yBenvdeHue Beca, GeccoHHuua u
OoTekn. HepoctaToyHOCTbL XapakTepudyeTcss TOLWHOTOW, CHWXKEHWeM anneTuta W Beca, COHNMBOCTBIO U
rMnepnurmeHTaumen. [na Toro 4tobbl onpegenvTb Bpems, 403y M YacToTy mpuema npenapartoB, Heob6XxoanMo
nogpobHO paccnpocuTb NauMeHTa O ero OBbIYHOM pauuoHe TpyAda W OTAbIXa, HanMMyun cnabocTu, CHUKEHWS
KOHUEHTpauuy BHUMaHUS, QHEBHOW COHNIMBOCTU U NMPOYMX U3MEHEHUIN COCTOSIHWS B TedeHue gHs. MiccneposaHue
ypoBHA AKTIT B KpoBM ANs KOHTPOMS 3a Tepanuen He peKoMmeHayeTcs, Tak Kak yposeHb AKTIT MoxeT nosbiwaTses U
npu agekBaTHOM rnedveHun. MccnegoBaHue ypoOBHS OOLIEro KopTusona B KPOBM Ha (POHE NeyvYeHuss MoxeT
NMPUMEHSATLCH TOMbKO B Cryyasix, Korga nogo3peBaeTcs CMHAPOM Manbabcopbummn (Hampumep, npu npueme
nekapCTBEHHbIX CPeACTB, KOTOPbIE BNMAKOT Ha nNepuog nonypacnaga), 4tobel ageksaTHoO nogobpatb o3y [26].

WccnepoBaHve ypoBHS CBOOOAHOMO KOpTM30/a B MOYe Afst KOHTPOSS 32 afeKBaTHOCTbI 3aMECTUTENbHON
Tepanun K Takke He pekomeHayetca [60, 93]. JaHHbIM nokasatenb oTpaxaeT pacnag komnnekca K ¢ KCI,
KOTOPbLIA 3aBUCUT OT MHOXECTBa (PakTopoB. [1pn 3TOM BbICOKMI YPOBEHb KOPTM30Sia CYTOYHON MOYM MOXET UMETb
MECTO NMPW HU3KOM CbIBOPOTOYHOM YPOBHE JAHHOIO roOpMOHa.

- Anga neyeHuns 1-HH pekomeHayeTcs rugpokopTn3oH** (15 - 25 mr B cyTkM) nnm #koptraoH (20 - 35 Mr B CcyTkK)
nepoparnibHO B ABa UNu Tpu NpMemMa B CYTKU: PEKOMEHAYETCs HasHadaTb Camyld BbICOKYD [03y YTPOM Mocre



npodyxaeHns, cnegyoLlyto Bedyepom (okono 16 4) npu 2-kpaTHOM pexume, MO0 B NONAeHb U AHEM (Onvxe K
BeYepy) Npu 3-kpaTHOM pexunme. B oTAeNbHbIX Cryvasix BO3MOXHO YBENMYEHNE YAaCcTOThbI NpYema v 4o3bl npenapaTa
[60, 70 - 90, 94 - 96].

YpoBeHb ybeanTenbHOCTM pekoMeHgaumi B (ypoBeHb JOCTOBEPHOCTU JOKa3aTeNbCTB - 2)

KommeHTapuu: 'K cekpeTmpyoTcs B NynbCUpYOLLEM U LMPKaAHOM pUTME, C CaMbiM BbICOKUM MUKOM YTPOM Y
CaMbIM HW3KMM OKONO MONTYHOYM. Y B3POCIbIX CEKpeLWs KOpTU3ona 3aBWCWUT OT BO3pacTa M cocTaea Tena u, B
cpeaHeM, coctaensieT 5 - 8 mr/m2/cyTkn [71 - 74], koTopast akBMBarneHTHa 15 - 25 Mr/cyTku ruapokopTU3oHa™™ unu
20 - 35 mr/cyTkn #KopTnsoHa Ansi nepopanbHbIX POpM (C TeHaeHLMen K 6onee HU3KOMY NOPOry).

'mapokopTusoH™* 1 npegHmnsonoH™ - aktusHble K, Toroa kak gna aktueauum #kopTmsoHa Tpebyetca 11-
rmgpokcucTeponagerngporeHasa 1 tuna (doepmMeHT neveHn). NosaTomy 3amecTuTenbHas Tepanusa HeakTuBHbIMU 'K
MOXET MPUBOANTL K 3HAYUTENBHON (hapMaKOKMHETMYECKOW BapMabenbHOCTU Yy NauueHToB, HO 3TO NOAPOOHO eLle
He uayyanocso [78].

W3-3a kopoTKOro nra3meHHOro nepuoaa nonypacnaga rmgpokopTu3oHa™ (npnbdnuantensHo 90 MUHYT), YTOObI
Npnbnmn3nTbCs K PM3MONOrM4ecKMM yCNoBrsiM, peEKOMeEHAyeTCs MHOroKpaTHbIN NpueM npenapaTa. [epByto 1 camyto
fonbluyo 003y HeobxoauMO nMpuHUMaTb nocre npobyxaeHusi, BTOpylo nocne obena, u, B criydyae 3-KpaTHOro
pexuMma, TPETbIO, MOCNEAHIO N CaMylo MEHbLLYIO 403y, HE No3Xe, YeM 3a 4 - 6 yacoB A0 cHa. Takon pexum bonee
NpubnukeH K UMpKagHOMY puTMy, a Gornee Hu3kas nocrnegHsas [o3a, NOMOXeT m3bexaTb HapylleHue cHa wu
YYBCTBUTENBHOCTU K UHCYNUHY [76 - 77].

Bce uvccnegoBaHMs MO CpaBHEHUIO PEXVMMOB [A03MPOBaHWSA BbIMOMHAMUCE Ha HeBOMbLUMX KOropTax
naumMeHToB, MO3TOMY TPYyAHO onpedenutb Haubonee apekBaTHbIW. [lpMHUMass BO BHUMaHWE HOpPMasbHbIN
konebniowmmnca gmanasoH KopTusona B TeveHne cyTok, Peacey u ap. n Howlett n gp., He3aBucmMMo apyr ot apyra,
pekomeHAoBanu ruapokopTnsoH™* 10 Mr nocne npobyxaeHus, 5 Mr okono nonygHsa u 5 mr paHo sevepom [79 - 80].
HekoTopbiM naumeHTam Tpebytotca 6onbwas gosa K, kK 4eMy HYXHO MNOAXOAUTb C OCTOPOXHOCTbI. B
nccrnegoBaHnW, roe OAHOKpaTHas YTPEHHAs A403a FMAPOKOPTU3oHA™™  y nauweHtoB ¢ HH paccunthiBanacb Ha
nnowaae noBepxHocTu Tena (5,5 mr/m2) unu Ha Bec (0,12 mr/kr), ypoBHM kopTr3ona bonee yem 6 YacoB HaXOOUNUCH
B Npeaernax HopMbl, MPakTUYECKU Kak y 3[0POBON rpynnbl KOHTPOSS, B OTNINYME OT (PUKCUPOBAHHOW YTPEHHEN 403l
10 mr [81]. CnepgoBaTenbHO, TUTPOBaHME A03bl HA BEC UMK NNowadb NOBEPXHOCTH Tena bonee pr3nonornyHo, Yem
duKcMpoBaHHbIN pexum. Laureti u gp. [82] u Barbetta n agp. [83] onpegenunn, 4To 3-KpaTHOE Ha3HaYeHue
#KopTnsoHa Gonblue cHwxanu ypoBHu AKTI, a cyTouHble konebaHus kopTu3ona, Gonblue COOTBETCTBOBaNM
SHOOTEHHOMY PpWTMY KOpTM30fa MO CPaBHEHWIO C 2-KpaTHbiM pexumom. OpHO [OBOWMHOE crenoe,
paHAOMM3NPOBAHHOE, NEepekpecTHoe WCCneaoBaHWe OueHMBano 2-KpaTHbI M 4-KpaTHbIA pexum npuema
rMOPOKOPTU30HA™™ [84] M NMPULLNO K 3aKMioYeHUo, YTo hapMakokMHeTUKa kopTusona 6eina 6onee gusmnonormyHa
npu 4-KpaTHOM pexume, KOTOPbIA HEOXNOAHHO fy4ylle BOCMPUHUMAanu yvacTtsytoLwwme nauneHTbl. Alonso n gp. [85]
HanpoTKB, OnNpeaenur, YTo nokasaTenu, No AaHHbIM aHKeTbl Ka4eCTBa XU3HW, CBA3aHHOro co 3goposbem (HRQoL),
ObIn NMBO cxoaHbI, NMBO NO HEKOTOPOM MapamMeTpam Xye Ha 3-KpaTHOM peXuMMe MO CPaBHEHMUIO C 2-KpaTHbIM
PeXMMOM Mpuema rmgpokopTu3oHa™. Takum o06pa3om, OCHOBbIBasiCb Ha npeobnagawowmx pesynbrarax
NCCNefoBaHWA W KIMHUYECKUA ONbIT, 3- W 4-KkpaTHble pexumbl [03MpoBaHus 6Gonee OU3MOMOMNYHBI U
npeanoyTUTENbHLI ANA 3amMectuTenbHon Tepanun 1-HH. [osa, paccunmtaHHas Ha BeC, C BbICOKOW Aonew
BEpOATHOCTM OyaeT yaepxuBaTb YpOBeHb KOpTM3ona B Mnpedenax pedepeHcHoro pauanasoHa. OpHako,
nccrnegoBaHun, noATBepXaalLWwmnx 3Ty pekoMeHAaumio, HeJoCTaTOYHO, a MeHee 4acToe [03UpOoBaHuMe MOXEeT
accoumMmpoBaTbCsl C Ny4Llen KOMMMNaeHTHOCTLIO NauneHToB [86].

CepbesHble hapmakoOKMHETUYECKME CpaBHUTENbHblE uccregosaHus npu HH nposBogmnvcb Tonbko Ans
rMApPOKOPTU3OHA™* 1 #KopTnsoHa. PapMakokuHeTn4eckass kpmsas #KopTu3oHa MeHee kpyTas u ¢ 6onee no3gHUM
Havanom, YyeMm y rMapoKkopTu3oHa** [78, 87], uTo MoxeT ObiTb Gonee MpeAnoYTUTENbHBLIM, YYMTbIBAS KOPOTKWUMA
nepuopg nosnypacnaga ruapoKopTu3oHa™ .

- Kak anbTepHaTmBa ruapoKopTU30oHY**, 0cOBEHHO AN HEKOMMMaeHTHbIX nauneHToB ¢ 1-HH, pekomeHayeTcs
Ha3HayeHue #npegHu3onoHa™ (3 - 5 Mr/cyTku), nepopanbHO OLHOKPATHO MUIK ABaXAbl B AeHb [92].

YpoBeHb y0eanTensHOCTU pekoMeHaaumi A (YpoBeHb JOCTOBEPHOCTU 40Ka3aTeENbCTB - 3)

KommeHTapun: B Tex cnydvasx, korga y naumeHTa HeT YnydleHWs C TOYKM 3PEHUS KavyecTBa KU3HU U
paboTOCNOCOBHOCTN MMM MAUMEHTY TSXKENO NPUAEpPKMBATbCA MHOFOKPATHOMO pexuma LO3MPOBaHUSA, MOXHO
npeanoxutb 1 - 2-KpaTHbIA NpueM #npegHu3onoHa** B go3e 3 - 5 Mr B AeHb. PeTpocnekTBHbIE ucCrnegoBaHus
naumMeHToB, NMpuUHUMaKLWMX Gonee Bbicokne [o3bl K, Bknovyas #npegHU30NoH™™ unn gekcameTasoH™™, mmenu



HebnaronpuATHLIM  MPOrHO3  OTHOCUTENbHO MeTabonMueckux HapyleHwui, BKMYas yBenMyYeHue Beca,
ancrnunugemMuio n caxapHboin anabet (CL) [88]. CornacHo gaHHbIM cuctemaTudeckoro ob3opa [92] #npegHusonoH**
sBnsieTca 6e3onacHon n apPeKTUBHOM anbTepHaAaTUBOM rMMOPOKOPTU30OHY**, OAHAKO YBENUYEHMe [03bl NpenapaTa
accoUUMpoBaHO C PUCKOM ANCIUNNAEMUN U CEPAEYHO-COCYAUCTLIX 3aboneBaHui. Mpu HabnogeHnn B TeveHue 10,0
+/- 4,9 mecaueB 3a naumeHTamu, nonyvasLunMmMn #npeaHnM3onoH** B 4ose 3 - 6 Mr B AeHb 1 r’MAPOKOPTM3OH™* B f03e
15 - 30 Mr B A€Hb, BbISABIIEHO 3HA4YMMOE NOBbILLEHNE 0BLWEero XxonecTtepmHa u NMNONpoTenaoB HU3KOW MIOTHOCTU B
nepson rpynne [97]. OgHako NPOCMNEKTUBHbIE UCCNEeAOBaHUA, cpaBHUBaKLWme 6e30nacHOCTb M 3PEKTUBHOCTD
#npegHn3onoHa™  u rmapoKopPTM30oHa™™ B TedeHne bonee AnMTENbHOro BPEMEHH, eLle He NPOBOAMIUCD.

- HasHauyeHue pekcameTtasoHa** naumeHTam ¢ 1-HH He pekomeHayeTcs, B CBA3U C BbICOKAM PUCKOM
nepeno3mposku [98].

YpoBeHb y6eamTensHoCT pekoMmeHaaumuin C (ypoBeHb 4OCTOBEPHOCTY AOKA3aTENbCTB - 4)

KommeHTapuu: Ha cboHe npuema gekcameTtasoHa™™ Hanbonee 4acTo NposiBRSOTCS NOOOYHbIE KYLUMHIOUAHbIE
adhdekTbl [98].

3.2 3amecTutenbHasa Tepanusa MK

- Bcem naumeHtam c 1-HH pekomeHayeTcsa MuHepanokopTvkomgHas Tepanusa - #dnygpokopTU3oH™™
(cTtaptoBas cytodHas gosa 50 - 100 mkr), noTpebneHune conu He orpaHuydmeaTh [27, 90 - 91, 99 - 108].

YpoBeHb y6eamTensHOCT pekoMeHaaumnin C (ypoBeHb OCTOBEPHOCTY AOKA3aTENbCTB - 4)

KommeHTapun: CuHteTtndeckun MK #dbnyopoKopTM3oH** MCNonNb3yeTcsa B 3aMeCcTUTENBHOM Tepanuu, HO ero
ncnonb3oBaHune npu 1-HH He n3yyeHo B goctatouHomn mepe. #PnyapokopTn3oH** 06bIYHO Ha3Ha4YaeTCst OQHOKPaTHO
YTPOM, TakK KaK ypOBEHb 3HAOreHHOro A B HOpMe SIBNSIETCS CaMblM BbICOKMM B 3TO BPEMSI O aHaNornm ¢ UMpKagHbiM
putmom koptmsona [99]. CyTouHas posa #dnyopoKopTM3oHa™* 3aBUCUT OT MOTPebneHus/NoTepu XUOKOCTU U
3NeKkTponuToB N 06biMHO coctaensieT 0,05 - 0,2 mr. MNpu Ype3amepHOM MOTOOTAENEHMUM, HANPUMEpP, B YCIOBUSAX
Kapkoro knumara, MoxeT noTpeboBaTbCA BpemeHHoe yBenuyeHve p[o3bl Ha 50 - 100% wnu yBenuuyeHue
notpebneHms coneHbix npoayktoB. Ha ¢oHe Tepanum #npegHu3onoHoM™ mMoxeT noTpeboBaTbca [o3a
#dbnyopokopTu3oHa™™ Gonblue, YeM Ha ¢poHe nedYeHus TMApoKOPTU3OHOM™ K, TeM Bonee, Ha ¢oHe npuema
AekcameTasoHa™™, KoTopbIv He obnagaeT MUHEPANOKOPTUKOUAHON aKTUBHOCTbLIO [26].

Tepanua #dnygpokopTu3oHomM™* npn 1-HH MoxeT He HasHayaTbCA B WCKMOYUTENbHbIX crydasx (npuv
ceMeHOM nsonuvposaHHoM Aeduumnte K n HekoTopbix hopmax BOKH).

- KomneHcauuto HepoctatouHoctn MK y naumeHtoB ¢ 1-HH pekomeHayeTcs oueHMBaTb MO KNUHUYECKUM
npusHakam (Tara K CONeHoOMy, OpTocTaTMyecKkasi rMnoTeH3usl, OTEKN, apTepuarnbHasi TMnepTeH3us) u pesynbtatam
nccneaoBaHUs YpoOBHEN HATPUS U Kanus KPOBU U, B COXKHBIX CIydasix, UCCNeA0BaHNsl YPOBHSA peHMHa B KpoBWM [26,
101, 102].

YpoBeHb ybeautenbHoCcTM pekoMmeHaaumn C (ypoBeHb AOCTOBEPHOCTY A0OKa3aTeNnbCTs - 4)

KommeHTapuun: MNMauneHToB HEoOGXoQUMO paccrnpalumMBatb O HaNMMYUKU TAMM K CONEHbIM U NMpegobMOpOYHbIM
COCTOSAHMAM, U3MepaTb Al B NONOXEHUN CUAS U CTOS, OCMaTpMBaTb Ha Hanmune nepmdeprnyeckmx OTEKOB (MmeeT
HM3KYI0 4yBCTBUTENbHOCTb). OOLlee xopolwlee camMO4vyBCTBME, HOPMAasbHbIA YPOBEHb 3dnekTponuToB n AL,
OTCYTCTBME OPTOCTATUYECKOW T[UMOTEH3MM - MPU3HAKM adeKkBaTHOW KOMMEHCauMn MUHEPanoKOPTUKONOHON
HegocTaToyHOCTU. Kpome TOro, yposeHb P B BepxHeM pedepeHCHOM AunanasoHe, Takke, SABMASETCH MONe3HbIM
Mapkepom KomneHcauum [26, 101, 102]. Heobxoanmo y4nTbiBaTb, YTO Nakpuua u rperngpyToBbIn COK YCUNNBaKT
MUHEPANOKOPTUKOUAHBIN 3EKT rMOPOKOPTU30HA™™ 1 OOMMKHBLI UCKMOYaTbCA N3 ynoTpebneHus [103]. PeHnTouH™*
ycunueaeT MeTabonuam #dnyapokopTu3oHa*™, B CBA3M C YeMm, 403y Npenapara NnpuxoavTcs yeenvdmeath [104].

- PekomeHpayeTca ymeHblwnTb [o03y #nygpokopTusoHa™™ y nauueHtoB ¢ 1-HH wn apTtepuanbHomn
rMnepTeH3nen, Tak kak nosblweHne ALl MOXeT CBMOETEnbCTBOBaTb O Nepeno3vpoBke npenapatom. Ecnn AL
OCTaeTCs NOBbILWEHHbIM, PEKOMEHAYETCS Ha3HaYUTb TMNOTEH3MBHYIO Tepanuio, a nedexHve #HnyapokopTU3oHoOM™™
npogosmkute [105, 106].

YpoBeHb yoeanTenbHOCTU pekoMmeHaaumii C (ypoBeHb JOCTOBEPHOCTM A0KA3aTENLCTB - 4)

KommeHTapuu: 1-HH MoxeT couyeTaTbCd C acceHUuManbHOW apTepuanbHon runepteHsven (AlN) [105]. Y
naumeHTa ¢ 1-HH n Al Heo6xoaMMO OLEeHMBaTb a4eKBaTHOCTb U MUHEPATTOKOPTUKONOHOW, U MHOKOKOPTUKOUAHOM



Tepanuu, Tak kak nepeaosnpoBka foboro ns npenapaToB MoXeT NoBbiwaTtb ALl. Kpome Toro, naumMeHTy MOXeT ObiTb
PEeKOMEH/0BaHO orpaHnyeHne Ype3MepHoro NoTpebieHns CoNeHbIX MPOAYKTOB U uagkocTu [60].

Ecnn nocrne KoppekuuMu 3amecTUTernbHOW Tepanuu (yMeHblueHue [o03bl #ryapokopTudoHa**) ALl He
HOpManuayeTtcss, HeobxoOMMO HasHayaTb aHTUrMNepTeH3VBHbIe CpeacTBa, NPeuMyLIecTBEeHHO, CpeacTsa,
AeNCTBYIOLME HA PEHVNH-aHTMOTEH3VMHOBYIO CUCTEMY: aHTaroOHUCTbI PELLenTOPOB aHrMoTeH3nHa || unn nHriMGuTopbI
aHMVoTeH3uH-NpeBpalatolero pepmeHTa [105]. MNpenapaTamu BTOpOro psiga SBASOTCSA CeNleKTUBHblE 6roKkaTopbl
KanbLMEBbIX KAHAIOB C NPEeNMYLLECTBEHHbIM AENCTBUEM Ha COCYAbl (MPoM3BOAHbIE AurnaponmpuanHa). Quypetuku
Ha3Ha4alTCA B UCKIIOYUTESbHBIX ClyYasiX, @ aHTaroHUCTbl arnibAOCTEPOHA NPOTMBOMNOKa3aHbl nauneHTam ¢ 1-HH
[26].

3.3 IleyeHue BO Bpemsi bepeMeHHOCTH

- Insi Bcex 6epemMeHHbIX ¢ 1-HH pekomeHnayeTcst paccMOTpeTb BONPOC O NOBbLILLEHUU A03bl TMAPOKOPTU30HA™™,
0COBEHHO B TpeTbeM TpuMecTpe [26].

YpoBeHb y6eamTensHoCT pekoMmeHaaumuii C (ypoBeHb 4OCTOBEPHOCTY AOKA3aTENbCTB - 5)

KommeHTapun: Bo Bpemsi HopMarnbHON 6epeMeHHOCTM YPOBEHb KOPTM305a NocTeNeHHOo noBbiwaeTcs (B 2 - 3
pasa) HauuHas C nepBOro TpuMMecTpa BcreacTBue noBbiweHus ypoBHa KCIT [59, 109]. C 22-or Hepenu
GepeMeHHOCTN HayMHaeT 3HAYUTENbHO YBENWUYMBATBLCS YpPOBeHb cBoboagHoro koptudona [109, 110]. YposeHb
KOpTM3ona BO3BpallaeTcs K UCXOOAHOMY cpaldy nocrnie pogos [59]. BcneacrBme HEKOPPEKTHOW 3aMeCTUTENbHOM
Tepanun BO BpeMs OGepemeHHocTM BoO3MOXHO passutve AK [106]. B HacTosillee Bpemsi MMeeTcsl Maro
JokasatenbHon 6asbl onTummsauumn 3amectuTencHow Tepanuu 1-HH y ©GepemeHHbIX, ogHako OOnbLUIMHCTBO
cneumnan1cToB PEKOMEHAYIOT YBENMYEHMe [03bl TMapokopTusoHa™* Ha 20 - 40% c 24-oi Hegenu 6epemMeHHOCTU B
COOTBETCTBMU C (PM3NONOrMYECKUMUN N3MEHEHMAMU [26].

MoTtpebHocTb B MK Bo BpeMs 6epeMeHHOCTH OLLEHUTb CIIOXHO, B CBSI3U CO CXOXECTbI0 CUMMTOMOB (Hanpuvep,
OTEKM UM nocTypanbHasa rmnoteH3ms). MoxHoO nccrnegoBaTb YPOBHW HATPUSA M Kanusa B KPOBWU UMM B MOYE, HO
nccrnegoBaHne ypoBHA P B KpoBW, KOTOPLIN h3MONOrMYEcKkn yBENUYMBaAETCA BO BpeMs GEPEMEHHOCTU, HEMb3SA
ncnonb3oBaTh AN KOHTpons. MIaBecTHo, 4To A BO BpeMs HopMarnbHon 6epeMeHHOCTM yBennumBaeTcs [58], Tak kak
yBENNYMBAETCA M YPOBEHb MPOrecTepoHa, KOTOPbIA UMEET HEKOTOPbI aHTUMWHEParoKOPTUKOMAHbIA 3ddeKT.
CnepoBarernbHO, BO BpeMsi bepemeHHOCTM nauneHTkam ¢ 1-HH moxeT noTpeboBaTtbes yBenuueHme gossl MK [111].
OpHako, Ha MpakTMke HeobxoOAMMOCTb B 3TOM BO3HMKAET PedKo, Tak Kak yBenuyeHve [03bl rmapokopTM3oHa™™
nepekpbiBaeT OONONHUTENbHYO NoTpebHocTs B MK [26].

- [lpn 6GepemeHHocTM nauueHTkam ¢ 1-HH pgna  3amectutenbHOM Tepanuu  [IHOKOKOPTUKOMAHOW
HeJOCTaTOYHOCTM PEKOMEHOyeTCH Ha3HayeHne rmapokopTn3oHa™™ [26].

YpoBeHb yoeauTensHocT pekoMeHaaumi C (ypoBeHb AOCTOBEPHOCTU A0OKA3aTENLCTB - 5)
KomMeHTapuu: MoryT Takke Ucnonb3oBaTbCa #KOPTUIOH 1 #NpeaHN30NoH™ .

- MNpn 6epemeHHoCTN NnaumeHTkam ¢ 1-HH HasHauyeHue gekcameTasoHa™  gns 3aMecTUTENbHOW Tepanuu
IMIOKOKOPTUKONOHOM HEAOCTAaTOYHOCTU HE pekomeHayeTcs [26].

YpoBeHb y6eamTensHoCT pekoMeHaaumin C (ypoBeHb OCTOBEPHOCTY AOKA3aTeNbCTB - 5)

KommeHTapuu: [JekcameTa3oH™™ npoTMBOMOKa3aH npu OepeMeHHOCTW, Tak Kak OH He WHaKTMBUpYyeTCs
nnavueHTapHon 116eTa-rugpokcuctTeponanerngporeHason 2 Tmna n MoXeT NocTynaTe Yepes NnawueHTy K nnoay [26].

- B pogax nauueHTkam ¢ 1-HH pekomeHayeTcs HasHayeHWe CTPeCcCOBOW A03bl MMAPOKOPTU3OHA™™ Kak npu
XMpypruyecknx smellatenscraax [59, 112].

YpoBeHb yoeanTenbHOCTU pekoMmeHaaumii C (ypoBeHb JOCTOBEPHOCTM A0KA3aTENbLCTB - 5)

KommeHTapun: BBegeHne ctpeccoBoi fo3bl TmapoKOPTU30HA** AOMKHO ObiTh BLIMOMHEHO B HAa4Yarne akTUBHbIX
poAoB (pacluMpeHne LWENKN MaTki Ha 4 CM U/vnn CxXBaTKu Kaxkable 5 MUHYT B TeueHue 4aca): B/B 60noCcHO BBOOAT
100 Mr rmgpokopTusoHa™ u ganee HenpepbiBHO B/B BBoaMTCs 200 Mr ruapokopTu3oHa*™ B TedeHne 24 yacos [59,
112]. MNMocne ponoB Ao3a rMApOKOPTU30HA™  MOCTENEHHO CHUXAaeTCs A0 403bl, MonyYyaemon BHe bepemeHHocTu. Bo
BpeMS NakTauun 3KCKpeLMs rMIOKOKOPTUKOUOOB C FPYAHbIM MOJIOKOM SIBMSIETCH MUHUMAIbHOW, MO3TOMY Tepanus B
PU3NONOrMYeCKNX A4o3ax He MOXET Oka3aTb NOTeHLManbHbIV Bped pebeHky [113].



KoHcynbTaHTlnoc: npumevaHue.
Hymepauus nyHKTOB AaHa B COOTBETCTBUM C OduLManibHbIM TEKCTOM JOKYMEHTA.

1.4 JleyeHne apANCOHMYECKOIO Kpusa

B petpocnektnBHom aHanuse 444 naumeHtoB ¢ HH 4actoTa Hagno4ye4yHUKOBBLIX KPU3OB COCTaBMsna B
cpeaHem 6,6 cnyvaes Ha 100 nauueHTo-neT [114]. Hanbonee yacTom NpuyYnHON KPU3oB ABNATCH MHdekumn: XKKT
- 32,6% v 24,3% - nHow nokanusaumun. B apyrom HabniogeHum 6onee yem 1000 naumneHTtos ¢ 1-HH y 8% naumeHToB
€XerofHo AMarHoCTUpOBanu Kpus, Npu 3TOM Xenyao4yHO-KMLLIEYHas 1 OCTpasi pecnmpaTopHasi BUpycHasi MHekumm
ObINM cambiMK pacnpoCTPaHEHHbIMW MYCKOBbIMM dhakTopamu [115]. B npocnekTMBHOM nccnegosaHum, BKAYaLWeEM
768 naumeHTo-neT, coodbwunu o 8,3 kpmnsax Ha 100 nauneHTo-neT [116]. Takum oOpasom, NPUBNN3NTESNBHO KaXXabIN
12-bIVi NAUMEHT NepeHeceT OnacHbI AN XXMU3HW KPU3 B HACTynaroLwem rogy, a 4Yactota CMepTeNnbHOro Kpm3a MoXeT
cocTaBnaTb NpubnumautensHo 0,5 cnyvaes Ha 100 nauneHTo-neT.

B nepekpecTtHoM nccnegosaHumn, OCHOBAHHOM Ha aHKeTHOM onpoce 122 nauuneHTtos ¢ 1-HH u knaccuyeckon
BOKH (Bkniouasa getewn), 3acdmkcnpoBanu 5,8 HagnodeyHukoBbiX kpu3oB Ha 100 naumeHTo-net [117]. Y peten
Hambornee 4acToW NMPUYMHON KPU30B BbiNM pecnupaTopHble MHMEKUMU, a y B3POCIbIX - XENyAOYHO-KULIEYHbIE.
CpenHee BpeMs OT NPOSIBNEHNSI NEPBbIX CUMNTOMOB A0 SIBHOIO HaZAMNO4Ye4YHUKOBOro Kpm3a - 1 OeHb.

- MNauneHtam B TAXKENOM cocTosdHuM ¢ cumnTomMamu AK, pekoMeHOyeTcs He3amennuTenbHO HauyuHaTb
Tepanuio, He AOXMAasiCb pe3yrnbTaToB flabopaTopHbLIX aHanm3os [27, 28].

YpoBeHb ybeautenbHoCTM pekomeHaaumn C (ypoBeHb AOCTOBEPHOCTY A0Ka3aTeNbCTB - 5)

KommeHTapun: HecBoeBpeMeHHOE NneYeHne 3HaYnTEenbHO YBENNMYMBAET NeTanbHOCTb, NO3ITOMY HE AOIDKHO
ObITb OTCPOYEHO A0 NOMyYEeHUS Pe3ynbTaToB aHaNM30B. Y TAXKenbIX NauueHTOB C KIMHUYECKUMU npusHakamy HH
npegsapuTensHO HeobxoAnmo NPoBecT 3abop KPOBU B OUArHOCTUYECKMX LIENaX U, He JOXMAasCh pesynbTaTos,
HaunHaTb neyeHve K. MNepen HasHauveHvem K B mepByto ouyepedb uccneaytoT ypoBeHb AKTI u koptusona.
MoaTBepxaatoLLee TeCTUPOBaHME MOXET ObiTb BLIMOSTHEHO NOCHE NeYeHns, Ha (POHe BPEMEHHOM OTMEHbI Tepanuu,
Korga CocTosiHMe naumeHTa ctabunuanposaHo [27, 28].

- Maumentam ¢ AK pekomeHayeTcs NMpoOBOAMTbL TEpanuio rMOPOKOPTU3OHOM™*. B kayecTBe anbTepHaTUBHI
BO3MOXHO Ha3Ha4yeHWe B 9KBMBAlIEHTHbIX [J03ax #NpegHu3onoHa* u, B MCKIIOYMTENbBHBIX — Crydask,
pekcameTtasoHa** [17, 34, 60].

YpoBeHb y6eamTensHoCT pekoMeHaaumnii C (ypoBeHb OCTOBEPHOCTY AOKA3aTeNbCTB - 4)

KommeHTapun: B HacTosilee Bpems, Ans B/B BBedeHMS npumeHsieTca 3 OCHOBHbIX [K: rugpokopTusoH™™,
#npenHU30noH™ 1 gekcameTasoH™. CUHTEeTUYECKMEe KOPTUKOCTEPOMAbI B CPaBHEHUN C MMOPOKOPTU3OHOM™™ MeHee
aKTMBHO CBS3bIBAlOTCA C 6enkaMu nnas3mbl, MEANEHHEE NOABEPraloTCca Aerpajalmm B ne4eHn 1 noatomy obnagatoT
Gonee BblpaXeHHbIM 3(PEKTOM. BaxkHbIM OTNIMYMEM NpenapaToB ABMASETCA MX MUHEPaNOKOPTUKOUAHbLIN adhdekT
(tabn. 5). I'vapokopTusoH** obnagaer cambiM OOMbLIUMM HaTpUN3agepxusaloWwmMM OeNCTBMEM, MO3ITOMY ero
npuMeHeHve npeanoyTutTensHee anga naumeHtoB ¢ OHH. TNpu posupoBke Gomnee 40 - 50 Mr B CyTKM, 4TO
akBuBaneHTHo 100 mkr #dnyopokopTM3oHa™*, rMOPOKOPTM3OH™* CNocobeH MOMHOCTLI obecneunTb OpraHvMam
MUHEpanokopTukongHbelM gencresvem [26]. #®PnyapokopTM3oH™ Ha3HayaeTcsa nocne OOCTWKEHWs [03bl
rmgpokopTudoHa™™ meHee 40 - 50 mr B cyTku, #npegHu3onoHa™* - meHee 12,5 Mr B CyTKW, AeKCaMeTa3oHa™* - BHe
3aBMCMMOCTM OT A03bl C NepBOro AHs neveHns AK [118].

Tabnuua 5. [NOKOKOPTUKOMAHBLIA W MUHEPANOKOPTUKOUAHbLIA  3dEKT OCHOBHbLIX MpenapaToB
rritokokopTUKonaos [119].

Mpenapar FvapokopTUsoH™ Mpearusonon** | [lekcameTason™ (LIS
NCKNOYUTESbHBLIX
CNYYAEB)
miokokopTukomaHasa |1 4 25
aKTUBHOCTb




MwHepanokoptukong |1 0,8 0
Hast aKTMBHOCTb

MyTn BBEoeHus PacTtBop rugpokoptmusoHa™* (B | BHyTpuBeHHO unu | BHyTpuBeHHo unu
BUae rMOPOKOPTU3OHA | BHYTPUMBILLIEYHO BHYTPUMbILLEYHO
CyKuuHaTa HaTpus)
(MPEOMNOYTUTENBHO) -
BHYTPVBEHHO unu

BHYTPUMBbILLEYHO

PacTtBop rugpokopTM3oHa™* (B
BMOEe rMapoKopTU30oHa
auertaTa) - TOJIbKO
BHYTPUMBbILLEYHO

OkBMBaneHTHas gosa |20 mr 5wmr 0,75 mr

I'IpM OTCYTCTBUM BOOOPACTBOPUMbIX NpenapaToB A4 B/B BBEOEHUS NpoBOAAT NIevYeHne npenapartamm ana B/M
BBEOAEHUA.

BaxxHo noMHuTb, 4TO Npn AK BBEAEeHWEe agpeHeprmyecknx n goammHeprmyecknx cpeacTs HeadeKTUBHO,
Tak Kak TNIOKOKOPTUKOMAHBIN OeUUNT yMEeHbLUaeT COCYAUCTYI0 PEaKTUBHOCTb K HOpaapeHamnvHy v Apyrum
Ba30KOHCTPUKTOPHbLIM BO34ENCTBUSAM.

- MauneHtam ¢ noposperHnem Ha AK pekomeHayeTcs napeHTepansHo BBecTM 100 Mr rugpoKopTM3oHa™™,
npoBecTW rmapartauuto, ganee B nepsble cyTku BBecTr 200 Mr rugpokopTU30oHa** (HENPEPLIBHO Yepe3 CUCTEMY UMK
pas3genuTb Ha MHbeKUMK Kaxable 6 yacos) [17, 26] (Tabn. 6).

YpoBeHb y6eamTensHOCT pekoMeHaaumnii C (ypoBeHb OCTOBEPHOCTY AOKA3aTENbCTB - 4)

KommeHTapun: HegoctatouHoe yBenuueHune aosbl 'K npy kpuse noteHumanbHO onacHo Ans »xusHu. OgHako,
B HacToslLee BpeMsl, He MpoBedeHbl CUCTEMaTUYECKUE NCCneaoBaHus, onpegensowme ageksaTHyo o3y npu AK,
NO3TOMY pekomMeHayemasi Tepanus B 3HaunTenbHOW cTeneHn nogbupaetcs amnmpuyeckn [26].

MpeanoxeHHbIN B Tabn. 6 06beM rMIOKOKOPTUKOUAHOWN Tepanuu B NeYeHun Hagnovye4yHNKOBOro Kpusa umeer,
6e3ycnoBHO, 0Gonee BbICOKYHD LEHHOCTb, YeM noTeHuuanbHble MoboyHble 3dekTbl  KpaTKOBPEMEHHOMN
nepefos3vpoBKU.

Tabnuua 6. Koppekuunsi 3aMecTUTENbHON Tepanuu nNpy NepBUYHON HaANOYEeYHMKOBOW HeaocTaToMHOCTH [17,
64, 120 - 122].

Ycnosune HencTtBue

locnuTanusauus Ha yCMOTPeHMWe fevallero Bpaya

CunbHbIN 3MOLUMOHanbHbIN CTpecc KpaTKkoBpeMeHHbIVi:  KOppekuuss  He  TpebyeTtcsa
(BO3MOXeH  gononHuTenbHbIn  npuem 10 Mr
rmapoKopTM3oHa™™  3a 1 yac 40 CTPeccoBOW cuTyauumm).
OnNuTenbHbIN  BbIPaXXEHHbLIW  CTpPecc: YyBenuieHue
CYTOYHOW [03bl ruapokopTnaoHa™ Ha 10 - 20 mr

CmeHHast paboTa ApanTtauus 4o3bl rHOKOKOPTUKOMAOB B COOTBETCTBUN
C PEXUMOM CHa 1 60OpCTBOBaHUSA

Jlnxopagka, HeTsaXenble TpaBMbl, yMepeHHas | YBenuyeHne 003bl rmapoKopTU3oHa™™ B 2 pasa npu t 38
6ornb °C, B 3 pasa npu t 39 °C go Hopmanusaumm (06bI4HO 2
- 3 OHS); MOBbILLEHHOE ynotpebneHne
anekTponuTcogepXalunx xugkocten. BosspalyeHue K
WCXOOHOW Tepanuu Nocre BbI3AOPOBIIEHUS: B TEYEHNE




1 - 2 gHen, ecnu fosa yasavBanacb, U B TedeHue 2
AHeW, ecnu fos3a yTpamBanach

[acTpo3HTEpPUT, NULLEBaAst TOKCUKOUHGEKLNS
(ocobeHHO npu pBOTE M MNOHOCAx) wWNn
TpaBMa, cunbHas 6onb

PacTtBop rmgpokopTu3oHa™™ (B BuAe rMapokopTU3oHa
CyKUMHaTa HaTpws) BHYTpUMbIWeYHO 100 Mr B CyTKu
(Hanpumep, ytpom 50 mr, gHem 25 mr n Bedepom 25
Mr) [0 MNOSIHOTO BbI3AOPOBIMEHUS; BEPHYTbCA K
6asucHon 3amecTuTenbHOM Tepanun B TedeHne 1 - 2
OHeN rnpu oTCYTCTBUU OCMOXHEHUN

Ctomatonorunyeckune npouenypbobl

YBenuueHve 0o3bl rMApPOKOPTU3OHA™ B 2 pasa 3a 2
yaca OO NpoBeAeHMsl CTOMaTONOrMyecknx npoieayp
ONUTENBHOCTBIO  MEeHee 4Yaca nog  MeCTHOM
aHecTe3auen. Co crneayoLllero oHa - BO3BpalleHne K
npexHen Cxeme  feyeHusa  npu  OTCYTCTBUMU
OCMNOXHEHWN.

YBenuueHve [03bl MMOPOKOPTU3OHA™ B 2 pasa unu
BHYTPUBEHHOE WITN BHYTPUMBbILLEYHOE BBeAeHune 25 -

50 wMr pactBopa rMOpOKOPTM3OHA™* (B Buae
rMOPOKOPTM30OHA CyKUMHaTa HaTpusl) 3a 2 4aca a0
npoBeaeHns CTOMaTONOrM4YecKmx npoueayp
AnvTenbHocTbl0  Gormee  4vaca  nog MECTHOM

aHectesven. Co cnepyrowero AHA Npu OTCYTCTBUU
OCMOXHEHWN - BO3BpalLleHWe K TMpexHen cxeme
rneyeHus, ecnu osa He yBenu4umBanacb bonbLie Yyem
B 2 pasa. B npotuBHOom cnydae - CHwxeHue Ao
CTaHOapTHOWM 03kl MOCTENEHHO B TeYeHue 2 - 3 gHen.

ManovHBasvBHble
BMelLaTenbCTBa
330cparoracTpooyoaeHOCKoNusA)

HECNOXHble
(Hanpumep,

BHyTpumbILLIEYHOE BBeEHNe pacTtBopa
rMapoKopTM30oHa** (B BMAE rMOpOKOPTM30HAa CyKLMHaTa
HaTpus) B gose 25 - 50 mr B cyTku (Hanpumep, 25 mr
00 BMelLaTenbcTBa W, NpuM HeobxoammocTu, 25 mr
nocrie BMeLLaTenbCcTBa) ¢ NOCneayLwmMM Nepexoaom
K NPUBBLIYHOM CXEME FeYeHUsl Ha crneayllni OeHb
nocre BMmellaTenbcTBa

JlioGasi xusHeyrpoxatwwlas cuTyaumus [ao
rocnuvTanusauum

BHyTpuMBEHHOE OO0MOCHOE (MNUM  BHYTPUMBILLEYHOE)
BBeJeHMe pacTBopa rugpokopTusoHa™ (B Buge
rMapoKopTM30oHa cykumnHaTa HaTpusi) B gose 100 mr

locnutanmsaums obsasaTtenbHa

ApTepwuorpacdus (kopoHaporpadus) u gpyrue
CMNOXHble MaronHBa3MBHbIE BMeLLATeNbCTBa

HenocpeacTtBeHHO nepeg npoueaypou -
BHYTPUBEHHOE WMNW BHYTpUMbILLeYHoe BBeadeHne 100
Mmr pactBopa rMOpoKopTU3oHa™™ (8 Buae
rMOpoKOpTM3OHa  CyKuMHaTa  HaTpwus). Mocne
nuccrnegoBaHus - B TeMEHUe CyTOK TabneTupoBaHHbIN
rMOPOKOPTM3OH™* B YABOEHHOW A03€ C nocnenywmm
nepexofom K NPUBbLIYHOW CXEME NEYEHUS.

NoaroToBka K KOFTOHOCKOMUK

lMepen Hayanom MOATOTOBKM - BHYTPUBEHHOE WK
BHYyTpMMbILLEYHOE BBedeHue 25 Mr pacTteopa
rMapoKopTM30oHa™* (B BMAE rmapoKopTM30Ha CyKLUMHaTa
HaTpud). HenocpedctBeHHO neped W nocne
npouenypbl - BHYTPUBEHHOE WM BHYTPUMBbILLEYHOE
BBeZeHue 25 Mr pacTBopa ruapokopTusoHa™ (B Buae
rMOpoKopTUM3OHa  CyKuuMHaTa  HaTpws). Mocne
UCCNeaoBaHUs - B Te4eHne CyTOoK TabneTmpoBaHHbIV
rMOpPOKOPTU3OH™™ B YABOEHHOW [03e C Nocneayowmum
nepexoaoMm K NPUBLIYHOW CXEME NeYeHus.




Tsaxenole
nnenoHedpuT)

MHEKL N (MHEeBMOHUS,

PacTtBop rmgpokopTu3oHa™™ (B BuAe rMapoKopTU3OHa
CyKumMHaTa HaTpusi) BHYTPMBEHHO 25 mr kaxgple 8
YacoB QOO MOSHOTO BbI3JOPOBIEHNS; BEPHYTBCA K
GasncHon 3amecTuTeNbHOW Tepanun B TedeHne 1 - 2
OHEen Npu oTCYTCTBUM OCNOXHEHWI

Xupypruyeckoe neyeHue (HECNOXHoe)

BHyTpuBEeHHOE BBEAEHME pacTBOpa rMApPOKOPTU3OHA™™
(B BMOE rMapOKOPTU30OHA CYKLIMHaTa HaTpus) B Aose 75
Mr B CyTkn (Hanpumep, 25 mr kaxable 8 4yacos);
BEpPHYTbCA K Ha3nCHOM 3aMecTUTENbHOW Tepanuu B
TeyeHue 1 - 2 gHen Npyn OTCYTCTBUUN OCIIOXKHEHMNI

bonblloe xupypruyeckoe BMeLLATENLCTBO
nog oO6WwumM Hapko3oMm, poabl (kecapeBo
ceyeHne)

BHyTpuBEeHHOE BBEAEHME pacTBOpaA rMAPOKOPTU3OHA™™
(B BMOE rMapoKOpTU3OHA CyKLMHATa HaTpus) B Ao3e
100 mr 6ontocHo (HenocpedCTBEHHO OO0 onepaunn/B
Havane aKkTUBHbIX POAOB (pacCLUMpPEeHne LLUENKN MaTKK
Ha 4 cMm W/unu cxeaTku Kaxable 5 MUHYT B TeyeHune
yaca)), ganee HenpepbiBHOe BBeAeHme 200 Mr B CyTKU
(v no 50 wMr kaxagble 6 4 BHYTPUBEHHO WK
BHYTPUMBILLEYHO);  HEMPEpPbIBHOE  BHYTPUBEHHOE
BBeaeHue xuakocten (5%-bii pacTBOp AEKCTPO3bI™ 1
0,20%-bin unu 0,45%-bIn pacTBOp HAaTpUsA xnopuaa*™).
1-n peHb nocrne onepauuyM - BHYTPUMbILIEYHOE
BBEJEHMe pacTBopa MOpokopTM3oHa™ (B Buae
rMapoKOpTM30Ha CykuuHaTa HaTpwms) B gose 100 mr B
CyTkm (25 w™Mr kaxgbple 6 4acoB); Mpu MFOXOM
CaMO4YyBCTBUW, HU3KOM apTepuanbHOM AaBrieHUn
003y MOXHO yBenu4umtb Ha 50 - 100%.

[anee, nNpu OTCYTCTBUWM OCMOXHEHWUN - MOCTENEHHO
(ymeHbLueHne Ha 30% B CyTKM) BEpHYTbCSA K 6a3ncHOM
3aMecTUTENbHOM Tepanun B TevyeHne 5 - 7 gHen. B
3aBMCMMOCTM  OT  BO3MOXHOCTW  3HTEparbHOro
NUTaHus1, Nepexon Ha TabneTMPoBaHHYO Tepanuio.
VccnepoBaHve ypoOBHEN Kanus, HaTpusi, MMOKO3bl B
KpOBMW.

BonesHu, KoTopble TPebYyT WHTEHCUBHOW
Tepanuu (peaHMMaLMOHHbIe MepPONnpUSATUS),
Hanpumep, CenTUYECKMIA LLIOK

HenpepblBHOE BBeAeHWE pacTBOpa MMAPOKOPTU30HA™*
(B BUAE rMapokopTM3oHa cykumHata HaTpud) 200 mr B
cyTkn (unun no 50 Mmr kaxable 6 4 BHYTPUBEHHO WUNA
BHYTPUMBILLEYHO); Aanee npu yny4yweHMn CoCTOSAHUS
nauneHTa exegHEeBHOE CHWXeHMe [03bl pacTBopa
rmgpokoptmusoHa*™ Ha 30% ¢ nocrnegylowmm
nepeBoAoM Ha TabneTupoBaHHbIN TMAPOKOPTUSOH™™ B
KOMOVHaumn ¢ #nygpoKopTU3OHOM™™

Tskenble HeUHdeKUMoHHble 3aboneBaHus:
MHbapKT MuoKapaa, MaHKpeaTwuT, Tshkenasi
TpaBMa

PacTtBop rmgpokopTu3oHa™™ (B Buae ruapokopTU3oHa
cykumHata Hatpus) 150 Mr B CYTKM BHYTPUBEHHO
(Hanpumep, 50 Mr kaxable 8 yacoB) 4O HOpManusauum
COCTOSIHWSA; [fJanee npwu  yny4yweHuM COCTOSHUSA
naumMeHTa exegHEeBHOE CHWXeHWe [03bl pacTBopa
rmgpokoptmdoHa*™ Ha 30% ¢ nocrnegylowmm
nepeBoAoOM Ha TabneTupoBaHHbIN FTMAPOKOPTU3OH™™ B
KOMOVHaumn ¢ #nygpoKopTU3OHOM™™

ALANCOHNYECKUI KPU3

BHyTpuBeHHoe GonocHoe BBedeHMe  pacTBopa
rmapoKopTM3oHa™™ (B BUAE rMAPOKOPTU3OHA CyKUMHATa
HaTpus) B po3e 100 wmr, ganee HenpepbiBHOE
BeBegeHue 200 mr B cyTkn; Ha cnegytowmin aeHb 200 mr
B CYTKM; garnee npu yny4yweHun COCTOsIHMSA naumeHTa
exegHeBHoe CHWXEeHne [03bl pacTtsopa




rmgpokopTtusoHa*™ Ha 30% (150 mr, 100 mr, 75 wr,
panee 50 wmMr) c nocnegywwyM MepeBOAOM Ha
TabneTupoBaHHbIA rMOPOKOPTM30OH** B go3e 30 Mr B
KOMOUHaUMn ¢ #nyapoKopTU3OHOM™ B HayarbHOW
po3se 100 mkr;

BHyTpuBeHHoe BBefeHue 0,9%-ro pactBopa HaTpus
xnopuga** 1000 mn B TeyeHue nepBoro Yaca unm 5%-
oro pactBopa paekctpo3bl*™ B 0,9%-om pactBope
HaTpus xnopuga**, panee HenpepbIBHOE
BHyTpuBeHHoe BBeaeHune 0,9%-ro pactBopa HaTpus
xropuga** npu Heo6xoanuMOoCTH;

KOHTPOJSb reMOANHaMUKK;

exegHeBHOE (NpW HanNWyuu MnokasaHun - valle)
nccnegoBaHne ypoBHEW HaTpUS, Kanus U roKosbl B
KpOBM.

OKBMBaNeHTHble [O03bl pacTBopa #nNpeaHu3onoHa™*
COCTaBngIOT: B NepBble CYTKU 75 Mr, Ha cnegyowme
cytkm 50 wmr, pganee 30 wmr, 20 wr, 10 wr.
#OnygpokoptTusoH*™ B pose 100 mkr - nocne
OOCTWXEeHNs1 A03bl #NpeaHn3onoHa** meHee 12,5 wr.

OKBMBaneHTHble [03bl pacTBopa [AekcaMeTa3oHa™™
COCTaBMSAT: B NepsBble CyTkn 12 Mr, Ha cnegyrowue
cyTkm 8 wmr, panee 6 wmr, 4 mr, 3 mr, 2 mr, 1 wmr.
#OnyapokopTusoH** B go3e 100 MKr - C NepBbIX CyTOK
neyeHus.

MpuHumnbl o6e3bonuBatoLLen Tepanun y naumeHTos ¢ 1-HH He oTnnyatoTca oT nuy obLier nonynaumu.

4. MeauuuHckasa peabunurauus U CcaHaTOPHO-KypOPTHOe neyvyeHue, MeAULMHCKUME MNOoKa3aHus W
NpoTMBOMNOKa3aHMA K NPUMEHEHUI0O MeTOAOB MeAULMHCKOM peabunutaumm, B TOM YUCIle OCHOBAHHbIX Ha
MCMNONb30BaHMU NPUPOAHbIX Ne4ebHbIX hakTOpoB

Y GonblIMHCTBA MaUMEHTOB Ha (hOHe afeKBaTHOMO NEYEHUs! KAYeCTBO KU3HW, CBSI3aHHOE CO 3[40POBbLEM,
CHWKeHo [122]. KpoMe Toro, KayecTBO >KU3HU, CBSI3aHHOE CO 340POBbeM, 0GPAaTHO NPOMNOPLIMOHANBHO KONMYECTBY
BPEMEHW 3aEPXKKM YCTaHOBIEHMS AMarHo3a (MHoraa B TedeHue paaa net) [123].

- PekomeHayeTcsa HeogHokpaTHoe o6y4veHne naumeHToB ¢ 1-HH pacnosHaBaHuIo NpU3HAKoB HeadekBaTHOWN
3aMeCTUTENbHOW Tepanuu, CaMOCTOATEITbHOM KOPPEKUMM TJeYeHWss B PasfnnyHbIX CUTyaumsx U npu
WHTEPKYPPEHTHbIX 3aboneBaHusx, CaMoCcToATeNnbHOMY napeHTepansHomy BBedeHuio K [26].

YpoBeHb ybeautenbHoCcTM pekoMmeHaaumn C (ypoBeHb AOCTOBEPHOCTU A0OKa3aTenbCTs - 5)

KomMeHTapuu: BonblUMHCTBO UccneaoBaHUn NOATBEPXKAAIOT, YTO B LieNoM y naumeHToB ¢ 1-HH netanbHoCcTb
BbiLLe obLienonynaunoHHon [26]. Bo Bcex aTux nccnegoBaHUsX OCHOBHOW MPUYMHON CMEPTU NauneHTOB ABMSeTCs
AK. Takum o6pasom, kparHe Heob6xoanmo obydeHre naumeHTa NpoUakTuke Kpmnsa n aKCTpeHHoMy BBefeHuio K
[124]. TMokasaHo, 4YTO 3HauMTenbHas 4acTb nauueHToB (46%) He Obina pgoctaTtodHO obyveHa BBeAEHUHO
KOPTUKOCTEPOMAOB B CTpeccoBon cuTyauum [26]. Takmm obpasom, Heobxooumo HeoaHOKpaTHoe obyyeHve
nauMeHTOB B X04e KaXKAoro ambynaTtopHOro noceLleHms Bpava.

Mo pesynbTatam Gonblworn 0630pHOK paboTbl, ONpeaeneHo, YTo NpUBNN3NTENBHO TPETb BCEX YPrEHTHbIX
cocTosiHMI y naumeHToB ¢ 1-HH Bo3Hukano BHe goma. Tonbko 12% nauueHToB ¢ AK camocToaTensHo BBOaUnn cebe
K, a 2/3 nauneHTOB goXMaanuch nevyeHus meanepcoHanom. B gpyrom nccnegosanum (B BennkobputaHum) ns 26
naumeHToB ¢ 1-HH, Tonbko ABa nauMeHTa ymMenu caMOCTOSTENbHO B/M BBECTU pacTBOp rMapokopTusoHa™™, a 10
nauMeHTOB yTBEPXKAANN, YTO HUKOrga He oby4vanucb BbINOMHEHWIO nHbekuui. Mpu onpoce 254 naumentos ¢ 1-HH
n3 MepmaHumn Tonbko 63% cuntanm cebsd xopowwo WMHPOPMUPOBAHHBIMU O AEWCTBUSIX B YPreHTHbLIX/CTPECCOBbIX
cuTyauusix [26].



Cneunduyeckon meamumHckon peabunutaumm naumeHtam ¢ 1-HH He Tpebyetcs. B kpyr peabunutaumoHHbIX
MEepPONPUSITUIA MOXET BbITb BKIMOYEHO KIMMHUKO-MCUXONOrMYEcKoe KOHCYNbTMPOBaHNE.

5. npO(*WIHaKTVIKa n gucnaHcepHoe HabnogeHwe, MegULMHCKME NOKa3aHus U npoTUBONOKa3aHuUA K
npuMeHeHUo MmeToanoB ﬂpO(*)VIﬂaKTVIKM

- Ons npodgunaktukn AK naumneHtam ¢ 1-HH pekomeHayeTcs agekBaTHas koppekunsa aosbl 'K B 3aBucnmocTtun
OT TSHXKECTU MHTEPKYPPEHTHOro 3abonesaHns 1 CTeneHn CTPeccoBoro Bo3aencTens (Tabn. 6) [125 - 136].

YpoBeHb ybeantenbHOCTU pekoMmeHaaumi C (ypoBeHb JOCTOBEPHOCTM AOKa3aTENbLCTB - 5)

KommeHTapun: MHOrouncneHHbIM1 nccrnegoBaHnsiMM gokasaHo yBenuyeHve (B pasnmyHON CTENEHN) YPOBHS
9HAOreHHOro KOpTu3ona BO BPEMS aHECTe3nW, XMPYPrMYecKux BMELUATENbCTB, TPaBM U KPUTUYECKUX COCTOSTHUN
[125 - 129]. B HacTosilLee BpeMs elle He NpoBefeHbl PaHAOMU3NPOBAHHbIE UCCMNEAOBaHMWS, KOTOpbie MOrnn Gbl
onpegenuTb o3y K B ycrnoBumsix NoBbILLEHHOW NOTPEeBHOCTM B HUX. [103a 06bI4HO paccynTbiBAETCH B 3aBUCUMOCTU
OT TSXKECTU U NPOAOIPKUTENBHOCTU CTPeCcCopHoro daktopa. Cuutaetcd, 4To B (PM3MOMOrMYECcKUX YCroBUSAX
Hagno4YeYHuKn cekpetmpytoT 75 - 100 Mr KOpTM30na B CYTKM B OTBET Ha CMOXHOE XMpYypruyeckoe BMeLlaTensCcTBo u
50 Mr B CyTkM Mpu He3HauUTenbHbIX MHBA3MBHbLIX Npouenypax. Takum obpasom, gosa K npu xupyprudeckmx
BMELLATENbCTBAX OOIMKHA ObiTb HE MEHbLUE, YEM CeKpeLums 300pOBbIX HALAMOYEYHWKOB BO BpeMs onepaumu, a
Takke, JOMKHA ObiTb TakoW, YTOObI MEPEKpbITb BHE3amnHble AOMNOSHUTENbHbIE NOTPEOHOCTU NMPU OCNOXHEHUSIX.
Kpome Toro, HeT gokasaTenbCTB, YTO TakMe A03bl BEAYT K HEraTUBHbLIM NOCNeAcTBMAM (OCIOXHEHUSAM) U, B TO Xe
BpeMsi, HET UccneaoBaHnii, ykasbiBaloLWMX Ha TO, YTO HU3KMe 03bl 6bonee 6e3onacHbl. B ogHow 063opHoi paboTte
nokasaHo, 4YTO CeKpeLus KopTusona B nepsble 24 yaca nocne onepauuun pegko npesbiwana 200 Mr, a ypoBeHb
CeKpeLun KoppenupoBan C NpOAOSHKUTENBHOCTBIO WM CMAOXHOCTBI BMmelwaTensctBa [132]. [okasaHo, 4TO
MeTabonuam KopTusona 3amennseTcs BO BpeMsi Kputudeckmx coctosHun [134]. B nccneposaHumn 158 nauueHTtos
OTOeNeHnst MHTEHCMBHOM Tepanuu n 64 13 rpynnbl KOHTPONS, onpedeneHo, YTo ypoBeHb obLiero n csobogHoro
KOpTM30Mia Bbille Yy MNaUUEHTOB OTAENEeHUS WHTEHCMBHOW Tepanuu, 4em Yy CyObekToB M3 rpynnbl KOHTpOMS
BCNeACTBUE COKpaLLeHWs KrmpeHca kopTu3dona 6onee yem Ha 50% M CHWXEHMS MHAKTUBaUMM KopTu3ona [O
KopTu3oHa. MpryunHbl 3amenneHna metabonmama KopTusona BO BPEMSI KPUTUYECKOro COCTOSIHMSA Y MauMeHToB ¢ 1-
HH, B HacTosiLee Bpems, eLle He n3yyanuchb.

Mpu nuxopagke cyTouHyto Ao3y nepopaneHoro MK yBenuuuBaloT B ABa MnM Tpu pasa, 4O HOpManusauuu
COCTOSIHMS, OObIYHO B TeYeHWe OBYX WM Tpex AHew. Ecnu naumeHT He cnocobeH MpuHMMaTb nepoparnbHbiv
npenapaT n3-3a pBOTbI UM TPaBMbl, NOKa3aHO B TEYEHNE 3TOro Nepuofa napeHTepanbHoe BBeaeHue (B/B, B/M Unu
n/k) NK. HasHauyeHne MK He TpebyeTcs, ecnu cyTouHasi 4o3a rmapoKopTM3oHa™™  npesbiwaeT 40 - 50 mr [26].

B ogHOLEHTPOBOM, OTKPLITOM, PaHAOMU3NPOBAHHOM, NEpPeKpecTHOM nccnegosaHmun Ha 12 nauymeHtax ¢ 1-HH
nokasaHo, 4To v npu /K, 1 Npun B/M BBeAeHUN #rmapoKopTU3oHa™* pesynbTaTbl hapMakoKUHETUKN MOYTU NOEHTUYHBI.
OpHako, npu n/k BBegeHun TpebyeTcs ABe MHBbEKUMM, a He 0dHa Kak Npy B/M BBEAEHWUMW, 1 AN AOCTUXEHUS YPOBHS
kopTmnsona 1000 Hmonb/n (36 mkr/gn) notpeboBanock Gonblie BpeMenn (22 1 11 MUHYT COOTBETCTBEHHO) [135 -
136].

ConyTtcTBylowas Tepanus, KoTopas BfuseT Ha KOHUEHTpauuio KOpTU3omna, Takke MOXeT Bbi3BaTb Kpu3.
[MoaTomMy B Takux crydyasx [OIDKEH paccmartpusaTbCs Bonmpoc O Koppekuun pfosel K. MHuummposaHue
3aMecTUTENbHON Tepanuu NeBOTUPOKCMHOM HaTpua™ MOXEeT Bbi3BaTb HAAMOYEYHMKOBLIM Kpu3 BCneacTBue
ycKopeHusi meTabonuama kopTu3ona [26]. YBenuuumBaloT KIMPEHC KOPTU30na MeOMKaMEHTbl, akTUBUpYoLLMe
depmeHT CYP3A4: kapbamasenunH**, MutoTaH**, 3sepobosi NpoabIpsSBIIEHHOrO TpaBbl 3KCTpaKT [137].

HasHaueHne pekcameTasoHa** 6e3 MK, Takke MOXeT Bbi3BaTb HAAMNOYEYHUKOBLIA KpU3, TaK Kak
AeKkcamMeTasoH™™ He MeeT MUHEPaNoKOPTUKOUAHON akTUBHOCTH [26].

Moka3saHo, 4to y naumenToB ¢ 1-HH (BOKH) npn domanyeckor Harpy3ke BbICOKON MUHTEHCUBHOCTM 0 20 MUHYT
He TpebyeTca [OOMONMHUTENbHLIA NPUEM TMOPOKOPTU3OHA™* [26], HO npu Oonee [NUTENLHOW Harpyske
OOMNOSTHUTENBHO K Tepanum pekoMmeHgoBaHo 5 - 10 Mr rmgpokopTudoHa™™ [96]. OgHako, B HacTosilee BpeMsi, HET
CYLLIeCTBEHHbIX JoKa3aTenbCTB AN BBEAEeHUSA Takon pekoMeHaaUunu.

- Bcem naumentam ¢ 1-HH pekomeHpyeTcs MMeTb MOEHTUMUKALMOHHYIO KapTouKy (MeauuuHckmin 6pacnet
WINK KyJOH) C yKasaHueM 3aboneBaHusi 1 HeobxogmmocTn BBeaeHus 'K [26].

YpoBeHb yoeanTensHOCTU pekoMmeHaaumi C (ypoBeHb JOCTOBEPHOCTM A0Ka3aTENbLCTB - 5)



KommeHTapun: [MaumeHTy HeobxoauMmo Bcerda umeTb npu cebe meauumHckuMi Bpacnet wmnm KynoH ¢
MUHUManbHOW MHGOpMaunen o 3aboneBaHnn N nevyeHnn (Kotopasi B TOM Yncre MOXET ObiTb 3awwmdpoBaHa npu
nomowm QR-koga) [111]. Kpome Toro, He BCe Bpayn MOryT 3HaTb O HEOBXOOUMOCTY HE3aMeaNUTENbHOIO NeYeHNs
AK. lMoaTtoMy naumeHTy xenaTensHO MMeTb Bcerga npu cebe "namaTky" ¢ NPOCTbIMM MHCTPYKUMAMM MO NneveHno AK
[138].

- Bcem nauuweHtam c 1-HH pekomeHgyetcss umeTb K B UHBEKUMOHHOW ¢bopMe Onsi MCMONb30BaHUA B
YPreHTHbIX CUTyaumsx [26].

YpoBeHb y6eamTensHoCT pekoMeHaaumuini C (ypoBeHb 4OCTOBEPHOCTY AOKA3aTENbCTB - 5)

- Bcem nauueHTtam ¢ 1-HH pekomeHnayetcs aucnaHcepHoe HabniogeHne BpadoM-3aHO0KPUHOMOroM He pexe 1
pasa B rog 4nsi UCKIToYeHNs1 NPU3HaKoB HeadekBaTHOM Tepanuun [26].

YpoBeHb y6eamTensHoCT pekoMeHaaumnii C (ypoBeHb 4OCTOBEPHOCTY AOKA3aTENbCTB - 5)

KommeHTapuu: Llens nevyeHus n HabnogeHns CocTouT B TOM, 4TobbI Y naumeHToB 6bIro yaoBneTBOpUTENbHOE
obLiee camovyBCTBME, OHW MOIMN BECTU CBOK OObIYHYIO NMPOdECCMOHANbHYI0 AEATENbHOCTb U MaKCUMarnbHO
NPUONMXKEHHLIN K 0ObIMHOMY 0DOpa3s M3HU. PerynsipHble OCMOTPbl MO3BOMSKT MPOBECTU OLEHKY (DU3NYECKOro
COCTOSIHUS!, OCOBEHHO, OTHOCUTESNIbHO NEPef03UPOBKM UM HEAOCTATOYHOCTM 3aMECTUTENBHON Tepanuu, 1 KavecTea
Xn3Hu. Jlrobon anmson OHH gomkeH ObITh TLATENBHO 0BCYXXAEH.

KoHTponb 3amecTutensHoi Tepanuu, rnaBHeIM 06pa3om, MPOBOAUTCS MO KIIMHUYECKUM cuMnToMam. Ha coHe
afeKkBaTHOM Tepanuu y naumeHTa OTCYyTCTBYET rMneprnurMeHTanus, AOMmkHbl OblTb HOpManbHble nokasatenu AL u
yCTOM4MBbLIN Bec. Hannune opTocTaTMyeckon runoTeH3nn ykasblBaeT Ha He4OCTaTOUYHYI0 MUHEPArIOKOPTUKOUAHYIO
Tepanuio nnm orpaHu4eHHoe notpebneHune conu.

PyTnHHoe nabopaTopHoe o6crnenoBaHne JOMKHO BKNOYaTh UCCNeaoBaHne YPOBHEN HAaTPUS U Kanus B KPOBMW.
WccnepoBaHne ypoBHA P B KpOBM BO3MOXHO B KayecTBe [OOMOSIHUTENbHOTO MeTOAa MOHWUTOPUWHIa
MI/IHepaJ'IOKOpTVIKOI/ILI,HOIZ HeOOCTaTO4YHOCTU; YypOBEeHb [OaHHOIMo nokasaTtend OOJDKeH CTPeMUTbCA K BepxXHeMy
pecbepeHCHOMY AnanasoHy UM HEMHOTO Bbile [26].

B HacTosee Bpems, OTCYTCTBYET eAMHOE MHEHWE MO MOBOAY HEOOXOAMMOCTM PErynspHOro nposegeHus
peHTreHogeHcuToMeTpun y naumeHToB ¢ 1-HH. Tak, npu oTcyTCcTBMM Nepeno3npoBkm npenapatamu MK y xXeHLWWH B
npemeHonayae n Myk4uH ¢ 1-HH, cHxeHus MMHepanbHOM NNOTHOCTU KOCTHOM TkaHu (MIK) He oBHapyxeHo [108].
B 1O Xe Bpems, yBenuyeHne fosbl K accouuupoBaHo ¢ ymeHblleHnem MIIK [139]. Mbl npegnonaraem, 4to
PYTVHHOE MNpPOBEAEHUE PEHTreHO4EHCUTOMETpUM BceM naumeHTam ¢ 1-HH He uenecoobpasHo; uccrnegoBaHue
nokasaHo TOSbKO TEM fMuaM, KOTopble ANMTENbHOE BPEMSA HaXO4MIUCL B COCTOSAHUM nepepo3upoBku K. OgHako,
HekoTopble aBTopbl [140] He nckn4alT HeobxoauMOCTb NPoBOANTL MOHUTOPUHT MIIK perynsapHo (1 paz B 2 - 5
net) Aaxe naumeHTam, nonyyatowmm K B HebonbLion gose.

- lMaumeHTam c ayToMMMyHHbIM reHe3om 1-HH pekomeHayetcsa exerogHoe obGcrnegoBaHue Ha npegMmer
Hanuuns apyron aytoummyHHor natonorum: A3LPK, C[, runoroHagnsm, uenvakvs, ayTOMMMYHHbLIR racTpuT K
neduumnt ButammnHa B12 [141 - 146].

YpoBeHb y6eamTensHoCT pekoMeHaaumuii C (ypoBeHb OCTOBEPHOCTY AOKA3aTeNbCTB - 4)

KommeHTapuu: TlOBbILWEHHBIA PUCK OPYrMX AYTOMMMYHHbIX HapyleHuh OuKTyeT HeobGXoaMMOCTb
TLlaTenbHOro HabnaeHs B 3TOM HanpasneHuu, ocobeHHo BbiseneHns A3LK, koTopoe oTMeYEHO y MOMOBUHBI
XEHWWH n y 25% myxumH ¢ 1-HH. CO1 BbisBnsietca y 10 - 15% naumeHToB. [oaTomy, exerogHo HeOOXO0AMMO
nuccrnegoBaHne ypoBHeW TupeoTpornHoro ropmoHa (TTI), cBOGOAHOrO TUPOKCWMHA, NIOKO3bl U TNIMKMPOBAHHOIO
remornobuHa kposu [141 - 144]. CnegyeT oTMeTUTb, 4TO Npu OHH MoxeT ObITb 3adMKCpoBaHo noBbiweHne TTT.
Mpu atom nosbiweHne Ao 10 MME/n BKNOYNTENBHO, Kak MpaBurio, 06ycnoBneHo, NoTepen MHrMGUPYLLEro BAMSHUSA
'K Ha cekpeuuto TTI n MearkameHTO3HON Koppekuun He TpebyeT [147].

Ons ucknoyeHns runonapatupeosa MoKa3aHO eXEerogHoe MCCnedoBaHve YpoBHer obliero kanbuusa u
anbbymmHa B kpoBM (C pacyeTom anbbyMWH-CKOpPPeKTUpOBaHHOrO kanbuus). C  y4eToM  BbICOKOM
pacnpocTtpaHeHHocTu aeduunta 25-OH ButammHa D B koropTe naumeHToB ¢ 1-HH aytoummyHHOro reHesa [148],
TaKkKe PEKOMEHJO0BAHO exerogHoe nccriegoBaHune yposHs 25-OH ButamuHa D B KpoBw.

YKeHwmHam HyXHO cooOwmuTe 0 pucke (8%) NpexaeBpeMEHHON oOBapuanbHOW HegocTaTovHocTw [141].
Betterle n gp. nokasanu, 4To NpexaeBpeMeHHas oBapuarnbHasi HEAOCTaTOYHOCTb Obina guarHocTnpoBaHa y 20,2%



n3 258 xeHwwmH ¢ 1-HH, y 20 n3 49 (40,8%) c AlC1, y 6 n3 18 (33,3%) c AlNC4, y 26 n3 163 (16%) c AlNC2, HO HM y
ogHon wm3 28 c¢ wmsonupoBaHHon 1-HH [149]. HecmoTtpsi Ha 1O, uto CYP11A1 akcnpeccupyetcs BO Bcex
CTEPOVAOrEHHbIX TKaHAX, AoKasaHo, YTo Hanuume AT K JaHHOMY Genky KoppenupyeT C Hanu4mMem runoroHagnsMa
[150]. OpgHako, nporHosupytowasa ueHHocTb CYP11A1 comHuTenbHa. Tak, Reato u gp. [149] onpegenunu, 4To
TONbKO y 3 13 13 cepono3nTMBHLIX NAUMEHTOK 3a 8 neT HabnogeHus Obin gMarHOCTUMPOBaH runoroHaamsm. B
OTNnYMe OT MauUUEHTOK C HeayTOMMMYHHbIM TMNOroHaaM3momMm, Yy naumeHTok ¢ 1-HH donnukynsapHas dyHkums
COXpPaHsieTCA B TeYeHWe HECKONbKUX NeT nocre ycTaHoBneHus AuarHoda [151]. 370 gaeT BO3MOXHOCTb
KPMOKOHCEpBaLUM OOLUMTOB ANS 9KCTpakopnopanbHOro OnnogoTBOpeHud. Takke, ANS OLUEHKM oBapuarnbHOro
pesepBa (M, COOTBETCTBEHHO, PAaHHEr0 BbISBMEHUS MPEXAEBPEMEHHOW OBapuanbHOW HEeOOCTaTOYHOCTM)
naumeHTkam ¢ 1-HH pekomeHOoOBaHO exerogHoe mnccrefoBaHne YpoBHS aHTUMIONIepoBa ropMoHa B KpoBu. [Mpu
MOOO3PEHMN Ha pasBUTUE T[UMNEPrOHAZOTPONHOrO rMMOroHagM3ama HeobXxooumMo uccnefoBaHWe  YPOBHEN
HONNNKYNOCTUMYMMPYHOLLIETO 1 NIOTEUHM3NPYIOLLLETO FOPMOHOB B CbIBOPOTKE KpOBW, acTpaguona (E2) B kposw.

MaumenTtam c 1-HH exerogHo Heo6xoQMMO BbINOMHATE OOLWMIA (KIMHUYECKUIA) aHanNn3 KPOBU pa3BEPHYTLIN.
Bcneacteve ayToMMMYHHOrO racTputa 4acTto BbisiBnsietca geduunT BuTamumHa B12, nostomy AONOMHUTENBHO
NPOBOAUTCA  eXerogHoe onpegeneHne ypoBHsa ButamuHa B12  (umaHokobanamuH) B kpou. [lpu
nogo3peHuu/BeigBneHnn geduuymta BuTammHa B12, Takke, xenateneHo nccnegoBaHWe xonoTpaHckobanamuHa,
roMouucTenHa, MeTUNManoHoOBOW KMcnoThl, AT K napueTanbHbIM KneTkam Xenyaka U K BHYTPEeHHeMmy dakTtopy
Kactna [26].

Mpy pasBuTUM KIMHWYECKMX CUMNTOMOB LeNuaknM Heobxooumo onpederieHne COAEepXaHus aHTuten K
TKaHEeBOW TpaHCInioTaMmmnHase B KpOBW U UccrnegoBaHue ypoBHs obuwero IgA [26, 142, 145 - 146].

YacTo BbISABMASKTCA BUTUNUIO WM anoneuusi, KOTopble pacCMaTpUBAKOTCH Kak Mapkepbl ayTOMMMYHHON
natonorum [26].

C y4eTOM pucka pa3BuTUsi ayTOMMMYHHbIX 3ab0neBaHuin NeYeHn U NOYEK, NOKa3aHo eXerofHoe onpeaeneHme
aKTMBHOCTEN acrnapTaTaMMHOTpaHcdepasbl U anaHMHaMMHoTpaHcdepasbl U UCCNeAoBaHNe YPOBHS KpeaTUHUHA B
KPOBU.

- bepemeHHbIM ¢ HH pekomeHayeTcsa HabntogeHne y Bpaya-aHOOKpMHOMOra He pexe, yem 1 pas B TpMMecCTp,
ONS1 UCKIIOYEHNST KNMMHUYECKUX CUMNTOMOB HeageKkBaTHOM Tepanumn [26].

YpoBeHb y6eamTensHoCT pekoMeHaaumuii C (ypoBeHb OCTOBEPHOCTY AOKA3aTeNbCTB - 5)
6. OpraHusauus okasaHuUsi MeAULIMHCKOW NoMoLun
MeauvumHcKas noMollb, 32 MUCKMOYEHeM NMOMOLLM B pamKax KnMHUYeckol anpobauum, B COOTBETCTBUM C

denepanbHbiM 3akoHOM oT 21.11.2011 N 323-93 (peg. OT 25.05.2019) "O6 ocHoBax oxpaHbl 300POBbSA rpaxkaaH B
Po".

MokasaHnst gna rocnuvTanu3auun B MEOULUHCKYH opraHusdauuto (dopma - ISKCTPEHHasl, YCrnoBus -
cTaLMoHapHO):

1) AK;

2) nopo3peHue Ha AK;

3) Bnepsble BbisBNeHHas 1-HH (npu oTcyTcTBMM nogosperHuii Ha AK);
4) Tsxenas nepegoauposka 'K nnmu MK.

MokaszaHnsa pAna rocnuTanu3auMum B MeOMUMHCKYK opraHu3daumio (dopma - nnaHoBas, YCnoBus -
CTauMoHapHO):

1) HanNn4Kne HeTsXKenbIX NPU3HakoB HeagekBaTHou Tepanum K nnun MK (B cnydae, ecnu koppekums Tepanum
B aMOynaTopHbIX YCrNoOBUAX He ahdeKTMBHA).

lMokasaHus K BbINUCKE NauMeHTa N3 MeguUnHCKON opraHmn3auunun:
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1) cToiikoe ynydlleHne CcoCTosHMA (yOOBreTBopuTenbHoe o6liee camMoyyBCTBME, OTCYTCTBME MPU3HAKOB
HeafekBaTHOW Tepanun) 1 HopMasibHble NMoKa3aTenu aNeKTPONMTHOIO COCTaBa, Koraa nauueHT moxeT 6es yuepba
Ansl 300pOBbsS NPOAOIKUTE JiedeHne B aMOynaToOpPHO-NONMUKITMHUYECKOM YYPEXAEHUM UMW OOMALLHUX YCIOBUSIX;

2) np1 HeobxoaMMOCTM NepeBoa NaumMeHTa B ApYryro opraHn3aumio 34paBooxXpaHeHus;
3) rpyboe HapyLLeHne rocnuTanbHOro pexmnva;

4) no nucbMeHHoMY TpeboBaHMIO NaumMeHTa Mo ero 3aKkOHHOro NPeaCTaBUTESS, €CNN BbINUCKA He yrpoXaeT
XW3HM NauMeHTa M He onacHa Ans oKpyxatwwmx. B aTom cnyyae Bbinvcka MOXeT ObiTb NpomsBefeHa TOMbKO C
paspeLleHns rnaBHoOro Bpada 60nbHULbLI UK ero 3amecTuTens no nedebHon pabdore.

7. QononHuTenbHaa uHcgpopmaumusa (B ToM yucne ¢akTopbl, BUsKOWME HAa Ucxon 3aboneBaHusi unum
COCTOSIHUSA)

7.1 Knaccudukaumsa ayTouMMyHHOW HaAno4Ye4HUKOBOM HeAOCTaTOYHOCTH

Betterle C. n coaBrT. [152] Ha OCHOBaHWM KIMHUYECKNX U NabopaTopHbIX AaHHbIX NPEANOXUN KnaccndukaLumio
ayTOMMMYHHOW Haano4YeyHnKkoBon HegoctatovHocTn (AHH), BbigenvueB 3 oOcHOBHble cTagum 3aboneBaHuda. Ha
HavyanbHOW cTaguu, (T.H. noTeHunansHas HH) y nuy ¢ reHeTnyeckon npeapacnonioXeHHOCTbIO NPy BO3AENCTBUM
TPUITEpHbIX (PakTOpPOB OKpyxawwen cpedbl [21, 153] MHAUMMPYIOTCA peakuny WMMMYHHOW ayTtoarpeccum ¢
dopmupoBaHnem AT k P450c21. KnuHnyeckue nposiBNEHWS M FOPMOHAsnbHblE W3MEHEHWUS Ha 3TOM cTaguu
OTCYTCTBYIOT.

Ha cnepgyowen cybknnuHmyeckon (nateHTHon) ctaamm HH npouncxoant AeCcTpyKumus KeToK KIyGo4KoBOW K
3aTem Ny4KoBOW 30HbI Kopbl [152]. MNpu aToM 3aboneBaHve AnMTeNbHOE BPEMSt UMEET CyOKIMHUYECKUIN XapakTep:
CMMMNTOMbl B OCHOBHOM 3nu3oguyeckue, nerkve u Hecneumdudeckne. OgHako, Npy BO3AENCTBUM 3HAYUMbIX
NMPOBOLMPYIOLLMX PaKTOPOB, B HACTHOCTM BO BPEMS ONepaTMBHbLIX BMELLIaTeNsCTB, pogopaspeLleHu, npyu ocTpbIixX
3aboneBaHuax, TpaBMax W np., nateHtHaa 1-HH moxeT maHudectupoBaTtb ¢ passutns AK [154 - 155]. B
3aBUCUMOCTM OT pe3ynbTaToB rOPMOHArnbHbIX MCCNeaoBaHWi, BbiAeNaoT 3 noactagmm cybknuHnyeckon HH:

1 - HapylweHne MUHEepanoKOPTUKOMAHOW (byHKUMM (NOBbILWEHWE KOHUeHTpaumu P/aktmBHocTM P nnasmbl B
COYETaHNM C HopMarsibHbIM UMW CHKEHHBIM YPOBHEM A);

2 - JOMOSHMTENBHO BbISBNSAETCA HapyLLEHWe MMIOKOKOPTUKONAHOWN PYHKUMKN (CHMKEHME KOpTM3oma Ha (hoHe
TecTa ¢ npenapatamu u3 papmakonornyeckon rpynnesl AKTT/UTT; yposeHb AKTIT B HOpMe 1nu NOBbILLEH);

3 - MporpeccuMpoBaHve HapyLLleHUs TITHOKOKOPTUKOUOHON OyHKUMKN (CHWXeHne 6asanbHOro KopTu3ona;
yposeHb AKTI™ B HOpMe unu nosebiLleH) [152].

Mpu paspyweHun 90% agpeHokopTUKanbHbIX KneTok [153] pasBuBaeTcsa MaHudecTtHada HH, koTopas
nposiensieTca 6onee ApKoM KIUMHWYECKOW KapTMHOW U XapakTepHbIMW nabopaTopHbiMU M3MeHeHusamu [152]. B
nogasnstouwieM GonNbWMHCTBE cryyaeB 3aborneBaHWe OUarHOCTUPYeTCst TOMbKO Ha 3TOW CTaguu, Hepegko npu
passutumn AK (Tabn. 7, puc. 3).
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PucyHok 3. Ctagmu ayTOMMMYHHON HaAnoOYeYHNKOBON HegocTaTtoqHocTH [150] (MogudmumposaHo aBTopamu).

Tabnuua 7. Knaccudmkauma ayToMMMyHHON Hagno4ye4YHUKOBOW HegocTaTtodHocTu [150] (MoanduumnpoBaHo
aBTopamm).

Cragum Antutena | AKTI | Koptuson | Koptuson | PenuH | AnbgocTtepo | KnuHudecku
kK P450c21 OasanbHblli | Ha oHe H e
CTUMYNSLM nposiBNeHns
OHHbIX
TecToB
MoTeHuunansbHas |+ N N N N N -
AHH

NarteHTHas AHH

- nogctagus 1 + T N N 0 N/ -
- noactagus 2 + N /T N i T N/ i« +/-
- nogctagus 3 + N /T ¢ i T N/ i« +/-
Manmgecrsan |+- |11 |L] Y T | *

CokpaweHus: N - Hopma; ! CHWKEH; T - noBbileH.

B HacTosilee BpeMsi NpeacTaBrieHHas kKnaccudgukaums He siBnseTcs obuenpuHsaTon. Hanbonee BeposiTHO,
3TO 00YCMOBIEHO OTCYTCTBUMEM YETKUX KPUTEPUEB OUATHOCTUKM (MPEXAe BCEro, YPOBHS TOPMOHOB, OTPaXKatoLmnx
dyHkuuio NMHC) onga onpeaeneHns kaxgon ctagum u nogctagum AHH. Takum obpasom, TpebyeTcsa mogudumkaums
knaccudukaumm Betterle C. n coaBr.



OpHako, 6eccnopHo, BHeapeHue knaccudukauum AHH B KNMHMYECKYIO MPaKTUKYy KpanHe Heobxoaumo, T.K.
MO3BOSIUT 3HAYUTESNIBHO YMEHbLUUTb CMEPTHOCTb MAUWEHTOB 3a CYET aKTMBHOIO MOUcKa MNOTEHUManbHOM U
naTteHTHon dopm 3aboneBaHus (nNpexae BcCero B rpynnax pucka - y §nuy ¢ APYrMMW  ayTOMMMYHHbIMU
3aboneBaHnsiMN) U CBOEBPEMEHHOrO rneyeHuns. Kpome Toro, LenecoobpasHo npoBedeHne 3nMaeMmnonornyeckux
nccneaoBaHUN, NOCBSILLEHHbIX U3YYEHUIO NOTEHUManbHbIX M naTeHTHbix popm HH, ¢ uLenblo OueHKN UCTUHHOM
pacnpocTpaHeHHOCTM 3aboneBaHna 1 onpeneneHns pucka pasBuUTUS OaHHOW NMaTonornm B KOropTe NauMeHToB C
OPYrMMun ayTOMMMYHHbBIMW 3a60neBaHuaMuU.

Kpome Toro, B HacToslLee Bpemsl, Bce eLle TpebyoT 6onee onTumarbHbIX MOAX0A0B AMarHoCTKa U nedeHune
1-HH.

7.2 narHocTUKa NepBUYHOMN HaANOYE€YHUKOBOW HEQOCTAaTOYHOCTH

CyLlecTByeT MHOIO HepelLeHHbIX BOMPOCOB OTHOCUTENbHO onpefeneHust dyHKUMM HagnodeyHukoB. B
YacTHOCTU, HEeT cornacusi B HeobxooumocTu MOHWTOpuHra K BO Bpemsi MpUCOeAUHEHWUS UHTEPKYPPEHTHbIX
3aboneBaHMn U MpUEME PasnNYHbIX JNEKAPCTBEHHbLIX CPEACTB, a Takke B ONPeAeneHun HaanovYe4HUKOBOW
ANChYHKLMM BO BPEMST KPUTUYECKUX COCTOSIHUN.

B yacTtHoCTU, HEKOTOpLIE aBTOPLI NpeAnonaralT K4veByo ponb ancdyHkuum MHC (Mnm "oTHocUTEnNbHON
HH") B naTocuanonormm nonMopraHHon HegocTaTovyHOCTU. Tak, 6bina BbickasaHa rmnoTesa o 6bonee HU3KOM ypoBHE
KOpPTU30Ma y NauMeHTOB B KPUTUYECKOM COCTOSIHUM C HEBNaronpusiTHeIM MCXOL0M MO CPABHEHMIO C NauueHTamu B
KPUTUYECKOM COCTOsSHUM W BnaronpuaTHelM ucxogoM. OpHako, pesynbTaTbl CPaBHUTEMbHBLIX MCCNeaoBaHWN
ONPOBEPINM AaHHYI0 TMNOTE3Y: YpOBEHb KOPTM30Na Y NauMeHToB ¢ HebnaronpuaTHbIM NCXOA0M Obin Jaxe Bblle,
YeM B rpynne KOHTpons. Takke, BbiCKa3biBanochb NpeanonoxeHne, 4to passutue "otHocutenbHon HH" asnsaetca
CNefCcTBMEM PE3UCTEHTHOCTU TKaHew K gerctauio 'K y nauneHToB B Kputudeckom coctosiHun. OgHako, B HacTosiLee
BpeMS OTCYTCTBYIOT CTaHZapTHble MeToAdbl OueHku aktuBHocTu K B TkaHsaAx. Takum obpasom, Hanuudne
"oTHocuTenbHon HH" unu "HH npu Kputnyeckmx coctosiHMaX" OCTaeTcs CrnopHbIM, U HEKOTOpPble aBTOPbl HEe
PEKOMEHAYIOT PYTUHHOE NccreaoBaHne YHKLMN HaANo4Ye4YHMKOB Y JAaHHOW KaTeropumn nauneHToB [156].

KnuHuumcTtel HyxpatoTca B Gonee HagexHom 6Guoxumudeckom mapkepe HH. B HacTosiwee Bpems,
NepcrneKkTUBHbIMU SIBMNSIOTCS ABa HanpasneHus. NepBoe - 3TO MccrnegoBaHve YpoBHSA CBOOOAHOrO KopTu3ona B
cntoHe [26]. UccnegosaHne ypoBHSA CBOOOAHOMO KOPTU30Ma B CNIOHE YTPOM MOXET NPUMEHATLCH Kak MeTog BTOPOro
psAa Unm Kak 4ONOMHUTENbHbBINA aHanM3 B CNOXHbIX crnyvasx. OgHako, HeobxoarMo NpoBeaAeHUE UCCreaoBaHWn Ans
NOATBEPXAEHUSI AaHHbIX BbIBOLOB.

BTopoe HanpaBneHve kacaeTca MaccoBOro BHeApEeHWs cneumdryeckoro AMarHoCTUYeCcKoro TeCTMPoBaHWS:
XMAKOCTHOM xpomatorpadun/ TaHaemHon macc-cnektpomeTpum (LC-MS/MS), 4to gomkHo obecneynTb nyudLlyo
CTaHOapTU3auMio B U3MEpPEeHUM KopTu3ona. Takume MeTodbl OTHOCUTENbHO CBOOGOAHBLI OT aHaNMTUYECKMX
BMeLUATENbCTB, CBA3aHHbIX C NepeKpecTHOW peakTUBHOCTbIO, CBOMCTBEHHOW MMMYHOMOrMYecknm aHanusam [157].

7.3 nepCI'IeKTVIBbI 3aMeCcTUTeNnbHOM Tepanuu ﬂepBM‘lHOﬁ Hagno4Ye4YHMKOBOM HeA4OCTaTOYHOCTHU

7.3.1 3amecTuTenbHasa TepanuMa aHgporeHoaeduumnTa

Y OKEeHWWH HaanoyeyHuK 4BnseTcs eOUHCTBEHHbIM WCTOYHWKOM cekpeuuu aHgporeHos (OM3A u
aHgpocteHavoHa). CrnegosaTenbHO, HaANOYEeYHWKOBAs HEAOCTaTOMHOCTb MPOSBASETCHA Takke u geduuntom
aHgporeHoB. OM9A aktusupyetcs oo OIM3A-C B nepudepnyeckux TKaHAX M B roHagax npu yyactum pepmeHTa
cynbgoTpaHcdepasbl. Pusnonornyeckas koHueHTpauma OIFr3A-C B cbiBOPOTke 4OCTUrAaeT Makcumyma B Bo3pacTe
20 n 30 net Cc MOCTENEeHHbIM CHWKEHWEM He3aBWCMMO OT HacTynnewus wmeHonaysbl. OIMOA saBngaetcs
NpeaLecTBEHHNKOM MOSIOBbIX FOPMOHOB (3CTPOreHoB M aHaporeHoB). Kpome Toro, AaHHbIA FOPMOH HanpsiMyto
CBA3bIBAETCH C peLienTopamMu MOMoBbIX CTEPOMAOB, aKTUBMPYET MX, a Takke yBenuvumBaeT ux vucno. Mpu atom,
pe3ynbTaTbl MCCNeaoBaHWI npegnonaratT, YTO B TKaHW, COOEpXKallen peLenTopbl Kak K 3CTpPOoreHam, Tak U K
aHgporeHam, ['QA akTnBMpyeT NpeMmyLLeCTBEHHO peLenTopbl K acTporeHam [158]. [IFDA Takke akTMBMpyeTCs B
FONIOBHOM MO3re, re ero MeTabonuT e NPUUUCIISIETCA K HepocTepouaaM, Tak Kak BIUSieT Ha peLentopbl | -
aMWHOMACIISIHOW KUCIOTbl M OKasblBaeT aHTuaenpeccuBHoe aenctBue. B uccneposaHusx Ha rpbidyHax OMOA,
aktuBmpyst Ol-pelLienTopbl rONOBHOrO MO3ra, BOCCTAHaBNMBAN HapylleHUE MaMsiTh, MHAYLMPOBAaHHOE

nepuvHaTanbHbIM BO3OEWCTBMEM KOKauHa WM TPaH3UTOPHbIM NepUHaTanbHbIM NUTMPOBAHMEM OBLUMX COHHbIX
apTepun.



CornacHo akcrnepuMeHTanbHbIM AaHHbIM, MOSTyYeHHbIM Ha XMBOTHbIX, [OA okasbiBaeT NONoXxutensHoe
BMMSHWE Ha nogdepXaHue MbILEYHOW MaccChl, a Takke YMEHbLUAeT PUCK pa3Butus oxupenus, CL, cuctemHon
KpacHOW BOMYaHKKU, OHKONOrM4Yeckmx 3abonesaHun (Npy GENCTBMU XMMUYECKMX areHTOB): paka 000404HON KULLKM,
nerkmx, nanunnomsl koxu. MNpegnonaraetcagyuto AaHHble adydpektbl AMSA onocpenoBaHbl BIIMSHUEM Ha YUCIO
peuenTopoB (nevyeHouHblX siaepHbix, PPAR 1 ap.), kotopble perynupytoT TpaHckpunuuio reHoB CYP. Takke,
Bo3aenicTByst Ha PPAR, [II'OA ycunuBaeT MeTabonmaMm XUPHbIX KMCIOT. M3BeCcTHO, 4To ypoBeHb AISA-C obpaTHo
NPOMNOpPLMOHaNeH cepAeyYHO-COCYAMCTOMY PUCKY, a Takke 3aboneBaemMocTy u cmepTHocTw. [pegnonaraeTcsd, 4Tto
AaHHbIN 3dbdekT obycrnoeneH aktueaunen NO-cnHTasbl [158].

Kpome Toro, I SA ymeHbLIaeT NpoAyKUMIO peakTUBHbIX (hOPM KUCITOPOAa B rMagKOMbILLEYHbIX KIeTKax aopThbl
KpbIC, MHIMOMPYA Taknm obpa3om BocnaneHve, MHAyLMpoBaHHOE aHrmoTeH3nHom 2. Takke, AM3A cnocobeTByeT
YBEMUYEHNIO MUHEPAnbHOW MAOTHOCTM KOCTHOW TKaHM 3a cyeT cTumynsaumm auddepeHumnpoBku octeobnactoB
(nyTem ycuneHns TpaHCKpUnummn reHa nHecynuHonogobHoro dakropa pocta 1) n nirmbrposaHusa octeonusa (nytem
YMEHbLLUEHNS cekpeuun nHTepnenknHa-6) [158].

Takum obpasom, dusmnonormyeckoe sHavyeHme Or3A He orpaHUUMBaETCS UCKIOYMTENBHO NpeBpaLleHnem B
nosioBble cTepouabl. [aHHbIA rOPMOH, NPEeanonoXUTENbHO, SBNSIETCA CUrHanbHOM MOSEKYNoW, Tak Kak MOoXeT
HenocpeacTBEHHO BO3AEeNCTBOBaTb Ha KNETKM.

ExxegHeBHbIV ogHOKpaTHLIV nepopanbHbin npuem AMOA npu 1-HH BoccTaHaBnmBaeT ypoBeHb aHOporeHa u
€ro npealwecTBeEHHNKA 4O HopMarbHbIX 3Ha4YeHun. iccnegoBaHusa nokasanu, 4uto tepanus OI9A npu 1-HH moxer
ynyyllaTb Ka4eCTBO XXMU3HU U HACTPOEHME, CHUXAaTb YPOBEHb AENPeCcCcun U TPEBOXHOCTU. CuctemaTtuyeckunin ob63op
M MeTaaHanuM3 paHOOMMU3WPOBAHHbIX Mrauebo-KOHTPONMPYEMbIX WCCREeNOBaHUA He Mokasan CylecTBEHHOMN
KMMHUYECKOW BbIrodbl TAKOW Tepanun Ansa BceX XeHWwuH ¢ 1-HH, Ho nmeeTca 4oCTaTOMHO MHOMO Hay4HbIX pabor,
KOTOpble 3aperMcTpyMpoBanu MnoroXuTenbHble 3ddekTbl Ha NMMOMOO0 U BOCCTaHOBNEHMe nybapxe y Monoabix
aesylwiek Ha doHe Tepanun OM3A npu 1-HH [25, 159]. OgHako, AONrOCPOYHbIX MCCNeaoBaHUM XeHWwuH ¢ 1-HH,
npuHumatowmx ArS9A, B HacToswee BpeMs, KpanHe mano.

Mpuem OI3A (6buonormdeckn aktmBHas gobaska) B go3e 25 - 50 Mr ogHOKpaTHO nepopanbHO YTPOM
paccmaTpyBaeTCs TONbKO ANS XKEHLWWH penpoaykTuBHoro Bo3pacta ¢ 1-HH v cHmxeHuem/oTcyTcTBuem nubngo,
Oenpeccuen, TPEBOXHOCTbIO, BbIPAXXEHHOW CnabocTbio, HECMOTPS Ha OMTUMW3MPOBAHHYIO TMHOKOKOPTUKOWUA- U
MUWHEpPAaNoKOPTUKONAHY Tepanuio. Ecnv nauueHTka He cooblaeT o CTOMKOM, GraronpuaTHOM BO34ENCTBUM
Tepanun [IOA B TeueHue 6 MecsiueB, npenapat PeKOMEHAYT OTMeHUTb. B gononHeHue K KOHTponto 3a
KNMHU4eckon 3hEKTMBHOCTLIO M MOTEeHUManbHbIMU NoBOYHBIMK adhdekTamun, UHAMBUAYanbHbIA Nogbop 403kl
NpOBOAMTCA C MOMOLLBIO UCCrneaoBaHusa yTpeHHero obpasua kposu Ha AMOA-C po npuema npenaparta. Llenbto
Tepanum SBNAETCA JOCTUXEHNE CPeaHero ypoBHs pedepeHCHOro avanasoHa ans penpogykTMBHOro nepuoga [26].

7.3.2 TK ¢ mogndu1umpoBaHHbIM BbiICBO6OXAEHNEM

HecmoTps Ha onTMManbHYO 3aMecTUTENbHY Tepanuio, 3Ha4nTeNbHOE KONMYECTBO NaLUEHTOB NpoaomKaT
npeabsBnATb OOBLEKTMBHbLIE N CYOBEKTMBHbIE Xanobbl: CMMNTOMbI NEPELO3NPOBKM U OEKOMMEHCALMW, CHKEHNE
paboToCNoCOBHOCTU U (PU3NYECKOW aKTMBHOCTU, OCODEHHO Y JXEHLLMH, yxXyaLleHne obLero cocTosiHUSA 340POBbS,
meTabonuyeckne U cepaedHO-COCYAMCTbIE OCIOXHEHUS, BKtovas Al. HoBble npenapatbl ¢ MOAMULMPOBaHHLIM
BbICBODOXXAEHNEM MMOPOKOPTMU3OHA™ B HEKOTOPOW CTENEHN UMUTUPYIOT LMPKaOHbIN PUTM CEKpeLun 3HOOreHHOro
kopTu3ona [25, 160]. MNpenapaTtbl ¢ ABOMHBIM U MEAMNEHHbIM (OTCPOYEHHBLIM) BbICBOOOXAEHNEM MaKCUMarbHO
nNpménu3annuck K atomy [161].

Tak, rMapoKopTU3OH** OBOMHOro BbicBOBOXAEHUA 0006peH Ans NpumeHeHns B psae EBponerickux ctpaH ¢
koHua 2012 roga. MNpenapat BbinyckaeTca B Jo3ax 5 u 20 Mr n coctouT M3 HapyHOW 0BOMNoYKM, coaepKallen
TMOPOKOPTU3OH**  ObICTPOro BbICBOOOXAEHUA W BHYTPEHHEro s4pa C T[MAPOKOPTU3OHOM™*  3amenSIEHHOro
BbICBOOOXAEHWS. [MpenapaT npuHMMaeTca OAHOKpaTHO yTpom [162].

CornacHo gaHHbIM KNMHUYECKOTo ncenegosaHns 2 dhasbl, Npoduib KOpTU3ona npu npueme rmapokopTM3oHa™™
MeasnieHHOro BbicBOOOXAeHUs (B HavanbHowm gose 10 mr B 07.00 n 20 mr B 23.00 ¢ ganbHenwen Tutpauunen) y
naumeHtoB ¢ BOKH 6bin npubnuxkeH k cdumanonorudeckomy. bonee Toro, Ha ¢oHe AaHHOW Tepanun OTMEYEHO
yMeHbLUEHNE MNOTPeBGHOCTM B CYTOYHOW [03e rMapokopTM3oHa* . B uccnegoBaHuy npenapat HasHadancs
naumeHTam B kancynax no 5, 10 nnm 20 mr [160].

B 2019 roay 3aBepLUMNOCh MHOTOLLEHTPOBOE OTKPbITOE paHAOMMU3NPOBaHHOE uccneaosaHme 3 casbl JAaHHOTO
npenapaTta (BknodeHo 122 nauuweHTta ¢ BAKH, nony4aBwunx rugpokopTU3oH™™ MeaneHHOro BbICBODOXAEHNS MIn
CTaHOApTHYIO Tepanuio pas3nuyHbeiMu npenapatamu K B TeueHne 6 mecsueB). NMpumevaTenbHo, 4TO Ha OHE



cTaHgapTHou Tepanum B 4,92% cnydaeB passunca AK, torga kak Ha ¢oHe npuema npenaparta OTCPOYEHHOrO
BbICBOOOXAEHUSA JAHHOE COCTOSAHME HE Pa3BMIIOCh HU Y O4HOMo naumeHTa [163].

OpHako, npenapaTtbl C ABOVHbIM W MeOJIEHHbIM BbICBODOXOEHMEM HE WMWUTUMPYHOT (PU3NONOrMYECKYHO
NyNbCUPYIOLLLYIO CEKpeLuio KopTm3orna. HecMoTps Ha To, YTO nmelTcsa JokasaTenbcTBa HeOOoMNbLIOro CHkeHna ALl
W TMAMKMPOBAHHOIO remornobvHa npu npueme rMAPOKOPTU3OHA™™ ABOMHOrO BbicBOGOXAeHUs [161], Takue
pes3ynbTaTbl, BO3MOXHO, He Bcerga OyayT Bocnpov3BoamMbl y naumeHTos ¢ 1-HH.

Takke, Ha ¢dapmaueBTUYECKOM pbIHKE HEKOTOpbIX CTpaH [OOCTyNeH aHanor npegHnsornoHa ¢
MoaMdULMpoBaHHbIM BbicBobOXaeHUEM. [Mpuem npenapata pekomeHayetca B 22.00 (mencrtBme HaydnHaeTtcd
npubnuautensHo B 03.00) [162]. Mo gaHHbIM Langenheim v coasT. [164], Ha dhoHe npuema aHanora npegHn30roHa
C MOANMLMPOBaHHbLIM BbICBOBOXAEHNEM (MO CPABHEHMIO C NPEAHN3ONOHOM™*) OTMEYEHO YMEHbLLEHWE YCTaNocTu
1 ynydweHve psaa nokasartenen ka4ecTsa XXU3HW.

[nsi Toro, 4ToObl NONHOCTLIO OLEHWUTL BO3MOXHbIE MPEUMYLLIECTBA NPenapaToB MeAIeHHOro BbICBOGOXAEHMS
noTpebytoTCa  AONOSHUTENbHbIE, MPEANOYTUTENBHO [OBOWHbIE CRenble, WCCNeaoBaHUs B CPaBHEHMU C
rMOPOKOPTUIOHOM™* 1 #KOPTMU3OHOM.

7.3.3 HenpepblBHoe noAKOXHoOe BBeAeHue rNMrKOKOPTUKONAO0B nocpeacTBOM MHCYJTIMHOBbLIX nomMn

HenpepbiBHoe n/k BBeaeHune K nocpeacTBOM MHCYNMHOBBLIX NOMM fydwe obecnevmBaeT NynbCUpYOLNA 1
uMpkagHbein putm [25, 165]. B OTKpbITOM NepekpecTHOM uccregoBaHUM Takoe BBedeHue H#ruapokopTu3oHa™™*
accouMMpoBarnoch C ynyylleHneM KadecTBa XXM3HMW, CBA3AaHHOro co 3gopoBbem [165]. OgHako B ApyroM, ABOWHOM
Crenom MccreaoBaHUM HUKaKoro BIIMSHUS HA Ka4eCTBO XU3HWU, CBA3aHHOMO CO 340POBbEM, OTMEYEHO He Obino [166].
NeyeHne nomnon 6onee TpygoeMKo, YEM TPaAULIMOHHOE N MOXET ObiTb NPEeAIoXKEHO TONbKO NauMeHTam, KoTopble
He OTBeYaloT Ha TpaaMUMOHHOE NneyeHune. NocKonbKy Npu Takom BBe4EHUWN H#TMAPOKOPTU3OHA™  MOYTUN MOSTHOCTBIO
UMUTUPYETCH PUTM IHOOrEHHOro KOpTu3ona, B KayecTBe BUOXMMMYECKOro Mapkepa OnTMManbHOro A03MPOBaHUS
MOXeT umcnonb3oBaTbcs uccnegosaHne yposHA AKTI B kposu [165]. [nsa yBenuueHus gokasatenbHow 6a3bl
appekTMBHOCTM M 6e30nMacHOCTM pasfMyHbIX CXeM 3amecTuTtenoHon Tepanum 1-HH Heobxogumbl Gonbluve,
paHAOMM3NPOBaHHbIE KNNMHUYECKUE ncecnegosanns [167].

7.3.4 lpyrne nepcneKkTuBbI fie4eHUs

B Havane 3abonesaHuns 60nblWMHCTBO nauneHToB 1-HH elle coxpaHsaioT B pasnuyHoOM o6bemMe 3HOOTEHHYHO
cekpeLuio Koptuaona. NpoaeMoHCTPUPOBAHO, YTO ANA TaKUX NauMeHTOB CTUMYNSUUA npenapatamm na ATX-rpynnbl
AKTT [168] nnn BBegeHne nMMmyHoaenpeccaHta #puTykcumaba™ [169] MOXeT BOCCTaHOBUTb Ha OnpeaeneHHoe
BPEMs 3HOOreHHOoe NPOon3BOACTBO KopTuaona. OgHako, B HegaBHeM nccnegosaHum [170] HasHadeHne KomOuHauum
3TMX npenapatoB Oblo He3dddEKTUBHBIM B BOCCTAHOBMEHUM (YHKUMM KOPbl HagmnoyeyHukoB. Kpome Toro,
HeobX0AMMO y4MTbIBaTb PUCK pas3BUTUS NOBOYHbIX adhdekToB #putykcumaba: OlMH, HenTponeHus, MHPY3NOHHbIE
peakuuu (B TOM yncrne datanbHbie) n gpyrve.

Kpowme TOro, ang nedeHus 1-HH moryt npumMeHsiTbCH COBPEMEHHbIE TEXHONOMMW pereHepaTMBHON MeANLMHbI.
B yacTHoCTW, B nUTEepaTtype onnucaH OAmMH Criyvain yecneLwHom Haano4Ye4HMKOBOW TpaHCnnaHTaumm ot Matepu Ao4epu,
a TaKKe annoTpaHcnnaHTaumMm KOMMMEKCOB HaANoOYeYHUK-NoYKa U HaanovYeyHMK-NoYKa-nomKenyaoyHasa xenesa
[171].

Takke, OrpOMHbIV MOTEHUWan npeacTaBnaAeT KMEeTOYHOW Tepanuvs, NO3BOMSKWast CTBOJMIOBbIM KreTkam
TpaHcopMUpoBaTbCA B KNETKUM C (peHOTUNOM afpeHokopTuKanbHbix. Bonee Toro, guddepeHuMpoBaHHbIE
cneumManuaupoBaHHble  KneTkM  (Hanpumep, @ubpobnacTtbl) Tawkke  MOryT  npuobpetaTb  heHoTMN
afpeHOKOpPTMKamnbHbIX (Kak HanpsiMylo, Tak M 4epe3 CTaguio MIPUNOTEHTHbIX KNeTok). MNpu atom, B cnyyae
MOHOreHHbIX HacneacTBeHHbIX opm 1-HH Ha aTom aTane Takke paccMaTpuBaeTCcs BO3MOXHOCTb PeAaKTUPOBaHUS
reHoB. [lpu TpaHCMMaHTauMM KNEeToK, C Uenbl NpeaynpexneHuss OTTOpXKeHUsl, npegnaraeTcsi NpUMeEHeHue
YCTPOWCTB ANSA MHKAMNCynsiLmu, KoTopble 06nagatoT OTNIMYHOM BMOCOBMECTMMOCThIO [171].

Heobxoanumo oTMETUTb, YTO B HaCcToOsILLLee BPEMsI BCE OMucaHHble MeToAbl feyeHnst 1-HH He BHeapeHbl B
KNMHUYECKYIO NPAaKTUKY; NpoYyas JononHuTeneHasa nHgopMams, BnuaoLwas Ha ncxog npu 1-HH, otcytcteyer.

Kputepum oueHku kayecTBa MEQULIMHCKOW NOMOLLU



Kputepun kayecTtsa

OueHka
BbIMOSTHEHUSA
(noa/HeT)

BbinonHeHo wnccnegoBaHWe YpOBHEW KOPTM30Ma M agpeHOKOPTUKOTPOMHOMO
ropMoOHa B KpPOBM YTPOM MaLMeHTaM C  KIMHWMYECKUMU CUMMNTOMaMMu,
No4o3pUTENbHLIMU Ha HAAMOYEYHNKOBYO HE4OCTAaTOYHOCTb

[a/Het

BbinonHeHo uccnegosaHue ypOBHeVI anbAdoCTEPOHa U peHnHa B KpOBU YTPOM
nauneHTam Cc KIMNHNYECKNMMU cnMnTomMmamuy, noao3puTesibHbIMN Ha
Haano4Ye4YHMKOBYHO HEAOCTATO4YHOCTb

Ha/net

BeinonHeHa npoba ¢ nekapCcTBeHHbIM npenapaTtom (Npy  OTCYTCTBUM
NPOTUBOMOKA3aHUN) MNauMeHTaMm, Yy KOTOpbIX pe3ynbTaTbl fabopaTopHbIX
nccriegoBaHun (Mpu 3abope KpoBWM YTPOM) HE COOTBETCTBYHOT CleAyloLum
nokasaTensm: YypoBeHb kopTudona MeHee 140 HMmonb/n, 2-kpaTHoe
MpeBbIlLIEHNE BEepxXHero pedepeHCHOro 3Ha4yeHWst agpeHOKOPTUKOTPOMHOIO
rOpMOHa, NOBbILLEHWNE YPOBHSI PEHUHA B KOMOMHALMMW C HU3KOHOPManbHbIM U
CHWKEHHbIM YPOBHEM arnb4oCTEpPOHa

[a/Het

BbinonHeHO  onpegeneHve  3TUOMOMMM  MEPBUYHOW  HAAMOYEYHUKOBOWM
HeJOCTaTOYHOCTM Y NauueHTa ¢ NoATBEPXKAEHHBIM AMArHO30M

Ja/vet

KoHcynbTaHTlntoc: npumedaHue.
Hymepauus nyHKTOB AaHa B COOTBETCTBMM C OhMLManbHbIM TEKCTOM OOKYMEHTA.

BbinoniHeHO  Ha3HadeHwne Tepanunm  IrmiKOKOpTUKOMOAaMn  nauneHty cC
I'IOD,TBep)KD,eHHOIZ ﬂepBI/I‘-IHOI7I HaAMNOYe4YHNKOBOM HEQOCTATOYHOCTbBIO

Ha/Het

BbinonHeHo HadHayeHMe MUHEepanoKOPTMKOMAHOW Tepanun nauueHTy C
nepBUYHON HaAMNOYEYHNKOBON HEAOCTAaTOYHOCTbLIO

Ja/vet

BbinonHeHo  obyyeHve nauMeHTa € NEPBUMYHON  HAAMOYEYHUKOBOW
HeOoCTaTOYHOCTbLIO pacrno3HaBaHuio npusHakos HeaJeKBaTHOM
3aMeCTUTENbHOW  Tepanuu, CaMOCTOSITENbHON KOPPEKUMU fedeHns B
CTPECCOBbIX  CUTyauusix M NPU  UHTEPKYPPEHTHbIX  3aboneBaHusix,
CaMOCTOSITENIbHOMY NapeHTepanbHOMY BBEAEHMIO MMOKOKOPTUKOMAO0B

Ha/Het

BbinonHeHa pasbscHuUTenbHass 6Gecega C  MauMeHTOM € MEPBUYHON
HaAno4YeYHNKOBOM HeLOCTaTOYHOCTbIO O HeobxoaMMocCTu nveTb
NMOEHTUMMKALMOHHYIO KapTOYKy (MeauumMHCKuiA OpacneT wnmM  KyroH) ¢
ykasaHvem 3aborneBaHusi 1 He0OX0AUMOCTN BBEAEHMWS MMIOKOKOPTUKOMOO0B

Ha/Het

BbinonHeHa pa3bACHUTENbHAA becega € nauMeHToM C nemequﬁ
HagNno4Ye4YHNKOBOM HeJoCTaTO4YHOCTbHO o HeobxoQMMocTuh MMETb
FMOKOKOPTUKOMAbI B MHBEKLNOHHON cbopme OnAa Ncnonb3oBaHUA B YPreHTHbIX
cutyaumnax

[a/vet

10.

BbinonHeHa oueHKa KoMMneHcaumMm HeaoCcTaTOYHOCTU FMIOKOKOPTUKONOOB Y
nauneHTa C I'IepBVIL-IHOI7I HaANoOYeYHNKOBOM HegoCTaToO4YHOCTbIO no
KNMMHNYECKMM TMNpU3HaKam: WM3MeHeHue MacCbl Tela W apTepualribHOMY
AaBlieHuto, HaJ'IVIqVIe/OTCyTCTBVIe cnabocTtun, CMMNTOMbI rmnepkopTmumsma

[a/vet

11.

BbinonHeHa oueHka KoMneHcauun He4OCTaTOYHOCTM MUHEPANOKOPTMKONAOB Y
nauvMeHTa C NEepBUYHOM  HAAMOYEYHMKOBOW  HEAOCTaTOMHOCTbI MO
KMMHUYECKUM Mpu3Hakam (Tsra K CONEeHOMY, opTocTaTuyeckasi rMnoTeH3us,
OTeKMW, apTepuanbHas rmnepTeH3usl) n pesynbtaTam MUCCrefoBaHus YypoBHeEN
HaTpUs 1 Kanusi KpoBuU

Ha/Het




12. |BbinonHeHa KOppPEKUMs 3aMecTUTeNbHOW Tepanuu  HedocTaTodHocTu | Ja/HeT
[MIOKOKOPTUKOMAOB Yy MauueHTa € MNEePBUYHOM  HAAMNOYEYHWKOBOM
HeJOoCTaTOYHOCTbIO MPU HANUYUM NPU3HAKOB HeadeKBaTHOWN Tepanum

13. |BbiNonHeHa KOppeKkuuMsi 3aMecTUTENbHOW  Tepanuu  HegocTtatovHocTw | [a/HeT
MWHEPANoOKOPTUKOMAOB Yy NauMeHTa C NEePBUYHOM  HAAMNOYEeYHUKOBOM
HEeAOCTAaTOYHOCTLIO MPU HanMYMM NPU3HAKOB HeaOEeKBaTHON Tepanum

Cnucok nuTtepaTtypbl

1. OknHa M.1O., TpowwnHa E.A., MnatoHoea H.M., benbuesud [.I'. HagnoyeyHnkoBas HegocTaTovHOCTL. B
KH.: TpowwuHa E.A. COOpHUK MeTOOUYECKMX pekoMeHAauui (B NOMOLLb NpakTuyeckomy Bpady) - TBepb: Tpuaga,
2017.- C. 149 - 192.

2. Ramos-Prol A., Rubio-Almanza M., Campos-Alborg V., Febrer-Bosch 1., Merino-Torres J.F. Chronic
autoimmune urticaria as a possible non endocrine manifestation of autoimmune polyglandular syndrome type II.
Endocrinol Nutr. 2011; N 58 (9): 497 - 505.

3. Anaya J.M. The diagnosis and clinical significance of polyautoimmunity. Autoimmunity Reviews. 2014; N 13
(4-5): 423 - 426.

4. Cojocaru M., Cojocaru I.M., Silosi I. Multiple autoimmune syndrome. Maedica (Buchar). 2010; N 5 (2): 132
- 134.

5. Husebye E.S., Perheentupa J., Rautemaa R., Kampe O. Clinical manifestations and management of patients
with autoimmune polyendocrine syndrome type I. J Intern Med. 2009; N 265: 514 - 29.

6. Martin-Campagne E., Ballester-Herrera M.J., Palomo-Atance E., Sinchez-Ruiz p., Giralt-Muifia p.

Hyponatremic rhabdomyolysis in Addison's disease in a child with autoimmune polyglandular syndrome type 2.
Endocrinol Nutr. 2015; N 62: 511 - 512.

7. Al-sharefi A., Khan U., Tarigopula G., Peter P., Kamaruddin S., Partha P. Late Onset Diabetes of Adults
(LADA) Masked By Coexistent Adrenal Failure in the Context of Autoimmune Polyglandular Syndrome 2. Journal of
Diabetes, Metabolic Disorders & Control. 2016; N 3 (3): 00070.

8. Betterle C., Garelli S., Coco G., Burra P. A rare combination of type 3 autoimmune polyendocrine syndrome
(APS-3) or multiple autoimmune syndrome (MAS-3). Auto Immun Highlights. 2014; N 5 (1): 27 - 31.

9. Naletto L., Frigo A., Ceccato F., Sabbadin C., Scarpa R., Presotto F., Dalla Costa M., Faggian D., Plebani
M., Censi S., Manso J., Furmaniak J., Chen S., Rees Smith B., Masiero S., Pigliaru F., Boscaro M., Scaroni C.,
Betterle C. The natural history of autoimmune Addison's disease from the detection of autoantibodies to development
of the disease: a long follow-up study on 143 patients. Eur J Endocrinol. 2019. pii: EJE-18-0313.R3.

10. Gherbon A. Prevalence of polyglandular autoimmune syndrome type iii in a group of adults with thyroid
diseases and diabetes mellitus. 1st Annual International Interdisciplinary Conference, AIIC 2013, 24 - 26 April,
Azores, Portugal.

11. Husebye E.S., Anderson M.S., Kampe o. Autoimmune Polyendocrine Syndromes. N Engl J Med. 2018;
N 378 (12): 1132 - 1141.

12. Bornstein S.R. Predisposing factors for adrenal insufficiency. N Engl J Med. 2009; N 360: 2328 - 2339.

13. Rashidi A., Fisher S.I. Primary adrenal lymphoma: a systematic review. Ann Hematol. 2013; N 92 (12):
1583 - 93.

14. Laurent C., Casasnovas O., Martin L., Chauchet A., Ghesquieres H., Aussedat G., Fornecker L., Bologna
S., Borot S., Laurent K., Bouillet B., Verges B., Petit J-M. Primary Adrenal Lymphoma: presentation, management
and prognosis. QJM. 2017; N 110 (2): 103 - 109.



15. Gonzalez-Rodriguez E., Rodriguez-Abreu D., Spanish Group for Cancer I-B. Immune checkpoint inhibitors:
review and management of endocrine adverse events. Oncologist. 2016; N 21 (7): 804 - 816.

16. Colombo C, De Leo S, Di Stefano M, Vannucchi G, Persani L, Fugazzola L. Primary Adrenal Insufficiency
During Lenvatinib or Vandetanib and Improvement of Fatigue After Cortisone Acetate Therapy. J Clin Endocrinol
Metab. 2019; N 104 (3): 779 - 784.

17. Allolio B. Extensive expertise in endocrinology: adrenal crisis. Eur J Endocrinol. 2015; N 172 (3): R115 -
R124.

18. ®apees B.B., MenbHunyeHko .A. HagnoyeyHukoBas HeAOCTaTOYHOCTb (KMMHMKA, ANArHOCTUKA, NeYeHne).
MeTtoanueckue pekomeHgaumm ang spaden. Mockea: Meanpaktuka-M; 2003.

19. OepoB U.N., MenbHuueHko I.A., ®agees B.B. SHgokpuHonorus. 3-e usg., nepepab. n gon. - Mocksa:
Jlntteppa; 2015.

20. Chakera A.J., Vaidya B. Addison disease in adults: diagnosis and management. Am J Med. 2010; N 123:
4009 - 413.

21. Erichsen M.M., Lovas K., Skinningsrud B., Wolff A.B., Undlien D.E., Svartberg J., Fougner K.J., Berg T.J.,
Bollerslev J., Mella B., Carlson J.A., Erlich H., Husebye E.S. Clinical, immunological, and genetic features of
autoimmune primary adrenal insufficiency: observations from a Norwegian registry. J Clin Endocrinol Metab. 2009;
N 94 (12): 4882 - 90.

22. Charmandari E., Nicolaides N.C., Chrousos G.P. Adrenal insufficiency. Lancet. 2014; N 383 (9935): 2152
- 2167.

23. Meyer G., Neumann K., Badenhoop K., Linder R. Increasing prevalence of Addison's disease in German
females: health insurance data 2008 - 2012. Eur J Endocrinol. 2014; N 170: 367 - 373.

24. Quinkler M., Beuschlein F., Hahner S., Meyer G., SChofl c., Stalla G.K. Adrenal cortical insufficiency-a
life threatening illness with multiple etiologies. Dtsch Arztebl Int 2013; N 110 (51 - 52): 882 - 8.

25. Bleicken B., Hahner S., Ventz M., Quinkler M. Delayed diagnosis of adrenal insufficiency is common: a
cross-sectional study in 216 patients. Am J Med Sci. 2010; N 339: 525 - 531.

26. Bornstein S.R., Allolio B., Arlt W., Barthel A., Don-Wauchope A., Hammer G.D., Husebye E.S., Merke D.P.,
Murad M.H., Stratakis C.A., Torpy D.J. Diagnosis and Treatment of Primary Adrenal Insufficiency: An Endocrine
Society Clinical Practice Guideline. J Clin Endocrinol Metab. 2016; N 101 (2): 364 - 89.

27. Oelkers W., Diederich S., Bahr v. Diagnosis and therapy surveillance in Addison's disease: rapid
adrenocorticotropin (ACTH) test and measurement of plasma ACTH, renin activity, and aldosterone. J Clin Endocrinol
Metab. 1992; N 75: 259 - 264.

28. Oelkers W. Adrenal insufficiency. NEngl J Med. 1996; N 335: 1206 - 1212.

29. Jones D.A., Miras A., Tringham J.R. Addison's disease: a diagnostic challenge. Br J Hosp Med (Lond).
2008; N 69: M192 - M195.

30. Oelkers W., Boelke T., Bahr v. Dose-response relationships between plasma adrenocorticotropin (ACTH),
cortisol, aldosterone, and 18-hydroxycorticosterone after injection of ACTH-(1-39) or human corticotropin-releasing
hormone in man. J Clin Endocrinol Metab. 1988; N 66: 181 - 186.

31. Lee M.K,, Vasikaran S., Doery J.C., Wijeratne N., Prentice D. Cortisol: ACTH ratio to test for primary
hypoadrenalism: a pilot study. Postgrad Med J. 2013; N 89: 617 - 620.

32. Saenger P., Levine L.S., Irvine W.J., Gottesdiener K., Rauh W., Sonino N., Chow D., New M.l. Progressive
adrenal failure in polyglandular autoimmune disease. J Clin Endocrinol Metab.1982; N 54: 863 - 867.

33. Coco G., Dal Pra C., Presotto F., Albergoni M.P., Canova C., Pedini B., Zanchetta R., Chen S., Furmaniak
J., Rees Smith B., Mantero F., Betterle C. Estimated risk for developing autoimmune Addison's disease in patients
with adrenal cortex autoantibodies. J Clin Endocrinol Metab. 2006; N 91: 1637 - 1645.



34. Gagliardi L., Ho J.T., Torpy D.J. Corticosteroid-binding globulin: the clinical significance of altered levels
and heritable mutations. Mol Cell Endocrinol. 2010; N 316: 24 - 34.

35. Orphanet [Internet]: Corticosteroid-binding globulin deficiency. URL: https://www.orpha.net/consor/cgi-
bin/OC_Exp.php?Ing=en&Expert=199247.

36. Torpy D.J., Bachmann AW ., Grice J.E., Fitzgerald S.P., Phillips P.J., Whitworth J.A., Jackson R.V. Familial
corticosteroid-binding globulin deficiency due to a novel null mutation: association with fatigue and relative
hypotension. J Clin Endocrinol Metab. 2001; N 86 (8): 3692 - 700.

37. De Bellis A., Bizzarro A., Rossi R., Paglionico V.A., Criscuolo T., Lombardi G., Bellastella A. Remission of
subclinical adrenocortical failure in subjects with adrenal autoantibodies. J Clin Endocrinol Metab. 1993; N 76: 1002
- 1007.

38. Betterle C., Scalici C., Presotto F., Pedini B., Moro L., Rigon F., Mantero F. The natural history of adrenal
function in autoimmune patients with adrenal autoantibodies. J Endocrinol. 1988; N 117: 467 - 475.

39. Le Roux C.W., Meeran K., Alaghband-Zadeh J. Is a 0900-h serum cortisol useful prior to a short synacthen
test in outpatient assessment? Ann Clin Biochem. 2002; N 39 (2): 148 - 50.

40. El-Farhan N., Pickett A., Ducroq D., Bailey C., Mitchem K., Morgan N., Armston A., Jones L., Evans C.,
Rees D.A. Method-specific serum cortisol responses to the adrenocorticotrophin test: comparison of gas
chromatography-mass spectrometry and five automated immunoassays. Clin Endocrinol (Oxf). 2013; N 78: 673 -
680.

41. Jenkins D., Forsham P.H., Laidlaw J.C., Reddy W.J., Thorn G.W. Use of ACTH in the diagnosis of adrenal
cortical insufficiency. Am J Med. 1955; N 18: 3 - 14.

42. Hagg E., Asplund K., Lithner F. Value of basal plasma cortisol assays in the assessment of pituitary-
adrenal insufficiency. Clin Endocrinol (Oxf). 1987; N 26: 221 - 226.

43. Baker P.R., Baschal E.E., Fain P.R., Triolo T.M., Nanduri P., Siebert J.C., Armstrong T.K., Babu S.R.,
Rewers M.J., Gottlieb P.A., Barker J.M., Eisenbarth G.S. Haplotype analysis discriminates genetic risk for DR3-
associated endocrine autoimmunity and helps define extreme risk for Addison's disease. J Clin Endocrinol Metab.
2010; N 95: E263 - E270.

44. Van Rijn J.L., Van Landeghem B.A., Haima P., Goldschmidt H.M. Evaluation of ACTH immunoradiometric
assays. Clin Biochem. 1996; N 29: 93 - 95.

45, Pecori Giraldi F., Saccani A., Cavagnini F. Assessment of ACTH assay variability: a multicenter study. Eur
J Endocrinol. 2011; N 164: 505 - 512.

46. Erturk E., Jaffe C.A., Barkan A.L. Evaluation of the integrity of the hypothalamic-pituitary-adrenal axis by
insulin hypoglycemia test. J Clin Endocrinol Metab. 1998; N 83: 2350 - 2354.

47. Rehan M., Raizman J.E., Cavalier E., Don-Wauchope A.C., Holmes D.T. Laboratory challenges in primary
aldosteronism screening and diagnosis. Clin Biochem. 2015; N 48: 377 - 387.

48. Schmidt I.L., Lahner H., Mann K., Petersenn S. Diagnosis of adrenal insufficiency: evaluation of the
corticotropin-releasing hormone test and basal serum cortisol in comparison to the insulin tolerance test in patients
with hypothalamic-pituitary-adrenal disease. J Clin Endocrinol Metab. 2003; N 88: 4193 - 4198.

49. Nelson J.C., Tindall D.J.Jr. A comparison of the adrenal responses to hypoglycemia, metyrapone and
ACTH. Am J Med Sci. 1978; N 275 (2): 165 - 72.

50. Grinspoon S.K., Biller B.M. Clinical review 62: Laboratory assessment of adrenal insufficiency. J Clin
Endocrinol Metab. 1994; N 79: 923 - 931.

51. Gundgurthi A., Garg M.K., Dutta M.K., Pakhetra R. Intramuscular ACTH stimulation test for assessment of
adrenal function. J Assoc Physicians India. 2013; N 61: 320 - 324.



52. Dhillo W.S., Kong W.M., Le Roux C.W., Alaghband-Zadeh J., Jones J., Carter G., Mendoza N., Meeran K.,
O'Shea D. Cortisol-binding globulin is important in the interpretation of dynamic tests of the hypothalamic-pituitary-
adrenal axis. Eur J Endocrinol. 2002; N 146: 231 - 235.

53. Mueller U.W., Potter J. Binding of cortisol to human albumin and serum: the effect of protein concentration.
Biochem Pharmacol. 1981; N 30: 727 - 733.

54. Klose M., Lange M., Rasmussen A.K., Skakkebaek N.E., Hilsted L., Haug E., Andersen M., Feldt-
Rasmussen U. Factors influencing the adrenocorticotropin test: role of contemporary cortisol assays, body
composition, and oral contraceptive agents. J Clin Endocrinol Metab. 2007; N 92: 1326 - 1333.

55. Vincent R.P., Etogo-Asse F.E., Dew T., Bernal W., Alaghband-Zadeh J., le Roux C.W. Serum total cortisol
and free cortisol index give different information regarding the hypothalamus-pituitary-adrenal axis reserve in patients
with liver impairment. Ann Clin Biochem. 2009; N 46: 505 - 507.

56. le Roux C.W., Chapman G.A., Kong W.M., Dhillo W.S., Jones J., Alaghband-Zadeh J. Free cortisol index
is better than serum total cortisol in determining hypothalamic-pituitary-adrenal status in patientsundergoing surgery.
J Clin Endocrinol Metab. 2003; N 88: 2045 - 2048.

57. Hamrahian A.H., Oseni T.S., Arafah B.M. Measurements of serum free cortisol in critically ill patients. N
Engl J Med. 2004; N 350: 1629 - 1638.

58. Suri D., Moran J., Hibbard J.U., Kasza K., Weiss R.E. Assessment of adrenal reserve in pregnancy: defining
the normal response to the adrenocorticotropin stimulation test. J Clin Endocrinol Metab. 2006; N 91: 3866 - 3872.

59. Lebbe M., Arlt W. What is the best diagnostic and therapeutic management strategy for an Addison patient
during pregnancy? Clin Endocrinol (Oxf). 2013; N 78: 497 - 502.

60. de Miguel Novoa P., Vela E.T., Garcia N.p., Rodriguez m.m., Guerras 1.S., Martinez de Salinas

Santamaria Mde L., Maso AA., Area de Conocimiento del Grupo de Neuroendocrino de la SEEN (Grupo
Insuficiencia Adrenal). Guidelines for the diagnosis and treatment of adrenal insufficiency in the adult. Endocrinol
Nutr. 2014; N 61 Suppl 1: 1 - 35.

61. Ach T., Yosra H., Jihen M., et al. Cortisol cut-points for the glucagon stimulation test in the evaluation of
hypothalamic pituitary adrenal axis. Endocr J. 2018; 65(9): 935 - 942. doi: 10.1507/endocrj.EJ18-0147.

62. Yeoh P., Dwyer A.A., Anghel E., et al. A Comparison of the Blood Glucose, Growth Hormone, and Cortisol
Responses to Two Doses of Insulin (0.15 U/kg vs. 0.10 U/kg) in the Insulin Tolerance Test: A Single-Centre Audit of
174 Cases. Int J Endocrinol. 2022; 2022: 7360282. doi: 10.1155/2022/7360282

63. Reimondo G., Bovio S., Allasino B., Terzolo A. Secondary hypoadrenalism. Pituitary. 2008; N 11: 147 - 54.

64. Boguszewski C.L. Glucagon stimulation test: has its time come? Endocrine. 2017; 57(3): 361 - 363. doi:
10.1007/s12020-017-1356-8.

65. Berg C., Meinel T., Lahner H., Yuece A., Mann K., Petersenn S. Diagnostic utility of the glucagon stimulation
test in comparison to the insulin tolerance test in patients following pituitary surgery. Eur J Endocrinol. 2010; N 162(3):
477 - 82.

66. Karaca Z., Lale A., Tanriverdi F., Kula M., Unluhizarci K., Kelestimur F. The comparison of low and standard
dose ACTH and glucagon stimulation test in the evaluation of hypothalamo-pituitary-adrenal axis in healthy adults.
Pituitary. 2011; N 14: 134 - 40.

67. Snow K., Jiang N.S., Kao P.C., Scheithauer B.W. Biochemical evaluation of adrenal dysfunction: the
laboratory perspective. Mayo Clin Proc. 1992; N 67 (11): 1055 - 65.

68. Horn M.A., Erichsen M.M., Wolff A.S., Ménsson JE., Husebye E.S., Tallaksen C.M., Skjeldal O.H.
Screening for X-linked adrenoleukodystrophy among adult men with Addison's disease. Clin Endocrinol (Oxf). 2013;
N 79: 316 - 320.



69. Vita JA, Silverberg SJ, Goland RS, Austin JH, Knowlton Al. Clinical clues to the cause of Addison's disease.
Am J Med. 1985; N 78: 461 - 466.

70. Knutsson U., Dahlgren J., Marcus C., Rosberg S., Bronnegard ., stiema P., Albertsson-Wikland K.

Circadian cortisol rhythms in healthy boys and girls: relationship with age, growth, body composition, and pubertal
development. J Clin Endocrinol Metab. 1997; N 82: 536 - 540.

71. Linder B.L., Esteban N.V., Yergey A.L., Winterer J.C., Loriaux D.L., Cassorla F. Cortisol production rate in
childhood and adolescence. J Pediatr. 1990; N 117: 892 - 896.

72. Esteban N.V., Loughlin T., Yergey A.L., Zawadzki J.K., Booth J.D., Winterer J.C., Loriaux D.L. Daily cortisol
production rate in man determined by stable isotope dilution/mass spectrometry. J Clin Endocrinol Metab. 1991; N
72: 39 - 45,

73. Kerrigan J.R., Veldhuis J.D., Leyo S.A., Iranmanesh A., Rogol A.D. Estimation of daily cortisol production
and clearance rates in normal pubertal males by deconvolution analysis. J Clin Endocrinol Metab. 1993; N 76: 1505
- 1510.

74. Purnell J.Q., Brandon D.D., Isabelle L.M., Loriaux D.L., Samuels M.H. Association of 24-hour cortisol
production rates, cortisol-binding globulin, and plasma-free cortisol levels with body composition, leptin levels, and
aging in adult men and women. J Clin Endocrinol Metab. 2004; N 89: 281 - 287.

75. Czock D., Keller F., Rasche F.M., Haussler u. Pharmacokinetics and pharmacodynamics of systemically
administered glucocorticoids. Clin Pharmacokinet. 2005; N 44: 61 - 98.

76. Plat L., Leproult R., L'Hermite-Baleriaux M., Fery F., Mockel J., Polonsky K.S., Van Cauter E. Metabolic
effects of short-term elevations of plasma cortisol are more pronounced in the evening than in the morning. J Clin
Endocrinol Metab. 1999; N 84: 3082 - 3092.

77. Simon N. Castinetti F., Ouliac F., Lesavre N., Brue T., Oliver C. Pharmacokinetic evidence for suboptimal
treatment of adrenal insufficiency with currently available hydrocortisone tablets. Clin Pharmacokinet. 2010; N 49:
455 - 463.

78. Allolio B., Winkelmann W., Fricke U., Heesen D., Kaulen D. Cortisol plasma concentration in patients with
primary adrenal cortex insufficiency during substitution therapy with cortisone acetate [in German]. Verh Dtsch Ges
Inn Med. 1978; N 84: 1456 - 1458.

79. Peacey S.R., Guo C.Y., Robinson A.M., Price A, Giles M.A., Eastell R., Weetman A.P. Glucocorticoid
replacement therapy: are patients over treated and does it matter? Clin Endocrinol (Oxf). 1997; N 46: 255 - 261.

80. Howlett T.A. An assessment of optimal hydrocortisone replacement therapy. Clin Endocrinol (Oxf). 1997;
N 46: 263 - 268.

81. Mah P.M., Jenkins R.C., Rostami-Hodjegan A., Newell-Price J., Doane A., Ibbotson V., Tucker G.T., Ross
R.J. Weight-related dosing, timing and monitoring hydrocortisone replacement therapy in patients with adrenal
insufficiency. Clin Endocrinol (Oxf). 2004; N 61: 367 - 375.

82. Laureti S., Falorni A., Santeusanio F. Improvement of treatment of primary adrenal insufficiency by
administration of cortisone acetate in three daily doses. J Endocrinol Invest. 2003; N 26: 1071 - 1075.

83. Barbetta L., Dall'Asta C., Re T., Libé R., Costa E., Ambrosi B. Comparison of different regimens of
glucocorticoid replacement therapy in patients with hypoadrenalism. J Endocrinol Invest. 2005; N 28: 632 - 637.

84. Ekman B., Bachrach-Lindstrom m., Lindstrém T. wahlberg J., Blomgren J., Arnqvist H.J. A
randomized, double-blind, crossover study comparing two- and four-dose hydrocortisone regimen with regard to
quality of life, cortisol andACTHprofiles in patients with primary adrenal insufficiency. Clin Endocrinol (Oxf). 2012; N
77:18 - 25.

85. Alonso N., Granada M.L., Lucas A., Salinas I., Reverter J., Oriol A., Sanmarti A. Evaluation of two
replacement regimens in primary adrenal insufficiency patients. Effect on clinical symptoms, health-related quality of
life and biochemical parameters. J Endocrinol Invest. 2004; N 27: 449 - 454,



86. Forss M., Batcheller G., Skrtic S., Johannsson G. Current practice of glucocorticoid replacement therapy
and patient-perceived health outcomes in adrenal insufficiency - a worldwide patient survey. BMC Endocr Disord.
2012; N 12: 8.

87. Fariss B.L., Hane S., Shinsako J., Forsham P.H. Comparison of absorption of cortisone acetate and
hydrocortisone hemisuccinate. J Clin Endocrinol Metab. 1978; N 47: 1137 - 1140.

88. Filipsson H., Monson J.P., Koltdwska-Haggstrom m., mattsson A., Johannsson G. The impact of
glucocorticoid replacement regimens on metabolic outcome and comorbidity in hypopituitary patients. J Clin
Endocrinol Metab. 2006; N 91: 3954 - 3961.

89. Fadeev V.V, Gitel E.P., Mel'nichenko G.A. The diurnal rhythm of adrenocorticotropic hormone secretion
in the assessment of the adequacy of replacement therapy in primary chronic adrenal failure. Neurosci Behav Physiol.
2001; N 31: 237 - 242.

90. Falorni A., Minarelli V., Morelli S. Therapy of adrenal insufficiency: an update. Endocrine. 2013; N 43 (3):
514 - 28.

91. Lovas K., Husebye E.S. Replacement therapy in Addison's disease. Expert Opin Pharmacother. 2003; N
4 (12): 2145 - 9.

92. Kiko N., Kalhan A. Comparison of Various Glucocorticoid Replacement Regimens Used in Chronic Adrenal
Insufficiency: A Systematic Review. Dubai Diabetes Endocrinol J. 2020; N 26: 50 - 68.

93. Debono M., Ross R.J. What is the best approach to tailoring hydrocortisone dose to meet patient needs in
20127 Clinical Endocrinology. 2013; N 78: 659 - 664.

94. Grossman A., Johannsson G., Quinkler M., Zelissen P. Perspectives on the management of adrenal
insufficiency: clinical insights from across Europe. Eur J Endocrinol. 2013; N 169: 165 - 75.

95. Reisch N., Arlt W. Fine tuning for quality of life: 21st century approach to treatment of Addison's disease.
Endocrinol Metab Clin N Am. 2009; N 38: 407 - 18.

96. Quinkler M., Hahner S. What is the best long-term management strategy for patients with primary adrenal
insufficiency? Clin Endocrinol (Oxf). 2012; N 76: 21 - 25.

97. Quinkler M., Ekman B., Marelli C., Uddin S., Zelissen P., Murray R.D., EU-AIR Investigators. Prednisolone
is associated with a worse lipid profile than hydrocortisone in patients with adrenal insufficiency. Endocr Connect.
2017; N6 (1): 1 - 8.

98. Bouvattier C., Esterle L., Renoult-Pierre P., de la Perriére AB., lllouz F., Kerlan V., Pascal-Vigneron V.,
Drui D., Christin-Maitre S., Galland F., Brue T., Reznik Y., Schillo F., Pinsard D., Piguel X., Chabrier G., Decoudier
B., Emy P., Tauveron |., Raffin-Sanson M.L., Bertherat J., Kuhn J.M., Caron P., Cartigny M., Chabre O., Dewalilly D.,
Morel Y., Touraine P., Tardy-Guidollet V., Young J. Clinical Outcome, Hormonal Status, Gonadotrope Axis, and
Testicular Function in 219 Adult Men Born With Classic 21-Hydroxylase Deficiency. A French National Survey. J Clin
Endocrinol Metab. 2015; N 100 (6): 2303 - 13.

99. Williams G.H., Cain J.P., Dluhy R.G., Underwood R.H. Studies of the control of plasma aldosterone
concentration in normal man. |I. Response to posture, acute and chronic volume depletion, and sodium loading. J
Clin Invest. 1972; N 51: 1731 - 1742.

100. Miller W.L., Auchus R.J. The molecular biology, biochemistry, and physiology of human steroidogenesis
and its disorders. Endocr Rev. 2011; N 32: 81 - 151.

101. Oelkers W., L'Age M. Control of mineralocorticoid substitution in Addison's disease by plasma renin
measurement. Klin Wochenschr. 1976; N 54: 607 - 612.

102. Flad T.M., Conway J.D., Cunningham S.K., McKenna T.J. The role of plasma renin activity in evaluating
the adequacy of mineralocorticoid replacement in primary adrenal insufficiency. Clin Endocrinol (Oxf). 1996; N 45:
529 - 534.



103. Methlie P., Husebye E.E., Hustad S., Lien E.A., Lovds K. Grapefruit juice and licorice increase cortisol
availability in patients with Addison's disease. Eur J Endocrinol. 2011; N 165:; 761 - 769.

104. Keilholz U., Guthrie G.P. Jr. Adverse effect of phenytoin on mineralocorticoid replacement with
fludrocortisone in adrenal insufficiency. Am J Med Sci. 1986; N 291: 280 - 283.

105. Ross I.L., Bergthorsdottir R., Levitt N., Dave J.A., Schatz D., Marais D., Johannsson G. Cardiovascular
risk factors in patients with Addison's disease: a comparative study of South African and Swedish patients. PLoS
One. 2014; N 9: e90768.

106. Inder W.J., Meyer C., Hunt P.J. Management of hypertension and heart failure in patients with Addison's
disease. Clin Endocrinol (Oxf). 2015; N 82:; 789 - 792.

107. Quinkler M., Oelkers W., Remde H., Allolio B. Mineralocorticoid substitution and monitoring in primary
adrenal insufficiency. Best Pract Res Clin Endocrinol Metab. 2015; N 29 (1): 17 - 24.

108. Devogelaer J.P., Crabbé j., Nagant de Deuxchaisnes C. Bone mineral density in Addison's disease:
evidence for an effect of adrenal androgens on bone mass. Br Med J (Clin Res Ed). 1987; N 294(6575): 798 - 800.

109. Jung C., Ho J.T., Torpy D.J., Doogue M., Lewis J.G., Czajko R.J., Inder W.J. A longitudinal study of
plasma and urinary cortisol in pregnancy and postpartum. J Clin Endocrinol Metab. 2011; N 96: 1533 - 1540.

110. Allolio B., Hoffmann J., Linton E.A., Winkelmann W., Kusche M., Schulte H.M. Diurnal salivary cortisol
patterns during pregnancy and after delivery: relationship to plasma corticotrophin-releasinghormone. Clin Endocrinol
(Oxf). 1990; N 33: 279 - 289.

111. Zelissen P.M., Croughs R.J., van Rijk P.P., Raymakers J.A. Effect of glucocorticoid replacement therapy
on bone mineral density in patients with Addison disease. Ann Intern Med. 1994; N 120: 207 - 210.

112. Bancos |., Hahner S., Tomlinson J., Arlt W. Diagnosis and management of adrenal insufficiency. Lancet
Diabetes Endocrinol. 2015; N 3: 216 - 226.

113. Anand G., Beuschlein F. Management of endocrine disease: Fertility, pregnancy and lactation in women
with adrenal insufficiency. Eur J Endocrinol. 2018; 178(2): R45 - R53. doi: 10.1530/EJE-17-0975.

114. Hahner S., Loeffler M., Bleicken B., Drechsler C., Milovanovic D., Fassnacht M., Ventz M., Quinkler M.,
Allolio B. Epidemiology of adrenal crisis in chronic adrenal insufficiency: the need for new prevention strategies. Eur
J Endocrinol. 2010; N 162: 597 - 602.

115. White K., Arlt W. Adrenal crisis in treated Addison's disease: a predictable but under-managed event. Eur
J Endocrinol. 2010; N 162: 115 - 120.

116. Hahner S., Spinnler C., Fassnacht M., Burger-Stritt S., Lang K., Milovanovic D., Beuschlein F., Willenberg
H.S., Quinkler M., Allolio B. High incidence of adrenal crisis in educated patients with chronic adrenal insufficiency:
a prospective study. J Clin Endocrinol Metab. 2015; N 100: 407 - 416.

117. Reisch N., Willige M., Kohn D., Schwarz H.P., Allolio B., Reincke M., Quinkler M., Hahner S., Beuschlein
F. Frequency and causes of adrenal crises over lifetime in patients with 21-hydroxylase deficiency. Eur J Endocrinol.
2012; N 167: 35 - 42.

118. Araujo Castro M., CUrTas Freixes M., de Miguel Novoa P., et al. SEEN guidelines for the management
and prevention of acute adrenal insufficiency. Endocrinol Diabetes Nutr (Engl Ed). 2020; 67(1): 53 - 60. doi:
10.1016/j.endinu.2019.01.004.

119. Abdallah M.S., Madi A.F., Rana M.A. The Best Use of Systemic Corticosteroids in the Intensive Care
Units, Review. J Steroids Horm Sci. 2015; N 6: 1. DOI: 10.4172/2157-7536.1000149.

120. Woodcock T., Barker P., Daniel S., Fletcher S., Wass J.A.H., Tomlinson J.W., Misra U., Dattani M., Arlt
W., Vercueil A. Guidelines for the management of glucocorticoids during the peri-operative period for patients with
adrenal insufficiency: Guidelines from the Association of Anaesthetists, the Royal College of Physicians and the
Society for Endocrinology UK.Anaesthesia. 2020; N 75: 654 - 663.



121. Jung C., Inder W.J. Management of adrenal insufficiency during the stress of medical illness and surgery.
Med J Aust. 2008; N 188(7): 409 - 13.

122. Hahner S., Allolio B. Therapeutic management of adrenal insufficiency. Best Pract Res Clin Endocrinol
Metab. 2009; N 23: 167 - 179.

123. Meyer G., Hackemann A., Penna-Martinez M., Badenhoop K. What affects the quality of life in
autoimmune Addison's disease? Horm Metab Res. 2013; N 45: 92 - 95.

124. Repping-Wuts H.J., Stikkelbroeck N.M., Noordzij A., Kerstens M., Hermus A.R. A glucocorticoid education
group meeting: an effective strategy for improving self-management to prevent adrenal crisis. Eur J Endocrinol. 2013;
N 169: 17 - 22.

125. Chernow B., Alexander H.R., Smallridge R.C., Thompson W.R., Cook D., Beardsley D., Fink M.P., Lake
C.R., Fletcher J.R. Hormonal responses to graded surgical stress. Arch Intern Med. 1987; N 147; 1273 - 1278.

126. Udelsman R., Norton J.A., Jelenich S.E., Goldstein D.S., Linehan W.M., Loriaux D.L., Chrousos G.P.
Responses of the hypothalamic-pituitary-adrenal and renin-angiotensin axes and the sympathetic system during
controlled surgical and anesthetic stress. J Clin Endocrinol Metab. 1987; N 64: 986 - 994.

127. Rains P.C., Rampersad N., De Lima J., Murrell D., Kinchington D., Lee J.W., Maguire A.M., Donaghue
K.C. Cortisol response to general anaesthesia for medical imaging in children. Clin Endocrinol (Oxf). 2009; N 71: 834
- 839.

128. Hsu A.A., von Elten K., ChanD., Flynn T., Walker K., Barnhill J., Naun C., Pedersen A.M., Ponaman M.,
Fredericks G.J., Crudo D.F., Pinsker J.E. Characterization of the cortisol stress response to sedation and anesthesia
in children. J Clin Endocrinol Metab. 2012; N 97: E1830 - E1835.

129. Taylor L.K., Auchus R.J., Baskin L.S., Miller W.L. Cortisol response to operative stress with anesthesia in
healthy children. J Clin Endocrinol Metab. 2013; N 98: 3687 - 3693.

130. Sapolsky R.M., Romero L.M., Munck A.U. How do glucocorticoids influence stress responses? Integrating
permissive, suppressive, stimulatory, and preparative actions. Endocr Rev. 2000; N 21: 55 - 89.

131. Koniaris L.G., Wand G., Wright T.M. TNF mediates a murine model of Addison's crisis. Shock. 2001; N
15: 29 - 34.

132. Salem M, Tainsh RE Jr, Bromberg J, Loriaux DL, Chernow B. Perioperative glucocorticoid coverage. A
reassessment 42 years after emergence of a problem. Ann Surg. 1994; N 219: 416 - 425.

133. Glowniak JV, Loriaux DL. A double-blind study of perioperative steroid requirements in secondary adrenal
insufficiency. Surgery. 1997; N 121: 123 - 129.

134. Boonen E, Vervenne H, Meersseman P, et al. Reduced cortisol metabolism during critical illness.NEngl J
Med. 2013; N 368: 1477 - 1488.

135. Hahner S, Burger-Stritt S, Allolio B. Subcutaneous hydrocortisone administration for emergency use in
adrenal insufficiency. Eur J Endocrinol. 2013; N 169: 147 - 154.

136. Hahner S, Hemmelmann N, Quinkler M, Beuschlein F, Spinnler C, Allolio B. Timelines in the management
of adrenal crisis - targets, limits and reality. Clin Endocrinol (Oxf). 2015; N 82: 497 - 502.

137. Chortis V., Taylor A.E., Schneider P., Tomlinson J.W., Hughes B.A., O'Neil D.M., Libé R., Allolio B.,
Bertagna X., Bertherat J., Beuschlein F., Fassnacht M., Karavitaki N., Mannelli M., Mantero F., Opocher G., Porfiri
E., Quinkler M., Sherlock M., Terzolo M., Nightingale P., Shackleton C.H., Stewart P.M., Hahner S., Arlt W. Mitotane

therapy in adrenocortical cancer induces CYP3A4 and inhibits S0 -reductase, explaining the need for personalized
glucocorticoid and androgen replacement. J Clin Endocrinol Metab. 2013; N 98: 161 - 171.

138. Quinkler M., Dahlqvist P., Husebye E.S., Ka@mpe o. A European Emergency Card for adrenal
insufficiency can save lives. Eur J Intern Med. 2015; N 26: 75 - 76.



139. Schulz J., Frey K.R., Cooper M.S., Zopf K., Ventz M., Diederich S., Quinkler M. Reduction in daily
hydrocortisone dose improves bone health in primary adrenal insufficiency. Eur J Endocrinol. 2016; N 174(4): 531 -
8.

140. Falhammar H. Skeletal fragility induced by overtreatment of adrenal insufficiency. Endocrine. 2018; N 59
(2): 239 - 241.

141. ErichsenM.M., Lovas K., Fougner K.J., Svartberg J., Hauge E.R., Bollerslev J., Berg J.P., Mella B.,
Husebye E.S. Normal overall mortality rate in Addison's disease, but young patients are at risk of premature death.
Eur J Endocrinol. 2009; N 160: 233 - 237.

142. Fichna M., Fichna P., Gryczyn'ska M., Walkowiak J., Zurawek M., SOWinski J. Screening for associated
autoimmune disorders in Polish patients with Addison's disease. Endocrine. 2010; N 37: 349 - 360.

143. Zelissen PM, Bast EJ, Croughs RJ. Associated autoimmunity in Addison's disease. J Autoimmun. 1995;
N 8: 121 - 130.

144. Betterle C., Scarpa R., Garelli S., Morlin L., Lazzarotto F., Presotto F., Coco G., Masiero S., Parolo A.,

Albergoni M.P., Favero R., Barollo S., Salva M., Basso D., Chen S., Rees Smith B., Furmaniak J., Mantero F.
Addison's disease: a survey on 633 patients in Padova. Eur J Endocrinol. 2013; N 169: 773 - 784.

145. Myhre A.G., Aarsetay n. undlien D.E., Hovdenak N., Aksnes L., Husebye E.S. High frequency of coeliac
diseaseamongpatients with autoimmune adrenocortical failure. Scand J Gastroenterol. 2003; N 38: 511 - 515.

146. Betterle C., Lazzarotto F., Spadaccino A.C., Basso D., Plebani M., Pedini B., Chiarelli S., Albergoni M.
Celiac disease in North Italian patients with autoimmune Addison's disease. Eur J Endocrinol. 2006; N 154: 275 -
279.

147. Arlt W., Society for Endocrinology Clinical Committee. Society for endocrinology endocrine emergency
guidance: Emergency management of acute adrenal insufficiency (adrenal crisis) in adult patients. Endocr Connect.
2016; N5 (5): G1 - G3.

148. Penna-Martinez M., Meyer G., Wolff A.B., Skinningsrud B., Betterle C., Falorni A., Ollier W., Undlien D.,
Husebye E., Pearce S., Mitchell A.L., Badenhoop K. Vitamin D status and pathway genes in five European
autoimmune Addison's disease cohorts. Eur J Endocrinol. 2021; N 184(3): 373 - 381.

149. Reato G., Morlin L., Chen S., Furmaniak J., Smith B.R., Masiero S., Albergoni M.P., Cervato S., Zanchetta
R., Betterle C. Premature ovarian failure in patients with autoimmune Addison's disease: clinical, genetic, and
immunological evaluation. J Clin Endocrinol Metab. 2011; N 96: E1255 - E1261.

150. Winquist O., Gustafsson J., Rorsman F., Karlsson F.A., Kampe o. Two different cytochrome P450
enzymes are the adrenal antigens in autoimmune polyendocrine syndrome type | and Addison's disease. J Clin
Invest. 1993; N 92: 2377 - 2385.

151. Falorni A., Brozzetti A., Aglietti M.C., Esposito R., Minarelli V., Morelli S., Sbroma Tomaro E., Marzotti S.
Progressive decline of residual follicle pool after clinical diagnosis of autoimmune ovarian insufficiency. Clin
Endocrinol (Oxf). 2012; N 77: 453 - 458.

152. Betterle C., Dal Pra C., Mantero F., Zanchetta R. Autoimmune adrenal insufficiency and autoimmune
polyendocrine syndromes: Autoantibodies, autoantigens, and their applicability in diagnosis and disease prediction.
Endocr Rev. 2002; 23(3): 327 - 364. doi: 10.1210/er.23.3.327.

153. Bratland E., Husebye E.S. Cellular immunity and immunopathology in autoimmune Addison's disease.
Mol Cell Endocrinol. 2011; N 336 (1 - 2): 180 - 190.

154. Yamamoto T. Comorbid Latent Adrenal Insufficiency with Autoimmune Thyroid Disease. Eur Thyroid J.
2015; N 4 (3): 201 - 206.

155. Yamamoto T. History of Stress-related Health Changes: A Cue to Pursue a Diagnosis of Latent Primary
Adrenal Insufficiency. Intern Med. 2014; N 53 (3): 183 - 188. doi: 10.2169/internalmedicine.53.1156.



156. Cohen J., Venkatesh B. Relative adrenal insufficiency in the intensive care population; background and
critical appraisal of the evidence. Anaesth Intensive Care. 2010; N 38 (3): 425 - 36.

157. Keevil B.G. Novel liquid chromatography tandem mass spectrometry (LC-MS/MS) methods for measuring
steroids. Best Pract Res Clin Endocrinol Metab. 2013; N 27: 663 - 674.

158. Prough R.A., Clark B.J., Klinge C.M. Novel mechanisms for DHEA action. Journal of Molecular
Endocrinology. 2016; N 3: R139 - R155.

159. Christiansen J.J., Bruun J.M., Christiansen J.S., J8rgeNsen j.o., Gravholt C.H. Long-term DHEA
substitution in female adrenocortical failure, body composition, muscle function, and bone metabolism: a randomized
trial. Eur J Endocrinol. 2011; N 165: 293 - 300.

160. Mallappa A., Sinaii N., Kumar P., Whitaker M.J., Daley L.A., Digweed D., Eckland D.J., Van Ryzin C.,
Nieman L.K., Arlt W., Ross R.J., Merke D.P. A phase 2 study of Chronocort, a modified-release formulation of
hydrocortisone, in the treatment of adults with classic congenital adrenal hyperplasia. J Clin Endocrinol Metab. 2015;
N 100: 1137 - 1145.

161. Johannsson G., Nilsson A.G., Bergthorsdottir R., Burman P., Dahlqvist P., Ekman B., Engstrom g.g,,

Olsson T., Ragnarsson O., Ryberg M., Wahlberg J., Biller B.M., Monson J.P., Stewart P.M., Lennernas H., Skrtic
S. Improved cortisol exposure-time profile and outcome in patients with adrenal insufficiency: a prospective
randomized trial of a novel hydrocortisone dual-release formulation. J Clin Endocrinol Metab. 2012; N 97: 473 - 481.

162. Quinkler M., Beuschlein F., Hahner S., Meyer G., SChofl c., Stalla G.K. Adrenal cortical insufficiency-a
life threatening illness with multiple etiologies. Dtsch Arztebl Int. 2013; N 110 (51 - 52): 882 - 8.

163. ClinicalTrials.gov [Internet]: Comparison of Chronocort(R) With Standard Glucocorticoid Therapy in
Patients With Congenital Adrenal Hyperplasia. URL.: https://clinicaltrials.gov/ct2/show/study/NCT02716818.

164. Langenheim J., Ventz M., Hinz A., Quinkler M. Modified-release prednisone decreases complaints and
fatigue compared to standard prednisolone in patients with adrenal insufficiency. Horm Metab Res. 2013; N 45 (2):
96 - 101.

165. Oksnes M., Bjornsdottir s |saksson M., Methlie P., Carlsen S., Nilsen R.M., Broman J.E., Triebner K.,

Kampe o., Hulting A.L., Bensing S., Husebye E.S., LBV&S K. Continuous subcutaneous hydrocortisone infusion
versus oral hydrocortisone replacement for treatment of Addison's disease: a randomized clinical trial. J Clin
Endocrinol Metab. 2014; N 99: 1665 - 1674.

166. Gagliardi L., Nenke M.A., Thynne T.R., von der Borch J., Rankin W.A., Henley D.E., Sorbello J., Inder
W.J., Torpy D.J. Continuous subcutaneous hydrocortisone infusion therapy in Addison's disease: a randomized,
placebo-controlled clinical trial. J Clin Endocrinol Metab. 2014; N 99: 4149 - 4157.

167. Russell G.M., Durant C., Ataya A., Papastathi C., Bhake R., Woltersdorf W., Lightman S. Subcutaneous
pulsatile glucocorticoid replacement therapy. Clin Endocrinol (Oxf). 2014; N 81: 289 - 293.

168. Gan E.H., MacArthur K., Mitchell A.L., Hughes B.A., Perros P., Ball S.G., James R.A., Quinton R., Chen
S., Furmaniak J., Arlt W., Pearce S.H. Residual adrenal function in autoimmune Addison's disease: improvement
after tetracosactide (ACTH1-24) treatment. J Clin Endocrinol Metab. 2014; N 99: 111 - 118.

169. Pearce S.H., Mitchell A.L., Bennett S., King P., Chandran S., Nag S., Chen S., Smith B.R., Isaacs J.D.,
Vaidya B. Adrenal steroidogenesis after B lymphocyte depletion therapy in new-onset Addison's disease. J Clin
Endocrinol Metab. 2012; N 97: E1927 - E1932.

170. Napier C., Gan E.H., Mitchell A.L., Gilligan L.C., Rees D.A., Moran C., Chatterjee K., Vaidya B., James
R.A., Mamoojee Y., Ashwell S., Arlt W., Pearce S.H.S. Residual Adrenal Function in Autoimmune Addison's Disease-
Effect of Dual Therapy With Rituximab and Depot Tetracosactide. J Clin Endocrinol Metab. 2020; N 105 (4): e1250
- e1259.

171. Ruiz-Babot G., Hadjidemetriou I., King P.J. Guasti L. New directions for the treatment of adrenal
insufficiency. Front. Endocrinol. 2015; N 6: 70.



MpunoxeHne A1

COCTAB
PABOYEMN rPYMNbl NO PASPABOTKE U MEPECMOTPY
KNMWHWYECKUX PEKOMEHOALMA

PYKOBOOUTENMN:

Oenos W.WN., a.m.H.,, npocdeccop, akagemuk PAH, Mockea, [lpe3sngeHT Poccuiickon accoumaumm
3HOOKPUHOMOrOB.

Mokpbiwesa H.I., g.m.H., npodeccop, uneH-koppecnoHaeHT PAH, Mockea, yneH Poccuiickon accoumaunm
3HOKPWHOJIOTOB.

MenbHu4eHko IM.A., o.M.H., npodeccop, akagemuk PAH, Mocksa, Buue-npesmaeHT Poccuinckon accoumaumnm
3HOOKPMHOIIOrOB.

ABTOPbI TEKCTA:

TpowwnHa E.A., a4.M.H., npodeccop, uneH-koppecnoHaeHT PAH, Mockea.
tOkmHa M.IO., k.M.H., MockBa.

Hypanuesa H.®., k.Mm.H., Mocksa.

9KCMNEPTbI, NMPUHUMABLUME YYACTUE B OBCYXAOEHMXW U OAOBPEHUWN KITMHUYECKUX
PEKOMEHAOALIUW:

1. ®apgees B.B., o.M.H., npoceccop, uneH-koppecnoHaeHT PAH, Mockea.
2. benbueswy .I'., 4.Mm.H., npogeccop, Mocksa.

3. NnatoHoBa H.M., A.m.H., Mocksa.

KoHMNnKT HTEepecos:

ABTOpbI AEKNAPUPYIOT OTCYTCTBME KOHMPINKTA UHTEPECOB.

Mpunoxexne A2

METOO0NOMA PA3PABOTKN KNUHWYECKUX PEKOMEHOALMA

LleneBas ayautopus AaHHbIX KITMHUYECKUX peKOMeHaaunm:
1. Bpay-aHAOKpPUHONOT;
2. Bpay-Tepanesr;

3. Bpay-TepaneBT y4aCTKOBbIN;



. Bpay-TepaneBT y4aCTKOBbIA LLEEeXOBOro Bpa4ebHOro y4acTka;
. Bpay obLLel NpaKTUKN (CEMENHbI Bpay);

. Bpay 34paBnyHKTa;

. Bpay CKOpPOWN MeaULMHCKON MOMOLLY;

. CTapLUmMin Bpay CTaHUuK (OTAENEHMS) CKOPOM MEANLIMHCKOM NOMOLLN;

© 0o N o o @ H»

. Bpay-aHecTe3nonor-peaHnmMaTonor;
10. Bpay-aKyLuep-ruHeKonor;

11. Bpay-akyLLep-rMHeKonor LexoBoro Bpa4yebHoro y4acTka;
12. Bpay-xupypr;

13. Bpay-gmabeTonor;

14. Bpay-reHeTuK;

15. Bpay-UHMEKUNOHACT;

16. Bpay-kapamonor;

17. Bpay-pTtmnsnaTp;

18. Bpay-pTn3anatp y4acTKoBbIN;

19. Bpay-39HAOCKOMUCT,

20. Bpay-oOHKOMOT.

Tabnuua A2.1. Lkana oueHkn ypoBHEN AOCTOBEPHOCTWU AokasaTtenbcTB (YOO) Ans meToaoB AMarHOCTUKM

(ﬂMaFHOCTMHeCKMX BMeLuaTeﬂbCTB)

yan PaclumdpoBka

1 CuctemaTtnyeckne o0630pbl MCCNedoBaHWA C KOHTpornem pedepeHCHbIM MeTodAoM Wnuv
cuctemMaTnyeckmuii 063op paHOOMU3MPOBAHHbBIX KIMMHUYECKUX UCCIefOBaHUn C NPUMEHEHNEM
MeTaaHanusa

2 OTpenbHble  UccrneoBaHUsA C  KOHTPONeM pedepeHCHbIM  MEeTOAOM WM OTAENbHbIE
paHOOMM3NPOBaHHbIE  KNMHMYECKMe  WUCCNedoBaHWs U cucTtematudeckne  o630pbl
uccnegoBaHui noboro aAv3aniHa, 3a MCKIYEHWEM PaHOOMU3UPOBAHHBLIX  KITMHUYECKUX
uccnegoBaHum, ¢ NPUMEHeHneM MeTaaHanmsa

3 WccnepoBaHua 6e3  nocrnegoBaTenbHOTO  KOHTPONs  pedepeHCHbIM  MeToaoM  unu
uccrefoBaHus ¢ pedepeHCHbIM METOAO0M, HE ABMAIOWMMCS HE3aBUCUMbIM OT UCCregyemMoro
MeToAa Unu HepaHAOMU3NPOBaHHbIE CPABHUTENbHbIE UCCNEA0BaHUSA, B TOM YMCIE KOrOpTHLIE
uccrefoBaHus

4 HecpasHuTenbHble ccneaoBaHus, ornmcaHme KINMHNYECKoro criyyas

5 NmeeTcsa nuwb o6ocHOBaHWe MexaHu3Ma AeNCTBUA UM MHEHWE SKCMepToB

neyeH

Tabnuua A2.2. Llikana oueHkM ypoBHEN [OCTOBEPHOCTM fokasaTenscTts (YOO) Ans MeTonoB npodounakTukm,
nsi  peabunutaumm (NpomnakTuIecknx, nevyebHblX, peadbunMTaunoHHbIX BMeLLATEeNbLCTB)

yoa

Pacwmdposka




1 Cuctematundeckuin o63op PKW ¢ npumeHeHnem meTaaHanmaa

2 OtoenbHble PKUM un  cuctematnyeckme 0630pbl uccnegoBaHui noboro gusanHa, 3a
uckniodeHmem PKW, ¢ npumeHeHnem meTaaHanusa

3 HepaHﬂ,OMVISVIpOBaHHbIe CpaBHUTEJIbHbIE UCC1eoBaHuA, B T.4. KOTOPTHbIE UCClieaoBaHUA

4 HecpaBHuTenbHble McCneaoBaHWs, OMUCaHWE KIMHWMYECKOrO CriyYyass Unm cepun cry4aes,
uccrnenoBaHus "criyqyan-KoHTponb"

5 Mmeetca nuwb o60CHOBaHME MexaHu3ma [OeWCTBUS BMellaTenbCTBa (E,OKJ'WIHVI‘-IGCKVIG
VICCJ'IeD,OBaHVIF-I) nnn MHeHne 3KcnepToB

Tabnuua A2.3. LLkana oueHkn ypoBHen yoeantensHocT pekomeHaaumn (YYP) ona metogoB NnpounakTukm,
ONarHoCTvkK, neyveHns n peabunutauum (NPoUNaKTUYECKNX, OUArHOCTUYECKNX, NeYebHbIX, peabnnMTaumoHHbIX
BMeELLATENbLCTB)

YYP PacwmndpoBka

A CvnbHas pekomeHgaumsi (Bce paccmaTpuBaemMble KpuTepum 3(PdEKTUBHOCTU (MCXOAbI)
ABMSAITCA BaXHbIMW, BCE WCCMEAOBaHUA WMEKT BbICOKOE WM  YAOBNETBOPUTENBHOE
METOAONOMMYeckoe KayecTBO, WX BbIBOAbI MO MHTEPECYOLMM UCXOA4aM  SBMSAKTCA
cornacoBaHHbIMM)

B YcnoBHasa pekomeHgaums (He BCe paccMmaTpvBaemble KpUTepumn 3pdeKTMBHOCTM (Mcxodbl)
ABMSAIOTCA BaXXHbIMW, HE BCE MCCreaoBaHMA WMEIOT BbICOKOE WU yAOBMEeTBOPUTENbHOE
MeToOOMorMyeckoe Ka4ecTBo M/MnuM Mx BbiBOAbI MO MHTEPECYOLWMM UCXOAaM He SBMSHTCS
cornacoBaHHbIMM)

C Cnabasi pekomeHAauus (OTCyTCTBME [oOKa3aTenbCTB Haanexallero kKadyecTBa (Bce
paccmaTtpvBaemMble KpuTepun 3PEKTUBHOCTM (MCXodbl) SIBMAIOTCA HEBaXHbIMM, Bce
nccnegoBaHns UMET HU3Koe MEeToO0MNorM4eckoe KayecTBo U UX BbIBOAbI MO UHTEPECYHOLLIMM
ncxoaam He SIBNAOTCS COrnacoBaHHbIMM)

Mopspok 0OHOBNEHUS1 KITIMHUYECKUX peKoOMeHAau M.

MexaHn3m 06HOBMNEHNS KNMHUYECKMX pekoMeHdauni npeaycmMaTpmBaeT UX CUCTEMATMYECKYIO akTyan3aumio
- HE pexe 4YeM OAMH pa3 B TPU roda, a Takke Npu NOSBIEHNN HOBbIX OaHHbIX C NO3ULMK AOKas3aTeNbHOW MeanLUHbI
nMo BOMpocam AMAarHOCTWKKW, NeyeHus, NpodunakTukn n peabunurauum KOHKpPETHbIX 3aboneBaHui, Hanuuuu
060CHOBaHHbIX AOMOMHEHWI/3ameydaHnii kK paHee yTeepxaeHHbIM KP, HO He yawe 1 pa3a B 6 mecsues.

MpunoxeHne A3

CMPABOYHbIE MATEPUAIDI,
BKIIOYASA COOTBETCTBUE NOKA3AHMUA K NPUMEHEHUIO
U NPOTUBOMNOKA3AHUIA, CNOCOBOB MPUMEHEHUA U 003 NEKAPCTBEHHbIX
MPENAPATOB, MHCTPYKLUX NO NPUMEHEHUIO
JIEKAPCTBEHHOI'O NMPEMAPATA

AKTyanbHble WHCTPYKUMU K JeKapCTBEHHbIM MpenapaTtaM, YMOMWHAeMblM B [OaHHbIX KITUHUYECKMX
pekoMeHAaumsiX, MOXXHO HaWTu Ha canTe http://grls.rosminzdrav.ru.


http://grls.rosminzdrav.ru/

1. MHCTpyKUmMK no NPUMEHEHMIO rMapoKopTU3oHa™**
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=cle77d64-929d-43b9-bd72-ef9b1be5ff72&t=;
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=5d9fe173-3760-410d-a134-8f95191f133d&t=;
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=fbcbdf31-9¢97-4650-8356-e8fc336729a3&t=.

2. UHcTpykums no NPUMEHEHNI0 #KopTu3oHa
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=0520e9e1-c416-4083-bd98-78a453141c12&t=.

3. NHCTpyKumm no NpUMEHEHWI0 #npegHu3onoHa**
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=0bae57ed-f795-4cab-ba98-0efa3lcdacOb&t=;
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=5bb36449-e307-43d1-ad5a-7171d992c66a&t=.

4. UHcTpykumm no NPUMEHEHNIO JekcameTasoHa™™
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=750062c9-62ff-45c8-aa44-98d2dba6d6f8&t=;
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=e5a54a56-22c9-4336-8e19-2e521f8a29cd&t=.

5. MHCTpyKUunA no NPUMEHEHWIO #dnyopokopTuloHa™**
https://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=12b63a34-d085-4f85-bd99-14a9f47b969c.

6. WHCTpyKums no NPUMEHEHUIO #rnokaroHa™*
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=5b735c6c¢-6854-4f5b-81fd-cdffoOeaa2c7&t=.

7. WHCTpyKuMsi NOo nNpUMEHEHWo #MHCYNUHaA pacTBOPMMOrO [4ENOBEYECKOrO TFEHHO-UHXEHEPHOro]**
http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=992ee31f-d426-48e1-b9cbh-2e4chd7b02fc&t=.

8. Nopsagok okazaHUs MeaLIMHCKOM NOMOLLIM B3POCIIOMY HaceneHuio no npodunto "sngokpmHonormna” (Mpukas
MuHucTepcTBa 3apaBooxpaHeHns PO oT 12 Hos6psa 2012 r. N 899H) hitps://base.garant.ru/70293326/.

9. HomeHknaTypa [OMKHOCTEN MeOMUMHCKMX paboTHWMKOB M dhapmaueBTudeckux paboTHukoB (Mpukas
Munsgpasa Poccum o1 20.12.2012 N 1183H (pea. ot 01.08.2014)) https://legalacts.ru/doc/prikaz-minzdrava-rossii-
0t-20122012-n-1183n/.

10. HomeHknatypa weguumHckmx yenyr (Mpukad Mwunsgpasa Poccun ot 13.10.2017 N 804H)
https://minjust.consultant.ru/documents/37309?items=1&page=1.

Mpunoxexve b

ANrOPUTMbI OEUCTBUN BPAYA
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http://grls.rosminzdrav.ru/Grls_View_v2.aspx?routingGuid=992ee31f-d426-48e1-b9cb-2e4cbd7b02fc&t=
https://login.consultant.ru/link/?req=doc&base=LAW&n=358685&dst=100010
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MauueHTc Heo6‘bs|CHmf|b|M|4 ApYroi NnaTonoruein CUMNTOMamMmu, No A0 3PUTETbHbIMM
OTHOCUTENBHO HANWYUA NEPBMYHON Ha ANOYEYHUKOBOM HEAOCTaTOMHOCTY

OuddepeHymanbHas
HeT narHos
OWarHocTuKa C Apyrumu A NabopaTopHas
Sm— noaTtse eH? <—
3abonesaHuamm ATBEPAHAY AMarHoCTuKa
aa
s YToyHeHue Ob6yueHue
AYTOUMMYHHbI y4 Ha3sHaueHue
3TMONOTUM nauweHTa i
o L, 3aMeCcTUTE/NIbHO M Tepanuu
Obcneposanue (exerogHoe)
Ha NpeaMeT HaAuuKuA Apyroi Habnogerue, Tepanua
ayTOMMMYHHO 1 NaToN0TUKU KOppeKUMA TeEpanuu no aAaMCOHUYECKOTO KpU3a B
rnokasaHuam CNyyae ero pa3ssuTua

Mpunoxexne B

MHOOPMALIUA ANnA NALUMEHTA

HagnoyeyHuk - 370 NapHbIA opraH, CUHTE3NPYIOLLMIA TOPMOHBI: FRokokopTukouabl (MK), MuHepanokopTukonasl
(MK), Hagno4eyHuKoBbIe aHAporeHbl u katexonamuHbl. ['K n MK BbInonHAT Hanbonee xXM3HEeHHO BaXHble pyHKUMK:
BbDKMBAHME OpraHnama B CTPECCOBbIX CUTyauMUsaX U NOAAEPXKaHWE HOPMArbHOrO YPOBHSA HaTpusl, Kanus, BOAbI,
apTepuansHoro gasnexus (A). MNMpu nepBrMyHON HagnovevyHuKoBow HegoctatovHocTw (1-HH) cuHTes ropmoHoB
Hagmno4YyeuyHMKoB Hapywaetca. B GonblunHCTBE cnyvyaeB npuuvHOM 3aboneBaHus sSBNSETCA paspylleHue
HaAMno4Ye4YHMKOB BCIEACTBME ayTOMMMYHHOIO NopaxeHust (Npu HapyweHun paboTbl MUMMYHHOW cMCTEMBI), Korga 1-
HH moxeT coueTaTbCsl C ApYron ayToMMMYHHON naTtonornen. PasnuyatoT xpoHudeckyto n octpyto 1-HH. Octpas 1-
HH, vnn agancoHunyveckuin kpua (AK), sBNsSeTca KpUTUHECKMM COCTOSIHMEM, MPU KOTOPOM CUMMATOMbI 3a60NneBaHns
Bblpa)keHbl B 3HaUMTenbHOM cTeneHn. AK MOXeT NpuBeCcTu K netanbHOMYy ucxoay!

Mpu noaTBEpPXAEHHOM AmarHo3e Bpady HasHadaeT npenapatbl K 1 MK n onpepensetr o3y, pexum u
KpaTHOCTb npvema. MHamBmayanbHbii nogbop TepanuuM MpPOBOAMTCA Ha OCHOBaHWM uHGoOpmaumm o Bawem
CaMO4yBCTBUM B TeYeHWe OHS, nokasaTtensx AL, AMHamuke Beca, NoTpebHOCTM B CONEHON NuLe, Harm4mMm OTEKOB,
rONOBOKPYXXEHMSA MPU PE3KOM U3MEHEHUN MOSOXEHUA Tena.

Bpay Bam pa3bAacHUT 0COBEHHOCTN CaMOCTOATENbHON KOPPEKUMN NEYEHNsT HA HEMPOOOIMKUTENBbHOE BPEMS
npu onpeaeneHHbIX 06CTOATENLCTBAX: MHAEKLMOHHBLIX 3a00neBaHUsX, TpaBMax, AUarHoCTUYECKUX npoueaypax ¢
uensto npocdunaktukm AK. Kpome Toro, Bpay obyunt Bac u Bawux 6nmnskux okasaHuo nepBOW MOMOLLM MpU



pa3suTun AK: HesameanuTensHOMY BBEAEHMIO NEeKapCTBEHHOIO CPeACTBa (BHYTPUMBbILLEYHO) A0 npuesda bpuragpl
CKOpOWM MeauuMHCKol nomowm. Heobxoammo, 4tobbl y Bac Bcerga npu cebe Obinn 3T MeavMKkamMeHTbl, a Takke
noeHTnmrKaunoHHas KkapTodka (bpacneT unm KynoH) ¢ idopmaumen o Hannumm 1-HH 1 nepBoi nomoLum B criyyae
passuTtusa AK.

PaunoH nutanua naumeHToB ¢ 1-HH pomkeH coOTBETCTBOBATb paUMOHY NUTaHWUS 300pPOBbLIX MNoAewn
(cbanaHcMpoBaHHOMY MO KanopuUMHOCTU U COAEPXKaHMIO OCHOBHLIX MUTATESbHbIX BewecTB). PekomeHayeTcst He
orpaHu4yMBaTb noTpebneHne conm (0cobeHHO B Xapkoe Bpemsi Tofa) U UCKUYUTb U3 ynoTpebneHns nakpuuy u
rpenngpyToBbLIN COK.

B cnyyae apgekBaTHOW TepanuuM [OOMOSHUTENbHLIX OrpaHWYEeHWn B OTHOLUEHMW 3aHSTUA  CMOPTOM,
KOCMETONOrMYeCckux 1 0300POBUTENbHBIX Npouenyp, CBA3aHHbIX ¢ Hanudmem 1-HH, HeT. HabniogeHune Bpauva-
3HOOKPMHOIOra ABnsieTca obs3arenebHbIM Ana Bcex nauneHTos ¢ 1-HH.

Mpunoxenne ' - 'N

LUKAJIbl OLUEHKW, BONPOCHUKU U APYTME OLIEHOYHbIE MHCTPYMEHTbDI
COCTOSAHUA NALUMEHTA, NPUBEAEHHBIE B KITIMHUYECKUX PEKOMEHOALIUAX

He npegycmoTpeHo.




