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OCHOBHbIE LN NeKuun

1. BBIABUTDL H 00CY AT 0COGeHOCTH JedeHns be-
PEMCHHDIX, GOJILHBIX ACTMON H aJLTIePrHYeCKHM PHHH-
TOM.

2. Boiautb 1 06CyAUTH 0COOEHHOCTH JeueHHs na-
LIMEHTOB € PUHHTOM B FepHaTPHYECKOI ITpaKTHKe.

3. BulsaBUTDL 11 06CYAHMTH BAHSHHE TOUCYHOH U licde-
HOYHOMN HEJIOCTATOUHOCTH Ha (hapMaKkoAHHaMHKY H hap-
MAKOKHHETHKY aHTUIHCTAMHNIIBIX H allTHICHKOTpHE-
HOBDLIX [PeIIapaToB.

4. BoIgBUTb 1 0OCYIHTH BO3MOKUDIC 110CICACTBHSA
COYETAHHOTO JICHCTBUS M30PAHBIX AHTHIUCTAMHITIBIX
H aHTHJIEHKOTPHEHOBLIX IIPCIAPATOB W KOMIIOHENTOB
TTHIIH.

Ocobble npenocTepexeHns

TIpu jieuennn aieprudeckix 3aboseBaniii pasiny-
HDbIE CHTYAI{IT MOTYT BJHSTD Ha BLIOOD TeparesTiec-
k#1x npenapatoB. Cpefy TakuX 0coObIX CHTYaLMIT 0co-
Goe MecTo 3aHuMaeT Jieyeline GoJbHbIX anseprueii oe-
PEMeHHbIX M [allUeHTOB B objtacTh repuarpun. JIpyroi
YHUKJIBHOI cHUTYalliell caefyeT CUHTATh Jedellne aj-
Jepriy Ha GoHe XPOHUUCCKOIT 10YCYHOI HeJocTaTou-
HOCTH HJIH TsDKes10k 6oe3HM NedeH . Kpome Toro, npi
JIeUeHHH lJIepril HeoOXOIMMMO YUHUTLIBATD BO3MOXK-
HOCTb B3aHMOJIeHicTBHS (DapMaKOJOTHYCCKHUX ar¢HTOR
€ KOMIIOHCHTaMHM MTHILH.

Adpec 0ns nepenucxu:

Lawrence M. DuBuske

Allergy Training Program
Brigham and Women’s Hospital
Harvard Medical School Boston,
Massachusetts, USA

bepeMeHHOCTb

ITpu 6epeMeHHOCTH MOJKET H3MEHATLCS TeUeHNe al-
JIePrUuecKoro pUHUTA ¥ aCTMbL

Teuenue acT™Mbl 1pu GepeMeHHOCTH TIOABEPKEHO
LHpoKoil BapnabenbHOCTH, IO Y OJIHOH U Tolt Xe JKeH-
LILMHBI [IPH TIOBTOPHBIX GepeMEeHHOCTSIX U3MEHEHH Te-
Y2HUS ACTMBI NoBTOpsitoTes. [IporecTepoH UHAYLHDY-
eT IHIePBEeHTUIISLIIO, 4 YBeiiyeHe obbeMa MaTKH Be-
JIET K CHMDKEHIIO 00beMa IbIXaTebHOro 0OMeHa, COnmyT-
CTBYIOlIEe pa3sBUTHe racTpoasodareaibioro pedok-
ca Wik punuTa y 6epeMeHHbIX TakKe HeOlaronpusiTHO
CKa3LIBAIOTC Ha TeueHu acTMbl y HepemeHHbIx. Haua-
JIO TPEThEro TpuMecTpa HepeMeHHOCTH acCoLHUpyeTCA
¢ IMKOM YacTOThl 060CTpeHNI acTMBl, a [Moc/IeHHe He-
nesn GepeMeHHOCTH M IEPUOJL POJIOB, KaK IIPABUJIO, He
ABJIAIOTCS MePHOJIAMU YXYALHEeHUs Te4eHN aCTMBL

HexounTtpomupyemast acTMa acCOITMUPYETCH € HOBbI-
ienHoH HepuHaTaJbHON CMEPTHOCTBIO U CHMMKEHHBIM
BHYTPHMATOMHLIM POCTOM. BLIHY:KIeHHBIH exXe/lHeB-
HBIA TIpHEM Yepe3 poT KOPTHKOCTEPOHJIOB (IIPeAHH30H
Gosee 10 Mr'/ ieHp) TakKe BeJleT K YTHCTCHHIO BHYTPH-
MaTOYHOTO POCTa, OTCTABAHHUIO CO3peBaHuA IJI0/a, 110+
BbIIIACT YacTOTY Npeakiamiicun. Bee st HeGnaronpu-
SITHBIC BO3/IeHCTBUS Ha PA3BUTHE NJI0/1a, BO3MOXKHO, CO-
NpsisKeHbl ¢ THIOKCHEN U IPYTUMU NPOSABJIEHUSAMH I1a-
ToreHe3a IJI0X0 KOHTPOJIMPYEeMOH aCTMBI.

JlcueHiie acTMbl y GepeMeHHbIX BKAIOYALT, pexe
BCEro, HaCTOSITEIbHBIC PEKOMEH/IALIMN H30esKaHU st KOH-
TAKTOB C AJIJIEPreHOM H ITpeKpalleHUs KyPeHHs, 4T0 0CO-
GeHHO BaXK1Io IS TIpelylpexieHus: 06ocTpeHuii act-
MBI 11py GepeMeHHOCTH. XOTS 110X0AB K IEYEHUIO acT-
MBI ABASIOTCS OOUMMHE, HO He06X0IMMO 0coboe BHUMA-
HHE K TpUMeHseMbIM hapMaKoJOrHueckuM areHTaM /s
MHHHUMH3AIUH MOTCHIIMAILHOTO PUCKa JUIS 11J10/1a.

Buinesnena kareropusi B jlexapcTBeHHBIX npenapa-
TOB, U1 KOTOPBIX B 9KCIEPUMEHTaX Ha )KUBOTHBIX 10-
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Meouyunckas ummynonozus

Ka3aHo OTCYTCTBHE TePaTOreHHBIX 9(hheKToB U 1ie oIi-
caHo mo00HLIX 3hdeKkToB vy Jtozieit. B oTinume ot a1o-
ro, Kk kaTeropun C oTHeceHbl Ipenapathl, KOTOpble B 9K-
CIIEPHMEHTAX Ha JKHBOTHBIX OKa3aINCh QPaKTOPAMH pHC-
Ka VIS pa3BUTHS TJIOJIR, @ KOHTPOJIHPYEMbIX HCCIIe0-
BaHUH y Jiojell He npoBoausioch. KopoTkoneiicTsyio-
iite BQ-&I‘OHI/ICTbI PasIMyaloTcs MO MpUHALIEKHOCTH
K YIIOMSIHY ThIM JIBYM KaTeropusaM: TepOyTanun oTHeceH
Kk xareropuu B, a andyrepon — k kateropun C. Hesna-
YHUTEJbHBIM CYHTACTCH PUCK TOKCHYHOCTH JU/IS TLI0/A
HHTJIUpYeMbIX OPOHXOAMIATATOPOB. Y MEHDILEHUs 00-
IIEro PUCKA JIJ1S1 TUIOZA MOXKHO JIOOHTLCS CHCTEMATHYCC-
KUM MCHOJIb30BAHUEM HU3KHX 103 HHTATUPYeMbIX 1pe-
1apPaTOB BMECTO NpHMeHeHNs HeTa-2 aroHuceTos, Ecian
e TpebyeTcsi cucreMHoe BBesleHue (eTa-2 aroHUCTa,
npeirapatoM Bbibopa cunTaercs TepOyTaNHH, OTHecell -
Hbiil k kateropun B. K kateropun C otHecen canmere-
POJ1, KOTOPBIH Bce ellle HCIIOJNb3YeTCs Py Jleyern Ge-
pPeMEHHbIX ¢ HEKOHTPOJIMPYCMOIl acTMOMH, HO TOJILKO
IIPU YCJOBUM €TO MHTAISLMH, a He NapelTepaIbHoro
BBEJICHHA.

XoTst TeohHIIIMH UCIIOJIB30BAJICA HA IIPOTSKE U
HeCATHIeTHH JI/Is JIeUeHHs] aCTMbl Y 6epeMeHHBIX 1 CUH-
Taj1cst 6e30MAaCHBIM MPENapaToM, MOSIBHIHCH AalHbie 0
CIOCOGHOCTH TOTO ITpenapaTa MPOBOIMPOBATH ITPEIK-
JIAMIICHIO Y HEKOTOPBIX HepeMeHHbIX.

Wuranupyemble KOPTUKOCTEPOU/IbL BCe OTHECEeHbl K
kateropuu C, 0lHAKO UX IIPHUXOJUTCS UCTI0JIBL30BATh IPH
JIeUeHHH XPOHHYECKOI acTMbl GepeMeHHBIX TOMHO TaK
JKe, KaKk MpH JledellHH XpOHHYecKoil acTMbl Boobiie.
Cpenu HHraInpyeMbIX KOPTHKOCTEPOHIOB HIPETIAPATOM
BbIGOpa cunTaeTcsi GeKJIOMETa30H, KOTOPBIH TpuMelis-
ercs ¢ 1976 rona. 3a 310 BpeMs He ObLIO OIICAHO He-
61aronpuUsTHBIX pe3ysibTaToB y GepeMenibix. C aTHM
npenapatom ObLUIO [IPOBEIEHO CTICHMAIBHOE BTHAEMI-
oJioruyeckoe HeeseioBaHe Ha 395 6epeMeHHbIX sKeH-
I[1MHAX ¥ MCCJIeJOBaHHE MO KOHTPOJIO Beca HOBOPOXK-
JEHHDBIX, KOTOpBIE He BbISIBUIN HeraTHBHBIX PE3yIbTa-
TOB NpUMeHelus GexoMeTtasona. MHranupyembrii Tpu-
aMLIMHOJIOH He OKa3bIBasl HEraTHBHOTO BJMSIHHsI Ha BeC
HOBOPOXX/JEHHBIX, B OTJIMYHe OT Teoduauna, [Ipn ob-
cnepopaunu 2014 GepemerHbix xenuut B Hlpennu
OBLI0 IIOKA3aHO OTCYTCTBUE HETATHBHBIX 3(peKTOB HH-
rajupyemoro 6yzesoHu/a B oTHoUIeHWH mioga. 1o rmo-
BOZlY TIpUMeHeHMs y GepeMeHHbIX (haryHuzonuma, Giy-
THKa30Ha 1 MOMeTa30Ha HeT OMyOJIMKOBAHHBIX JIAHHBIX.

C npuMetieHyieM MpeIHU30HA CBA3BIBAIOT PA3BUTHE
YPOICTB V IJIO/1a B 11ePBOM TPUMECTPE U OMACHOCTH IIpe-
JKJIaMIICHH, HO ero MPHXOINTCS UCTIOJIB30BATD B CUTY-
allHAX, KOrJa TONbKO IPHMeHEHHe CUCTEMHBIX CTEPOU-
OB MOXeT NpeJOTBPATUTh PUCK OOOCTPEHUS aCTMBI,
BeJ[ylIero K MOBBILIEHHIO CMePTHOCTH M10/1a. B cinyyae
obocTpeHUst aCTMb, KOTOpOE He KOHTpoJIiupyeTcs beTa-
2 aroHUCTaM U, MOXKHO JIOGABUTD HITPATPONTNYM OPOMUA,
KOTOPHIN OBl OTHeCeH K KaTeropuu B ma ocHoBanuu
JKCIICPUMEHTOB Ha XUBOTHBIX. [Ipu croiikoii actme,
Tpebyouleil MpUMeHeHUs TPOTUBOBOCTIATUTENbHBIX

arelToB, MOTYT GLITh PEKOMEHAOBaHbl KPOMAJIMH Ha-
TPUS WM HEAOKPOMUJL - B 3ABUCMMOCTH OT TOTO, Kakoii
U3 HUX MOKasal a(ppeKTHBHOCTD 10 GepeMeHHOCTH Y
nanHoit 6oabHOM. Oba 3TH NpenapaTa OTHeCeHD K Ka-
Teropuu B.

K kareropun B oTHeceHb! Tak:ke MOHTeyKaCT U 3a-
bupsyKacT, HO 3TH NpenapaThi HauyalH HUCIOJb30BATh
HEJIaBHO U ellle He HaKkollleHa MHdbopMalus o 6e3onac-
HOCTH HX IIPHMeHEeHUsT y HepeMetHbIX. JTH JBa aHTH-
JelfKOTPUEHOBBIX aTeHTa MOXXHO NPUMEHSTh IPH Jieye-
Hu1M GepeMeHHBIX TOJILKO B CIIYYasiX UX YHUKAILHOH a¢h-
(pexTHBHOCTH. 3HJIEYTOH OTHeCeH K KaTeropuu C u He
peKoMeH/IyeTcs s Jieuetnst GepeMeHHbIX, T.K. B 3KC-
TnepUMeNTax Ha XKUBOTHBIX OBLIN BBISIBICHBI TIOBPEX-
JIeHU S TIJI010B.

ITpu nevenuu actMpl y GepeMeHHBIX HeOOXOAUMO
YYHTBIBATh cTauio 3abosieBanus. IIpu MATKoi actme,
py FEV-1 Boie 80% oT HOpMBI H IPOSIBJIEHIH CHMIT-
TOMOB peske TpeX pa3 B HeJlesllo pEKOMEHAYIOTCH HHIa-
aupyemble Hera-2 aroHucTsl. IIpu ymepeinoil actMe,
KOI/la CHMITOMBL IIPOSIBASIOTCS TpH Wit GoJiee pas 8
HeJes110, KOT/la HapyLIeH COH, B Tepaluio BKJIIOYAIOT
MHIaJIUPYeMblil KPOMAJVH, a IIPH eTo HeadpeKTUBHOC-
TH — HHI'AJIMPYeMBbIit HeKJIOMEeTa30H B AONOJIHEHHE K
1IpHeMy BHYTpPb TeopHILIMHa TP HeobxoaumocTu. TTpu
TSKEJ101 acTMe ¢ esKe/THEeBHBIMU NPOSIBAEH USIMU CHMII-
TOMOB U cHikeHHeM FEV-1 ke 60% MoxeT GbiThb
PEKOMEH/IOBAaHa ylapHas 032 OPaJbHBIX KOPTHKOCTE-
POMIOB C MOCACAYIOIIMM CHHXXEHUEM JI03bl 10 MUHI-
MaJILHOI.

[Ipu sevenrnu oOOCTPEHUsT aCTMBI B IOTIOJHEHHE K
MeTUJITIPeHU30I0HY HCIOIb3YIOT: BAbIXalH e KHCIOPO-
[a, BHYTPUBEHHYIO THAPATALUIO, paciiblisieMble bera-2
arolMCThl ¥ HIpaTponuyM 6poMus, TepOyTajit Noj-
KOKHO.

Punutnl Moryt obocTpsTbest Tipu GepeMeHHOCTH,
OKOJIO OJIHON TpeTH GepeMeHHbIX XKeHUHMH CTPAAAIOT
PUHHUTOM, YTO IPUHOCUT UM MHOT0 Hecniokoiictsa. [1pn
NpOBeACHNH IHATHOCTUKH a/IePrHYecKUX PUHHUTOR Y
GepeMeHHbIX OlipejieieHue auepreH-crieliuduueckux
IgE saBansiercs Gosiee Ge30macHbiM METOIOM IO CPaBHE-
HHIO ¢ KOXKHBIMM Npo0aMy, C KOTOPBIMH CBSI3aHa OTlac-
HOCTD CHCTEMHBIX peakiinit. CHHYCHTDLI y GepeMeHHbIX
MOrYT NpOTeKaTh 6e3 THIMUHBIX CUMIITOMOB, YTO BHO-
CHT AOMNOJHUTeNbHble TPYAHOCTH B UX JHATHOCTUKY.

Jleyenne pHHUTOB y GepeMeHHBIX BKIIOYAET MECT-
HOe NpUMeHEeHUe KOPTHKOCTEPOUIOB U KPOMATHHA C
TeMH e NPeJoCTOPOXKHOCTAMY, KaK W IIpH JiedeHU!
acTMbl y 6epeMeHHBIX. B cUTyanusx, rie xejxareiabHa
MWHMMH3ALNS CUCTeMHDIX 3(pHeKkTOB KOPTHKOCTEPOU-
JI0B, MOJKHO PeKOMEH/I0BAaTh MHTPaHA3a/AbHO (PJIyTHKA-
30H (MeHee 2%) unu MoMeTtaszoH (MeHee 0,1%).

AHTHrICTAMWUHHbIE [IpenapaThl HepBOTO [TOKOJIEHUS
xJop(heHHpaMHUH U TPUIleJeHHAMUH cYHTaloTCsi Ge3o-
T1aCHBIMH [1J1st GepeMeHHbIX, OTHeCEHbI B KaTeropHio B u
3alUIEeHbl MHOTOJIETHUM PEHTUHIOM NpUMeHeHus Ges
BbISIBJIeHNs HeraTHBHBIX adypexroB. Cpefiu aHTUTHCTA-
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MUHHBIX [1PeflapaToB BTOPOro NOKOJIEHNS LIETHPH3HH U
JIOpaTa/IMH OTHECeHBl K KaTeropun B, a pekcodenaann
- k kareropun C. Jlopataaus ¥ LeTHPU3UH B 9KCNCPHU-
MeHTax Ha KMBOTHBIX He IIPOSIBUJIM TepaTOreHHOCTH.
AHastornuiioe n3yuerue cpexcoeHaIHHa BLIsABUIIO CHH-
JKeHHe Beca HOBOPOIK/IEHHbIX KPbICAT MO/ BJAHAHIEM 103
Ipenapara, COfocTaBUMbIX ¢ JieuebbiMu. Conocrape-
1€ PE3YJIbTATOB IKCHEPHMEHTA/IbHOTO H3YYEeHUs 1 OT-
CyTCTBHS ceflaTuBHOTO ahdeKTa 1103BOJISET CUNTATD
JlopaTajiiiH MpenapaTtoM BeiOopa cped aHTUIHCTAMHUI -
HBIX TIPENapaToR BTOPOTO MOKOJACHHS 13 Jevelins be-
peMentibix. LleTupnann Gbi clenyanbio U3yyeH Ha
rpynne u3 35 6epeMeHHDLIX He3 BLIsSBJIeH NS HEraTHBHBIX
a(hhexToB, YTO NO3BOMACT PEKOMEHIOBATD M 3TOT IIpe-
flapat. AHTHTHCTAMUHHBLI Mpenapart A1 MeCTHOTO IIpy-
MEHEeHHS a3IacTHH oTHeceH K kareropun C U3-3a Bbl-
SIBJICHHBIX CHCTeMHbIX 3¢h(peKToB.

Wcnonpsosanue 1cepaoade/priia B TeucHHe JITH-
TeJILHOrO BpeMeHH cuntasoch Ge3BpeiHbiM Juist Gepe-
MEHHBIX, OJIHAKO B JIBYX HEJaBHO POBEIEHHBIX KOHT-
POJIMPYEMBIX HCCI1e[0BaHNAX Gbla BLISIB/IEHA CBA3D €
lipUMeHeHHeM 3TOTO IIpenapaTta B [EPBOM TPUMeCTpe
HepeMeHHOCTH ¢ yUaIllCHUEM TIOPOKOB PA3BUTHS 110+
JIOB Thma ractpolunsuca ¢ 1-2 g0 6 na 10000 poans-
iwuxea. BoisiBAeHHe 9TOr0 pUCKa 11eJ1b34 11e yHUTBIBATD,
11 HCOOXOIMMO NPeAYIIPEKIaTh 00 HTOM KeHILHH, IPH-
HUMAIOILIX 3TOT [pelapaT B IepBoM TpumecTpe Gepe-
MEHHOCTH.

[MaumeHTbl repuaTpuYeckon
MPaKTUKA

CoueTaHlie acTMBI C XPOHHYecKoit 00CcTpyKLHell pec-
NHPATOPHOTO TPAKTA YCJIOKHAET AHATIIOCTHKY acTMBb
y MAUMEHTOB CTApIIEro Bo3pacTta. Teyellie acT™bl y 110-
SKMJILIX JoZleli MOKeT yXyMILIaThes JekapeTBeHHoH Ha-
Ipy3Koil, KOTopast BKJ1oUaeT cCp/lediio-cocy/IiCThie
cpencrpa (beta 60KaTOPLL), MPOTHROAPTPHTHLIE TTpe-
irapatsl (HecTepolIHble TPOTHBOBOCTIAIITE/IbHBIC, ac-
1upuH), MHruOUTOpbl aHTHOTCHSHHKOHBCPTHPYIONIICTO
DH3HUMA, KOTOPbIe MOTYT BLI3LIBATh Kallle/ib, UMUTHPY-
10T CUMIITOMBI aCTMbI ¥ HOXKUJILIX Mogieil. YacTo BeTpe-
JAIOUMACS y NOKHUABIX TacTpos3odarcalbHbiil ped-
JIIOKC MOYKET IPOBOIHPOBATE 000CTPEHHS aCTMDL

Jledenue acTMBl Y 1TOKHABIX alaJIOTHUHO JiCHEHHIO
acTMbl y Gosiec MOJOIBIX DOJIBIILIX, HO ¢ yCHIEHHbIM
HCHOJb30BaHHEM 6eTa-2 arouMCcTOB H HIPATPOITHYM
HpoMuiIa, 0cOOEHHO B CHTYAIMAX, T/IC CYILECTBYET BbI-
paskeHHas BO3pacTiash oOCTPYKIUS PeCiipaTOpHOTo
TpaxTa.

Y n0oxKiAbIX 60JLHBIX 10 CpaBHEHHIO ¢ GoJiee MOJIO-
JIBIMU MOT'YT OKazaThes GoJice BblpakeHHBIMHI TOGOYHbIE
a(hdeXTbl KOPTHKOCTCPOHOB, TAKHE, KaK I'HIEPTel3Hs,
TUNEprIHKeMUs], TTOBLIIeHas JOMKOCTDL COCY/I0B, OC-
teonopos. Muranupyemslie KOPTHKOCTEPOHJIBL Y HEKO-
TOPBIX MOKIBLIX GOJNBHBIX BEAYT K DKXHUMO3Y KOXKI

BCJleICTBHE MOBBIILEHNs! JIOMKOCTH COCY/I0B M HCTOH-
YEHHsI KOXKH.

[Toxkunble HoAbHLIE MOTYT OKa3aTbcs HoJiee YyB-
CTBUTENIbHBI K 060U HBIM b dekram GeTa-2 aroHHCTOB
IIPU UX CUCTEMHOM BBe/ieHUH: K HHIYKLUU TpeMopa 1
TaxuKapI1u.

Teopunaun MoxerT HHAYUHPOBATb Y ITOMXKHIIbIX
APUTMUH, TTOHOC, GECCOHUILY.

WHrajupyemplit HTIPaTpoIHyM OPOMU/ OTJIMYAETCs
Gouibliei 6€30TMaCHOCTHIO JUIST TOSKUIIBIX TAIlMEHTOB,
CTPAAAIOLIMX aCTMOM.

XoTs a/luleprudeckie pHHUTDI He TaK 4acThl y MTOXKH-
JIbIX, 32TO YACThI BA3OMOTOPHLIe PUHUTDI M TaK Ha3blBa-
eMble “BKycoBble”, “Tiocsieobejieriible” PUHUTDI, ABJIAIO-
IL(Hecs CIIeACTBUEM XOJIMHIPrHueckol runepakTHBaLNH,
IPUBOJAIIEH K YCHICHHOMY BbIIIEJTEHHIO BOJIbI C HOCO-
BBIM CeKpeToM. 3aKylopKa Hoca BeJiecTBHe alibgha ajl-
peHapruyeckoi ruilcpakTHBAMH MOXKET acCOLUUPO-
BaTbCs Y HOKHJIbIX C UCTIOJAB30BaHNEM CHCTEMHBIX aH-
TUTUTIEPTEH3UBHbIX areITOB. FIHorHa cCUMIITOMDI “3a/10~
’KEHHOCTH” HOCA Y CTAPUKOB COYETAIOTCA C CYXOCTBIO
CAM3HCTOMN, COOTBETCTBYIONIEH NTOHATHIO “aTpoduyec-
KU pUHHT.

B cinyuanx crapyeckoil puHOpeH, Kak JOMUHUPYIO-
iero CUMITOMA, NOKa3aHO MeCTHOe NpUMCHEeHUe Ull-
patponuyM 6pomuaa. Menossszosalue aToro npenapa-
Ta lepell eloi KyIIUpyeT CHMITOMBI BKYCOBOTO PUHH-
ta. [Ipu arpod yeckoM pHHHTE 110JI€31IbI MECTHbIE CO~
JieBble MPOMBIBaHMs cAU3HCTOH Hoca. K coxasienuio,
peKoMeH/Ial s IPeKpaTUTL HPHEeM Al THTHIIEPTEH3UB-
HIOro lipeliapaTta, BBI3bIBAIOIero PHHOPCIO, He Beer/ia
BLIIIOJIHHUMA.

Jlns NoKUABIX TAUUEHTOB G0JIbLIE TTOAXOAAT AHTH-
IHCTAMUHHBIE TIPENapaThl BTOPOro HOKONCeHHSA, TAIeH-
Hble cefaTHBHBIX 9D(DHEKTOB H UMEIONHX ocaabieHHyIo
AHTHXOANHIPTHYECKYIO 3 dHeKTHBHOCTL. AHTHIHCTa-
MUHHbIE NPErapaThl MePROIo OKOJICHHUS € BLIPaKeHHLIM
ANTHXOJHHIPTHUECKUM JleiCTBUCM MOTYT BbI3bIBATDL Y
HOXKMIBIX Pl 1000UHBIX dD(PEKTOB: 3anop, 3afepKKY
MOUH, Hapy1lleHHs 3peHusl. AHTHIHCTaMUHHDIE TIpefiapa-
TDl BTOPOT'O TIOKOJICHHST, OTJIHYAIONIHECs: BLICOKOI cele-
TusyocToio T H1 petletitopa, nmelot GosbIe IpeuMy-
IECTBA TIPH JIEUEHUH TTOXKHIILIX HALIMEHTOB.

[lepopaibiibie JCKOHPeCTatTbl, 0CODEHII0 B BLICOKHX
J103aX, MOTYT ObITD IIPOTHBOIOKA3AHBI TTOKHIIBIM HALHEH -
Tam ¢ HecTabuNLHOI CTelOKapIHEH, HeKOHTPOIMPYeMOH
rHIlepTeN3ueH, Iay KOMOIT, THICPTPohHeH 1POCTaTDbl, Wi
¢ HOBBIHICHHOIT UYBCTBUTCILHOCTBIO K CTHMYJIAINH LEeH-
TpaiblOfi HepBHOI chcTeMbl (TpeMop, beciokoiicTo, bec-
cottnna). Masectiio, uto neepoadeaput BbI3BIBAET MU-
HUMaJIbHOE TTOBbIIIeHHe KPOBSHOrO AaBNenus], Ho y 1a-
IIHEHTOB ¢ KOHTPOJIMPYEMOI yMepeliHol runeprenaueii
HCHOJIB30BAHKE ITOTO [IPENapaTa A0IYCTHMO.

Puck sieuenns aHaHilakC i y HOXKUBIX U 4acTOTa
npiiMeHens Heta 610KaTOPOB y 3TOI NOIYAAIUY Jle-
JAIOT HCHOAB30BAHIC HMMYHOTEpAnuu 1ipobieMaTHy-
HBIM B FepHaTpHYeCcKoil IpakTHKe.
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XpOHW4eckas noveyHas
HEL0CTAaTO4YHOCTD

Hannuue xpoHnyeckoii moyeuHoit HeloCTaTOYHOCTH
(XITH) moxeT orpaxkaTbcst Ha GapMaKoKHHETHKe I1pe-
112PATOB, UCIIOJIL3YE€MDBIX JI/IS CHCTEMHOTO JIEUeHUS aliep-
ruyecknX puHUTOB. Oco6eHHOCTH (hapMaKOKHHETHKH
b1 OTMeY€eHbI [IPH UCTIO/Ib30BAHMH AHTUIHCTAMMHHDIX
NperapaToB BTOPOro MoxoJeHus y naunveHToB ¢ XITH.
LeTpusut B 3TUX yCOBUAX HMeJ YIIMHEHHBIH B TpH
pasa nepuo/ noyBbiBe/leHus, U Ha 70% CHIDKeHHYIO ak-
THBHOCTb OYMUIEHHUA OT HETO IIJIa3Mbl KPOBH B CJydYae
CHUXKEHUST YPOBHSA BbIBEACHUS KpeaTHHUHa fo 30mu/
MuH. B ciyqyae yMepenHoil noueuHoit HelocTaTOYHOCTH
/103y UMTEpU3NHA CIeAyeT CHU3UTD JI0 O MT B JeHb, Jlo-
paTajgui y NAaUMeHTOB C MOYeYHOH HeJ0CTaTOUHOCTBIO
11e/1ec000pa3HO MCTIOJIb30BATD B 03€, CHUHXKCHHOI 710 10
Mr yepes feHb. DexcodeHalit Takke 3a1epkuBaeTcs B
kposu y 6osbhbIx ¢ XITH, u ero caieyer nenosinaoBats B
J103€e, NOHMKEeHHOi1 10 60 MT B tellb.

B orsimune oT 31010, aHTHIIEHKOTPHEHOBLII Mpenapart
MOHTEJIYKACT He 3KCKPETHPYETCS ¢ MOYOH, [OITOMY €ro
JI03HPOBKa He HY>KAAeTCsl B KOppeKiuy y 60bHbIx ¢ XTTH.
He ormeyeHo Taxske usmeneHHH (hapMakoKHMHETHKH 3a-
¢dupaykacra ¥ sueyTona y 6osbHbix ¢ XITH.

[le4yeHoyHas HemoCTaTOYHOCTh

IPdexTbl aHTUIHCTAMUHHBIX M aHTHAEHTKOTPHCHO-
BBIX [IPEIAPATOB CUCTEMIIOTO ICHCTBIS MOTYT 3aBHCET,
OT I1e4elouHOiT HepocTaTouHOCTH, Cpein aHTHTHCTa-
MHUHHDIX LeTHPH3UH W JIOPaTaAuH HYKAAIOTCs B KOp-
PEKLHH J03HPOBKH Y GOJIbHBIX € [IEYeHOUHOMH HefoCTA-
TOYHOCTDIO, a hekcodeHaIMH — He HyXKAaeTcs.

Boisenenue 3adgupiykacra cHibkeHo y GOJbHBIX ¢
AJIKOTOJIBHBIM LMPPO30M, B peadyJibTaTte yero Ha 50-60%
HOBBIIIAETCA €TO aKTHBHOCTb H TpeOyeTcsl KoppeKuus
1031pOBKH, MOHTEMYKACT TOXKE HECKONLKO 3a/1epsKi-
BaeTCA B KPOBH GOJIBHBIX ¢ HEOCTATOUHOCTBIO 1IeYeHH
(1a40%), 10 L03HPOBKY ero MOKHO HEe KOPPEKTHPOBATD.

3ueyToH 1POTHBOIIOKA3aH OONBHBIM C aKTHBHBIMH
3ab0/IeBAHUSAMY TIeYeHH, T.K. OH HE TOJIBKO HYKIAeTCsl
B 9KCTEHCHBHOM Ie4eHOUHOM MeTaboausMe, HO H Mo-
XKET MPOABJIATDL TeMaTOTOKCHYHOCTD axe B 0OLIYHBIX
J1032X.

B3aumozeincTene ¢ KOMMOHEeHTaMu
nun

KoMmronente! m1ummn MoryT BjAHATb Ha GpapMakoki-
HETHKY psiZia PapMaKoJIOTHUeCKUX NPENapaToB, IIpHMe-
HSeMBIX JUIS JIeuelins aJulepruu M act™Mbl. AGcopbuns
JIoparajinta, hekcodenaaiHa i HeTHPU3HHA 110-pas3io-
MY H3MeHSIeTCs 1P BBeACHUH OJHOBPEMCHHO C ITUIIel.
Y Bcex aHTUTHCTAMMHHBIX IIPeNapaToB 3aMeUIseTcs
abcopbust B ciydae 1preMa o[HOBPEMCHHO ¢ IHIleH,
HO OHoOJIOTHYeCKast AKTUBHOCTD JIOpaTafliHa 1 LCTHPH-

3MHA He CHIIKaeTcs, a 6MoIornyeckas akTHBHOCTh (hek-
coeHajlHa CHMKAETCA NPU OJIHOBPEMEHHOM NpHeMe
i, 6oratoit xkupamu. B ciyyae nmpuema ¢ nnuiei
MaKCHMasibHasi KOHUEHTPalUd BCEX MepednucaeHHbIX
IpenapaToB JOCTUraeTcs ¢ 3aJepKKoi Ha oj{uH yac. B
ocobeHHocTH ciefyer uaberaTb npueMa OJHOBpeMeH-
HO ¢ JKHPHO# nuuied kombuHauuu dexcodenagnta ¢
1ceBA03heIPUHOM,

AHTHJIEHKOTPHUEHOBBIE MpenapaThl MOHTEIYKAcT 1
3aMpJIyKacT 110-PasHOMY PearMpyioT Ha coueTaHue ¢
npueMom numu. MapMakoKMHETHKA MOHTEYKACTa MaJIo
MeHseTCs B Cllyyae HpHeMa ¢ nuieit. B otimane ot ato-
ro, 3aUpAyKacT yTpauuBaer 10 40% GLOaKTHBHOCTH B
clly4asx npuema BMecTe ¢ THILeH, boraToii GeaxaMmu win
kupami. OTciofa peKOMeHalUs TPUHUMATD 3adupay-
KacT 3a Yac JI0 e/ibl, KM Yepes IBa Yaca 110¢J1e ef{bl.

B oTnnuie ot s1oro, 3ueyTOH e MEHAET AKTUBHO-
CTH B C/ly4ae rnpuema ¢ IHlleil 1 MoXKeT BBOJIMTbCA He-
3aBHCHMO OT NpHeMa MHIIH.

3akJoyeHune

Il onTuMabHOTO JiedeHnst GOJIBHBIX ¢ ajleprueii
11€00X0IMMO YUUTLIBATh MHOTHE OOCTOSTeIbCTBA, BIIHSI-
1o11e Ha 3 dheKTHBHOCTD, (hapMakoHaMUKyY U (apMa-
KOKHHETHKY UCTOJIb3yeMbIX NpenaparoB. IddexTs npe-
11apaTOB CHCTEMHOTO IeHCTBUS, TAKHX, KAK AHTHTHCTAMUH-
Hble W aHTHJICHKOTPUEHOBDIE, 3aBUCAT OT NIOUEYHON HIIH
IEeUEHOYHOH HeJOCTATOUHOCTH, WK OT COYETAHHUA ¢ ITH-
Leil npy Npreme uepes poT B GoMbILel cTereHH, ueM ag-
(hex Tl MHIAIMPYeMBbIX MpenapatoB. ONTHMH3alH Jlede-
HUS1 ACTMBI 1 PUHKMTA BO3MOXKHA B citydae muddepeni-
POBAHHOTO 110/iX0A1a K BLIOOPY (hapMaKoIOrHuecknx npe-
HapaTOB, UX J103 1 CIOCOO0B BBE/IEHHS.

Bonpockl g nposeaeHus npe-TecTos
W NOCT-TECTOB

1. ITpu nevenun GepeMeHHBIX, OONBHBIX ACTMOI, K
Kateropuu B oTHocsATed coreiyolue npenaparsl, 3a 1c-
KJITIOUeHHeM:

a) Jopatauy; 6) e TUPUBHH; B)MOHTENYKACT; I')(pek-
codpenann; 1)sabupiykact. OteT: dhexcodenayu.

2. IloxazaHo IPOTHBOINOJIOMHOE JIeHiCTBHE ITULIEBBIX
1POTYKTOB Ha abCOPOIMIO CIIE/Y IOUINX JICKAPCTBEIHBIX
1Ipenaparon:

a) JlopaTaJiiH 1 MOHTEJAYKAcT; 6) HeTUPH3UH H MOH-
TeNyKacT, B) gexcoeHaiut 1 3apupaykacT; r) ueTu-
PU3HH 1 JIOpaTajint; J) UCTHPU3HH M MOHTEJYKACT.

Ortgert: dexcodenamut u sadpupiykact.
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TREATMENT OF ALLERGIC DISEASES:
SPECIAL CONSIDERATIONS

Lawrence M. DuBuske

Allergy Training Program Brigham and Women’s Hospital Harvard Medical School Boston, Massachusetts

Objectives

Upon completion of this lecture, the participant
should be able to:

1. Recognize and discuss the differences in therapeu-
tic options in a pregnant patient with asthma and aller-
gic rhinitis.

2. Recognize and understand the differences in the
therapeutic options of the geriatric patient with rhinitis.

3. Recognize and understand the consequences of
renal failure and hepatic failure on pharmacodynamics
and pharmacokinetics of antihistamines and antileukot-
riene agents.

4. Recognize and appreciate the consequences of
coadministration of selected antihistamines and antile-
ukotriene agents with food.

Special Considerations

In the treatment of allergic disease, a variety of spe-
cial situations may mitigate changes in therapeutic op-
tions. Among those special situations most unique in
both diagnostic and therapeutic considerations are the
pregnant and the geriatric allergic patients. Other
unique situations are chronic renal failure and severe
hepatic disease. From the standpoint of optimization of
allergic disease therapies, situations where food inter-
actions are likely to occur should also be recognized.

Pregnancy

In pregnancy the course of both allergic rhinitis and
asthma may be altered. During pregnancy, the course
of asthma, while highly variable, tends to be consistent
in a given patient who has several pregnancies. While
progesterone-induced hyper-ventilation and uterine
expansion-induced reduction in tidal volumes may oc-
cur, concomitant development of gastroesophageal re-
flux or rhinitis of pregnancy may also alter the asthma
disease progression in the pregnant patient. The early
third trimester of pregnancy is associated with the peak
occurrence of asthma exacerbations, with the last weeks
of pregnancy and the time of delivery generally being
free from worsening of asthma.

Uncontrolled asthma is associated with increased
perinatal mortality and decreased intrauterine growth.
Furthermore, requirement of daily oral corticosteroid

(prednisone greater than 10 mg/day) has been associ-
ated with reduced intrauterine growth, prematurity, and
an increased incidence of pre-eclampsia. These adverse
effects on developing fetus are likely related to hypdxia
and pathogenic events associated with poor asthma con-
trol.

Therapy of asthma in pregnancy includes the usual
allergic disease recommendations regarding allergen
avoidance and smoking cessation, the latter being espe-
cially important for protection against asthma exacer-
bations in pregnancy. Although the overall management
of asthma is similar to the non-pregnant patient, partic-
ular consideration is required for the pregnancy classi-
fication of medications to minimize potential risk to the
fetus.

Category B drugs are agents wherein animal studies
show no evidence of teratogenicity and no adverse hu-
man data are available, whereas Category C drugs are
agents having animal studies demonstrating a fetal risk
without concomitant controlled human studies avail-
able. While short-acting beta-2 agonists vary in their
pregnancy categorization, terbutaline, being Category
B, where albuterol is Category C, the risk of fetal toxic-
ity from inhaled bronchodilators is considered negligi-
ble, essentially mitigating the overall risk consequent
to low systemic exposure to inhaled agents in spite of
the theoretical differences among these short-acting
beta-2 agonist agents based upon pregnancy categori-
zation. Terbutaline, as a Category B agent, is consid-
ered the drug of choice if a systemically-administered
beta-2 agonist is required. Salmeterol is a Category C
agent but is still considered for inadequately controlled
pregnant patients already on moderate doses of inhaled
corticosteroids, as the systemic exposure to the inhaled
Salmeterol is not as significant as would be the case of a
systemically-administered agent.

Although theophylline has been used with apparent
safety in pregnancy for decades, there is one series of
patients suggesting an association of theophylline use
with pre-eclampsia.

Inhaled corticosteroids are all class-labeled as Cate-
gory C, but as systemic exposure is low as contrasted to
systemic corticosteroids, they should be used in chron-
ic asthma management in pregnancy in the same man-
ner that they are used in management of the non-preg-
nant asthmatic.
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Beclomethasone is considered the inhaled corticos-
teroid of choice due to the length of time of use (since
1976) without adverse reports in pregnancy and the
presence of a negative epidemiological study (Michigan
Medicaid Study) involving 395 pregnant women and a
smaller negative study of fetal birth weights comparing
beclomethasone use in 14 pregnant women to theophyl-
line in 25 pregnant women. Inhaled triamcinolone was
reported to be free of adverse affects on fetal birth weight
in the same report contrasting it to theophylline in 15
pregnant patients. A study of 2014 pregnant women in
Sweden found inhaled budesonide free of adverse fetal
effects. There are no reports of pregnant patients utiliz-
ing flunisolide, fluticasone or mometasone.

Prednisone has been associated with first trimester
oral clefts and with pre-eclampsia but should still be used
in situations where use of systemic steroids outweigh
the risk of asthma exaggerations with associated increase
in fetal morbidity. In patients not controlled during
asthma exacerbation by beta-2 agonist therapy alone,
ipratropium bromide may be added. While there is no
reported human data utilizing ipratropium bromide in
pregnancy, it is a Category B agent without any adverse
animal data noted. Forstable asthmatics requiring anti-
inflammatory agents to control disease progression, if
success was noted prior to pregnancy with either cro-
malyn sodium or nedocromil, these agents may be con-
tinued in pregnancy, as both are Category B agents with-
out adverse human data or human data noted.

Although both montelukast and zafirlukast are Cat-
egory B agents, they were both only recently introduced
and are both systemically bioavailable. There is as of
yet no human data regarding their use in pregnancy to
give reassurance of no systemic adverse affects during
pregnancy. These new antileukotriene agents should
only be utilized if uniquely effective in pregnancy. Zile-
uton is a Category C agent which is not recommended
in pregnancy. Animal data indicated adversc effects in-
cluding reduced body weight and increased skeletal vari-
ations in rats given approximately 18 times the system-
ic exposure achieved at maximal recommended human
oral dosages of zileuton. A study of rabbit fetuses given
adosage equivalent to the maximal human dose revealed
2.5% incidence of cleft palates. Based upon this adverse
animal data, zileuton is a Category C drug not recom-
mended in pregnancy.

A step-wise approach to asthma in pregnancy has
been developed accounting for the published animal
toxicity literature and the available human data. For
mild asthma, having FEV-1 greater than 80% of normal
and symptoms less than three times weekly, inhaled
beta-2 agonists as needed are recommended. For mod-
erate asthma having greater than or equal to three symp-
tomatic periods weekly or exacerbations affecting sleep,
therapy including inhaled cromalyn, or if unsuccessful,
inhaled beclomethasone, in addition to oral theophyl-
line if needed should be considered. For severe asthma

having daily symptoms and limited activity with FEV-
t less than 60% of predicted, bursts of oral corticoster-
oids, tapered to alternate day or to minimal daily dos-
ages of corticosteroid may be required.

For management of acute asthma exacerbations, in-
haled oxygen, intravenous hydration, nebulized beta-2
agonists, and nebulized ipratropium bromide and sub-
cutaneous terbutaline may be required in addition to
methylprednisolone for those patients having a poor
response to treatment.

Rhinitis may be exacerbated in pregnancy, approxi-
mately one-third of pregnant women having significant
rhinitis. Nasal congestion can be especially troubling
during pregnancy. Diagnosis of allergic rhinitis in preg-
nancy is most safely done using allergen-specific IgE
evaluation rather than skin testing due to the risk of
systemic reactions consequent to allergen skin testing
procedures. Sinusitis in pregnancy may occur without
typical symptoms, requiring a high degree of clinical
suspicion for appropriate diagnosis.

Treatment of rhinitis in pregnancy includes topical
medication such as topical corticosteroids and topical
cromalyn with similar safety considerations as exist for
asthma. The low systemic bioavailability of topical in-
tranasal fluticasone (less than 2%) and topical intrana-
sal mometasone (less than 0.1%) may be of special in-
terest in situations where minimization of systemic ef-
fects of these topical intranasal corticosteroid agents is
desired.

The first generation antihistamines, chlorpheniramine
and tripelennamine, are considered safe in pregnancy
based upon pregnancy Category B rating and many years
of usage reported in the literature. Among the second
generation antihistamines, cetirizine and loratadine are
Category B, where as fexofenadine is Category C.

In animal studies wherein rats and rabbits were ex-
posed to 75 to 150 times the maximal human daily oral
dose of loratadine there was no evidence of teratogenic-
ity. Similar animal studies of cetirizine wherein mice,
rats and rabbits were exposed to 40, 180, and 220 times
respectively of the maximal recommended oral daily
dose for humans also demonstrated no evidence of ter-
atogenicity.

Studies of fexofenadine reported in the Allegra-D
produce insert as referrable to previous Seldane-D stud-
ies indicated a dose-related decrease in weight gain and
survival in rats given 3 times the normal human bio-
available dosage. Previous studies of terfenadine with
pseudoephedrine (Seldane D) in rats have demonstrat-
ed reduced fetal weight and decreased ossification of the
ribs at a bioavailable concentration equivalent to three
times the normal recommended dosage of fexofenadine.
In situations where non-sedation and optimal pregnan-
cy categorization are desirable, the most reassuring an-
imal data combined with absence of sedation suggests
that loratadine may have the overall best profile among
the second generation antihistamines to be considered
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in pregnancy. There are, however, no human studies
reported involving loratadine in pregnancy. A study of
35 subjects using cetirizine in pregnancy gave no cvi-
dence of adverse effects. The topical antihistamine aza-
lastine is a Category C agent, having a potential sys-
temic bioavailability secondary to Gl absorption of swal-
lowed drug.

Although the decongestant pseudoephedrine has
been long considered safe in pregnancy, two recent case-
controlled studies suggest that decongestants such as
pseudoephedrine may be associated with an increased
incidence of a rare abnormality involving failure of clo-
sure of the abdominal wall known as gastroschisis if used
in the first trimester, the risk escalating from 1-2 per
10,000 births to up to 6 per 10,000 births. This risk of
pseudoephedrine use during pregnancy should be con-
sidered when designing a therapeutic regimen, includ-
ing a discussion of the risk with all women who were
given pseudoephedrine during the first trimester of preg-
nancy. While allergy and immunotherapy should not
be instituted during pregnancy, an existing regimen may
be safely continued, generally using a non-escalating or
reduced-dosage regimen for optimal safety.

Geriatric Patients

The combination of asthma with chronic air flow ob-
struction complicates diagnosis of asthma in the elderly
patient. Medications commonly used in the elderly may
precipitate or worsen asthma, including cardiovascular
agents such as beta blockers and anti-arthritic agents such
as non-steroidal anti-inflammatory drugs and aspirin.
Angiotensin converting enzyme inhibitors which can in-
duce cough may cause symptoms which mimic asthmain
the elderly. Gastroesophagcal reflux, common in the eld-
erly, may also precipitate asthma attacks.

Treatment of asthma in the elderly is similar to ther-
apy of the younger patients with the exception of in-
creased reliance of beta-2 agonists and ipratropium bro-
mide especially in situations where significant chronic
air flow obstruction may exist.

Adverse effects of corticosteroids, including hyper-
tension, hyperglycemia, increased vascular fragility and
osteoporosis may be even more important in the elderly
than in younger individuals. Inhaled corticosteroids,
while generally safe in the elderly, can lead to ecchymo-
sis of the skin consequent to increased vascular fragility
and dermal thinning, even when employing these agents
at modest dosages.

The elderly may also be more sensitive to tremulous-
ness and tachycardia induced by long-acting beta-2 ag-
onists, cspecially if used systemically.

Theophylline may induce cardiac arrhythmias, nau-
sea, und insomnia perhaps more readily in the elderly,
making therapeutic drug level monitoring critical.

Inhaled ipratropium bromide has a favorable safety
profile in the elderly, enhancing its position in asthma

care of this population.

Although allergic rhinitis is uncommon in the elder-
ly, vasomotor rhinitis and gustatory postprandial rhin-
itis are commonly seen consequent to cholinergic hy-
peractivity resulting in enhanced watery nasal secre-
tions. Nasal congestion due to alpha adrenergic hypore-
activity can be associated with usage of systemic anti-
hypertensive agents in the elderly. Sometimes the symp-
toms of nasal congestion or blockage in an elderly pa-
tient is paradoxically associated with dry, non-secreto-
ry nasal mucosa consequent to atrophic rhinitis.

In the elderly patient having rhinorrhea as the dom-
inant symptom, topical ipratropium bromide is the pre-
ferred therapy. Utilization of this agent prior to meals
may diminish gustatory rhinitis symptoms. For atro-
phic rhinitis, topical saline washes of the nasal mucosa
is very valuable. Discontinuation of anti-hypertensives
associated with increased rhinorrhea, while desirable, 1s
not always feasible.

First generation antihistamines may cause significant
sedation and impairment in the elderly, making second
generations the drug of choice not only due to lack of
impairment and sedation but also their general paucity
of anticholinergic effects. The elderly are susceptible to
anticholinergic effects of first generation antihistamines
such as constipation, urinary retention and visual dis-
turbances which may be induced by these non-receptor
selective agents which readily gain access across the
blood-brain barrier. In this regard, the more HI recep-
tor sclective second generation antihistamines have a
distinct safety advantage in the elderly.

Oral decongestants, especially in high doses, may be
contraindicated in certain elderly patients such as those
with unstable cardiovascular disease, uncontrolled hy-
pertension, narrow angle glaucoma, prostate hypertro-
phy, or in situations where there is enhanced sensitivi-
ty to central nervous system stimulation resulting in
tremulousness, anxiety, and insomnia. Minimal increas-
es in blood pressure generally occur with pseudoephe-
drine, and in those patients with well-controlled mod-
erate hypertension usc of this agent is still permissible.

The risk of treatment of anaphylaxis in the elderly
and the frequent utilization of beta blocking agents in
this population makes use of immunotherapy problem-
atic in the geriatric population.

Chronic Renal Failure

The presence of chronic renal failure may play a
modest role in altering the pharmacokinetics of system-
ic therapies used as treatment of allergic rhinitis.

Differences in pharmacokinetics of second genera-
tion antihistamines are noted when renal failure is
present. Cetirizine has a three-fold increase in half-life
and a 70% decrease in plasma clearance when creati-
nine clearance is less than 30 ml/min but no change in
elimination kinetics is noted when lesser degrees of re-
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nal impairment occur. In situations of moderate renal
failure, the dosage of cetirizine should be decreased to 5
mg daily. Loratadine undergoes no change in half-life,
even when creatinine clearance is less than 30 ml/min,
but both bioavailable drug and maximal concentration
of loratadine may increase up to 70% in such situations.
When creatinine clearance is less than 30 ml/min, the
dosage of loratadine should be reduced to 10 mg every
other day. Fexofenadine is subject to increased plasma
half-life (59%) and peak plasma levels (87%), even with
mild reductions in creatinine clearance (41- 80 ml/min)
with more marked changes noted with creatinine clear-
ances less than 40 ml/min (maximum concentration in-
creased to 115% and plasma half-life increased 72%).
In patients with decreased renal function, the doses of
fexofenadine should be reduced to 60 mg daily.

The anti-leukotriene agent montelukast is not ex-
creted in urine, so no dose adjustment is noted with re-
nal failure. There is also no change in the pharmacoki-
netics of zafirlukast in patients with renal insufficiency.
Zileuton has no change in pharmacokinetics in patients
with renal insufficiency.

Hepatic Insufficiency

Systemically active antihistamines and anti-leukot-
riene agents may be affected by hepatic insufficiency.
Among the antihistamines, both cetirizine and lorata-
dine may require dosage adjustment in instances of se-
vere hepatic insufficiency, whereas fexofenadine requires
no hepatic disease related dose alteration.

The clearance of zafirlukast is reduced in patients
with stable alcoholic cirrhosis, resulting in a 50-60%
increase in bioavailable drug. Montelukast is a 40% in-
crease in bioavailability in patients having mild-to-mod-
erate hepatic insufficiency, but no dosage adjustment is
required.

Zileuton is contraindicated in patients with active
liver disease as it not only requires extensive hepatic
metabolism but is also capable of inducing hepatotoxic-
ity even at conventional dosages.

Food Interactions

Systemic agents used to treat allergic disease and
asthma may be subject to effects of food on overall bio-
availability and relative pharmacokinetics. The absorp-
tion of loratadine, fexofenadine, and cetirizine are dif-
ferently affected by co-administration with food. While
all of these antihistamines have delayed absorption when
taken with meals, the overall bioavailability of lorata-
dine and cetirizine are not reduced by co-administra-
tion with food, where as the bioavailability of fexofena-
dine may be reduced by concomitant intake of food such
as a high fat meal.

When taken with food, the overall bioavailability of
cetirizine is unchanged, but the maximum concentra-

tion decreases 23% and absorption is delayed 1.7 hours.
Similar studies of loratadine demonstrated that when
taken with food its bioavailability increased 40% while
maximum concentration was unaffected, although the
time to maximum concentration was delayed by one
hour. Fexofenadine may have a reduction in bioavail-
ability of up to 42% and of maximum concentration of
up to 46% when taken with food and a 50% delay in the
time to maximum concentration as evidenced in stud-
ies wherein fexofenadine taken in combination with
pseudoephedrine was given with a high fat meal. Co-
administration of the combination of fexofenadine /pseu-
doephedrine with food should be avoided.

The anti-leukotriene agents montelukast and
zafirlukast are differently impacted by co-administra-
tion with food. No significant effect on the bioavailabil-
ity and maximum concentration of montelukast occurs
when 10 mg is administered with a morning meal. For
the 5 mg chewable tablet of montelukast given in the
fasting state, the mean bioavailability is 73% whereas
bioavailability is 63% when taken with a standard morn-
ing meal. Zafirlukast has a 40% reduction in bioavail-
ability when taken with either a high protein or high fat
meal. Zafirlukast should be taken one hour before or
two hours after a meal.

Zileuton has a small increase in maximal concentra-
tion (27%) without change in bioavailability when tak-
en with food. Zileuton can be administered without re-
lationship to meals.

Summary

Optimal care of allergic patients requires recognition
of special circumstances which can impact the efficacy
and pharmacodynamics and pharmacokinetics of agents
used as therapy. In general, systemically-administered
agents, such as antihistamines and antileukotriene
agents, are more subject to affects of renal failure, he-
patic failure, or combinations with food than are inhaled
agents. Appreciation of the differences between the ef-
fects of special circumstances on therapeutic options is
essential to optimize rhinitis and asthma treatment.

Questions for use as pro-test or post-test

1. In the care of the pregnant asthmatic patient the
following are Category B rated agents except:

a) loratadine;

b) cetirizine;

¢) montelukast;

d) fexofenadine;

e) zafirlukast.

Answer: fexofenadine.

2. Food has been reported to adversely affect the
absorption of the following agents:

a) loratadine and montelukast;

b) cetirizine and montelukast;
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¢) fexofenadine and zafirlukast;
d) cetirizine and loratadine;
¢) cetirizine and montelukast.

Answer: fexofenadine and zafirlukast.
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