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##4774760230 : MAJOR MEDICINE (ALLERGY AND CLINICAL IMMUNOLOGY)

KEYWORD: LEVOCETIRIZINE / FEXOFENADINE / DESLORATADINE / ALLERGIC RHINITIS / SKIN
TEST
PAVARAT SAENGARAM : COMPARISON OF EFFICACY AT STEADY STATE OF
LEVOCETIRIZINE, FEXOFENADINE AND DESLORATADINE ON AEROALLEGEN-INDUCED
WHEAL AND FLARE RESPONSES IN ALLERGIC RHINITIS PATIENTS THESIS ADVISOR :
ASSOC. PROF. KIAT RUXRUNGTHAM, M.D. 70 pp. ISBN : 974-14-1884-1.

Background : Third generation H1-antihistamines are relevant in treatment of allergic rhinitis owing to

the improved specificity, tolerability and safety profile. There is no comparative study of antiallergenic effect

among these agents.

Objective : To compare their efficacy at steady state by measuring wheal and flare reactions from skin

prick tests in atopic patients.

Methods: Once-daily levocetirizine 5 mg, fexofenadine 180 mg, desloratadine 5 mg or placebo were
given to 20 allergic rhinitis patients for 7 days in a crossover, randomized, evaluator-blinded fashion. Wheal and
flare responses to histamine and acroallergens (house dust mites or cockroach) were measured at baseline and at 24

hours after the last doses of each antihistamines. A 7-day washout period was applied between each treatment

period.

Results: The overall effect of each drug was evaluated by the %reduction of diameters of wheals and
flares. Levocetirizine was the most effective drug in suppressing the responses to histamine. The mean %
reduction of wheal diameters were 57.2, compared to 39.67 ( p<0.05 ) and 22.7 (p=0.001 ) after treatment with
desloratadine and fexofenadine, respectively. There was no statistically significant difference between the efficacy

of these drugs on allergen-induced reactions. The mean % reduction of wheal diameters were 37.5,32.9 and 22.4

, respectively

Conclusion : Levocetirizine has in vivo antihistaminic effect superior to desloratadine and fexofenadine.
However, there was no significant difference in anti-allergenic effect when evaluated by skin tests after continuous

use for 7 days. A randomized trial comparing their efficacy on allergic rhinitis treatment is warranted.
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a9 v <3 = 1 a a YA 3 dg} @ 1
Qi I Tedn@n(early exposure) UHAABNIINADINTYOI IFAYNUAIDIAN YU  (I0819VD4
= A Y] ] dy 9 U P 1 @ A a o a 9
enumsaniaivaynilted laun msinuiwaniinalulszmaansgomwimlugeiou
1 o a <3 { a
uaznglu 185 Tomauiings sy wia ragweed A4 [15] wazianina luilszmeniou
Y

aunuanierng o ldndezliTomauiazosunasvesdu birch 1AunTiL [16]
lodeer a5y (Secondary or precipitating factors)

U o A G ] a { o U a [y a

thseniuaungduasuinilddieTsagiud Inssayndniauinaiiotnsveslsn ie

o A d? 9 1
1msmisunY ldun
Y
- T5nAAL¥o (infection)
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1) TsagiiudIwssayndnauridaiiug wiee (Intermittent allergic rhinitis)
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2) Tsagiud Inssoyndnavyiaijuaeiilod (Persistent allergic rhinitis)

@

a 1 [ 1 [ 4 = R 1 A a [ o ld? v o Aa
191M3010N1 4 Tudedilann Wil IMIADILBIIMNY 4 d1laH Tag luvudusiuiuiung
1 @ 4
p1MIAedlan
:;I o Y a 9 1Y [ d‘
wena Ny et mundiiae Tangiini Inssaynd niauaanEAILY9901M T VDI T3 AIND
o [ ] I
sz Tomi lumslimasou Taguiia i@l

1 £

' ° <3| '
1 Atheitioimavnuuaziign lnafl ey (sneezers and runners)

1 § [ ] I 1
2) Athenemsaauiuayniluainismau (blockers)

Clinical classification of rhinitis
International Consensus on Rhinitis 1994 (84)

isneezers and runners | blockers
f especially paroxysmal  little or none

sneezing
rhinorrhea watery thick mucus
i : anterior and posterior | more posterior
litching | yes no
nasal blockage variable I often severe
diurnal rythm worse during day constant, day
improving at night and night, may

be worse at night
conjunctivitis | often present

Rhinitis
History o —
. 2 or more symptoms |
v Y for > 1 hr
sneeze /[ itch op mept gay_s -

\ '

"sneezers and runners" "blockers"

31 2-1 - m3dwundihenwdnyuzeimsveslsagiul Insaayndniaw [18]
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UIN ARLUY + + + + + +
vyn lva + + +
Eptt +
AU + +
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2.4 M33nISAYANINTIYNOMAY (management of allergic rhinitis) [18]
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2) M3SAMIAI8E (medication)
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Al NI (R ITAT] (antihistamines)
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- A DUATUANUIYN (intranasal corticosteroids)
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- ndwadlnlesou (Leukotriene-Receptor Antagonists)
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- aAMeIegAriasulsEnursonan (Systemic Corticosteroids)
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Tussnaneudigngmavesaisnengiui Tudiheniioimsmwzuiggma [36]

ada o

3) mssamaleIseuyuiinia (Allergen-specific immunotherapy)
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(symptom scores)itae UTINaeni1Flumssap (medication scores) adlduinnindesas 70 [37]
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ﬂWLUUIiﬂulﬂ LLG\’GEJNlliﬂﬁHJ Qﬂ?ﬂﬂblﬂi‘llﬂﬁiﬂ‘HWYJEJ’J‘ﬁ@ZJNuﬂWUﬂiJﬂ’ﬂmﬁfNﬂi]%Lﬂﬂ

u

E4
a

Ugnsewinuuguuseld  danuldgededosay 5-10 [22,38] uagdtiiinnuluazainainmsi
91 9 a [ = I~ ) =2 I A [ o o
dihedesaumamsumsaseiudnuwennadulizsr  dutlumadenlumssnuididuses

9
1AM5 195EN
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serum specific IgE)

Treat in stepwise approach (adolescents and adults)
Diagnosis of allergic rhinitis (history £ skin prick tests or

Blockage add
decongestant

1
Allergen
Avoidance
1
1 1
Intermittent Persistent
Symptoms Symptoms
]
1 1
Mild Moderate Mild Moderate
Severe Severe
. i Not in preferred
Not in preferred order.. Cloalsl® INS
order. Oral HI- PERer angiof
blocker and/or oraliai@Ttcad |
nl'nlla’»hnrt-lm'm intranasal h
intranasal decongestant INS Rc‘vlew t_he
decongestant B rordhe) patient after
l 2-4 weeks
In persistent |
rhinitis I 1
eview the Improved Failure
patient after
2-4 weeks I |
| Step-down Review diagnosis.
and continue Review compliance.
If failure: treatment for Query infections or other
step-up. If one month causes
improved:
continue for |
1 month 1 I 1 1
Increase INS ltchiSneeze Rhinorrhea
Add HI- add
blocker ipratropium

If Conjunctivitis
Add

Oral H1-blocker

or intra-ocular H1-blocker

or intra-ocular chromone
(or saline)

or oral CS
(Short-term)

Failure

Surgical
Referral

Consider specific immunotherapy

i

22 : I IMsS e T5ARIuR Tns saynoniey [18]




v = IS
1M UITNINY

v

9 = = . . I A Y A o 1 ' (= A
eAUFANTY (H, antihistamines) 1Wuenumslsnnngalulan vazilunguengulvangan

o q

a9

FY [ a Y = Y 1 qy Y 09./} a’/’ 1 =)
lalumsnv Taagiuiianse saudelsagiuiinsayneney  enguilgnaunuasasnaua il 1937

' ' = 9 = Ao o A o Yy 1 A = a v o A
uaenluguusniinatufsandiayaei v andaey inaNudsslumsinagliamgnmMsTU

=Y A a Y = 4 ..
PIUNIUS UHadonoauss0nmn1eaala (psychomotor  response) HagUUINNIGLI8UY (cognitive
. £ a Y Y 1YY= 1 @ [ Y = a = oA

function) Funa lauillugdnitauen [39.40,41] flagiiumsiannvesndadamiiuindgavosguiiany
Y a wvasa ' = o A = . . £
aedreninuauianavaisdszns 1w UANUIIWIZABAITUEMNY (histamine receptor) §4UY  aA

9 = ° Y 1 a =g = " Y
mathafsalumsilidiaen uagaanadedussanwmeinla sengniiuazgniasedldu 1y

Pogudendwdaaiiuildegnalanuinnii 40 wiia

3.1 M WUNNGNVBINA USRI
Y = = o = A 2 I v v v v A =
endusamiu laena luwunens Hi receptor antagonists cmaeﬂqmiﬂmmummaamuu
% o 1 3
(H1 receptor) luilagiiuemnsadmunngu lailu

Y = = VoA . Pt r
D oMuUaaAIuuIuUnN 1 (first generation antihistamines)

. .
Auendmdaaiiung Tnseas191/52nounIe aromatic rings 11ag alkyl substitutions
H k2
padsznoululassadeTuananenarhldenlugud 1 iflanwansalumsazanelulviiu
I~ 4 @ o A 1 g’ o o =~ I ] @
14@ (lipophilicity) tHasamnuiladedu i vhwiinuaalumanad, Tiszpiluuin wieligniu
TagAvuen (P-glycoprotein efflux pump) M 1¥ienenunsar1y blood-brain barrier T3V@51 1
o0 q YA Y A Ay =X IA ' , Ao o A '
aues s lddratufesn hilslseaenne maeszuvlszamdiunany AdngyfonInsdag
= a = 1 ~ S oA a a
Fu fiuss gadoaussonmniedaly TnademsiSouslwaniesou  sunulszanininms
he Sealdifennudewaiaias gianigTunms uveuwnue winlilinnwidndiiaeu
= 9 o Y 1 1 <3 v ) Y a ] =3 1 A 2
sagdahinnldmmesrnaneuuen Anuneniliinasimsieduaeiiioslideaum

nanedu g udu [42]

v
=} [

3 9 = = 1 I Y = A Aa =9 10 .
UBNINUU INUITNNUTUN ] ENL‘]JHEHGI']Uﬁﬁ@lTNuﬂMﬁ]ﬂ'ﬁﬂﬂJﬂTLWW% (non-selective
k4

H1 antagonist) 1a8UNadUdAI5U dopaminergic 1A% cholinergic A [43] M lhinana laidis
g 1 Y 9 9) 3 Y A £ =) '
ﬂﬁgﬁ\iﬂ LY °]_hﬂL!°VN ABLUNN NDIRN ﬂﬁﬁ13361ﬂ1ﬂ EﬂﬂWi"U@QIiﬂ@]E]ﬁu‘lﬂﬂ"UH LASUNRND
@ A 9 T I A 1 :sy q 0 . . ]
szuvralanaznaoadonld  udedialsnan manenlunguiilils selective HI antagonist
Ay a A A a Aa 3‘ A " Y a = = . .
yuoa ﬂ@uﬂi$ﬁ1/l‘ﬁﬂ'lwsluﬂ13aﬂ®’lﬂ’]5u’]lluﬂ°ﬂllﬂllﬂmﬂﬂ'lﬂNaﬁllENﬁ'lﬁﬁﬁ@'l']uu (non-histamine

E 1
related rhinorrhea) 154 1ynanTsanda TsnTnseoyndmaun 1u149iun (non-allergic rhinitis)



2)

3)
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v E4
I =

ﬁaﬂﬁ]’wu%ﬁmﬁuiui un 11 1dun brompheniramine, chlorpheniramine, dimethindene,
pheniramine, tripolidine, buclizine, cyclizine, hydroxyzine, meclizine, oxatomide, azatadine,
cyproheptadine, diphenylpyraline, ketotifen, carbinoxamine, clemastine, dimenhydrinate,
diphenhydramine, doxylamine, phenyltoloxamine, antazoline, pyrilamine, tripelennamine,

methdilazine, promethazine [44]

9 =y =\ 1 d' . 8. .
A UIAAIUUIUN 2 (second generation antihistamines)

v
o v A 1

[ 9 v [
oA Faatiugui 2 gnianndudauel) 1981 Tnuauiadiyiuandanniui 1 Ao
=~ o o : N ' . . o ~ =
Hanuaunsaazatslulviulddr (ipophobicity) 99#IMU blood-brain barrier latios 11l¥Ngnd
9%y veraduavszublszamaunanliiimin  uazerlunquilesngnieiuiuniien

v
LS

$UN 1 (long acting) t1ag WANUTUNIZADAITUTAMINU (selective HI antagonists) 11u1aeh 19

and vz laifigna &1 cholinersic

éf’JEﬂGl,uj: uﬁ 2 1{ 1un acrivastine, cetirizine, loratadine, ebastine, terfenadine,
levocabastine, mizolastine, azelastine, emedastine, epinastine, olopatadine Tagenunawiladl
Tnssafaluanandionaeiuivangun §106199U o1 cetirizine Uy fUs¥0901 hydroxyzine
ﬁzﬂumiuﬁ 1 811196 19U terfenadine 1182 astemizole Janyaziily prodrug ADINUNTZUIUMNS
alaounlasluduy (metabolism) Tagereeudei cytochrome P450 Lﬁ@iﬁlﬂuﬁ’)&ﬂﬁ@@ﬂi}ﬂ# R
Iflaymisesmssumuiufiuesiiadug (drug interaction) 1818 Taommzeddaiveiioon
qm%xﬁuga cytochrome P450 ﬂzv’iﬂﬁ’izﬁummdwﬁﬁuqaﬁu udunailymdeale Taeia QT

prolongation 118 Torsades de Pointes [44,45]

nduFaa iy il Ui 3 (third generation antihistamines)

]
LS

Tudlvgriu ldsfanmuidenddaamiiuiun Haaauaia lassrmvdouiuiuediu

= = VoA 1 o I VoA o @ 1 A A A .
FaaNUIUN 2 uamaduunuegun 3 oirerannsuenvanasailyniain metabolism
{ 1 @ @ [} 1 g v

HAZAAN T IIVOINAADT 2190981 prodrug VWA IFU terfenadine e luguiinainiu
o 2 A g { T = I~ . X Aq v

PUNUT 130111 enantiomer VOINFUN2 HAUTUTNINAVDI active metabolites N 1¥ina Tasnsaluy
) v A A A 9 . £ g . e

NITINHN Gluﬂ%i;uumwm 3 BUR llmm 81 levocetirizine RSN, enantiomer VB cetirizine, 81

4

. t g o & i . $ g i
desloratadine c"mﬂuauwuﬁmmm loratadine L1881 fexofenadine cdmﬂumgwu‘ﬁmmm terfenadine
o 1 d’l A 9 19 [} = Ao =1 o T v @
ﬁﬁﬂﬁiuﬂqnu’ﬂﬂﬂq‘ﬂ‘ﬁqﬂiﬂﬂﬁiﬂ “lmmwmﬂmﬂaﬂuuﬂmmu UANUIUNIEHDAITU
=1 =\ . . dgl 9 = 1 ] a(r:.’
JaUY (histamine receptor) qwu aﬂWﬁﬂ]]ﬂlﬂﬂﬂﬁ@igﬂﬂﬂizﬁWWﬁ’)uﬂﬁN DONHNTLIULAS

Q{ 1 9
gNnsAgeg lauu
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U v

3.2 M30ONgNBNAITUIacU (activity at H, receptors) [43,44]
Tassaaniivesondudaaiiunndanzliznoudio ethylamine group Failiendudamiiug
1 A % % = = = 4 1 Q( = =
Tassadrvndiunadenudimssaaitives  luedaeunasadl mMIeengnivesndudaniiu
a wva o v 1Y A =) .. A o ' v o Y v v v W
nannaaautiaiudinedmudaaiiiu (antagonistic effects) NAWMUWOIRITY  Taedn lJunuda5y

udai iessaaiiiuliawnsodudisnld Sdlinanmsaeuaues  uanwi luilagiiuldul@eunlas

v v v A =

A a Y [ 1 A Ao Y I a A .
ﬂ'J’nJL"]fﬂlﬂthlﬂlla’J Iﬂﬂllﬂlﬂ_l\iﬂmﬁuuc‘]ma\iﬁ'ﬁﬂﬂUﬂﬂﬂjiﬂﬁﬁﬂ'luu@@ﬂulﬂlﬂu 3 BUAND agonists,

¥ v v W

. . . Qd’ 1= = 2 v @ IR o
inverse agonists L0% neutral agonists 11;:11’;3ﬂﬂﬁﬂ‘lmmi‘lﬂﬂmumauafmmu AITULDINUNITNNIY

v o o

a [l 2 a = & 4 o o v o 1
awlndldeguds  arsdamliueengniiilu agonist weIuRMY hlddsuegluzluuninseads

{ o A ' =g . . t o
(conformation) NNTAUMININU(activate state) AIUIAIUIANNUDONINTITY inverse agonists FIDU
] g

v @ =

Y o Yo o 3 A g R . = = 9 = =
9 Ullaﬂﬂ’liﬂﬁaﬁun conformation Vlllluullll mactive TN ULASYINTUITATNUITATDUATOY

v o

9 [ 1 d’dg} [ Y 9 d‘ a v @ 3 4! zi'Q aan a 9ga [ o’;‘
asl’Ji1J"lﬂ“l‘uﬁﬂmumuﬂummwmuwummmiuuuq "Iﬁ“luﬂ1’J$%LﬂﬂﬂaﬂiﬂTQNLLWLﬂﬂUWﬂuuu

9y 9 =~

=2 ) dy A =2 o -5 -3 ' Y = = 1 v A
mmwmummmﬁaamuuiumawmzqmmaaszﬂu 10 -10° M memuaﬁmuumuiﬁmﬂmmzu

o v v - = y
szavunnududuluiioogadasx10° v [44]

Inactive | § Inactive
Active Active

Inactive

Intracellular Intracellular Intracellular

A = = U ) 43
?lll‘ﬂ 3-1: ﬂ']if]'ﬂﬂf,]‘w‘ﬁgll@\iﬂ']éll']uaﬁ@nuumﬁ?iugﬁﬁ'lllu
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Y

Yoyavesennldlumsiide

3.3 %’auﬁam Levocetirizine [46]

yomsmluszmealne - Xyzal®
yomsmluansgomsm - Xyzal®
ﬂizm‘wﬂtjum - nonsedating antihistamine
a ' < o o
vinaelna " Alunjuazidneng =127 : 5 un. uaz 1 a%s
< 2 @ 5
S 1Ane1g 6-11 : 5un. Juay 1 a5
9y Y 1 @ Y o 1
viaenluggeeiy - aedlng) USuveedimsiauveslaunnses
v =1 <] @ Y o
vaelulnla - 1 Cler < 50 Wa./u1f : 1 e Tuduiu
J =} <] @
A1 Cler < 30 48174 : 1 1lann 3 u
4
A1 Cler < 10 4./ 18« u1Fend]
yuaenlulsndy J lideulsvvnanludieTsady
a o L4 3 o
sUunuRaaSual - gufiasudszmu vua s un.
a [ 1 A @ I Y
MIVIMITN 4 Suilszmunounsendionsn 1a
Y 199 A a9 o A & o
Ho1ie14 [ WoUsTMeImsued 1sngiul Tnssynsniay auiimsoss

= ] 4
wathafes lualseaen

WULINNI 10% - szuulsgamaiunats : daafsye (14%)
nu'ld 1% 84 10% < syuvlszamaiunas : afsue(2.6%),423(5.2%)

- SeUUMaAUeNIs : 1thnuia(2.6%), nauld(5%)
nwulédesndt 1% . aeumnae, 11aneq
51891800 19152 A9AMEINTUE : ALY Anaphylaxis, VNI angioedema, ﬁuﬁmﬁa,

A A A vy & o o AR
AUNY, YOULVIUDY, ﬂau'lﬁ, UIHUNAUNNUU

y Y Y 9/ e . e e A !

Voruly - e levocetirizine, cetirizine H3oaIU5END1

o A v o o Yy Aa 0 '
Audow/an133z39 - mssvvnasiludiheniimsinuveslaunnses
UnsensenInge - lufilgasensznieenndarmdifynenatin

a 1 a = - =2
- 011115 Wifinadeliuauaiinanodnsimigaduen
Y A 2 ¢
ms 1B lungedngsn - category C

< l¥areanusziageda

) Aq ¥ Yy o o
malgen lumnsanliunyas - 1¥arenuszinse e
@
31181 - xyzal 5 mg tablet 7111918 TW.JWNAINTANAAL 16.80 VN
A a a a 9 1 0 Y a 1 =< <
AYINGVIUNUVUIA - punuvina lud lvaiersildiiaeimsiady, luan

91AADININTLTUATLABININDU MUAIBINTINFY
v @ A Yo a
- Snynlszaulszaesauermsiie lasusunuvina

' o Yy 9
- Tiansatuseenlddlrenmsdiala
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nalnmsesngnd

Joyamundraamans
Onset of action
Duration of effect
Protein binding

Metabolism

Half-life of elimination
Time to peak, serum
Plasma half-life

Excretion

17

<
levocetirizine 11]U active enantiomer YD1 cetirizine
I~ Y = = a o ' .
Wuenduagalusiaiunizno peripheral H1 receptor

YUIAE levocetirizine 5 WA, ABUININY cetirizine 10 UA.

30 W

> 24 %1104

96%

©190 metabolize Tdoonn (Jszanm 14%) drenluid]
Hane cytochrome CYP 1A2,2C9,2C19,2D6,2E1,3A4
Tuvuaend lisuniudefild cytochrome

7+ 15 #alu

0.8+0.5 ¥4

7.9 $2Tu

matlaang 85%



34 %’ayam Fexofenadine [47]

yomam lulszme'lne
A v o a
yomsmluansgomim
szinnnguen

unelna

v ludgeey

vinaenlulsala

a o L4
GBI GEREY
MIVTNITEN

9 1 9
Youely

' 4
wathafes Tuialseaad

NUNINAI 10%

W'lA 1% 99 10%

nu'ldilosnd 1%

Yy 9 9
Yoy

o A E @
AUADU/UDAITISI

SIHGECAEFAYRR NN

Telfast®
Allegra®
nonsedating antihistamine
¥ ' < ' - o o
Alvg) tazidne1guinndl 127 : 180 un. Juay 1 A3
< = @ 3
@ne1y 6-11 1 : 30 un. Tuaz 2 A
' E4
FUABUUIA 60 BN, TUa 1 AT
1 v
A1 Cler < 80 ¥8./117 : 1TUAIBYIA 60 UN.JUaL 1 AT
msaala liflszansnmlumsdidaen
< o

g1UATUUTEMY YA 30 ¥N., 60 ¥N. LAY 180 WA.
suseniu

A A g o
MPVTIINILINITUR 15 ANHUA TWI a9y NdnLe

Y
ANTITDT

seuylsegamdannans : Yaafsve (5-11%)
ruvlszamaiunaid : 192%), Feudsvz2%),
110(2%), 9995U(1%), BOUNAY(1%)
syuuden1ine : 1halszsufene%)
srUuMaane s : aauldQ%), Yafea(1-5%)
9 4
syUunAe : 1andaa(2-3%), 1and1uiiia(3%)
Y
FEUVHUAZMS 1R8N : YFUNANSNIAU(2%)
Fa
szuumsrel : lo@%), aademadumelaauuuy
(2-4%), ADONLAL(2%)
) Fa
U : Aade 15a(3%)
ﬂﬁﬁ?m‘lmﬁu, anaphylaxis, 193 (angioedema), 119U
W10Y, UNL, AUAWAY, HUAIWIN, aui
29 : wou lundy, nzdunszane
uiemsedaulsznoulan lugase
) o o A A a o
doyasinalusealsz@ninmuazanuilasaseves
ms1Fnludnegiesndi 61
3| Y
111 substrate Y89 CYP3A4 (1108)

Audadvds cYP2D6 (Yon)

= Y A aa A a A
Eﬂﬁﬂﬂiﬂ(‘l’]l]i$ﬂ@Uﬂ'JfJLﬂﬁ@ﬂQlJLuﬂll‘Viﬁi’)LLiJﬂl.!!“]fleJ):

AUC 991 fexofenadine 2904 41%, Cmax aA0343%

Y_ o Yy @
D5 UUsEMuUnsounu
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y - 3 ¢
M3 o lungadangsn

9 Hq 9
malgen lumnsanliunyas

311181

A R
msnnauEile

NEINGVUNUVUIA

4
na'lnmseengns

Joyamaundrrameans
Onset of action
Duration of effect

Protein binding

Metabolism
Half-life of elimination
Time to peak, serum

Excretion

Erythromycin %30 ketoconazole : 32AU8 fexofenadine
A 3 o w 1 Tt o do =
NN 82% M50 135% Mud1ay ua luduiusiunsil
v 9

natnaReaindy wag 'l 1%ine QT prolongation

A 4 P a4 9
1nF0ANIDANe s/ 1M1 s/ayu Ins : nandeens 1y
320/ UINTPIANLDANDIDEITI D99 INDINNLDINIT I

Y Y
vwaldwelila, du, Fullzsa, inswilin) o1manszdu
81‘19'?1' 36%, StJohn's wort 9190A52AVYT fexofenadine
category C

Y
niTniagnisseasIaveamnanadnnmsanyly
o d a9 = = a cf: L4
dninaaes TulldeyamsAnbuiivanelundeanssa
Iiiesg Tomidoinsagenimadesnomsnluasss
U19FAY

1 o - J vy
linswdeyamsdueeonmaimy lddenam
52UATLI
Allegra 30 mg (60): $41.76, 60 mg (60): $77.99,
180 mg (30): $68.99

Ea=1
Telfast 180 mg 31118 3W.WIAINTAUTAAL 19.00 VN
AAMNGNITAAAIVDIDING
3 P @ a Ao w o Y a
Yayangaiueunuvaling 919 liinae1ns
a a 1 = Y
908U, 9399, Y1nura
Tinurathafesiauludihen 185 vevua 690 un.
y 7 &
Fuaz 2 asuduna 11heu
o A Yo A
Snvaueimsile lasusniuvie
. S . . .
Fexofenadine 1111 active metabolite YD981 terfenadine
A

20nNNF lAeudIIUNY Hi-receptor IUMIAUDINT,
nasahion, utazmaauniely  Taeden liru blood-

brain barrier

60 U7

=12 421119

60-70% , a1 TUAY albumin Uz OL1-acid
glycoprotein

Wouun (~5%)

144 1T

2.6 97Tu9

N19QI9152(~80%) Tlaaz(~11%) lugluvveudy
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3.5 si’fmgam Desloratadine [48]

yomam lulszme'lne
A v o a
yomsmluansgomsm
szinnnguen

nelna

e ludgeeiy

vuaelulsaay

a o 4
slunuwaanun

NMFUTHITE1

9 1 Y
Yovaly

wataRee luatlsaed
WUNINNIT 10%

nu'ld 1% 949 10%

' ¢ o = 4 aaa
i']EJ\HEJWﬁ“lllﬁﬁﬂitﬁﬂﬂﬁﬁﬁﬂﬁélﬂﬂ : !,!‘I;I}!,!’UU Anaphylaxis, AU, ‘I’Yﬂ’ﬂmﬁﬂﬂ, U, ﬂ{(]ﬂiﬂ'l

Aerius®
Clarinex®
nonsedating antihistamine
9

[ <3 1Y @
dlngjuazidnetg =121 : 5 un. Suaz 1 a5
< o o
1AN01g 6-11 AU : 1 Wn. Juazl A5
<3 A = @ o
@AnNeNg 12 1ou-51 : 1.25 un.Juaz 1 A5
< = @ 3
91918 6-111 : 2.5 un. Tuaz 1 A3
Y 1 o Y o
Alvgy 540, Iy
3 (=5
@n - liliveya

U

@

590, Juduuy
9 )
g1 F0NT A bubble gum YA 0.5 ¥A./AA.
& o
guiasulszmu v s un.
@ U A o I ¥
Sulsemunennsonde01n 1a
A Y, o
ieussImeInIsuealsngiui Inssaynsniauy

9
ANNBISD33

szuvlszamaiunad : Uaarsue (14%)
szUUsEaINAINN  INA(2-5%), II9UBU(Q%),
928U(4%)

1 Y o =)
szuvden 3o : 1anlszduden(2%)
STUUMIAUDINT : 10T(3%), nau1d(5%),
12aM99(3%)

Y 9

sTUUnaIile : anduiie(2-3%)

szuumsnmela: ﬂ@ﬁﬂlﬁu(3-4%)

Ta@een (hypersensitivity reactions), toUFBNAUAAUNA, T9dH, AUANR, HURINITS, Huauiy

Yy 9 9
Yoy

o A v o
AUADU/UDAITIE I

1o desloratadine; loratadine 3 9ausznalag lu
o I Aa ° o A

mslsuvnaludihentimsiamvesiuniola

VAN B

9

Todesziiase T ludihofins g

U

@

fdne 1diloe (slow metabolizers of desloratadine)
A A Y a = s A & yy
Lu@\W1ﬂf‘)T’l]?JWasln\‘lLﬂUQIhJW\‘lﬂﬁ$ﬁ\‘lﬂLWllsUullﬂ
9 o w & a a o
T@iz‘l'ﬁﬁ]'lﬂﬂgluﬁ@Qﬂigﬁ‘ﬂﬁﬂ'lWLLﬁﬁﬂ'J']iJ‘lJﬁE]ﬂﬂﬂ“Uﬂ\i

9 <3 9 1 A
ms g ludnergiiesnidi 6 ou
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Unsensznineem

v a ¢
ms o lundgedngsn

v Hq 9
ms e lunsanlnuuyas
318N

AHINGVUAUYUIA

Qo’
na'lnmsesngns

Hoyamaundrramans
Protein binding

Metabolism

Half-life of elimination
Time to peak, serum

Excretion

Erythromycin %30 ketoconazole : Cmax 18¢ AUC ¥4
22 W1y o do a

81 desloratadine INUAUY 1a IUFUUTHUATH

9 = A dgl
Nav 1A UNNYY
91113 : 1113 luliHadeszAUe
category C

i~y = ~ a o s qu A
lifideyamsAnvuiissneTundgsasnsss ldile
o & "o
Fuumniv

d J ' 0 q 9q ¥
gtveenmaiiuy Tiuuziih s

Clarinex 5 mg tablets (30): $68.99

. s o
Aerius 5 mg tablets 3101118 TW.QWIAINTANAAL 18.60 VN

doyamisaniluviiangage 45 un./u eriild
a o y 3 2 2 g
NAe1M39293w, 1 ludus@uanilos uag QTc

4
intervals 8123108 liiinnwdAgneaaiin
o o A Yo a
snunlszavlszassameimsiie Idsveunuauia

' o vy Y

Tmnsadueeonlddronisdrela

[ o J 3
Desloratadine 151191311 599981 loratadine (Tuedu
S a Qs) o 1
FAAN U tricyclic DBNYNTO HAZTUNIZAD

4
peripheral H1 receptor ttaziignidiumssnian'la

82-87% , 3-hydroxydesloratadine: 85% to 89%

A4 Ao o = A
fﬂfq]ﬂ!‘ﬂﬁﬂuﬂﬁﬂ!ﬂuﬁ’lﬂTﬂ’ﬂ@ﬂq‘ﬂ‘ﬁﬂﬂ
3-hydroxydesloratadine
FIUNTZUIUNT glucuronidation, metabolism VD381

{
aﬂaﬂué’ﬁtﬂu slow metabolizers Y9381 desloratadine
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MINA 4-1: ONTUNMIURAMINATOUYTIRNIIAINIT [65]

medication Suppression
degree duration (days) | Clinical significance

H, Antihistamines
Astemizole -+ 30-60 Yes
Azelastine - 3-10 Yes
Cetirizine - 3-10 Yes
Chlorpheniramine ++ 1-3 Yes
Clemastine -+ 1-10 Yes
Cyproheptadine 0to+ 1-8 Yes
Diphenhydramine 0to+ 1-3 Yes
Doxepin i 3-11 Yes
Ebastine e 3-10 Yes
Hydroxyzine ++ 1-10 Yes
Levocabastine Possible Yes
Loratadine = 3-10 Yes
Mequitazine +++ 3-10 Yes
Mizolastine - 3-10 Yes
Promethazine == 1-3 Yes
Terfenadine R 3-10 Yes
Tripelennamine 0-to + 1=3 Yes
H, Antihistamines
Cimetidine Oto+ No
Ranitidine + No
Corticosteroids
Systemic, short term 0
Systemic, long term Possible Yes
Inhaled 0
Topical 0to+ Yes
B, -Adrenergic Agonists
Inhaled Oto+ No
Oral, injection 0to ++ No
Formoterol Unknown
Salmeterol Unknown
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medication Suppression ‘

degree duration (days) | Clinical significance ‘

Others ‘
Ketotifen -+ >5 Yes ‘
Imipramines - >10 Yes l
Phenothiazines ++ Yes ‘
Theophylline 0to+ No ‘
Cromolyn 0 —.. |
Dopamine + 7/ Ii—’ ‘
Clonidine = = |
Montelukast ! 0 ‘
Specific Immunotherapy —_]__0 to ++ No l
0, None; +, low; ++, moder:e;Jr:r,—h_igh; ++++, very high. |
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6.6 mﬁmﬁwﬁmaga (Data analysis)
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’JLﬂiWﬂﬂlﬂyaIﬂﬂi%Tﬂiuﬂiu SPSS-version 11.5 MMINAADUNNANAAIYID Repeated measures
Analysis of Variance (Repeated ANOVA) LAZAIUIN 95% Confidence interval (CI) Y94 mean difference
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Baseline characteristics

no.of cases (%)

Sex
male 11 (55%)
female 9 (45%)
mean (range)
Age (years) 23 (18-30)
Duration of rhinitis (years) 12 (4-20)
Nasal symptom score at baseline mean + SD
congestion 1.65+1.15
sneezing 1.60 + 1.24
rhinorrhea 2.05+1.07
itching 1.60 + 1.24
total 6.90 + 3.94

. 2. .of %
Other atopic diseases no.of cases (%)

bronchial asthma 2 (10%)
atopic dermatitis 2 (10%)

Current medication

intranasal steroid (continued using in same doses) 9(45%)

inhaled steroid 1 (5%)
Family history of atopy

yes 14(70%)

No 6 (30%)

Allergen used for evaluation of drug efficacy
house dust mite ( Dp) 19(95%)
cockroach (American) 1 (5%)
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. . . . . f 00
Grading of allergen-induced wheal reactions at baseline no.of cases (%)

grade 3+ 1 (5%)
grade 4+ 19 (95%)

. . . . Mean (range
Sizes of skin reactions at baseline (mm) (range)

histamine-induced wheal sizes 5.8 (4.6-7.5)
histamine-induced flare sizes 24.2 (16.1-34.0)
allergen-induced wheal sizes 9.8 (4.1-15.5)
allergen-induced flare sizes 34.2 (23.3-50.3)
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@ 1 J 1 1 4 1 U {d
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HaNSNATOUAINNS
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Diameters of skin reactions : Mean+SD (cm)
drug Histamine Allergen
wheal flare wheal flare
Aoul@sven 0.58+0.07 2.24+0.47 0.98+0.26 3.42+0.72
levocetirizine 0.25+0.13* 0.72+0.39* 0.61+0.27* 1.54+0.74%*
fexofenadine 0.49+0.13" 1.44+0.77* 0.72+0.23" 2.24+0.70%
desloratadine 0.34+0.14* 1.20+0.66* 0.65+0.19* 1.89+0.66*
g1rinen 0.55+0.05 23t 1.03+0.35 3.21+0.56
* IANANIINY MABNDINNTIAINYNNADA p<0.001
! UANANIINGINADNBY NNTBHIAYNNADA p<0.01
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1 1 o qszl § 1 a 1] o
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Histamine-induced
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Histamine-induced
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Allergen-induced
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LUHUTINVDININMINNAYN (Total nasal symptom score)
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