Str dung khang Histamin ¢
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1.Histamin:
- La 1 trong nhirng chat trung gian hoa hoc quan trong

trong phdn wng viém va di ng

- - -

-Binh thwong : histamin tich dién (+) 2> 1lién két véi chat

tich dién (-) nhw protein -, heparin- .. tao phtc hop

khong co6 hoat tinh sinh hoc



~ =Phan bo: phuc hop dugc du-trotrong < at cr e,
BC 4i kiém, TB niém mac da day ruot da, khi phe quan, TB
than kinh. ..

-Cac yéu to giai phong histamin: di Gmg, thudc, hoa chat, noc

con trung, yéu to vat 1y, hoa hoc.. Gay hoat hoa té bao mast

gidl phong cac hat chira histamin gay nén p/u di irng.

Histamin.




phat hién 4 receptor

Loai Phén bo Chit d6i khang
receptor

Hl1 Co tron, té bao ndi md, | Cac thude khang
nao, da Hl1

H?2 Niém mac da day, co tim, | Cac thudc khang
té bao mastocyte, ndo H2

H3 Tién synap & cac neuron | Pang nghién ctru
trong nao, dam ro1 nd1
tang va cac neuron khac

H4 Tay xuong va cac té bao | Pang nghién ctru

sinh mau ngoai vi




ac dung sinh hoc cua

istamin

Receptor H1 Receptor H2
Tim Cham dan truyéen nhi —that Cham khtt cuc, co co, tang nhip
Mach Gian mach (nhanh, thoang qua) Gian mach (cham, keo dai)
Mach vanh: co Mach vanh: gian
Co tron Co Gian
Tiét da day Tang tiét HCL
Di itng Tang tinh tham Piéu hoa mién dich
Hé thong than | Kich thich canh giac, kém an Tang phan cuc té bao

kinh TW




Thuoc khdng histamin :

- Uc ché c6 canh tranh véi histamin tai R = giam hodc hét triéu chimg
- Dua vao tac dung 1én R = ¢6 cac loai thudc khang histamin:

+ Thuéc khdng histamin HI: c6 >40 loai

+ Thudc khang histamin H2 : ¢6 4 loai

+ Thudc khang histamin H3,H4: hién dang nghién ciru.



Co ché tac dung chong viém va chdng di tmg ctia thudc khang H1

v
Chong
viém, di
ng, giam
ngwa, giam
may day, sb
ml.

Giam trinh dién
khang nguyén, giam
trinh dién phan t
két dinh, gidm tiét
cytokine gay viém,
gidam hoéa &ng dong

v
Uc ché phong
thich cytokine
tir té bao mast
va té bao bazo



Phan loai khang histamin: 2 thé hé

- Thé hé 1: gay ngl

+Tan trong m&,xam nhap duoc qua hang rao mau nao
nén co tac dung an than,gay budn ngt

+ Thoi gian tac dung ngan = dung nhiéu lan trong
ngay
- Thé hé 2: Khong an than. xuat hién tir 1980, khic phuc

duoc 2 bat loi trén



Thubc

€
L am——

Liéu lwgng cach dung

Clorpheniramine NL: 4mgx3-4 lan/ngay, TE: 0,35 mg/kg/24h
khong dung cho tré so sinh
Diphenhydramine NL: 25-50 mgx3-4 lan/ngay, TE: 5mg/kg/24h
khong dung TE<2t
Doxepin NL: 25-50 mgx3 lan/ngay
Hydroxyzine NL: 25-50 mgx3 lan/ngay
TE: 2 mg/kg/24h
Ketotifen NL: 2 mg x2 lan/ngay
TE>3 tudi: 1mgx2 lan/ngay
Pronethatin NL: 25 mgx2-3 lan/ngay
Khong nén dung cho TE<2t
Acrivastine NL: 8 mgx3 lan/ngay




Thubc

Liéu lwong cach dung

Cetirizine NL va TE >6 tu6i:5-10 mg 1lan/ngay
TE< 6 tudi: Smg/ngay

Desloratadine NL: 5 mg 1 lan/ngay
khong dung TE<2t

Ebastine NL: 10-20 mg 1 lan/ngay

Fexofenadine NL: 60 mg 2 lan/ngay hodc 180 mg 1 lan/ngay
Khong dung TE< 12t

Levocetirizine NL: 5 mg 1 lan/ngay

Loratadine NL va TE>= 30 Kg:10 mg 1 lan/ngay
TE< 30kg: 5 mg/ngay
khong dung TE<2 t

Mizolastine NL: 10 mg 1 lan/ngay




ac dung khong mong muon

Thé hé 1

Thé hé 2

-Tac déng lén than kinh trung wong:
buon ngu, kho chm, chong mat => st
dung can than & nguoi lai xe va st dung
may.... P61 khi gay quay déng & tré nho.

-Khang cholinergic: Khé méi, tao bon.
Nhip tim nhanh. Tiéu khé. Réi loan diéu
tiét, tang ap luc nguy co glocom goc
dong...

- D61 khi gay biéu hién di img & da, 161
loai tiéu hoa (hiém gip)

- Terfenadin va astemizole lam kéo dai
QT va gay xoén dinh khi dung qua liéu
hodc két hop thuéc nhom macrolide,
imidazole do tac dong lén kénh K ™ va
giam téc d6 pha nghi ctia tim

- Phan tng di tng da, dau dau, réi loan
tiéu hoa, buén ngt (hiém gip)




ong tac thuoc

Thudc ding cung khangH1

Biéu hién tac dung

Thubc trc ché than kinh TW:

-Rugu ethylic

- Thudc e ché TW ( Thude ngt, an
than, giam dau c6 nguon gbc TW)

Lam tang tac dung TW
cua thuoc khang H1

Thudc khang Cholinergic

-Atropin

-Thudc chong tram cam loai 3 vong
- Thuoc trc ché MAO...

Lam tang tac dung
khang Cholinergic cua
thuoc khang H1

Cac khang sinh Erythoromycin,
clarithormycin, ketoconazol,
itraconazol trc ché cytocrom-P450

Tang tac dung phu trén
tim cua terfenadin va
astemizol




Mic du ngira khong gy nguy hiém tinh mang nhung gay anh
huong nhiéu dén CLCS

PNCT: thai nghén thuong lam nang thém tri¢u chirng di tng
(may day, cham)> Giam chat luong cudc song ctia me = Anh
huong khong tot d6i véi thai

20-30% PNCT bi céc tinh trang di tmg can st dung khang
Histamin

Khong mot loai khang Histamin ndo 13 an toan tuyét doi voi

phu ntr ¢o thai



Cac NC c6 dbi chung cho thay khong c6 nguy co cho
thai. Co thé st dung ma khong c6 hai cho thai

NC trén dong vat khong thay c6 nguy co di tat thai
nhung khong c¢6 bang chirng trén nguoi.

NC trén dv cho thay nguy co di tat thai nhung chua thay
0 cac NC trén nguoit. Chi s dung khi g1 ich 1én hon
nguy co

C6 bang chimg vé nguy co di tat trén nguoi. Chi st dung
khi trong tinh trang de doa tinh mang, khi cac thudc
khac khong c6 tac dung

Chong chi dinh cho PNCT




T nam 1993, Hiép hoi phong chong hen khuyén cdo nén str

dung thé hé 1 cho PNCT

Hoi san khoa M¥ va hiép hoi phong chong hen My khuyén
cao dung chlorpheniramin cho PNCT

Theo NC trén 200 000 TH, khong thay c6 thude nao trong
nhom bao cdo 1a co ting nguy co bat thuong trong thai ky
Khong nén st dung kéo dai vi gay nhiéu tac dung phu: tGc ché

than kinh, chan an, mét moi



ID

rug name Pregnancy category

Chiomheniraming B
Cyproheptadine
Dexchlomheniraming

B
B
Hydroxyzine G
Promethazing G

B

Tripelennaming



%:opheniraﬁi‘n ;

o La thudc thuong duoc st dung cho PN ¢6 thai

* Pugc xép vao nhom B theo phan loai cia FDA

* NC trén dong vat khong thay c6 bao céo lién quan dén di tat
thai. Chua c6 NC nao thuc hién trén nguoi.

* Mot NC theo doi trén 1070 PNCT st dung chlopheniramin
trong quy I, 3931 st dung ¢ tuoi thai bat ky khong phat hién
thay tang nguy co di tat thai.

e La thuoc duy nhét dugc khuyén cao sir dung cho PNCT khi
lo1 ich nhiéu hon nguy co.
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enhydramine (Dimedro

* Pugc FDA phan loai thuéc nhom B

» NC trén 595 PNCT quy I, 2948 PNCT bat ky dung thudc >
khong thay c6 moi lién quan t6i di tat thai

o Mot so truong hop bao cao thay sur dung thube & quy I thai ky
c6 lién quan dén tat khe hé moi vom miéng.

o Tuy nhién, diphenhydramine thay c6 tac dung gy co tir cung &
nguol va dong vat, lam tang nguy co di tat xo hoa vong mac ¢
tré sinh non ma me c6 dung thudc 18n 21% so v&i 11% sb tre

sinh non ma m¢ khong dung thudc



! PHAN LOAI FDA Thé hé 2

- Lya chon khi phai dung kéo dai, thay thé do tac dung phu cua
THI

Drug name Pregnancy category
Cetirizing B '
Fexofenadine C
Loratidine B
Levocetrizine B
Desloratidine C



! Cetirizine, Levocetizine

* Biét duoc Zyrtec 10mg, Xyzal Smg.

* Pugc FDA phan loai trong nhom B

e La cl}ét chuyén hoa cua hydrpxyzine, nén co tac dung an than
nhe. It hon hydroxyzine, nhi€u hon fexofenadin, loratadin

® NC So sanh trén 120 PNCT ( 37bn quy 1) dung hydroxyzin
va cetirizine khong thay co su khac bi¢t vé nguy co gitra hai
nhom.

* Mot NC khac cua Kallen 2002 trén 917 bn dung cetirizine,

NC ctia Nato 2004 trén 196 PN ¢ bat ky tuoi thai nao, cling
khong thay co bat thuong bam sinh hay tdc dung phu nao.



! Eoratadin, D\eslorata%in

* Loratadin, clarytin

* FDA : B

* Pa 56 cac NC trén s6 luong 16n khong thay cé
nguy co khi st dung trong thai ky

* NC Kallen 2002, thay ting nguy co di tat 16 dai
léch thap 1én 1% 0 nhung ba me¢ dung loratadin

® Khong nén sur dung trong 3 thang dau cua thai ky,
va chi nén su dung khi cac thuoc khac khong co
hi¢u qua.



%!exofenadin\ ;

* Hay duoc st dung: telfast, fexotil..

» La chat chuyén héa cua terfenadin

®* Nhom C theo FDA

» Khong c6 NC nao trén dong vat cho thay nguy co khi dung
Fexofenadin

® NC nam 2001 trén 23 tré c6 me st dung fexofenadin trong
thai ky, khong thay c6 bat thuong nghiém trong, mic du co
1TH b1 tat ban chan veo

» NC Kallen 2002 trén 1164 PN diéu tri bang Fexofenadin
trong gd dau cua thai ky khong thay ting ty 1¢ di tat bam
sinh so voi dan so ndi chung

® Nhom C

o Tt ¢o dit liéu duoc cong bd



N

Luwa chon trén PH co thai

e First line: Thé hé 1: chlorpheniramin

* Secondline: Cetirizine, Levocetirizine

® ThirdLine: Loratadin

* Final: Desloratadin, Fexofenadin

Cac nhom khac khong nén dung vi khong ¢6 dir li€u dugc cong
bo.

Khéng nén sir dung licéu tdi da hoiic phdi hop khang
Histamin trén PNCT vi lam tang nguy co di tat



cho con bu-

» Thé hé 1: Bai tiét duoc qua stra me, khong nén str dung cho
PN cho con bu

* Nc cho thay 10% s6 TH tré c6 me dung thé hé 1 ¢ biéu hién
kich dong, dau bung va 1,6% TH co biéu hién chong mat.
Clopheniramin, diphenhydramine c6 thé giy giam tiét sita.

o Zyrtec ( Cetirizine): NC trén dong vat thay thudc bai tiét
duoc qua sira, chua co dir li¢u NC trén ngud1 > khong nén str
dung cho PN cho con bu

o Liéu nho c6 thé khong co tac dung phu, lieu 16n c6 thé tac
dung phu ¢ tr¢ nhu kich thich, chong mat, tang nhu dong rudt.
Liéu cao c6 thé tc ché tiét sita.



cho con bu —

Loratadin, Desloratadin: Rat it bai tiét qua sita, khong co tac
dung an than nén khong thay c6 tac dung phu dugc bao cao

NC cho thay khi dung 40mg loratadin, chi c6 11,7mcg loratadin
va cac chat chuyén hoa ciia no trong sita me, nong do thudc cao
nhat trong 2h dau dung thudc

NC khéc cling chi ta chi c6 0,46%lugng loratadin va 1,1,%
luong desloratadin bai tiét qua sita me

Khi dung véi liéu thap thong thuong, bai tiét rat it qua sita me

C6 thé st dung cho PN cho con bt



cho con bu — Thé he.

* Fexofenadin: rat it bai tiét qua sitta me

 NC khi dung Fexofenadin 60mg/ ngay, thay chi ¢ 0,1%
luong thudc bai tiét qua sita me, khong giy an than, hay
tac dung phu nao o tré

 C6 thé str dung cho PN cho con bu

V6i PN cho con bu nén sir dung khang histamin thé hé 2
vi rét it bai tiét qua sira va it anh hwéng dén kha ning

tiet stra



