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Bai 33: HISTAMIN VA THUOC KHANG HISTAMIN

MUC TIEU HQC TAP: Sau khi hoc xong bai ndy, sinh vién c6 kha nang:
1. Néu duoc vai tro sinh Iy va bénh ly cua histamin

2. Trinh bay duoc co ché'tdc dung, cdch phdn loai, chi dinh va déc tinh ciia thudc
khang histamin H .

1. HISTAMIN
1.1. Sinh tong hop va phan bé histamin

Histamin la chat trung gian héa hoc quan trong cé vai tro trong phan ting viém va di tng,
trong su bai ti€t dich vi va cling ¢6 chiic nang nhu chat dan truyén than kinh va di€u bién
than kinh, dugc tao ra do su khir carboxyl cua histidin duéi su xtc tdc cta decarboxylase.
Do histamin tich dién duong nén dé dang lién két v6i chit tich dién am nhu protease,
chondroitin sulfat, proteoglycan hodc heparin tao thanh phttc hop khong cé tac dung sinh
hoc. Phiic hgp nay duoc du trit trong cac hat trong dudng bao, bach ciu ua base, t€ bao
niém mac da day, rudt, t€ bao than kinh v.v... Da, niém mac, cay khi ph€ quan la nhiing
mo c6 nhiéu dudng bao nén du trit nhiéu histamin.

1.2. Su giai phong histamin

Nhiéu yéu t6 kich thich su giai phéng histamin, nhung chu yéu la do phan tng khang
nguyén - khdng thé xdy ra trén bé mat dudng bao . Khi c6 phan tng khiang nguyén -
khang thé 1am thay do6i tinh thaim clia mang t€ bao véi ion calci 1am tang calci di vao
trong noi bao, déng thoi tang gidi phéng calci tir kho du trit noi bao. Ca ** noi bao tang lam
vO cac hat du trit giai phong histamin.

Anh sdng mit trdi, bdng, noc doc clia con tring, morphin, D -tubocurarin 1am tang giai
phong histamin. Ngoai ra, mot s6 yéu t6 khac ciing dugc giai phong trong phan tng di
ting nhu: yéu t6 hoat héa tiéu ciu (PAF); cic prostaglandin, bradykinin, leucotrien.

1.3. Chuyén héa histamin

Histamin c6 thé chuyén héa qua 2 con dudng khdc nhau nhd histaminase va N -
methyltransferase tao thanh acid imidazol acetic va met hylhistamin khong c6 tic dung
sinh hoc.

1.4. Receptor cua histamin

Hién nay da tim thdy 4 receptor khac nhau cua histamin 1a H |, H,, H; va H,. Su phan bg
sO lugng receptor va chiic nang cua ting loai receptor rat khac nhau.

Khi histamin gan vao receptor H, s& lam tiang IP; (inositol 1,4,5-triphosphat) va
diacylglycerol tr phospholipid. IP; lam tang giai phdong calci tr luéi ndi bao.
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Diacylglycerol (DAG) va calci lam hoat héa protein lipase C, protein kinase phu thuoc
Ca*?*/calmodulin va phospholipasse A , & c4c t€ bao dich khdc nhau gay céc phan ting sinh
hoc khac nhau.

Histamin gan vao receptor H, kich thich adenylcyclase lam hoat héa protein kinase phu
thuoc AMP, & céc t€ bao dich gay nén phan tng sinh hoc. Receptor H , ¢6 nhiéu & niém
mac da day, khi kich thich gay tang tiét dich vi acid (xin xem bai “Thudc chita viém loét
da day”. Cimetidin, ranitidin, famotidin 1 nhiing thu6c khang trén receptor H .

Receptor H; 1a receptor trudc synap, c6 mat & nut tdn cing neuron hé histaminergic & than
kinh trung wong, cé vai tro diéu hoa sinh téng hop va giai phéng histamin. Ciing giong
receptor H,, H,, receptor H; 1a receptor cap véi protein G va duoc phan bd trong nhiéu
mo. Hién nay da tim dugc mot s6 chat chl van va doi khang trén receptor H 5:thioperamid,
iodophenpropit, clobenpropit, Imipromidin, Burimamid.

Receptor H, c6 mat & t€ bao wa acid, dudng bao, t€ bao T va t€ bao hinh cay(dendritic
cell).Thong qua receptor nay histamin lam thay d6i hod huéng dong mot s6 t€ bao va su
san xudt cytokin. Cac chat doi khang trén receptor H, dang nghién cttu c6 tac dung chong
viém invivo va c6 tic dung chong hen va viém dai trang trén mo hinh dong vat thuc
nghiém.

1.5. Tac dung sinh hoc cua histamin
1.5.1. Trén hé tim-mach

- Histamin 1am gian cdc mach m4u nho, tiéu dong mach, mao mach va tiéu finh mach lam
giam stic can ngoai vi, giam huyét 4p va tang cuong dong mau dén mo: thong qua
receptor H, su xudt hién tdc dung nhanh, cuong d6 manh nhung khong kéo dai, con doéi
vGi receptor H, su xuat hién tac dung gian mach cham, nhung kéo dai.

- Thong qua receptor H, histamin lam co t€ bao n6i m6 mao mach, tich su két gan cdc t€
bao ndi mo lam boc 10 mang co ban tao thuan 1gi cho su thoat dich va protein ra ngoai
bao gay phu né, néng, do, dau.

- Trén tim: Histamin c6 tadc dung truc ti€p trén co tim va than kinh ndi tai lam tang co bop
ca tam nhi, tam thét, cham khtr cuc niit xoang va cham dan truyén nhi that.

1.5.2. Trén khi-phé qudn - phéi:

Thong qua receptor H, histamin lam co co tron khi phé quan, gay con hen. Ngoai ra,
histamin con gay xudt tiét niém mac khi ph€ quan, gay viém phil né niém mac va tang
tinh thAm mao mach phéi.

1.5.3. Trén hé tiéu hoa

Histamin lam tang ti€t dich acid thong qua receptor H ,, lam tang nhu dong va bai tiét dich
ruot.

1.54. Cotron
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O mot s6 loai vat, histamin lam tang co bop co tron tir cung, nhung tlr cung ngudi, co tron
bang quang, niéu dao, tdi mat rat it bi anh hudng.

1.5.5. H¢ bai tiét
Histamin 1am tang bai ti€t nudc mat, nudc miii, nude bot, dich tuy.
1.5.6. Trén hé than kinh

Kich thich ddu mut sgi than kinh ngoai vi gy ngta, dau. Trén than kinh trung uong
histamin gay giam than nhiét, gdy mat ngu, c6 thé chdn an, tang ti€t ADH. Tdc dung nay
thong qua ca 2 loai receptor H, va H,.

2. CAC THUOC KHANG HISTAMIN
2.1. Cau tric - phan loai

C6 nhiéu chat doi khang chon loc trén 3 receptor khiac nhau cta histamin. Thu6c doi
khang H, receptor (xin doc bai thudc chita viém loét loét da day). Cac chat doi khang H
dang trong giai doan nghién ctu. Trong pham vi bai nay, chi gidi thiéu thudc d6i khang
chon loc trén receptor H .

Dua vao duoc dong hoc, tac dung, cac thuoc khang H , dugc xép thanh 2 thé hé:

* The hé I: gobm cdc thudc c6 thé di qua hang rao mdu nio dé dang, c6 tic dung trén
receptor H, ca trung wong va ngoai vi, ¢6 tdc dung an than manh, chéng non va cé tac
dung khang cholinergic giong atropin.

* Thé hé II: gom cac thudc rét it di qua hang rao mau ndo, c6 thoi gian ban thai dai, it tac
dung trén H, trung wong, chi ¢6 tic dung trén H, ngoai vi, khong c6 tic dung khang
cholinergic, khong an than va khong ¢6 tac dung chong non, ¢ hong say tau xe.

Bang 33.1: Liéu luong mot so6 thuoc khang histamin H ,

Tén goc Tén biét duoc Liéu luong cho nguoi lon

(mg)

Thé hé I

- Alimemazin Allerlene 5-20

- Brompheniramin Dimetan 4-12

- Carbinoxamin Cardec 4-8

- Clemastin Tavist 1,3-2,7

- Clopheniramin Chlor- Trimeton 4-12

- Cyclizin Marexin 50

- Dimenhydrinat Dramamin 50 - 100

- Dimethinden Fenistil 4
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- Diphenhydramin Benadryl 2,5 - 50

- Hydroxyzin Atarax 25 - 100

- Meclizin Antivert 12,5 -50

- Promethazin Phenergan 10 - 25

-Pyrilamin Nisaval 25-50

Thé hé 11

- Acrivastin Semprex 24; khong dung cho tré dudi

12 tudi

- Astemizol Hismanal Co tac dung khong mong

mudn trén tim hién khong
duoc su dung

- Cetirizin Zyrtec 5-10

- Desloratadin (chéat Aerius* 5

chuyén héa cta

Loratadin)

- Fexofenadin(chat Telfast 60

chuyén héa cta

terfenadin)

- Loratadin Claritin 10

-Mizolastin Mizollen 10

Terfenadin Seldan Co tac dung khong mong
mudn trén tim hién khong

duoc sut dung
2.2. Tac dung duoc ly

2.2.1. Tac dung khdang histamin thuc thu

Thudc khang histamin H, tc ch€ c¢6 canh tranh véi histamin tai receptor H ; lam mat cac
tdc dung cuia histamin trén recetor. Khi du thira histamin, thi histamin ddy chat doi khang
ra khoi receptor, tir d6 thudc giam hoac hét tic dung khang histamin.

Dé ¢6 tic dung dugc ly kéo dai, can tim chit vira doi khiang canh tranh va khong canh
tranh, khi d6 thudc cham bi ddy khoi receptor boi histamin. Terfenadin, astemizol... c6
hai kiéu tic ch€ (c6 canh tranh va khong canh tranh) v6i histamin tai receptor, nén ta ¢
dung dai hon nhung do c¢6 nhiéu tic dung khong mong muén trén tim nén hai thuéc nay
hién nay khong duoc sur dung.

Thuoc khang H, ¢6 tac dung du phong t6t hon 1a chita, vi khi histamin dugc giai phong
tao hang loat phan tng va s€ giai phong dong thoi cac chat trung gian khac ma thudc
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khang H, khong doi khang duoc. Tac dung cua thudc manh nhat & co tron phé€ quan, co
tron rudt. Thudc cho két qua khong ro rét trong chita hen hoac chita nhitng bénh tic nghén
ph€ quan. Can phdi hop hai loai khdng H, va khang H, dé tic ché toan ven su ha huyét dp
do histamin gay nén.

2.2.2. Tac dung khdc

- Trén than kinh trung wong: Cac thu6c khang histamin thé hé I ¢6 tic dung tc ché than
kinh trung uong, lam diu, giam kha nang tap trung tu tudng, ngu ga, chéng mat. Tac dung
tic ché receptor H, trung uong ndy c6 thé kéo theo tac dung khing cholinergic, lam ting
tac dung lam diu, giam kha nang nhg.

Mot s6 thuoc khang H, thé hé 11, do tinh wa nuGe va c6 ai luc véi receptor H | ngoai bién,
nén it qua hang rao mau - ndo, va rat it cé tic dung trung uwong, vi du fexofenadin,
loratidin...

- Trén than kinh thuc vat:
+ Khéng cholinergic (tic ché hé M).

Nhiéu thuéc khang H, thé hé I nhu promethazin, dimenhydrinat, diphenhydramin...) cé
tdc dung khang cholinergic ngay véi li€u di€u tri va trong mo t sd truong hop phai chéng
chi dinh.

+ Thay d6i hé giao cam: Promethazin tc ché receptor o-adrenergic, 1am ha huyét 4p.
Diphenhydramin, dexclopheniramin... tic ché thu hoi catecholamin, lam tang tiém luc tic
dung cua catecholamin.

- Chong say tau xe —chdng non: Do khang cholinergic, an than, chéng non; tot nhat 1a
promethazin (c6 hiéu luc ngang scopolamin). Hién nay diphenhydramin (Nautamin) va
dimenhydrin hay dugc dung chong non trén lam sang.

- Chong ho: Nhiéu thuéc khiang H, chong duoc ho theo co ché ngoai bién do tc ché€ su co
ph€ quan gay phan xa ho (promethazin, oxomemazin, doxylamin, dexclopheniramin...)
nhung hiéu Iuc kém thuéc chong ho trung wong. Thudc khang H | lam ting tiém luc cua
thuoc gian phé€ quan khac (nhu cac amin cuong giao cam loai ephedrin).

- Tac dung khéc:

+ Khang serotonin receptor tai ving dudi doi gay kich thich an ngon (cyproheptadin,
doxylamin).

+ Chong ngtra, gay té (khong c6 lién hé véi tic dung khang histamin), nhu mepyramin,
diphenhydramin.

2.3. Tuong tac thuoc

Thudc dung cung khdng H, Biéu hién tic dung
Ruou ethylic, thuéc ngt, thudc lam diu, an than kinh, Lam tang tic dung
thudc giam dau nguon goc trung uwong trung uong cua thudc
khéng H,
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Thudc khang cholinergic: Lam tang tic dung
- : : khang cholinergic cua
- Loai atropin, scopolamin S
o P . P thuoc khang H,
- Thuoc an than kinh (trtr butyroph enon)
- Thud6c chong tram cam loai ba vong, tGc ché
MAO, thudc chong Parkinson, dispyramid, thuéc chong
co that
Thuoc cuong phod giao cam va tc ché cholinesterase: boi khang véi tic dung
Ambenoniclorid, neostigminbromid, k}{la?gk}cll}ollrgrglc cua
pyridostigminbromid, fluostigmin, paraoxon thuoe khang H,

2.4. Tac dung khong mong muén

2.4.1. Do tac dung trung vong

Thay déi tuy theo timg ca thé, thuong biéu hién tc ché than kinh (ngl ga, khé chiu, gidm
phan xa, mét), mat két hop van dong, chéng mat. Nhitng biéu hién trén ting manh néu
dung thudc khang H, cung ruou ethylic hoac thudc tGc ché than kinh trung wong. Cam
duing khi 14i xe, dang van hanh mdy méc hodc lam viéc noi nguy hiém (trén cao).

O mot s6 ngudi, tic dung biéu hién & dang kich thich (nhat 12 & tré con bid): M4t ngu, dé
kich dong, nhic dau, c6 khi co giat néu liéu cao.

D€ han ché tac dung khong mong mu6n trén than kinh trung uong c¢6 thé giam liéu hang
ngay hoac dung lic chiéu t6i, hodc dung loai khang H, thé hé II.

2.4.2. Do tac dung khang cholinergic

Kho miéng, hdu hong; khac dom kho; khé tiéu tién, bi déi, liet duong; r6i loan diéu tiét
thi gidc, tang 4p luc trong mat dac biét & ngudi c6 glocom géc dong, danh trong nguc;
giam ti€t sita.

2.4.3. Phan ting qud man va ddc ting

C6 thé gip qua min nghiém trong sau khi dung thudc khiang H , boi ngoai, nhat 1a khi ¢6
xuéc da. Cé qua man chéo giita cdc loai khdng H,. Biéu hién ngoai da (ban do, cham)
ngay ca khi uéng hoac tiém, mot phan dugc cat nghia boi vai tro 12 m gidi phéng histamin
cta thuoc khang H,.

2.4.4. Tdc dung khong mong muon khdc

- Trén tim mach: terfenadin, astemizol kéo dai khoang QT c6 thé dua dén hién tuong xoin
dinh, hién nay khong dung .

- Khong dung nap, thay doi huyét dp, roi loan mdu (thi€u mdu tan mau, gidm bach céu,
thodi hda bach cau hat) tang nhay cam véi anh sang.

2.5. Chi dinh va chong chi dinh
2.5.1.Chi dinh
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- Thu6c khang H, chi thuan tuy chita triéu chiing ma khong chita dugc nguyén nhan gay
ra di ing.

Thuoc khong lam thay doi phan tGng khdn g nguyén - khang thé; khong d6i khang véi
nhitng chat trung gian khac c6 vai tro rat quan trong trong di tng, shock phan vé, hen phé&
quan (nhu leucotrien). Nhu vay, thuéc khang H, han ché trong chita hen, mot s6 thuéc
phong dugc con hen (promethazin, clopheniramin, thiazinamin, diphenhydramin,
clemasin...) c6 1€ do khang cholinergic. Khang H | thé h¢ II khong khang cholinergic nhu
mepyramin diing du phong co that phé quéan khi tap luyén.

- Thuoc khang H, it hiéu qua khi can tac dung nhanh va manh (phut thanh mo6 n, phan vé
c6 hé thong).

* Chi dinh tot nhat la:

- Di ting: s6 mili mua, bénh da di ting (may day cép tinh, phii né ban do; ngta do di ting
(nhu trong cham); phut Quincke; ngita do con trung dot; di ung thudc.

- Bénh huyét thanh.

- Chi dinh khac: Chita say tau xe (promethazin, diphenhydramin, diphenhydrinat...); gy ngu
(promethazin); phoi hop vé6i thude ho dé 1am tang tac dung chong ho; kich thich an ngon
(doxylamin, cyproheptadin) hién nay khong dung; ding cung thudc khang cholinergic dé
phong tai bién do phan xa khi tham do bang ndi soi hodc khi phiu thuat (nhu khi choc
mang phoi).

2.5.2. Chong chi dinh

+ Lién quan t6i tic dung khang cholinergic: Phi dai tuyén tién liét, glocom géc hep,
nghé&n ong tiéu héa va duong niéu, nhugc co, khi dung IMAO.

+ Do tac dung gay di ung cta thudc khang histamin: Qud man véi thuoc; khong ding
thudc khang H, ngoai da khi t6n thuong da.

+0 ngudi ¢6 thai, khong ding cyclizin va din xuét (c6 thé gay quai thai).

+ Khong dung cac thudc th€ hé II nhu terfenadin, astemizol véi erythromyci n,
ketoconazol, itraconazol.

+ Khi l4i tau xe, van hanh may mac.
CAU HOI TU LUONG GIA
Trinh bay vai tro sinh ly va bénh ly cua histamin.
Trinh bay ddc diém duogc dong hoc, tdc dung cia thuéc khdng histamin thé hé 1.

Trinh bay ddc diém duoc déng hoc, tdc du ng ciia thuoéc khdng histamin thé hé II.

A b~

Trinh bay cdc tdc dung khong mong muén va dp dung diéu tri cia thuoc khdng
histamin thé hé I va thé hé II.



