DUQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Bai 16: THUOC KHANG NAM

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Trinh bay duoc co ché tdc dung, tdc dung va doc tinh cia nhém thudc chéng ndm toan
than: amphotericin B, griseofulvin.

2. Trinh bay duogc co ché'tac dung, dugc dong hoc va doc tinh cuia 3 thudc trong nhém azol.

Thanh cong cta khang sinh chong vi khudn va virus da din dén su tang dang ké ty 1& nhiém nim.
Nhiém nam thuong duoc chia lam 2 loai, nhiém nidm toan than va nhiém nam ngoai da, niém
mac. Céc thudc chéng ndm vi th€ ciing dugc chia lam 2 loai, toan than va tai chd. Nhung thuc ra
thudc toan than ciing ¢6 tic dung tai chd va nguoc lai.

1. THUOC CHONG NAM TOAN THAN
1.1. Amphotericin B

1.1.1. Pdc diém: Amphotericin duoc tim ra tir nam 1956 (Gold) 12 mot trong s6 200 chat thu oc
ho khang sinh polyen macrolid, khong tan trong nudc, vi vy thudc tiém dung dudi dang dich
treo.

1.1.2. Tdc dung va co ché

Tac dung trén cac loai Candida albicans va Cryptococcus neoformans, Blastomyces dermatitidis,
Histoplasma capsulatum, Coccidioides immitis, Aspergillus.

Amphotericin B gin vao ergosterol ctia vdch t€ bao nam, tao nén cac 6ng dan lam ro ri céc ion va
cac phan tir nho tir trong t€ bao nam ra ngoai, gay chét t&€ bao. Sterol ctia vich t€ bao nam la
ergosterol, con sterol chinh clia vach vi khudn va t€ bao ngudi lai 1a cholesterol, vi vay
amphotericin B khong c¢6 tic dung diét khuan va khong doc v6i ngudi.

1.1.3. Duoc dong hoc

Khong hap thu qua dudng uéng. Gén vao protein huyét tuong t6i 95%, chii yéu vao B-lipoprotein.
Chi dung dudng truyén tinh mach, thAim nhiéu vao cdc mo gan, lich phéi, than. Nong do trong

dich bao khép bang khoang 2/3 nong do huyét tuong, nhung chi 2 -3% vao dugc dich nio tuy.
Thoi gian ban thai khoang 15 ngay. Thai trir cham qua than trong vai ngay.

1.1.4. DBéc tinh

- Doc tinh lién quan dén viéc truyén thudc: run, sot, non, nhic dau, ha huyét dp. Can giam téc do

truyén hoac giam liéu. C6 thé 1am test bing tiém Img vao tinh mach. Dung thudc ha s6t, khdng

histamin hoac corticoid trudc khi truyén.

- Poc tinh muon:

Ton thuong ong than, ting uré-huyét (80%), toan huyét, ting thai K*, Mg**. Truyén dung dich
NaCl 0,9% c6 thé 1am giam doc tinh cho than.

Ngoai ra c6 thé thdy bat thudng test chic phan gan, thi€u mdu do gidm san xuat erythropoietin

cta than.
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1.1.5. Ché phdm va liéu luong

- Amphoterincin B (Fungizqn) tiém, truyén tinh mach. Lo 50 mg bot dong kho dé pha thanh dich
treo trong glucose 5%, truyén 0,5 -0,6mg/kg trong 4gio.

- Vién nén 100 mg. Ngam (ndm miéng) hoac uoéng (ndm ruot) 1 - 4 vién/ ngay.

- Kem boi 3%.

1.2. Flucytosin

1.2.1. Ddc diém

Flucytosin (5-FC) duogc tim ra nam 1957 trong khi nghién cttu cac thudc chong ung thu (gin
giong 5-FU). Flucytosin dé tan trong nuéc, phd khang ndm hep hon amphotericin B va khong ¢6
tac dung chong ung thu.

1.2.2. Tdac dung va co ché

Chi ¢6 tac dung trén Cryptococcus neoformans va vai loai candida. Vi ¢6 tidc dung hiép dong véi

thudc chong ndm khac nén thudng duge dung phéi hgp dé tranh khang thudc.

Flucytosin dugc nhap vao t€ bao ndm nhd enzym cytosin permease. Trong t€ bao, 5 -FC dugc
chuyén thanh 5-FU (5 fluorouracil), sau d6 thanh 5 fluorodeoxyuridin monophosphat (F -dUMP)
tic ché téng hop DNA, va thanh fluorouridin tri phosphat (FUTP) ttc ché téng hop RNA. Té bao

ngudi va t€ bao dong vat c6 vii khong chuyén duoc 5 -FC thanh 5-FU, vi thé 5-FC c¢6 tdc dung
chon loc trén nam.

1.2.3. Dugc dong hoc

Hap thu dé dang qua dudng tiéu héa (>90%), dat pic huyét tuong sau 1 -2gi0, it gan vao protein
huyét twong, thim dé vao céc dich trong co thé, vao dich ndo tuy véi néng do bang 65 -90% nong
do huyét twong. Thai qua than 80% duéi dang khong chuyén hod. Thoi gian béan thai 1a 3 -6gid, &
ngudi suy than, cé thé kéo dai t6i 200 gio.

1.2.4. Doc tinh

C6 kha nang 12 vi khudn ruot da chuyén hoa flucytosin thanh hop chat doc, gay tc ché tuy xuong,

din dén thi€u m4u, gidm bach cdu, gidm tiéu cau, roi loan chic nang gan (5%) r6i loan tiéu ho4

(non, tiéu chay).

1.2.5. Ché phdm

Ancobon: viém nang 250-500mg. Udng 100-150mg/kg/ngay chia lam 4lan. Dung ph6i hop véi
amphotericin B (0,3mg/kg/ngay) dé chita nam Candida.

Khong dung dang tiém.
1.3. Nhém azol: Imidazol va Triazol
1.3.1. Pdc diém

Imidazol va triazol déu thuoc nhém azol chéng nim, c¢é cing co ché va cung phd tic dung.
Triazol dung dudng toan than cham bi chuyén hod va it tic dung trén tdng hop sterol clia ngudi
hon 1a imidazol. Vi vay, cac dan xuat méi déu phan 16n 1a tir triazol chit khong phai tir imidazol.

Viéc tim ra azol (1980) 1a mot budce ti€n quan trong trong nghién cttu thudc chong nam.
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X = C: Imidazol: ketoconazol, miconazol,
clotrrimazol
X = N:Triazol; itraconazol, fluconazol
Nhdn triazol

1.3.2. Tdc dung va co ché

Phé tdc dung rong, gébm: céc loai Candida, Cryptococcus neoformans, Blastomyces dermatitidis,
cac bénh nam da.

Cic azol tc ché enzym cytochrom P, ciia ndm nén lam giam téng hop ergosterol clia vich t&€
bao nam, kim ham su 16n Ién va phét trién clia nam.

1.3.3. Duoc dong hoc, déc tinh va ap dung
Ba thudc thuong dung ctia nhém azol la:

1.3.3.1. Ketoconazol (Nizoral)

- U6ng dé hap thu, nhung cin méi truong acid (néu ding ciung khang H , s& lam giam hap thu
manh). Gan vao protein huyét tuong 84%, vao hong ciu 15%, con 1% & dang tu do. Thoi gian
ban thai tang theo liéu, uéng 800mg thi t/2 = 7 -8gid. Vao dich ndo tuy bang 1% liéu ding.

- Doc tinh: Kém fluconazol va itraconazol 1a tc ché ca cytocrom P450 cua dong vat cé vd nén
dan dén 2 hau qua:

. Lam can trd sinh téng hop hormon thuong than, sinh duc, & dan 6ng gay chitng v to, gidm tinh
duc; & phu nit gay loan kinh nguyét, vo sinh.

. Lam tang doc tinh ctuia thudc két hop cling chuyén hod qua P450.

Ngoai ra con gip budn non, chan an (20%), di ing (4%) tang transferase (5 -10%).
Vi thé khong dung liéu cao.

- Chi dinhva liéu dung:

Vién 200mg, kem boi 2%.

Candida am dao: uong 400mg/ngay x 5 ngay

Candida thuc quan: uéng 400mg/ngay x 10-14 ngay

Histoplasmosis, blastomycosis: 400mg/ngay x 6-12 thang.

Khong dung khi ¢6 thai va dang nu6i con bang sita me.

1.3.3.2. Itraconazol (Sporanox, Sporal)

Phé rong, it doc hon ketoconazol vi chi tic ché cytochro m P450 dic hiéu ctia ndm.
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- Hép thu qua duong uong khoang 30%, hép thu t6i da ngay sau khi an. Pic huyét twong sau 3 -4
gi0, t/2 khoang 1-1,5 ngay. Gan vao protein huyét tuong t6i 99,8%. Gan vao cdc mo stng (da,
mong) v6i nong do cao hon huyét tuong 41an va giir rat lau tir vai tuan dén vai thang sau ngling
diéu tri. Nong do trong mé mém (phdi, than, gan, ldch) cling cao hon huyét tuong 2 -3 lan.

- Chi dinh va liéu luong:

Vién nang 100mg, uéng ngay sau bita an.

. Candida am dao: Udng 1 ngay duy nhat 400mg chia 2 1a n, hoac 200mg/ngay x3 ngay.

. Nam da, lang ben: uong 200mg/ngay x 7 ngay.

. Candida miéng: 100mg/ngay x 15 ngay.

. Ndm moéng: uéng 2 dot céch nhau 3 tun. Mdi dot 7 ngay. Mdi ngay uéng 400mg chia 2 1an.
1.3.3.3. Fluconazol (Flunaz, Diflucan, Triflucan)

C6 gan thém 2 nguyén tr Fluo.

- Uong hép thu hoan toan, khong chiu anh hudng cua thic an hay acid dich vi. Rét tan trong nuéc
nén c6 thé tiem finh mach. Nong do trong huyét tuong ctia dudng uéng gan bing dudng tiém finh

mach. Gén vao protein huyét tuong 11-12%, t/2 = 25 gid, khoang 90% thai qua than dudi dang
khong déi. Thdm vao moi dich cua co thé, néng do trong dich ndo tuy dat 50 - 90% néng do
huyét tuong.

- Thudc dé dung nap. C6 thé gip phan ting di ting.

- Chi dinh va cach dung:

Vién nang 50, 100, 150 mg. Liéu 100 - 400mg/ngay.
Lo 200 - 400 ml, chua 2mg/ml.

Candida niém mac (miéng, am dao), nim da, nim méng, ndm Cryptococcosis (mang nio, phdi,
da), nhiém nim trong AIDS (lam tang sinh kha dung cua Zidovudin khoang 20% vi lam giam
chuyén héa Zidovudin).

Thoi gian diéu tri tuy ting loai nAm, tuong tu itraconazol.

Khong dung cho phu nif c6 thai hoac dang cho con bu.

Khong dung cho tré dudi 16 tudi vi 1a thudc méi, chua di s6 liéu theo doi.

1.4. Griseofulvin

1.4.1. Pac diém

Khang sinh 14y tir nAm Penicillium griseof ulvum, khong tan trong nudc, viing bén véi nhiét.
1.4.2. Tdc dung va co ché

Téc dung trén ndm da, biéu bi, téc, méng: Microsporum, Epidermophyton va Trichophyton.
Khong c6 tac dung trén vi khudn.

Griseofulvin gan vao protein tiéu quan, 1am gy thoi phan bao nén kim ham su phdt trién cla
nam.

1.4.3. Duoc dong hoc
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Hap thu qua tiéu héa thay déi theo dang thudc va thic an.

Ché pham siéu vi tinh thé (ultramicrocristalline preparation) c6 sinh kha dung gip rudi loai bot vi
tinh thé. Thitc an c6 md s€ dé hap thu vi thudc khong tan trong nudc. Pat pic sau 4 gio va t/2 = 24
gi0. Thudc tich luy trong t€ bao tién than cta keratin 1am n6 khang lai su xam nhap ctia nim, do
do6 téc, mong méi moc s€ khong bi bénh.

1.4.4. Doc tinh

Thuong nhe: nhitc dau (15%), viém than kinh, ng u ga, khong lam duoc viéc khéo 1éo, mét moi,
nhin mo, rdi loan tiéu hoa...

1.4.5. Ché phdm, liéu dung

Griseofulvin (Fulvicin, Grisactin) vién nang 125 -250 mg; vién nén 250-500mg.

Liéu tré em 10mg/kg; nguoi 16n 0,5 - 1,0 g.

Thoi gian diéu tri it nht 12 1 thang cho bénh ndm téc va 6-9 thang cho bénh ndm mong.
2. THUOC CHONG NAM TAI CHO

2.1. Nystatin

Nystatin 1a khang sinh macrolid, tuong tu amphotericin B ca vé€ cau tric va co ché€ tic dung,
nhung doc hon nén chi dé dung ngoai vi khong hap thu qua da hoac am d ao.

Tac dung diéu tri cac loai nAm Candida & niém mang va ké da.

Nystatin (Mycostatin, Nilstrat), dang pomat, kem boi, thuéc bot, dang phun, chita 100.000 don
vi/g. Boi 2 - 3 lan/ngay x 7 ngay.

2.2. Clotrimazol va miconazol
Thudc nhém azol duing ngoai. Boi ngoai da chi hap thu 0,5%; boi am dao, hap thu 3 -10%.

Dang thuoc: Kem 1%, thudc rira, dung dich (Lotrimin, Mycelex), vién nén dat am dao 100 - 500
mg, thudc phun 2%.

Néam da: boi 2 l1an/ngay.
N4m am dao: dat vién 500mg/ngay; kem 5g/ngay, dung trong 7 - 14 ngay.

N4am miéng: vién ngam 10mg x 5 lan/ngay.

CAU HOI TU LUONG GIA

1. Trinh bay co ché'tdc dung va doc tinh ciia amphotericin B va griseofulvin.
So sdanh ketoconazol, itraconazol va fluconazol vé duoc dong hoc, doc tinh va dp dung diéu tri.



