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

Bai 17: THUOC CHONG LAO - THUOC DIEU TRI PHONG
MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Trinh bay dugc 5 thuéc chong lao thuong ding vé cdc mdt tdc dung, co ché'tdc dung,
nhitng diém chinh vé dugc dong hoc va tac dung khong mong mu on.

Trinh bay duogc nguyén tdic va phdc do diéu tri lao hién nay.

3. Trinh bay duoc tac dung, co ché'tdc dung, nhiing diém chinh vé duogc dong hoc va tdc
dung khong mong muon cua dapson va clofazimin.

4. Néu duogc 3 nguyén tdc va phdc do diéu tri phong hién nay.
1. THUOC CHONG LAO
Lao 1 bénh nhiém khuén phé bién do truc khuén lao gay nén va c6 thé chita khoi hoan toan.

Truc khudn lao gay bénh lao phéi va cic co quan khac 1a loai vi khudn khang con, khéng acid,
séng trong moi trudng ua khi, phat trién cham (chu ky pha n chia khoang 20 gio).

Mang t€ bao cta truc khuédn lao duoc ciu tao boi 3 16p: phospholipid trong cliing, polysACharid
lién két v6i peptidoglycan. Céc peptidoglycan dugc gan véi arabingolactose va acid mycolic 6 16p
gitta. Acid mycolic lién két v6i cac lipid phic tap nhu myosid, peptidoglycolipid,
phenolglycolipid & ngoai cung.

Do day, mdéng va su chita nhiéu hay it lipid cia mang t€ bao anh hudng r6 rét dén su khuyéch tan
clia cdc thudc chong lao vao trong t&€ bao va siic dé khang cta vi khudn véi cdc tic nhan héa hoc
va ly hoc tr bén ngoai.

Trong co thé, vi khudn lao c6 thé ton tai dudi 4 dang quin thé & nhitng ving tén thuong khéc
nhau. C4c quan thé nay chiu su tic dong clia thudc chong lao mic do rat khac nhau.

- Quén thé trong hang lao con goi 1a quan thé A. Trong hang lao ¢6 pH trung tinh, lugng oxy déi
dao, vi khuén nidm ngoai t€ bao va phét trién nhanh, manh nén s6 lugng vi khudn nhiéu, dé xuat
hién dot bién khang thudc. Quan thé nay bi tieu diét nhanh bdi rifampicin, INH va streptomycin.

- Quan thé trong dai thuc bao con goi 1a quan thé B. Trong dai thuc bao pH acid, so luong vi

khuén it v phét trién cham nhung c6 kha nang s6ng sét cao nén ton tai dai dang gay nguy co tai

phdt bénh lao. Pyrazinamid c6 tdc dung t6t nhat v6i quan thé nay. Rifampicin c6 tdc dung, I NH
rét it tdc dung con streptomycin khong c6 tdc dung véi loai quan thé nay.

- Quan thé nim & trong 6 ba dau goi 1a quan thé C. O ba dau 12 viing rét it oxy, c6 pH trung tinh,
vi khuén chuyén héa timg dot ngdn nén phét trién rat cham, chi c6 rifampicin ¢6 t 4c dung véi
quan thé vi khuin nay.

- Quan thé ndm trong cic ton thuong xo, voi héa goi 1a quan thé D. S6 luong vi khudn lao khong

16n khong phat trién dugc goi 1a truc khudn “ngl”. Céc thudc choéng lao khong c¢6 tdc dung trén

quan thé vi khuin nay.

Muc tiéu quan trong trong diéu tri lao 12 dung c4c thudc dé tieu diét tit ca cdc quan thé, dac biét

12 quéan thé B, C. Ngoai ra, tuy theo thé bénh ¢6 thé ding mot s6 phuong phép diéu tri thich hop

nhu phau thuat, cat loc, b6 bot hoac choc hiit v.v...

Hién nay thuoc chong lao dugc chia thanh 2 nhém:
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Nhém I: La cdc thudce chong lao chinh thuong dung, cé chi s6 di€u tri cao, it tic dung khong
mong muon : isoniazid (INH, Rimifon), rifampicin, ethambutol, streptomycin va pyrazinamid.

Nhém II: La nhitng thudc it dung hon, d ung thay thé khi vi khuén lao khing thuéc, c6 pham vi
diéu tri hep, c6 nhiéu tic dung khong mong muén: ethionamid, para -aminosalicylic (PAS),
cycloserin, amikacin, kanamycin, capreomycin, thiacetazon, fluorquinolon va azithromycin,
clarythromycin.

1.1. Cac thuoc chong lao thuong dung
1.1.1. Isoniazid (Rimifon, INH, H)
La din xuat clia acid isonicotinic, vira ¢6 tdc dung kim khuén, vira c6 tac dung diét khuén.

Noéng do tc ché toi thiéu doi vé6i truc khudn lao 0,025 - 0,05 mcg/ml. Khi néng do cao trén
500mcg/ml, thudc c6 tdc dung tic ché su phat trién ctia cdc vi khudn khdc. Thudc c6 tdc dung trén
vi khudn dang nhan lén ca trong va ngoai t& bao, ké ca trong moi trudng nuoi cAy.

1.1.1.1.Co ché'tdc dung:

Mic du isoniazid da dugc st dung diéu tri lao vai thap ky va dén nay van dugc coi 1a thuéc s6
mot trong diéu tri tit ca c4c thé lao nhung co ché tdc dung ciia thudc van con chua duge giai thich
day du. Theo Takayama va cong su (1975), acid mycolic 1a mot thanh phan quan trong trong ciu
tric mang cua truc khuén lao. Giai doan ddu clia qué trinh téng hop mycolic 1a su kéo dai mach
cta acid nho desaturase. V6i nong do rat thip ctia INH, enzym nay bi tic ch€ lam ngan can su kéo
dai mach clia acid mycolic dan dan giam so luong lipid cia mang vi khuén, vi khudn khong phat
trién dugc.

+

Ngoai ra, mot s6 tdc gid con cho ring, INH tao chelat v6i Cu** va tc ché canh tranh véi

nicotinamid va pyridoxin 1am r6i loan chuyén héa ctia truc khudn lao.

1.1.1.2. Duoc dong hoc

Thudc duogc hap thu nhanh qua duodng tiéu héa. Sau khi udéng 1 -2 gio, nong do thudc trong mau
dat t6i 3-5mcg/ml. Thic an va cac thudc chita nhom lam giam hap thu thudc.

Isoniazid khuéch tdn nhanh vao cdc t€ bao va cac dich mang phéi, dich ¢ truéng va nudc nio
tuy, chdt ba dau, nudc bot, da, co. Nong do thudc trong dich ndo tuy tu ong duong véi nong do
trong mau.

Thudc duoc chuyén héa & gan nhd phan tng acetyl héa, thuy phan va lién hop véi glycin. Su
acetyl hda cua isoniazid thong qua acetyltransferase ¢6 tinh di truyén.

O ngudi c6 hoat tinh enzym manh, thoi gian ban thai ctia thuéc khoang 1 gidy, nhung & ngudi c6
hoat tinh enzym yéu thoi gian ban thai cta thudc khoang 3 gio.

Thuoc dugc thai trir chi yéu qua than. Sau dung thudc 24 gio, thudc thai trir khoang 75 - 95%
dudi dang da chuyén héa. Gan day, mot s6 tac gia cho rang dang acet yl héa ctia INH dugc khir
acetyl trong co thé tao thanh dang con hoat tinh.

1.1.1.3.Tdc dung khéng mong muoén

- Di tng thudc, buon noén, non, chéng mat, tdo bon, kho miéng, thoai hoa bach cau hat, thi€u
mau.
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- Viém day than kinh ngoai vi chi€m 10 - 20%, dac biét hay gip & bénh nhan dung liéu cao, kéo
dai, nghién rugu, suy dinh dudng va tang glucose mau. Vitamin B6 c6 thé lam han ché tic dung
khong mong mudn nay cua isoniazid.

- Viém day than kinh thi giac.

- Vang da, viém gan va hoai tit t€ bao gan thudng hay g dp & ngudi trén 50 tudi va nhitng ngudi c6
hoat tinh acetyltransferase yéu. Co ché gay t6n thuong gan cua isoniazid dén nay véan chua duoc
gidi thich ddy di. C6 gia thuyét cho ring, acetylhydrazin chét chuyén héa cla isoniazid bi
chuyén héa qua cytocrom - P,, sinh ra goc tu do gay tén thuong t& bao gan.

Mot s6 thudc gay cam ting cytocrom - P, nhur phenobarbital, rifamycin gay tang t6n thuong gan
ctua INH.

- Isoniazid tic ché su hydroxyl héa clia phenytoin, c¢é thé gay ng6 doc phenytoin khi diéu tri phoi
hop thuoc.

1.1.1.4. Ap dung diéu tri

- Rimifon: vién nén 50 - 100 - 300 mg; 6ng tiém 2ml chita 50mg hoac 100mg/ml; Siro 10
mg/ml.

- Phéi hop véi céc thude chong lao khéc dé diéu tri tit ca céc thé lao. Ngudi 16n dung 5mg/kg thé
trong, tré em 10-20mg/kg thé trong, t6i da 300mg/24 gid.

- Thudc c6 thé ding du phong cho nhitng ngudi c6 test tuberculin duong tinh hodc & bénh nhan
sau diéu tri tdn cong bang cdc thudc chong lao. Ngudi 16n ding 300mg/ 24 gid, tré em 10mg/kg
thé trong, t6i da 300mg/24 gid kéo dai 3 - 6 thdng. Khi diéu tri, cdn ding kém vitamin B, 10-
50mg /24 git dé gidm bét tdc dung khong mong mudn clia INH.

1.1.2. Rifampicin (RMP,R)
Rifamycin 1a tir chi ca mot ho khang sinh c¢6 céu tric giong nhau dugc chiét xuat tir Streptomyces

mediterranei. Rifampicin 13 khdn g sinh bdn tong hop tir rifamycin B ¢6 tac dung diét khudn ca
trong va ngodi t& bao, chuyén héa va thai trir cham so véi cdc chat cing nhém.

1.1.2.1.Tac dung

Thudc khong chi ¢6 tac dung diét truc khudn lao, phong, ma con diét ca céc vi khudn gram am,
E-coli, truc khuan mu xanh, Haemophilus influenzae , Nesseria meningitis .

Rifampicin diét vi khu4n ca trong va ngoai t&€ bao. Trong moi trudng acid, tic dung cla thudc

manh gép 5 lan.

1.1.2.2. Co ché'tdc dung

Rifampicin gan vao chudi B clia ARN - polymerase phu thuoc ADN ctia vi khudn 1am ngin can
su tao thanh chudi ban dau trong qué trinh téng hop ciia ARN. Thudc khong tic ché€ ARN -
polymerase ctia ngudi va dong vat & li€u diéu tri. Khi ding liéu cao gdp nhiéu lan liéu diéu tri,

thuoc c6 thé gay tc ché€ ARN - polymerase &ty thé t&€ bao dong vat.

1.1.2.3. Duoc dong hoc

Thudc duge hap thu t6t qua duong tiéu hdéa. Sau khi udng 2 - 4 gio, dat duoc nong do t6i da trong
mau. Acid amino salicylic lam cham hap thu thuoc.
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Trong mdu, thuéc gan vao protein huyét twong khoang 75 - 80%. Dudng thai trir chli yéu cua
thudc 1a qua gan va than. Ngoai ra, thudc con thai trir qua nuéc bot, ddm, nudc mat, lam cho cac

dich nay c6 mau do6 da cam. Thoi gian ban thai ctia thudc khoang 1,5 - 5 gio. Khi chitic nang gan
giam, thoi gian ban thai cta thudc kéo dai. Nguoc lai, do tu gdy cam tng hé enzym oxy héa
thudc & gan, sau diéu tri khoang 14 ngay thoi gian ban thai clia thude bi rit ngén lai. Thuoe ¢

chu ky & gan - ruot.

Rifampicin 1am tang chuyén héa mot so thude thong qua téc dung gay cam dng cytoc rom - Py,
nhu: thudc tranh thai, phong tdéa B- adrenergic, chen kénh calci, diazepam, quinidin, digitoxin,
prednisolon, sulfonylurea, mot s6 thuoéc chong dong mau...

1.1.2.4. Tdc dung khong mong muon:

Thudc it ¢6 tdc dung khong mong muén, song c6 thé gap & mot s6 ngudi:

- Phat ban 0,8%; bu6n non, non (1,5%); Sot (0,5%); roi loan su tao mau.

- Vang da, viém gan rat hay gip & ngudi c6 tién sit bénh gan, nghién rugu va cao tudi. Tac khong
mong muon nay tang lén khi dung phoi hop véi isoniazid.

1.1.2.5. Ap dung diéu tri

- Ché pham Rifampicin (Rifampin, Rimactan, Rifadin) vién nang hodc vién nén 150 - 300
mg, siro 100mg/Ml, dung dich tiém truyén 300 - 600 mg/lo.

- Phoi hop v6i céc thude chong lao khac dé diéu tri cdc thé lao, khong dung don doc rifampicin
trong diéu tri lao. Ngoai ra thudc con dugc chi dinh trong mot s6 bénh nhiém khuén do céc vi
khudn con nhay cam gay nén.

- Liéu dung cho ngudi 16n 1 1an trong 1 ngay 10 - 20mg/kg thé trong, t6i da 600mg/24 gio.
-Khong dung thuéc & nguoi giam chitc nang gan v a khi di€u tri cin theo ddi chitc nang gan
thuong xuyén.

1.1.3. Ethambutol (EMB, E)

1.1.3.1.Tac dung

La thudc tdng hop, tan manh trong nudc va vitng bén & nhiét do cao, ¢6 tdc dung kim khuén lao
manh nhat khi dang ky nhan 1én, khong c6 téc dung trén cac vi khudn khéc.

1.1.3.2. Co ché'tdc dung:

Theo Takayama va cong su (1979), ethambutol c6 téc dung kim khuén 1a do tc ché sy nhap acid
mycolic vao thanh t€ bao truc khuén lao, 1am réi loan su tao mang truc khuén lao. Ngoai ra, mot
s0 tdc gia con cho ring ethambutol giy r6i loan su tdng hop acid nhan thong qua tc ché canh
tranh véi c4c polyamin va tao chelat v6i Zn ** va Cu®*.

1.1.3.3. Dugc dong hoc:

Thudc duge hap thu t6t qua dudng tiéu hoa, sau khi uéng 2 - 4 gio, dat duoc nong do toi da trong
m4u. Trong co thé, thudc tap trung cao & trong cdc mod chita nhiéu Zn **, Cu®, dic biét 1a than,
phdi, nuéc bot, than kinh thi gidc, gan, tuy v.v... Sau 24 gid, mot nita luong thudc udng vao duoc
thdi ra ngoai qua than, 15% du6i dang chuyén hoa.

1.1.34.Tdc dung khong mong muon:
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Khi diéu tri lao bang ethambutol c¢6 thé gap mot s6 tic dung khong mong muén nhu: r6i loan
tiéu hoa, dau dau, dau bung, dau khdp, phat ban, s6t, viém day than kinh ngoai vi, nhung nang
nhat 1a viem day than kinh thi gidc gay roi loan nhan biét mau sic. Cat nghia cho ton thuong thi
gidc, o tac gia cho rang day thin kinh thi gidc chita nhiéu Zn **, ethambutol tao chelat v6i Z**
gay viém.

1.1.3.5. Ap dung diéu tri:

Ethambutol vién nén 100 dén 400mg dugc phoi hop véi cdc thude chong lao dé diéu tri cdc thé
lao, nguoi 16n uong li€u khoi ddu 25mg/kg/ngay trong 2 thiang sau d6 giam liéu xudng
15mg/kg/ngay. Tré em uong 15mg/kg/ngay. Khong dung cho ngudi c6 thai, cho con bu, tré em
dudi 5 tudi va ngudi ¢6 viem than kinh thi gidc va giam thi luc.

1.1.4. Streptomycin (SM , S).

La khang sinh thuoc nhém aminoglycosid c6 tic dung diét khudn lao manh dac biét vi khudn
trong hang lao va mot s6 vi khudn Gram (+) va Gram ( -). Nong do 10mcg/ml c¢6 tdc dung diét
truc khuan lao.

DPugc phoi hop véi cac thudc chong lao khac dé diéu tri lao. Tiém béap hang ngay hoic cich ngly
liéu 15mg/kg thé trong, t6i da khong vuot qud 1g/ngay. Déi v6i nguoi cao tudi, liu dung 500 -
750mg/ngay.

Duoc dong hoc, co ché tic dung, tic dung khong mong muon va chdng chi dinh cua thudc xin
doc bai “khang sinh nhém aminoglycosid”.

1.1.5. Pyrazinamid(Z, PZA)
1.1.5.1.Tac dung:

La thudc ¢6 ngudn goc tong hop, it tan trong nudc, tdc dung manh trong moi trudng acid ¢6 tac
dung kim khuén lao c¢6 céu tric tuong tu nhu nicotinamid. Thuéc diét truc khudn lao trong da i
thuc bao c6 pH acid va t&€ bao don nhan véi nong do 12,5mcg/ml, dic biét khi vi khuin dang
nhan lén.

Co ché: chua biét du cdu tric gan giong acid nicotinic va INH.
1.1.5.2. Duogc dong hoc:

Thudc hap thu nhanh qua duong tiéu hod. Uong sau hai gio dat duoc n 6ng d6 t6i da trong mau va
khuéch tan nhanh vao mo dich co thé. Thudc di qua hang rao mdu nio t6t nén c6 hiéu qua diéu tri
cao trong lao mang ndo. Thoi gian ban thai ctia thuéc khoang 10 dén 16 gio.

1.1.5.3.Tdc dung khong mong muon:

Thudc ¢ thé gay mot s6 tdc dung khong mong mudn nhu: dau bung, chdn an, buén non, non,
sot, nhitc dau, dau khép. Dac biét luu y, thude ¢ thé gay tdn thuong t&€ bao gan, vang da & 15%
s6 bénh nhan. Do vay, khi diéu tri cdn kiém tra chiic ning gan tru6c va trong diéu tri. Néu c6 di u
hiéu giam chic nang gan phai ngiing thudc. Do canh tranh vdi acid uric & hé van chuyén tich cuc
tai 6ng than, pyrazinamid c6 thé gay ting acid uric m4u.

Pyrazinamid lam giam tac dung ha acid uric ctia probenecid, aspirin, vitamin C va lam tang tac
dung ha glucose mau cua cac thuéc nhém sulfonylure.

1.1.54. Ap dung diéu tri:
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Vién nén 500mg.

Pyrazinarpid thudng phoi hop véi cdc thude chong lao khac dé diéu tri lao trong 6 thdng dau, sau
d6 thay bang thudc khéc. Liéu trung binh nguoi 16n 1,5 -2,0 g/ngay va tré em 35mg/kg/ngay.

1.2. Cac thuéc chong lao khac

1.2.1. Ethionamid

- La thudc vira kim khuén vira diét khuan (do tic ché téng hop acid mycolic). Udng hdp thu tir tix
qua dudng tiéu hoda, sau 3 gio dat nong do toi da trong mau va thai trir chi yéu qua than dudi
dang da chuyén hoa.

- Thu6c dugc chi dinh khi vi khuén lao khdng vé6i cdc thuéc nhém 1. Ngoai ra, ethionamid con
duoc dung ph6i hop véi dapson, rifampin dé diéu tri phong véi liéu 10mg/kg thé trong.

- Mot s6 tdc dung khong mong mudn c6 thé gap nhu: chan an, bud n non, non, di 16ng, roi loan
than kinh trung vong (dau du, co giat, mat ngtl), viém day than kinh ngoai vi. Ethionamid c6 thé
gay 16i loan chiic nang gan, can phai theo ddi chiic nang gan trudc va trong khi diéu tri.

- Thudc dugc dung véi liéu tang dan. Khdi dau 500mg cach 5 ngay tang 125mg dén khi dat 15 -
20mg/kg thé trong va khong vuot qud 1gam/24gid.

1.2.2. Acid paraaminosalicylic (PAS)

La thu6c kim khudn lao c6 co ché tic dung giong sulfonamid, nhung khong c6 tdc dung trén céc
vi khudn khdc. Liéu diung: 200- 300mg/kg/ngay, t6i da 14 - 16g/ngay. PAS c6 thé gay ia long,
non, dau bung. Dé han ché tdc dung khong mong mudn, can uéng vao ldc no.

1.2.3. Mot s6 khdng sinh khdc cé tac dung chong lao

- Kanamycin va amikacin c6 noéng do vé tic ché t6i thiéu véi truc k hudn lao 10 ug/ ml. Liéu diéu
tri lao 1g/ 24 gio.

- Capreomycin 1a 1 peptid vong c6 tac dung chong lao véi liéu 15 - 30 mg/ kg/ 24 gio.

- Ofloxacin va ciprofloxacin 1a 2 khang sinh nhém fluorquinolon c6 néng do trong t6 chiic phéi
cao hon trong huyét tuong c6 noéng do tic ché tdi thiéu trén truc khuén lao rat thap tir 0,25 - 3 ng/
ml. Trong diéu tri lao ciprofloxacin uéng 1,5g chia 2 lan/ngay; ofloxacin uéng 600 - 800 mg/
ngay.

- Azithromycin va clarythromycin 1a 2 macrolid méi cling ¢ tdc dung trén truc khuédn la o duoc
chi dinh khi truc khuén lao khang c4c thudc chong lao chinh.

- Cycloserin duoc chi dinh diéu tri lao véi liéu 15 - 200 mg/ kg/ ngay.
Chi tiét xin xem bai “Thudc khang sinh”.
1.2.4. Thiacetazon (Amithiozon)

La thuéc kim khuan. C6 hoat tinh chéng lao v 6i noéng do tc ché t6i thiéu (MIC) 1a 1 ug/ml. Trong
lam sang c6 thé phoi hop véi INH dé diéu tri lao. Liéu ding hang ngay 150mg.
1.2.5. Clofazimin

Thudc duoc dung cho nhitng bénh nhan cé truc khuin lao da khing thudc véi liu dung
200mg/24 gio.
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(Chi tiét xin doc bai "thuoc diéu tri phong").
1.3. Su khang thudéc cia vi khuan lao

Ti 1¢ vi khudn lao khdng thudc ngdy cang ting, nguyén nhan chii yéu 1a do ding thudc khong
ding phac do phoi hop, liéu luong va thoi gian diing thuoc hoac chat lugng thuoc kém.

Su khang thudc c6 thé xép thanh 3 loai:

- Khang thudc tién phat: 1a su khang thudc xay ra & bénh nhan chua dugc dung thudc chéng lao
14n ndo. Nguyén nhan 1a do vi khuén lao khdng thudc lan truyén tir bénh nhan khdc sang.

- Khing thu6c mac phai hay con goi 1a khdng t hudc thit phét 12 su khang thudc sau khi diing cdc
thudc chong lao it nhat mot thang. Nguyén nhan do dung thudc khong ddng licu lugng va phoi
hop thudc khong ding gay nén su chon loc vi khudn khéng thudc.

- Pa khéng thudc 12 hién tuong vi khuén lao khang lai it nhat 2 loai thudc chong lao trong dé c6
khang rifampicin va INH va khang cung véi cac thuoc chong lao khac.

Dé d6i phé véi su khang thudc ctia vi khudn lao, ngin ngira su chon loc tao ra chiing khang thudc
va su lan truyén céc chiing khang thudc trong cong dong, can phai 4p dung diing nguyén tic diéu
tri lao.

1.4. Nguyén tic dung thuéc chong lao va mét s6 phac do diéu tri lao
1.4.1. Nguyén tdc ditng thudc chong lao

- Dé giam ty I¢ khdng thudc va rit ngin thoi gian diéu tri, cac thudc chong lao luon dung cling
mot lic (vao thoi gian nhat dinh trong ngly) it nhat 3 loai thudc trong 24 gid va c6 thé phoi hop
4-5 thudc trong giai doan tin cong 2 - 3 thang dau, sau d6 chuyén sang diéu tri duy tri.

- Can phai cay vi khudn va lam khang sinh d6 dé chon khang sinh thich hop.

- Phéi hop thudc theo tinh nang tic dung nham nang cao hiéu qua diéu tri va giam tic dung
khong mong mudn. Thudng phdi hop thude vira diét khuén trong t&€ bao va ngoai t&€ bao cling véi
thudc diét khuén thé dang phat trién va thé “0 bénh”.

- Diéu tri lién tuc, khong ngét quang, it nhat 6 thdng va c6 thé kéo dai 9 - 12 théng.

- Tri liéu ngan ngay c6 kiém sodt truc ti€p (DOTS =directly observed treatment short course).

- Liéu phdp du phong bang INH trong 6 thdng cho nhitng nguoi ti€p xdc v6i bénh nhan c6 k ha
ning bi lao, nhung chua c6 dau hiéu nhiém khuén va ngudi c6 test tuberculin rong trén 10mm va
ngudi trude kia bi lao nhung hién nay & thé khong hoat dong va hién dang ding thudc tc ché
mién dich.

- Thuong xuyén theo doi tic dung khong mong mudn ctia thud c.

- Trong trudng hop truc khuén lao khang véi cdc thudc chong lao chinh thudng dung hoic cé tic
dung khong mong muén ma bénh nhan khong thé chip nhan duoc thi lua chon céc thude chong
lao khéc.

1.4.2. Mot 56 phdc do diéu tri lao hién nay ¢ Viét Nam

Dua trén phac d6 diéu tri lao ctia t6 chitc Y t€ Thé gi6i, chuong trinh chong lao Quéc gia da dé
xudt mot s6 phiac d6 dp dung cho diéu tri lao hién nay & Viét nam.

1.4.2.1. Nguoi bénh chua chita lao bao gio:
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2SRHZ / 6HE

- Diéu tri tdn cong 2 thang lién tuc dung 4 1oai thudc S (SM); H (INH); R (RMP); Z (PZA) hang
ngay.

- Diéu tri duy tri hang ngay lién tuc trong 6 thang véi 2 thuéc 1a H va E (EMB).

1.4.2.2. Nguoi bénh cé lao tdi phdt hodc thdt bai diéu tri:

2SHRZE/1HRZE/SH, R, E, *

- Diéu tri tan cong hang ngay lién tuc trong hai thiang véi 5 loai thuoc SHRZE, mot thang tié€p
theo dung hang ngay 4 loai thu6c HRZE.

- Sau d6 diéu tri duy tri 3 loai thuéc H, R, E mot tuan dung ba 1an cdch quang trong 5 thang lién
tuc.

* H: Isoniazid Z: pyrazinamid S: Streptomycin

R: Rifampicin E: Ethambutol

S6 & trude chit cdi chi thoi gian diéu tri tinh bing thdng; chit s6 dudi & sau chit cdi chi s6 ngay
dung thudc trong 1 tuan, néu khong c6 cac chit s6 nay thi dung thudc hang ngay.

2.THUOC PIEU TRI PHONG

Bénh phong 14 bénh nhiém khudn Myc obacterium leprae. Néu dugc diéu tri sém va ding, bénh
phong c6 thé khdi, khong dé lai di chiing. Hién nay, ba thudc chii yéu diéu tri phong 1a: dapson,
rifampicin va clofazimin.

2.1. Dapson (DDS)

La dan xuat 4-4 diamino diphenyl sulfon cau triic gan gidng pa ra-aminobenzoic acid c6 tic dung
kim truc khuin phong. Mic du, da dugc téng hop tir nhitng nam 1940, nhung dén nay DDS vén
dugc coi 1a thude quan trong nhét trong diéu tri phong.

2.1.1. Duoc déng hoc

Thudc duge hidp thu gan hoan toan qua ong tiéu héa. Udng 1 00mg, sau 24 gio dat duoc nong do
trong mau gap 50 - 100 lin ndng do tc ché t6i thiéu. Trong mau, thudc gian vao protein huyét
tuong khoang 50% va khuéch tan nhanh vao cdc t6 chiic: da, co, gan, than va dich nio tuy.

Dapson duoc chuyén héa & gan nho phan ting acetyl héa tao thanh monoacetyl -DDS khong c6 téc
dung kim khuan. Su chuyén héa ctia DDS mang tinh di truyén. Than va mat 12 duong thai trir cha
yéu clia thudc. Do c6 chu ky gan - ruot, nén thudc ton tai rat lau trong co thé, thoi gian ban thai
ctia thudc khoang 28 gio.

2.1.2. Tdc dung va co ché'tic dung

Dapson chi ¢6 tic dung kim khuin phong, khong diét khuin. Co ché tic dung giong sulfonamid.
Co ché chi tiét xin doc bai “Thudc khang sinh”, phan “sulfamid”.

2.1.3. Tdc dung khong mong muon
Dung Dapson ¢6 thé gap mot s6 tac dung khong mong mudn sau:
- Budn non, non, dau dau, phat ban & da.

- R&i loan tam than, viém day than kinh ngoai vi.
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- Thi€u mdu, tan mau, dac biét hay gap & nguoi c6 thiéu hut G [PD.

- Methemoglobin

- Hoi chitng “sulfon” hay “Jarish - Herxheimer”. Hoi ching nay thuong xuat hién sau khi dung
thuoc 5-6 tuan. Biéu hién: sot, vang da, hoai tlt gan, viém da, met -Hb va thi€u mau.Pay 1a hoi
chiing rat nang, can phai ngling thuoc ngay va hoi stic tich cuc tranh tr vong.

2.1.4. Ap dung diéu tri

Do ti 1¢ truc khudn phong khéng thudc ngly cang cao, nén tir nam 1982 & Viét Nam khong dung
riéng dapson dé diéu tri ma thudng phoi hop véi clofazimin hoic rifampin.

Thuoc dang vién nén 25mg, 100mg u6ng khoi dau liéu thdp 50mg/24 gid. Néu bénh tién trién
khong tot, tang li€u 1én 100 mg/24 gid va duy tri it nhét trong 2 nam. Trong diéu tri can theo doi
cong thic mdu thudng xuyén. O nhiing bénh nhan c6 di tng véi thudc, suy giam chic nang gan,
thi€u hut G,PD hodc met-hemoglobinreductase, chong chi dinh dung thudc.

2.2. Rifampicin

La khang sinh khong chi diét khudn lao va cdc vi khuan Gram (+), Gram ( -) kh4c, ma con c6 kha
nang diét truc khuin phong manh. So vé6i dapson, thudc khuéch tén vio mo than kinh kém nén
khong lam gidm dugc triéu ching t6n thuong thin kinh do truc kh udn phong gay nén.

Thudc dugc phoi hgp véi cac thudc diéu tri phong khac véi liéu 600mg/24 gid.
Chi tiét vé rifampicin xin doc bai “Thudc khadng sinh” va bai “Thudc chong lao”.
2.3. Clofazimin (Lampren)

Thudc ¢ tdc dung kim khudn phong va mot s6 vi khuidn g ay viém loét da (Mycobacterium
ulcerans) va gay nén viém phé€ quan man tinh (Mycobacterium avium). Ngoai ra, clofazimin con
6 tac dung chdng viém va ngan chan su phat trién ctia cac not san trong bénh phong.

Theo Morrison va Marley (1976), clofazimin ¢6 tic dung kim khuén 1a do thuéc gan vaio ADN
cuia truc khudn 1am tc ché su nhan doi ctia ADN.

Uodng hédp thu nhanh va tich lily lau trong cdc mo. Than la duong thai trir chi yéu cta thudc.
Ngoai ra, thudc con dugc thai qua moé hoi.

Trong qu4 trinh dung thudc, ¢6 thé gap mot s6 tic dung khong mong mudn nhu: mat mau da,
viém rudt, tang bach cau ua acid.

Vién 100mg - phoi hop véi dapson va rifampin diéu tri mot s6 thé phong véi liéu 50mg/24 gid
hodc 100-300mg/24 gid/tuan. Khi diéu tri, cAn theo ddi chic nang gan va than.

2.4. Cac thuoc diéu tri phong khac
2.4.1. Sulfoxon

Thudc ¢6 cau tric tuong tu nhu dapson, nhung hap thu khong hoan toan qua duong tiéu hoéa va
thai trir chi yéu qua mat va qua phan.

Co ché tac dung va tic dung khong mong mudn ciia thude giong dapson. Thudc c6 thé dung thay
dapson dé diéu tri phong véi liéu 330mg/24 gio.

2.4.2. Thalidomid
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La thudc an than, nhung c6 tic dung diéu tri phong, dac biét thé phong ct. Liéu diung 100 -

300mg/24 gio. Do gay quai thai, dac biét giai doan 24 - 36 tuan dau cua ky thai nghén, nén thudc
it duoc dung.

2.4.3. Ethionamid

C6 tdc dung vira kim khudn vira diét khudn lao va phong c6 thé thay thé clofazimin trong nhitng
truong hop khdng clofazimin. Li€u duing hang ngay 250 - 375mg.

Chi tiét xin doc thém bai “Thudc chong lao”.
2.5. Nguyén tic va mot so phac do diéu tri phong hién nay

Nhéim tang hiéu qua diéu tri, rit ngan thoi gian dung thudc va han ché€ su khang thudc cua truc
khudn phong tir 1982, T6 chic Y t€ Thé gii khuyén cdo mot s6 nguyén tic diéu tri phong nhu
sau:

- Pa héa tri liéu, khong ding mot loai thudc dé diéu tri phong va thuong dung 3 thudc dapson,
rifampicin va clofazimin.

- Phoi hop héa tri liéu véi vat 1y liéu phap va thé duc liéu phap dé tranh tan phé.

- Udng thudc ding liéu lugng, ding phic d6, du thoi gian va dinh k¥ theo doi tdc dung trén lam
sang, xét nghiém vi khudn va tic dung khong mong mudn.

- Thoi gian diéu tri kéo dai tuy thuoc vao mic do nhiém truc khuan.

2.5.1. Phdc dé diéu tri nhém cé nhiéu truc khudn

Dapson Rifampicin Clofazimin Thoi gian diéu tri Theo doi
100mg ty | 600mg mdi 300mg mdi thing it nhat 2 nam hoac cho | Sau 1-2-6
uong moi | thinguong 1 | udng 1 1an c6 gidm dén khi xét nghiém thang
ngay lan c6 giam sat + 50mg hang ngay | tim truc khuén am tinh | (trong 5

sat tu udng nam)
Phdc dé diéu tri nhém it vi khudn
Dapson Rifampicin Thoi gian diéu Theo doi
tri
100mg tu udéng 600mg mdi thang uéng 1 6 thang Sau 1-2-4-6 thang
hang ngay lan c6 gidm sat (trong 3 nam)

Phdc do diéu tri nhém bénh nhiéu vi khudn ¢ tré em

Rifampicin Clofazimin Dapson Thoi gian
Cdn hang thang | Hang thing | Hang tuadn, tu uong diéu tri
ndng tré | cé kiém tra co giam sat hang ngay | hang ngay
(uong) (uong) tuw uong
<20kg 150mg 100mg 100mg 25mg it nhat
(hang tuén) 2 nam hoac
21-30kg 300mg 150-200mg 150mg 25-50mg dén khi
(hang tuin)
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31-50kg 450mg 200-300mg 50mg 50-75mg xét nghiém
(hang tuin) am tinh

2.5.4. Phdc do diéu tri nhém bénh it vi khudn 6 tré em

Cdn ndng tré | Rifampicin hang thding c6 | Dapson hang ngay tu | Thoi gian diéu
gidm sdt (uéng) uong tri
< 20kg 150 mg 25mg
21 —30kg 300mg 25 — 50 mg 6 thang
31 — 50 kg 450 mg 50 — 70 mg

CAU HOI TU LUONG GIA

1. Trinh bay tdc dung, co ché tdac dung, ddc diém duogc dong hoc va tdc dung khong mong
muoén cuia INH va cdc nguyén tdc diéu tri lao.

2. Trinh bay tdc dung, co ché'tdc dung, ddc diém du oc dong hoc va tdc dung khong mong
muon cua rifampicin, va phdc do diéu tri lao hién nay.

3. Trinh bay tdc dung, co ché'tdc dung, ddc diém duoc dong hoc va tac dung khong mong
muon cua ethambutol va pyrazinamid.

4. Trinh bay tdc dung, co ché'tdc dung, ddc diém d voc dong hoc va tdc dung khong mong
muon cud streptomycin.

5. Trinh bay tdac dung, co ché'tac dung, ddc diém duoc dong hoc va tdc dung khong mong
muon cud dapson.

6. Trinh bay tdc dung, co ché'tdc dung, ddc diém dugc dong hoc va tdc dung khong mong
muon cud clofazimin.

7. Trinh bay nguyén tdc va phdc do diéu tri phong hién nay.



