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TETRACYCLIN

Tén chung qubc té: Tetracycline.
Mi ATC: A0IABI3, DO6AAO4, JO1AA07, SO1AA09, SO2AA0S,

S03AA02.
Logi thude: Khang sinh.

Dang thube va ham lrgng

Liéu dung cua thude durge tinh theo tetracyclin hydroclorid.

Diing dang tetracyclin hydroclorid.

Vién nén, vién nang: 250 mg, 500 mg.

Thuéc ma: 1%, 3%.

Diing dang tetracyclin base.

Sird: 125 mg/5 ml (ham lugng biéu thj duéi dang fetracyclin
hydroclorid).

Duge lye hoe

Co ché tdc dung: Tetracyclm la mét khéng sinh phd rong cé téc
dung kim khudn do trc ché qua trinh tong hop protein cua vi khuan,

Co ché tac dung cua tetracyclin la do kha ning gﬁn vao va (rc ché
chirc nang ribosom cua vi khudn. Khi vio trong té bao vi khuin,

tetracyclm gén vio tiéu dom vi 308 cua ribosom, ngin can syr gﬁn
két aminoacyl t-RNA 1am rc ché qué trinh tong hop protein. Khi vi
khuan khang tetracyclin, vi tri gin tetracyclin trén ribosom bj thay
ddi. Do viy, tetracyclin khong gin dugc vao ribosom cia vi khuin
va mat tac dung.

Phé tde dung: Tetracyclin co ban cé tic dyung trén nhiéu vi khuin
gdy bénh ca Gram ém va Gram duong, ca hiéu khi va ky khi;
thude cling c6 tac dung trén Chlamydia, Mycoplasma, Rickettsia,
Spirochaete. Céc loai nim, nim men, virus khéng nhay cam véi
tetracyclin.

In vitro, da phat hién mét sb vi khudn cb trong cic héc ring cua
bénh nha chu nhay cim véi tetracyclin & néng d6 twong duong
ndng 4§ thube trong héc rang khi dat soi tetracyclin. Mot sé vi
khuin xdc dinh trong bénh nay la Fusobacterium nucleatum,
Porphyromonas gingivatis, Prevotella intermedia, Campylobacter
rectus, Actinobacillus actinomycetemcomitans.

Thyc té 1am sang da xac dinh tetracyclin lam giam ty 1€ viém va
phi né, giam chay mau, do siu cua céc héc quanh chin ring. Tac
dung nay dat dugc c6 thé do ndng d¢ tetracyclin tai chd kha cao
nén di c6 tic dung diét vi khuin va ngin can xim nhip cta vi
khuan. Tetracyclin con hap phu vio xuong ring vi duge xem nhu
mét noi tich lily thubc dé phong thich dan sau khi da Iéy sqi thude
ra khoi héc. Do vy, s¢i tetracyclin da dugc ding diéu tri phu trg
trong cac bénh nha chu ¢ ngudi l6n dé lam giam séu cac hoc, chay
miu & quanh ring. S¢i tetracyclin thong thudng c6 kha ndng phéng
thich thude kéo dai trong 10 ngay.

Gin day, sir dung tetracyclin trong diéu tri phy trg cho cac truong
hop trimg ¢4 viém (trimg cé boc, trimg ca do) ¢6 hi¢u qua kha
quan,

Khdng thuoc: Cho dén nay, rat nhiéu chung vi khudn da khang
tetracyclin do viéc lam dung thudc va sir dung thude khong hop ly,
dic biét & Viét Nam.

Déi véi cau khudn: Udc tinh cé trén 50% s6 chung Staphylococcus,
trén 50% s6 ching Streptococcus (trén 60% voi chung Streptococcus
pneumoniae) 4 khang tetracyclin.

Poi véi tryc khuin Gram dam: Ugc tinh c6 uén 40% chang
Haemophilus  influenzae, trén 80% cdc chung Klebsiella,

E. aerogenes, Shigella flexneri, E. coli déuda khéng tetracyclin. Tét ca
céc chung Pseudomonas, Proteus, Serratia ciing déu da khang thudc.

Theo s liéu cua ASTS nam 1997: & Viét Nam, 92,9% Salmonella
typhi khang lai tetracyclin. 41,4% H. influenzae; 87,9%
K. pneumoniae; 82,9% E. aerogenes; 86,7% Shigella flexneri;
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57,1% Staphylococcus aureus; 82,3% E. coli; 50% Streptococcus
pyogenes; 7192% Streptococcus nhém D dd khang doxycyclin,
c6 nghia la ciing da khéng tetracyclin. Chinh vi viiy ma hi¢n nay
tetracyclin it dugc sit dung hofic sir dung nhung kém hi¢u qua.
Durgre djng hoc

Hap thu: Tetracyclin dugc hip thu khﬁng hoan todn qua dudng
tiéu héa. Sinh kha dung dat 60 - 80%. Hap thu tetracyclin giam khi
¢6 mit ion kim loai héa tri 2 va 3 do tao phuc hop khong tan bén
virng. Ngodi ra, sy hép thu tetracyclin khi uong con bj anh hudng
boi sira va thirc dn. Dang thuéc phosphat c6 thé giip lam ting hip
thu tetracyclin.

Néng dé thudc trong huyét tuong phy thuge vao mirc 4§ hap thu.
Néng d6 thude & trang thai can bing dat dugc khi ding 500 mg
méi 6 gidr1a 4 - 5 microgam/ml. Néng d§ dinh dat dugc sau | - 3
giér ubng thude. Néng do thude trong méu cao hon ¢6 thé dat duge
khi diing thubc qua dudmg tinh mach; nong 6 c6 thé cao hon & nir
gidi so voi nam gidi.

Phdn bo: Ty 1& thude lién két protein huyét twong 13 20 - 65%.
Tetracyclin phin bé rong khip trong céc md va dich co thé. Nong
d6 trong dich ndo tuy twong déi thip, nhung 0 thé tang trong
truémg hop viém méng ndo. Mot lugng nho xudt hién trong nudc
bot, nuoc mit va dich phm Tetracyclm con tim thay trong si?a me
véi nong do co thé dat duge bing hodc hon 60% so vai nong do
trong huyét trong. Tetracyclm qua nhau thai va xuit hién trong
tuén hoan cia thai nhi véi ndng dé khoang 25 - 75% so véi nong
do thude trong mau ngudi me. Tetracyclin gin vao xuong trong
qua trinh tao xuong mdi, qua trinh calci héa va anh hudng dén qua
trinh hinh thanh xuong va rang cua tre.

Chuyén héa va thai trie: Tetracyclin thai trir trong nudc tiéu (nher
loc cdu than) va qua phin. T&i 55% liéu dung thudc thai trir qua
nude tiéu & dang khong ddi. Nong do tetracyclin trong nrdc tiéu
c6 thé dat dugc sau 2 gior udng liéu thong thuémg 1a 300 microgam/m,
mirc ndng dé nay duy tri t6i 12 gio. Khi nude tiéu kiém hoa, ty
1é thude thai qua nugc tiéu tang. Cac tetracyclin thai trir qua mat,
trong d6 co thé dat dugc ndng do cao glp 5 - 25 lan so véi huyét
twong. Do ¢6 qué trinh tai hip thu trd lai qua vong tudn hoan gan
rudt, qua trinh thanh thai qua mét nhin chung thap.

Nira déi thai trir cia thude 14 6 - 12 gi¢ & nguoi binh thuomg va kéo
dai tdi 57 - 120 gi¢r & bénh nhén suy thin néng.

Chi dinh

Nhiém khuin hé hip trén giy ra bdi Streptococcus pyogenes,
Streptococcus pneumoniae va Haemophilus influenzae. Khong
dung tetracyclin dé diéu tri bénh do lién cdu trir khi da xac dinh
lién cdu con nhay cam.

Nhiém khuin hé hip dudi giy ra bdi Sweptococcus pyoneges,
Streptococcus pneumoniae, Mycoplasma pneumoniae va Klebsiella sp.
Nhiém khudn da, mé mém do Streprococcus pyogenes, Staphylo-
coccus aureus (Iuu y, tetracyclin khéng phai lya chon wu tién trong
diéu tri nhiém khuén do ty céu).

Mun trimg ca (khi co chi dinh khidng sinh) hodc trimg cé do.
Nhiém khuin do Rickettsia nhw Sét phét ban Rocky Mountain, céc
loai s6t phat ban, sdt Q, sét do Rickettsia.

Bénh sot vet do Chlamydophila psittaci.

Nljiém trung do Chlamydia trachomatis nhu viém niéu dao khong
bién chimg, viém ni mac ¢ tir cung hojic viém tryc trang, viém két
mac, bénh mit hét va u hat lympho sinh dyc (hay bénh hét xodi).
Bénh u hat ben do Kiebsiella granulomatis.

Sét hoi quy do Borrelia sp.

Nhiém khuén do Bartonella.

Ha cam mém do Haemophilus ducreyi.
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Bénh sbt thé (tularemia).

Bénh djch hach gy ra boi Yersinia pestis.

Tiéu chay do Vibrio cholerae.

Bénh brucella do cic loai Brucella (tetracyclin ¢6 thé ding phéi
hop véi aminosid).

Nhiém tring do Campylobacter fetus.

Diéu trj hd trg trong ly duomg rut do Entamoeba histolytica.
Nhiém khuén tiét niéu do ching Escheichia coli, Klebsiella nhay cam.
Cac nhiém khuin khéc do céc vi khuin Gram im nhay cim nhu
E. coli, Enterobacter aerogenes, Shigella sp., Acinetobacter sp.,
Klebsiella sp. va Bacteroides sp.

Phéi hop trong mét s6 phac 46 diéu tri H. pylori trong bénh loét
da day ta trang.

Trong truwing hgp bénh nhén dj ieng penicilin, tetracyclin cé thé
ding trong

Bénh giang mai vd bénh ghé céc do Treponema pallidum va
pertenue.

Nhiém tring Vincent do Fusobacterium fusiforme.

Nhiém tring do Neisseria gonorrhoeae.

Bénh than do Bacillus anthracis.

Nhiém tring do Listeria monocytogenes.

Nhiém actinomycosis do céc loai Actinomyces.

Nhiém tring do cic loai Clostridium.

Chdng chi dinh

Quéa min véi tetracyclin.

Tré em dudi 8 tudi.

Phu nir mang thai, phu nir cho con bi.

Thén trong

Tetracyclin c6 thé gdy mét mau ring vinh vién néu ding trong théi
ky riing dang phat trién, trong nira cudi thai ky va & tré bing hofic
dudi 12 tudi. Chimg gidm sn men ring ciing da dugc bdo cdo.
Phan {mg bét loi ndy gap phd bién khi ding thubc dai ngay, tuy
nhién ciing da dugc quan sat khi sir dung nhiéu dot diing ngén han.
Tetracyclin ¢6 thé lam tang uré huyét. Tinh trang nay it gip & bénh
nhén c6 chite ning than binh thuéng. Tuy nhién ¢ bénh nhédn suy
thin ning, ndng d¢ cao tetracyclin c6 thé dan t6i ting uré huyét,
ting phosphat huyét va toan héa méau. )
Khi diéu tri bénh liy truyén qua dudng tinh duc c6 nghi ngsr mic
kém giang mai, cin thuc hién cdc quy trinh chin doan thich hop.
Cin thyc hién cac xét nghiém huyét thanh hang thang trong it nhat
4 thang. _

Sir dung khéng sinh d6i khi c6 thé dén dén sy phat trién qua mirc
cua céc vi sinh vit khong nhay cam bao gdm ca nam Candida. Can
dinh ky danh gia bénh nhén. Khi xay ra tinh trang vi sinh vat khang
thudc, cén ngimg khang sinh va diéu tri thay thé thich hop.

Tiéu chay, dic biét tiéu chay nghiém trong, dai ding va/hodic c6 Ian
méu, xdy ra trong hodic sau khi diéu tri tetracyclin (ké ca vai tudn sau
diéu tri), c6 thé Ia triéu chimg cita bénh lién quan dén Clostridium
difficile (CDAD). CDAD c6 thé xay ra & mirc do nang tir nhe dén de
doa tinh mang, dang ning nhit 1a viém dai trang gia mac. Do vy,
can xem xét chin dodn nay & nhitng bénh nhan bj tiéu chay nghiém
trong trong hodc sau diéu tri bing tetracyclin. Néu nghi ngd hodc xéc
nhin CDAD, nén ngimg ding thudc ngay lap tirc va ngay lép tirc
thyc hién cac bién phap diéu trj thich hop. Chéng chi dinh cac thuoc
khang nhu dgng rudt trong tnrémg hop nay.

Khi diéu tri dai han, cin dinh ky dénh gi4 chirc ning céc co quan
nhu tiy xuong, gan, than.

Liéu cao tetracyclin ¢6 thé lién quan dén hdi chimg thodi héa gan
nhiém md va viém tyy.

Nhin chung chéng chi dinh sir dung tetracyclin & bénh nhin suy
than do thuéc tich lily déng ké. ) _

Cin thin trong khi dung trén bénh nhan suy gan hoic khi dang
diing ciing thubc dgc tinh trén gan; cin han ché dung liéu cao,
Khéng nén sir dung cung penicilin. . ‘ ‘
Phan (mg nhay cam énh sing c6 thé xdy ra 0 co dja nhay cim, do
vy cin khuyén bénh nhn trénh 4nh sang truc ‘tlép (bao gbm c3
4nh séng ty nhién va nhan tao) va cin ngimg thuoc mét khi ¢é diy
hiéu kho chiju trén da. . .

Lupus ban 6 hé théng c6 thé trim trong hon khi ding tetracyclin,
Thén trong khi ding trén bénh nhan nhuge co.

Thoi ky mang thai _

Khéng dung céc khang sinh nhom taetracy.clln choAphl.l nir mang
thai, viéc dung tetracyclin trong va gan thai ky s€ gay cac hau qua
sau: thc hai dén rang va xvong thai nhi, viém gan do tetracyclin ¢
phy nir mang thai, giy dj tat bam sinh.

Thi ky cho con bi )
Tetracyclin phan bd trong sira me¢. Méc du telracyclip c6 thé tao
phirc khdng tan véi calci trong sita m¢ nén khong hap thu dugc,
nhung vin khong nén ding tetracyclin trong thi ky cho con bi vi
kha ning gy bién mau rang vinh vién, gidm sin men ring, {rc ché
sy phat trién xwong, phan (mg nhay cdm anh sang, nam Candida &
miéng va am dao tré nho. Khong ding tetracyclin hodc khdng cho
con b khi dung thubc nay.

Téc dung khong mong muén (ADR)

Hiém gap i

Mau: thiéu mau tan huyét, giam tiéu cau, giam bach cdu trung tinh
va ting bach cAu ua eosin, mt bach cdu hat, thiéu méu bét san.
Tiéu hoéa: khé tiéu, viém thuc quan, loét thue quan (phin lém cic
bénh nhén bio cdo phan img nay dung thudc ngay truéc khi di ngu
hodc ubng nudc vai khong di nuée).

Thén: suy than cip, viém céu thén.

Gan mit: tang thoang qua cac chi s0 danh gia chirc nang gan, viém
gan, vang da, suy gan

Chuca xdc dinh dicge tan sudt

Mién dich: Qua man nhu hdi chimg Stevens-Johnson, phii mach,
hoai tir biéu bi nhiém doc, mé day, phan vé, ban Xuat huyél phin
vé, viém mang ngoai tim, dot cip bénh lupus ban do, viém da tréc
vay, hfﬁng ban cé dinh nhiém séc.

Thén kinh: dau diu.

Mach: thop phdng & tré so sinh, ting ap luc ndi so lanh tinh & tré
vi thanh nién va ngudi 16n véi cac dau hiéu nhire diu, chong mit,
i tai, réi loan thi giac nhu nhin md, nhin d6i, 43 bo céo ¢6 mat thi
lyc vinh vién,

Co - xwong va md lién két: yéu co & bénh nhin nhugc co.

Tiéu héa: Kich {mg tiéu héa, budn nén, khé chiu viing bung, ndn, tiéu
chay, chan n, viém tuy, mét mau ring vinh vién va giam san men ring
& tré em. Mat méu ring ciing da duge ghi nhén & ngudi 1ém.

Mat: roi loan thi giac, mét thi luc vinh vién.

Da: hong ban va phat ban dang san, nhay cam 4anh sang, ngira, da
n6i mun nudce, déi mau da.

Thén va tiét ni¢u: tang uré huyét thanh, réi loan chirc nang thin,
dic biét & bénh nhan c6 tién sir suy thén.

Khéc: tang phat trién vi khudn khing khang sinh va nguy co phit
trién vi khuan duong rugt khang khang sinh. Gay loan khuin
dudng rugt.

Huémg déin cich xir tri ADR
Khi céc tri¢u chimg kich img tiéu hoa xdy ra, nén udng thudc ciing
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bita &n.

Khi tinh trang tang ép luc ndi so xay ra, cin ngimg thudc.

Khi cdc phan img trén da xdy ra, & céc bénh nhan c6 tiép xic true
tiép voi dnh séng mit troi hodic tia UV, cin ngimg thude.

Treomg hop mén cam niing hofc phan img dj (mg, cin tién hanh
diéu tri hd trg (gilr thodng khi va dung thudc epinephrin, the
oxygen, dung khang histamin, corticoid...).

Liéu lwgng va cach dung

Cich ding: Thude duge dung dut’mg udng hoic ding tai chd.
Tetracyclin thudng dugc ubng khi didu tri nhiém khuin toan than.
Do thirc dn va s&a anh hucmg dén hép thu tetracyclin qua dudng
tiéu héa, nén uong thude it nhét | gio truée hodc 2 gid sau bira
an hodc khi uong sita. Dé tranh kich Ung thyc quéan, nén uong
tetracyclin v6i dui lugng nuée (mdt cde to) & tur thé thing, ngudi
bénh khong nén ndm ngay sau khi udng thudc, khong nén uéng
thuée trude khi di ngd; khong nén dung cho bénh nhan bi tic nghén
thic quan.

Liéu uong thong thuwimg:

Nguoi 6n: Udng 1 - 2 g/ngay, chia 2 - 4 lan. Liéu 500 mg/lin,
2 lan/ngay hodc 250 mg/lan, 4 l:’:nr’ngay thufmg dung cho céc
phiém khuin nhe - trung binh. Liéu 500 mg/lan, 4 lan/ngay céan
thiét cho nhiém khuén nang,

Tré em > 8 tudi: UO"S 25-50 mg/kg/ngay, chia 4 lin. Tetracyclin
ldmng phu hop dé di :eu tri nhiém khuin niing & tré em.

Liéu uéng cho mpt sé chi dinh cu thé & nguwoi lon

Trimg cé boc, trimg ¢ do: Udng 500 mg/lan, 2 lan/ngay hoiic 250
mg/lan, 4 lan/ngay trong it nhét 3 thang. Néu khéng cai thién tridu
chimg lam sing sau 3 thang déu ding thudc, nén diing thudc khéng
sinh khéc. Dap (g t6i da thuémg dat duoc sau 4 - 6 thang nhung
trong mot sb truomg hop nang, ¢6 thé cin dung thudc t&i 2 nam
hodc dai hon. Trong qua trinh sir dung, khi c6 cai thién cdc triéu
chimg 1am sang, c6 thé giam liéu xudng 125 mg - 500 mg/ngay
ho#ic dung liéu thap nhét c6 thé lam giam cac tén thwong trén da.
Nhiém H. pylori trong viém loét da day - té trang (két hgp): duge
diing phéi hop trong mét s6 phac d6 diéu tri nhigm H. pylori, mie
liéu 500 mg, 4 1dn/ngdy, dot bit diu diéu tri 1a 14 ngdy, sau d6 diéu
chinh tiy theo tién trién lam sang. Thudc phdi hop thuong la it
nhét 2 thude khic ¢é tic dung chong H. pylori, vi du metronidazol,
bismuth subsalicylat. ) )

Nhiém Chlamydia va Mycoplasma: 500 mg/lan, 4 lan/ngay trong
it nhét 7 ngay.

Nhiém Burkholderia: 2 - 3 g!ngay, dung trong | - 3 thang.

Bénh Brucella: 500 mg/lin, 4 lin/ngay, ding trong 3 tuan, phoi
hgp véi streptomycin.

Bénh than: 500 mg/lén, 4 lan/ngay.

Liéu diing tai ché:

Thuée mé tra mat 1%: Tra mit 2 - 3 lan/ngay, tranh tiép xtc véi
bui sau khi tra thudc.

Thuée boi ngoai da: Béi trénda2 -3 lin/ngay dang dung d;ch ho;c
thude md ding ngoai (1% va 3%). Tranh dé ving da boi thude tiép
x(c véi 4nh sang mat troi,

Vi co ché tac dung cua tetracyclin 1a kim khudn, nén thoi gian diéu
tri véi tetracyclin thudmg phai du dai dé dam bio vi khuin sau
thiri gian khong san sinh dugc s€ chét, tic la nhiém khuan khéng
tai phat Véi cic truong hop nhiém khuén cip thong lhut’mg, thari
gian diéu tri thuomg 12 10 ngay, hodc it nhat 3 ngay sau khi hét céc
tri¢u chimg lam sang, 7 - 14 ngdy sau khi hét sdt (sot vet). Vai cac
trudmg hgp man tinh nhu trimg ca, thdi gian diéu trj c6 thé kéo dai
2 - 3 thang, diéu tri mat hot tir 20 ngdy - 2 thang.
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Nguwedi suy thin: Cin nhic gidm lidu vi/hoiic gidn khoang dua liéu.
Mot sd téc gia goi y chinh lidu dya trén mirc liéu 250 - 500 mg,
4 lan/ngdy nhu sau: C1_ > 50 ml/phit: ding liéu theo chi dinh mdi
8- 12 gio; Cl_ 10 - 50 ml/phit: dung lidu theo chi dinh mdi 12 - 24
gid, C1_ < 10 ml/phit: dang liéu theo chi dinh mdi 24 gid.

Nguedri suy gan: Trinh ding liéu cao.

Twong tic thude

Cdc ché pham chira st: Phéi hop tetracyclin véi cac mudi sat lam
giam rd rét hip thu ca hai loai thude nay & rudt, din dén giam nong
do thube trong huyét thanh, hiéu luc diéu tri giam hay mét hin,
Néu bt budc phai ding ca hai loai thuéc nay, thoi gian ubng phai
céch xa cing lau cang tt dé tranh sy tron 13n hai thude nay & rudt.
Penicilin: Tetracyclin lam gidm hoat lyc cta penicilin trong diéu
trj viém mang ndo do phé ciu khuan. Tuong tic nay khong chic
chiin ¢6 xiy ra d6i vi céc nhiém khuan khac hay khong. C6 thé su
giam hoat lyc nay chi quan trong di véi cc truémg hop cén diét
khuén nhanh chéng.

Sita va cdc san pham tic sita: Hap thu cac tetracyclin giam déng
ké (dén 70 - 80%) néu ding cing sira va san phim tir sira, din dén
giam hay mét hiéu qua diéu tri.

Thubc chong acid: Nong do tetracyclin huyét tuong giam dén dén
hoat tinh diéu tri ciia khang sinh giam di rd rét hay mat han néu
diing cling véi céc thude chong acid chira nhém, bismuth, calci
hay magnesi. Céc antacid khac nhu natri bicarbonat lam ting pH
dich vj ciing cé thé lam giam sinh kha dyung cua mét s6 ché phém
6 tetracyclin.

Thuéc chong déng: Do tetracyclin d dugc chi ra 1am (c ché hoat
d6ng cta prothrombin trong huyét tuong, cac bénh nhan dang dung
thude chong déng dudong ubng c6 thé cin diéu chinh giam lidu
thubc chéng dong. Tetracyclin ¢6 thé lam kéo dai tic dung clia céc
thude chong dong dan xuit coumarin.

Thuoc ha dicong huyér: Tetracyclin c¢6 thé lam ting tac dung ha
dudmg huyét cia cic thude nhu insulin, sulfonyluré.

Thudc lgi tiéu: DA c6 khuyén cio khong nén phdi hop céc
tetracyclin vi cac thude lgi tiéu vi dan dén tang uré huyét.

Thuée trdnh thai: DA bio cio cic truomg hop c6 thai hodc bing
huyét & cdc bénh nhan ding dong thoi tetracyclin véi thude tranh
thai dudng udng. Can ap dung cac bién phép tranh thai thay thé
khi can thiét.

Cac thuoc khdc: Tetracyclin c6 thé 1am ting ndng d§ lithi, digoxin;
tang doc tinh cua methotrexat,

Hap thu tetracyclin c6 thé bj giam bai strontium ranelat, colestipol,
colestyramin, sucralfat, kaolin-pectin, bismuth subsalicylat.

Twong ky

Dung dich tiém tetracyclin ¢6 pH acid va tuong ky c6 thé xay ra
véi cac ché phim cé tinh base hay cic thudc khong n dinh &
pH thip. Tuong ky dugc khuyén cdo véi nhiéu thude nhu: Cac
penicilin, cloramphenicol natri succinat, cdc mudi erythromycin,
oxacilin natri, polymyxin B sulfat, sulfadiazin natri, sulfafurazol
diethanolamin, amikacin sulfat, aminophylin, cic barbiturat, mau,
clorothiazid natri, clorpromazin, cyanocobalamin, dimenhydrinat,
heparin natri, hydrocortison natri succinat, methyldopa,
nitrofurantoin, céc thude giam dau opioid nhu morphin va pethidin,
phenytoin natri, mét s6 dung dich nudi dudmg nhan tao, cc vitamin
nhém B va warfarin natri. Tetracyclin tao tia véi sira va tao phirc
khong tan véi céc ion kim loai, do vdy khong nén ding ddng thoi
véi cac dung dich ¢6 chira calci, magnesi, mangan, nhém, siit.
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Qud lidu va xir tri

Triéu chimg: Céc trigu chimg cuia qud liu bao gam budn nn, ndn,
tinh thé ni¢u, ddi méu (ddc bigt khi dung liéu rit cao), qua man.
Xur tri: Khong c6 thude giai doc dic biét. Thong thudmg khong
céin nra da day. Trong trudmg hop 06n hofic tiéu chay ning, can bd
sung dich dudmg uéng Quan ly sc phan vé (néu xay ra). Thong
thwong khong cin diéu trj néu xay ra con dong kmh ngﬁn don lé;
tuy nhién néu con djng kinh kéo dai hofic 13p lai, cin diéu tri bing
lorazepam.

Cép nhdt lan cuéi: 2021.

THALIDOMID

Tén chung quéc té: Thalidomide.
Mi ATC: LO4AX02.
Loai thube: Thudc Gc ché mién djch.

Dang thube va ham lwgng

Vién nang: 50 mg, 100 mg, 150 mg, 200 mg.

Durge lye hoe

Thalidomid 1a mét thudc c6 tac dung diéu hoa mién dich, chéng
viém, chéng ting sinh mach, chéng tan sinh. Co ché tac dung diéu
hoa mién dich va chéng viém cua thalidomid rét phirc tap va chua
dugc biét diy du. Dir ligu tir nghién ciru in vitro va thir nghiém 1im
sang cho théy tac dyng mién dich cta thudc thay déi rét nhiéu dudi
cac diéu kién khac nhau, nhung c6 lién quan dén su tc ché san
xuét yéu t6 hoai tir khi u TNF-a va didu hoa giam mét s phén tir
dinh két trén bé mat té bao co lién quan dén sy di tri bach cau. Vi
du dung thalidomid trén bénh nhan hong ban nit do bénh phong
cho thiy 1am giam ndng dd TNF-a nhung & bénh nhan HIV dwong
tinh lai 1am tang TNF-a huyét twong. Téc dung chéng viém va
diéu hoa mién dich khac cia thalidomid c6 thé 1a irc ché dai thyc
bao tham gia vio téng hop prostaglandin va diéu hoa cc bach cau
don nhan mau ngoai bién san xuét interleukin-10 va interleukin-12.
Thalidomid dung trong diéu trj bénh da u tiy xuong c6 lién quan
dén ting lrong té bao NK (natural killer cell) trong tuan hoan va
ting nong d¢ interleukin-2 va interferon gama lrong huyét tuong.
Thalidomid trc ché sy tao mach & mé hinh nudi cay dong mach
nhau thai ngufn in vitre. Qué trinh tao mach nay c6 thé bao gom sur
sinh san cic té bao ndi mo. Ngoai ra thalidomid con la thubc giam
dau an than khong phai barbiturat téc dong 1én h¢ TKTW.

Duge djng hoc

Hép thu: Chwa c6 nghién ciru vé sinh kha dung tuyél d6i cia
thalidomid trén ngudi do tinh tan trong nuée ciia thube rat thip.
Thalidomid dwgc hap thu chim qua dudng tiéu héa. Trong nghién
ciru trén ngusi tinh nguyén khoe manh va ngudi bi bénh phong,
thoi gian trung binh dé dat ndng dé dinh trong huyét tuong la
2,9 dén 5,7 gid. Dya vao nghién ciru trén thalidomid dugc dénh
dau bing Carbon phong xa, tong lucng phong xa thu hdi dugc
trong nude tidu 14 trén 90% cho thiy thude duge hép thu tot. Mirc
49 thude hap thu vio co thé (xéc dinh bang AUC) ting ty I¢ véi
liéu diing & ngudi khoe manh. Nhung ndng do dinh ting it hon
ty 1§ ting lidu ding va gid trj T, tang cho thay tinh tan yéu cia
thalidomid ¢6 thé lam can tré tc dé hip thu. )

Dung thalidomid véi bira &n giau chét béo lam thay doi nhe (dudi
10%)AUC va C__ tuy nhiénT__ ting 1én 6 glér

Phan bé: Trong huyet tuong nguén ty 1& giin két vi protein huyét
twong trung binh cua cac dang ddng phan hinh hoc cua thalidomid
la 55% va 66% twong (mg v&i (+)-(R)- va (-)-(S)-thalidomid.
Trong nghién ciru duge dgng hoc cua thalidomid trén bénh nhan

nam duong tinh véi HIV ding thalidomid liéu 100 mg/ngay, thuéc
dugc phat hi¢n trong tinh dich.

Chuyen héa: Trong nghién ciru duge dong hoc cua thude duge
danh déu phong xa & ngudi, thudc & dang khong bién dbi 1a thanh

phan chinh trong tuan hoan. Thalidomid khong phai la co chat cya
hé enzym CYP450, khong dugc chuyen héa nhiéu & gan nhung
bi thuy phan khong c6 enzym trong huyét tuong va nudc tidu tao
thanh nhiéu san pham. O ndng 4o diéu tri, thalidomid khong phéi 13
chat irc ché hay cam (mg CYP450 lmng nghlen clru in vitro. Tuomg
tée duge ddng hoc véi thude 1a co chit, chat {ic ché hoic cam (mg
CYP450 khong dugc du doan.

Thai trir: Nira doi thai trr trung binh cia thalidomid sau khi uéng
lidu don tir SO mg dén 400 mg khodng 5,5 - 7,3 gid. Sau khi uéng
lidu don 400 mg thalidomid gﬁn Carbon phong xa, tcmg lu-qng
phéng xa thu hdi trung binh la 93,6% liéu ding sau 8 ngay. Phin
16m liéu phong xa duqc thai trir trong 48 gid sau khi uong thudc,

(6} ngu'(’n thalidomid giin carbon phong xa thai trir chinh qua nuée
tiéu (91,9% liéu phong xa) chu yeu dudi dang chét chuyen hoéa thiy
phan trong khi dé thai trir qua phén chiém mot phan nho (dudi 2%
heu). Thalidomid dang khong chuycn héa khong thai trir dang ké
qua than (dudi 3,5% liéu).

Khéng cé sy khac biét rd rét vé céc thong s duge dong hoc ¢
ngudi khoe manh va bénh nhan nhiém HIV sau khi ding liéu don
thalidomid. Bénh nhan phong cé thé ¢6 ting sinh kha dung so vii

ngudi khoe manh, tuy vy chua rd c6 mang lai khac biét vé lam

sang hay khong.

Khéng ¢6 dir liéu vé duge dong hoc cia thalidomid & nhimg nguoi
du6i 18 tudi va bénh nhan suy gan.

Chi dinh

Diéu trj héng ban nit do bénh phong (phan (mg phong loai II):
Diéu trj céc biéu hién cép tinh trén da mirc dé trung binh va niing
ctia bénh hong ban nat do bénh phong. Trong trudmg hop c6 viém
than kinh mirc do trung binh dén ning, thalidomid khéng duge
dung don trj li¢u. Thalidomid con ding diéu tri duy tri dé dy phong
va trc ché su tai phat cua biéu hién trén da cia héng ban nit do
bénh phong.

Diéu tri bénh da u tiy xwong méi chdn doan (phéi hop véi
dexamethason).

Chéng chi dinh

Qud min véi thalidomid, phu nit dang mang thai, phu nir c6 kha
nang c6 thai (trir khi céc tri lidu thay thé khac khong pht hop va
¢6 bién phap ngira thai hitu hiéu trong qué trinh diéu tri), nam giéi
khong tudn thu céc bién phéap tranh thai.

Thin trong

Thalidomid duge biét 1a chit gay quai thai nghiém trong, c6 thé
gdy di tat nghiém trong hodc gy thai chét luu. Thalidomid khéng
bao gid dugc sir dung cho phu nit mang thai hogc c6 thé cé thai
khi dang dung thuéc. Tham chi phu nir mang thai uéng 1 liéu don
(udng 1 vién & bét ki mire liéu nao) ciing cé kha ning gy di tit
thai nhi. Cac bién phap tranh thai hiéu qua phai dugc ap dung & cd
bénh nhin nam va nir trong do wdi sinh san. D6 voi bénh nhan
nit, phéi dugc gidi thich vé nguy co gdy quai thai cua thube, phai
hiéu sy can thiét va sir dung 2 bién phap trénh thai tir 4 tuan truéc
khi dimg thudc, trong suét qua trinh ding thubc va it nhét 4 tuén
sau khi ngimg thuéc. Truée khi ding thube phai kiém tra dam béo
khéng co thai bing 2 loai test thir, mét test thir truée khi dung
thuoc 10 - 14 ngay va 1 test thir thai tnrée khi diing thude 24 gio.
Khi bit ddu dung thudc, phai thir thai hang tudn trong thing dau
tién, va sau do phal iuem tra hang thang vai ngudi ¢o kinh nguY'?l
déu va thir thai m3i 2 tudn véi nguoi kinh nguyét khong déu. Doi



