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Cisoﬂg"" dinh phoi hop:
- IMAO bao gdém furazolidon, procarbazin va selegilin: Nguy
o truy méch, sdt cao, co gidt nding, con tang huyét p va tir vong.
Thube chong trim cam ba vong khéng duge dung dong thoi voi
[MAO hoic khdng béit dau dung trong vong 2 tuin sau khi ngimg
pode IMAO- Nguec 13i, khong duge ding thuée IMAO trong
vong it nhét 2 tudn sau khi ngimg thuéc chéng trim cim ba vong.
Xanh methylen, linezolid, isocarboxazid, tranyleypromin,
oclobemld Nguy co tang doc tinh trén than kinh hogc hdi chimg
Semmnm (ting huyét ap, st cao, co gidt, rdi loan tim thén).
{evomethadyl: Nguy co gay tang déc tinh trén tim (kéo dai khoang
QT, loan nhip)-
Khong nén phor hop:
RugU, thude gay irc ché TKTW: Nguy co ting manh Gc ché hé
TKTW, tic ché ho hip va ha huyét dp. Cin phai than trong, giam
Jiéu cua | hodc cd 2 thude.
Thubc cudng giao cam: Nguy o ting tac dung trén tim mach, c6
(hé gy loan nhip, nhip tim nhanh, hojic tang huyét 4p manh hoic
got cao. Phentolamin cé thé kiém soat du'orc ADR nay.
Clonidin, guanetmdm Thudc chdng trim cam ba vong lam giam
tac dung chong tang huyet ap cla cdc thude nay.
Tﬁ(lﬂ trong khi phoi hop:
Thubc chong co giat: Thude chéng trAm cam ba vong ha lhap
ngudng co giat khi udng licu cao va lam giam tac dung cia thubc
chong co giat.
Thudc khang histamin: Co thé 1am tang tac dung khéng cholinergic,
dic bigt tang 10 lan, a0 glac v com 4c mong
Cimetidin: Uc ché chuyen hoa cia thude chong tram cam ba vémg
va lam tang nong do huye et trong, din dén nhiém doc; co thé cén
giam liéu thude chong trim cam ba vong khoang 20 - 30% khi
ding cimetidin doug thod.
Thuée tranh thai udng hodc estrogen: O ngudi dung thude tranh thai
ubng hogc estrogen ldu dai c6 thé 1am ting sinh kha dung ciia thude
chéng trAm cam ba vong do irc ché chuyén hoa enzym gan, gay
nhidm doc; cd thé can didu chinh liéu thude chong trAm cam ba véng.
Fluoxetin: Néng do trong huyet twong clia thude chdng trim cdm
ba vong ting, cO thé do trc ché chuyén hoa thuéc chéng trim cam
ba vong; phai giam lidu téri 50% khi ding dong thoi véi fluoxetin.

Twong ky
Dung d;ch doxepin uéng dam dic tuong ky 1y héa véi nhiéu loai
nude udng co khi carbonic.

Qui liéu va xir tri

Triéu chimg: Réi loan nhlp tim, ha huyét &p ndng, co gidt, {rc ché
TKTW, hon mé. Sy thay déi dién tam do, ddc biét ¢ truc hodc chiéu
rong khoang QRS, la cac chi s6 1am sang dang chu y vé doc tinh
clia cdc thude chong trAm cam ba vong. Cac dau hiéu qua liéu khéc
cd thé bao gdbm: Lu lin, mét tip trung, do giac thoang qua, gidn
dong tir, kich dong, phan xa tang dong, chdng mat, budn ngi, cimg
¢, n6n mira, ha thin nhiét, ting huyét dp, hodc bt ky triéu chimg
nio duge liét ké trong phan Tac dung khong mong mudn.

Ba ¢6 truomg horp tr vong lién quan dén qua lléu doxepin.

Xt tri: Chu yéu diéu tri triéu chimg va hé tro, gém co:

Tong quat: Theo doi tim va d|¢n tam d6. Pam bao duong thd cho
bénh nhan, thiét lap dudng truyen tinh mach va rira da day. Cén
theo ddi tim va giam sét cac dau hiéu (¢ ché TKTW, suy ho hap, ha
huyét 4p, loan nhip tim va/hodc bldc din truyen, dong kinh trong
khodng thei gian ti thiéu 6 gid. Néu c¢6 du hiéu doc tinh xuat
hign trong thoi gian nay, nén kéo dai thon glan theo ddi. Khong
nén gidm st bénh nhin dya trén viéc theo ddi nong do thude trong
huyét tirong. CAc bién phap thim phan miu, loc mau mang bung,
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thay méu va tng bai nigu thuémg khéng c6 hiéu qua trong ngd doc
thude chéng trdm cam 3 vong,

Rica dg déy: Tét ci cic bénh nhan nghi ngor ding qua lidu thube
chéng trim cam ba vong phai duge rira da day. Tién hanh rira da
day vai lugng 1ém dich, sau d6 cho than hoat. Néu bénh nhén bj
giam (mét) y thire, phai dim bao duéng thér trrde khi tién hanh rira.
Khéng dugce gay nén,

Tim mach: Khoa.ng QRS trén dién tim téi da > 0,10 glﬁy la ddu
higu rd nhét v& mirc d§ nghiém trong cua qué liéu. Can sir dung
natri bicarbonat tiém tinh mach dé duy tri pH huyét thanh trong
khoang tir 7,45 - 7,55. Néu viéc diéu chinh pH khéng c6 higu qua,
c6 thé ting thong khi phdi. Viée ting théng khi phdi va ding natri
bicarbonat ddng thoi cin durge thue hién thin trong, can kiém tra
pH thudmg xuyén. Chi y khong duge dé pH > 7,60 hodc pCO, <
20 mm Hg. Bénh nhan bj loan nhip tim khéng dap img vai li¢u
phép natri bicarbonat/ting thong khi phdi co thé dap (mg véi
lidocain, bretylium hodc phenytoin. Khong duoc ding cac thubc
chéng loan nhip tim loai lAva 1C (vi dy, quinidin, dlsopyrarmd va
procamamld) Trong mét s6 it tnromg hgp, bién phap truyén mau
c6 thé c6 loi trong diéu tri cac triéu chirng tim mach cép tinh khing
tri trén bénh nhéan ngd doc cap tinh.

TKTW- (3 nhimng bénh nhan bj trc ché TKTW nén dit ng ndi khi
quan s¢m vi cod thé bi suy hé hip dét ngm Nén kiém soéat dong
kinh béng c4c thude bcnzodlazepm néu nhimg thudc ndy khong
hiéu qua, c6 thé dung cac thube chéng co giat khac (phenobarbital,
phenytoin). Khéng nén dung physostigmin ngoai trir dé diéu tri
céc triéu chimg de doa tinh mang trong truong hgp khong dap ing
véi cac bién phap khic va phai tham khao ¥ kién coa chuyén gia
chéng doc.

Theo déi tam than: Sit dung qué liéu thudng 12 ¢6 ¥, bénh nhén co
thé tim cich tr tir bang cac bién phéap khac trong giai doan phuc
hdi; co thé can tu vin vé tdm ly cho bénh nhan,

Cap nhét ldn cudi: 2017.

DOXORUBICIN

Tén chung qube té: Doxorubicin,
Ma ATC: LOIDBOI.
Loai thude: Thudc chdng ung thu nhém anthracyclin.

Dang thude va ham lrgng

Dang doxorubicin hydroclorid (thdng thuomg) chi ding dé tiém
tinh mach, truyén tinh mach:

Bot dong kho aé pha tiém: 10 mg, 20 mg, 50 mg, 100 mg, 150 mg
(doxorubicin hydroclorid). Ta dugc: lactose va methylparaben dé
1am cho hoat chét dé tan.

Dung dich tiém: 10 mg/5 ml, 20 mg/10 ml, 50 mg/25 ml,
75 mg/37.5 ml (trong dung dich natri clorid 0,9% va acid
hydrocloric dé diéu chinh dung dich ¢6 pH 3).

Dang liposom dé tiém tinh mach, truyén tinh mach: 20 mg/10 ml;
50 mg/25 ml (doxorubicin hydroclorid). O dang liposom, cac boc
liposom vi thé bao boc thudc, ngin thude bén trong tiép xidc véi
mé‘i truong bén ngoai. Co td1 90% doxorubicin co trong cac ché
pham thuong mai dang liposom. Sy PEG héa céc liposom tao thanh
16p polymer trén bé mit, bao vé cac liposom khéi bi opsonin héa
béi cac protein huyét twong nhér d6 khong bj cac dai thye bao coi
1a protein la va thyc bio don dep chiing; két qua la thoi gian tuén
hoan cua cac liposom trong mdu kéo dai hon. Ngudi ta cho ring do
¢0 kich thuée nhé (khoang 100 nm), céc liposom c6 thé xim nhip
vio cic mach bi thay ddi ¢ khdi u va ton tai lau trong méu.
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Dargre lyrc hoc

Doxorubicin la mot khang sinh thuge nhém anthracyclin gy dge té
bao, duge phan ldp tr méi trudmg nuéi cdy Streptomyces peucetius
var. caesius hodc Streptomyces coeruleorubidus., Hién nay dugc
tong hgp tir daunorubicin. Doxorubicin kich img manh cic mé va
c6 thé gay hoai tir m6, vi du trong trudmg hop tiém ra ngodi mach
méu. Thudc co tac dung khéang khuan nhung khéng duge ding dé
diéu tr| nhiém khuén do déc véi té bao. Thude cling ¢6 tac dyng (rc
ché mién dich. Co ché tac dung diy di cua doxorubicin con chura
duge biét hét. Co thé tac dung dic 1én té bao ciia thude 1a két qua
ctia hé thong nhiéu co ché ¢6 lién quan dén viée tao ra cdc gde tu
do thir phat do chuyén hoéa cia thude (khur electron), can thig¢p vao
DNA, lam gdy DNA va lam réi loan nhim siic thé, gay bién déi
mang té bao. Thuc nghiém cho théy doxorubicin giin xen véo giira
hai chudi base ciia DNA din dén (¢ ché tong hgp DNA va irc ché
téng hgp RNA - phu thugc DNA. Doxorubicin ciing tc ché téng
hop protein. Doxorubicin cé tac dung 1én todn bd chu ky té bao, ké
¢4 trong gian ky. Doxorubicin c6 thé diing don doc hojic phbi hop
v&i thubc chéng ung thu khéc. Sy khang thude chéo xdy ra khi khdi
u khang ca doxorubicin va khang ¢& daunorubicin.

Dwrge ding hoe

Doxorubicin khong dung dudng uéng vi sinh kha dung rat thép
(dudi 5%), bi acid dich vi pha hity va rat kich ¢mg mé nén chi ding
theo dudmg tinh mach.

Dugc dong hoc cua doxorubicin hydroclorid dang thoéng thudng va
dang liposom v&i lidu 10 - 20 mg/m? 1a tuyén tinh, Duoc déng hoc
cia dang liposom liéu 50 mg/m? la khong tuyén tinh; c6 nira 41 thai
trir dai hon va c6 do thanh thai thip hom so vai ligu 20 mg/m?, ¢6 AUC
16n hon. Doxorubicin hydroclorid dang liposom dugc ondinh bang
PEG héa c6 duge ddng hoc khic dang ké so véi cua dang thude
thong thuong, dung dé tiém tinh mach: Phan bé & khu vyre ngoal
vi it hon, phan bé & khéi u Kaposi nhiéu hon, d9 thanh thai huyét
twong thip hon.

Sau khi dugc tiém vao tinh mach, doxorubicin hydroclorid dang
théng thuémg nhanh chéng roi khéi méu va sau 30 gidy da cd &
gan, phoi, tim, than. Doxorubwm duoe té bao thu nhip va gin vao
cc thanh phén cua té bao, dic biét Ia cac acnd nucleic. V, khodang
700 - 1 100 lit/m?. Khoang 50 - 80% thubc gin vao protem huyét
tfuong. Ty 1¢ nay cua dang liposom chua dugc xac dinh. Téc do
phén bd cua dang liposom duoc PEG hoa vao khoang ngodi mach
chdm déng k&, két qua Ia thudc dugc bao boc khong duge phan
b rong trong huyét tuong va mo nhu doxorubicin hydroclorid
dugce tiém tmyén theo cach thfmg thuong. Doxorubicin khong qua
héng rao méu - ndo hodc qua rét it, nhung qua dugc hang rao nhau
thal Doxorubicin duge bao trong cac liposom dm;!c phéan bé chia
yéu trong dich & bén trong mach, trong khi d6 thude & dang thong
thuomg dugce phén bd rgng rii ¢ dich ngoai bdo va & cac mo. V, &
giai doan 6n dinh sau khi tiém tinh mach liéu 1 ldn 10 - 40 mg/m*
doxorubicin dang liposom ¢ bénh nhan bi khéi u sarcom Kaposi do
AIDS 14 2,2 - 4.4 livm?,
Néng d trong huyét twong cuia doxorubicin va cia cac chét chuyén
héa gidm theo md hinh 2 pha hodc 3 pha. Trong pha dau cia md
hinh 3 pha, thubc duge chuyén hoa rit nhanh & gan (phén 16n 43
dugc chuycn hoa trude khi truyen xong heu) roi duge phan b6
nhanh vao khu vyc ngoai bao voi mira doi huyét twong khoang
02-06 gl(‘.l véi doxorubicin va 3,3 git v6i cac chat chuyen hoa.
Sau 46 nong do céc chat nay duge duy tri tuong déi 1au hon.
C6 thé 12 do gén vao md. Trong pha 2, nira dai huyet fuong cua
doxorubicin thong thuomg 1a 16,7 gid va cia cac chét chuyén hoa
14 31,7 gid. Trong mo hinh 2 pha, nira d&i phén b6 1a khoang 5 - 10
phut va nira d&i cubi ciing 1a khoing 30 gid.

" .

O bénh nhén suy gan, nhat 12 ngudi Lf} bilirubin huyel cao, 43
thanh thai cua doxorubicin bj glam va ndng 4 cua thubc v cyy
céc chiit chuyén héa trong huyét tuong cao; boi vy phai giam ligy
& nhimg ngudi nay. D thanh thai huyét tuong cia doxorubicip
théng thuong la 8 - 20 ml/phitkg (324 - 809 ml/phavm?). Py
thanh thai ciia thudc giam & phy nir béo phi (qua 130% trong lugng
Iy tuomg). Nira doi thii trir & dan ong cao hon & phy nir. Tudi  ciing
c6 thé anh huémg: D thanh thai coa thube & tré em > 2 tudi cao
haoniso s ngum 16n; nhung & tré em < 2 tudi lai giam so véi tré
16m hon va gin v6i cac gid tri & ngudi 1on.

Nong d¢ trong huyét twong ctia doxorubicin dang liposom giam
theo md hinh 2 pha. Sau khi truyén tinh mach lieu don tri ligy
10 - 40 mg/m? doxorubicin liposom cho bénh nhin AIDS bj u
sarcom Kaposi, t,, ban dau 1a 3,76 - 5.2 gio; con t , thai trir cudi
ciing 12 39,1 - 55 gio. P thanh thai huyét twong clia doxorubicin
liposom cham hon ding ké so vai clia doxorubicin théng thuong,
Pidu nay la do AUC ctia doxorubicin dang liposom I6n hon cia
doxorubicin dang thong thudmg.

Chuyén hoa va phén bé doxorublcm van dang dugce lam séng to.
Doxorubicin chuyén héa chu yeu & gan tao thanh doxorubicinol
(chét chinh gy doc 1én tim). Chit 7- deoxyaglycon co vai tro quan
trong gay doc té bao vi sinh ra cac goc hydroxyl tr do lam tén
thuong té bao ning va giy chét té bao. Céac chét chuycn hoa khac
nhr céc aglycon it tan trong nuéc, doxorubicinon va cic chét lién
hop khéc khéng cé tic dung 1am sang. Thudc chuyén héa cham &
ngudi bi giam chire ning gan.

Doxorubicin thdng thudng dugc d4o thai chi yéu qua mat. Khoang
10 - 20% liéu don dugc dao thai theo phan trong vong 24 gid,
khoang 40 - 50% liéu duoc dao thai theo mat hoac theo phan
trong 7 ngay. Khoang 50% thudc trong mat 1a dang khéng bi bién
déi, 23% la doxorubicinol, con lai 14 cac chét chuyén hoa khéc
(céc aglycon va cac chat lién hop). Sau 5 ngay c6 khoang 4 - 5%
liéu dwoc thai qua nude tidu, chu yéu dudi dang khong bi bién ddi;
sau d rit it thudc duge dao thai theo dudmg nay. Tuy c6 it trong
nude tiéu, thude 1am nude tidu co mau dé ngay tir nhimg gi¢ diu
tién cho dén nhimg ngay dau sau truyén thuc. Cén thong bao cho
bénh nhan biét hién twong nay.

Chi dinh

Ung thur vi.

Sarcom Kaposi do AIDS.

Ung th budng trimg,

Ung thir bang quang.

Ung thu phoi t& bio nho, tai phat.

Ching chi dinh

Qua man véi doxorubicin hodc véi cac anthracyclin khac hodc vai
anthracenedion.

Ngudi bénh suy tity ning hodc c¢6 bach cau trung tinh < 1 500/mm’.
Suy gan ndng.

Ngurdi ¢d bénh tim.

Phy nit béo phi (ning hon 130% trong lugng 1y tuomg).

Loét miéng hodc ¢6 cam gidc ndng rat & miéng.

Ngudi bénh da diéu tri bﬁng doxorubicin hodc daunorubicin da du
liéu tich ldy.

Thén trong

Ngudi bi suy gan: Phéi 1theo ddi chirc ndng gan trude va thuong
xuyén trong qua trinh dicu trj,

Ngudi gid.

Tré em do nguy co dc tinh 1én tim; va c6 thé gop phan 1am giam
ting trudmg lic tién day thi (khi dung phdi hop trong héa tri ligu
manh v&i cac thude choug ung thu khac).
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N béo phiﬁ(trgng Illro'r.lg > 130% trong lugng Iy tuimg)

Ngl’m‘ bénh d:: dieu tr bing anthracyclin hodc tia X li¢u phap &
ving trung that.

phai theo ddi that chit ché tinh trang huyét hoc cua bénh nhan
Jung doxorubicin dang thong thuéng hofic dang liposom trugc va
(huong xuyén trong qua trinh diéu trj.

poxorubicin khong qua hang rdo mau - nio nén khéng cé tic dung
1én céc khoi u di cin & mang ndo va & nio (néu cd).

Thoi ky mang thz_ii )

poxorubicin ¢6 the gay khuyet tat thai nhi va thuromg nang. Chi diing
cho phu nir dang mang thai khi bénh de doa tinh mang, khi bénh
pghiém trong ma céc thuoc khac khéng an toan hoac-khﬁng co tac
dyng. Neu dung cho ngudi dang mang thai va bénh nhan c6 thai
trong thi gian diéu tri thi phai canh bao cho bénh nhan vé nguy
co lén thai. Néu bénh nhin mang thai trong méy thang déu ding
doxorubicin thi phai cht ¥ 13 nira doi thai trir ciia thude kéo dai.
Thii ky cho con b

Doxorubicin bai tiét vao sita va c6 thé gay giam kha ning mién
dich, ung thu, gidm bach cau va anh hudng Ién sy ting truéng cia
ré. Ngudi dang cho con bii dugc diéu tri bing doxorubicin phai
ngimg nudi con bang sira me.

Téc dyng khong mong muén (ADR)

Biép tri bang doxorubicin thuémg c6 nhiéu tac dung khéng mong
mubn, mot so phan {mg nghiém trong cin dugc theo ddi chit ché
va duge thay thude gilp d&. Téc dung khong mong muén thudng
phy thuc vao dudng ding va liéu ding, téc do ding, tin sé ding.
Suy gidm chire ndng tiy xwong 14 phin g ¢6 hai rt nhay véi gidi
han liéu dung, nhung ¢6 thé hoi phuc. Buon non, ndn va rung toc
thuong thay & tat ca cic ngudi bénh. Mot vin dé can cha ¥ 1a su
tich liiy thude gy ddc cho tim, tong liéu t5i da khong nén vuot gidi
han 550 mg/m’ da (dwgc tinh trong ca cude doi ngudi béah). Dé
Jam giam mot O tac dung phy nhu hgi chimg tay - chan, doc tinh
Jén mau, viém miéng, 6 thé giam lidu, gian cach cac liéu ding.
Thuong gap )

Toan than: chan &n, sot, chong mat.

Hé tao mau: suy giam chirc nang tiy xuong, gidm bach ciu, giam
tidu cau.

Tuin hoan: bénh co tim (2%), thay dbi dién tim d6 (ECG) trong
thoi gian ngan.

Tiéu hoa: budn ndn, ndn, viém miéng, ia chdy, chén in, dau byng.
Da: rung toc, ban do doc theo tinh mach tiém thude, sém mau mong
tay, bong mong. Hoi chung ban tay - ban chén (vdi doxorubicin
hydroclorid dang liposom).

Cac loai khéc: Phan img tai chd gay kich (mg bang quang, ni¢u dao
(d4i ra mAu, viém bang quang xuét huy¢t), dic biét ngay sau khi
bom thude vao bang quang.

Itgap

Trén da: phat ban, ban do, may day lan rong.

Tiét niéu - sinh duc: ting acid uric huyet.

Tiéu héa: Ding clng voi cytarabin doi khi gdy loét va hoai tur da
trang, dic biét biéu md manh trang. Can chi ¥ theo ddi.

Hiém gap ’

Toan than: phan g phan v¢, rét run, hoa mat.

Mit: viém két mac. .
Méu: suy tiy xwong, manh nhét xay ra sau 8 - 15 ngay dicu tri,
nhing méau sé tra lai binh thuong sau 21 ngay. T‘_Jén giam liéu hodc
kéo dai thoi gian ngét quang dung thudc khi sO lugng cac té bao
méau tré 1ai binh thuomg trong théi gian mong mudn. '
Tudn hodn: Bc tinh doi vai tim 14 mot tac dung khong mong mudn
cin phai duge hét sie chi  trong khi diéu tri 1au dai. Mire dé dge
tinh déi véi tim lién quan t6i tong liéu gy tich liy. Doxorubicin
liposom dugc PEG héa an toan voi tim hon la doxorubicin dang
thong thuomg.

Doxorubicin 641

Hai loai ddc tinh déi véi tim duge mé ta nhu sau: Bién ddi trén diér!
tim dd, loan nhip tim xay ra ngay hodc trong vong vai gidr sau I!chl
ding thuc. Nhiing thay déi nay hdi phyc duge, nhung it ¢6 b:éu
hién lam sdng rd rang, dic biét cin phai cha y nguy co loan nhip
tim va san sang diéu trj. )
Bénh co tim phy thudc vao téng lidu tich Iy, c6 thé phét trién sau
mot thai gian dai didu tri va gy hiu qua rat nghiém trong. Phan (mg
ndy thuémg co dic diém la giam bién do phirc hop song QRS va
tién trién nhanh thanh gidn co tim, thuong khong dicu tri dugc bang
bat ky thudc co sgi co tim nao. Dé tranh b¢nh co tim gdy suy tim,
phai chii ¥ khong sir dung tong liéu gdy tich Iy trén 550 mg/m? dién
tich da. ‘

Céc véu t6 1am tang nguy co bénh co tim la chicu tia xa vao vung
trung thit & ngudi c6 mac bénh tim tir trude vi ngudi cao tudi.
Nguy co s¢ giam néu ding thudc theo ché dd hang tuan thay vi
3 tuan | lin hodc truyén tinh mach lién tuc trong thoi gian 6 gid
hodc lau hon. Dexrazoxan co tac dung bao vé tim khoi doc tinh cua
doxorubicin va cac anthracyclin khéc. Theo doi chire nﬂ{lg tjm, dz:ac
biét 14 phéin suAt téng méu that trdi bing siéu am tim 14 rat can thict.
Tuy viy ¢é nhiéu truémg hop bénh co tim phat trién, thim chi hang
nam sau khi ngirmg diéu trj. Do cung lugng tim trong qué trinh dieu
tri 14 cdn thiét nhung khong nén danh gid qua mirc vi qhu vay co sy
dénh gi4 sai vé an toan. Nguy co luén ludn cao néu tong liéu vuot
qué 550 mg/m” dign tich da.

Tiéu hoa: Budn nén, ndn thuéng xay ra 24 giér dau sau khi ding
thudc. Viem niém mac (viém miéng, thuc quan) sau 5 - 10 ngdy,
thuémg ning va hay gip hom khi diéu tri 3 ngay lién tuc. Loét va
hoai tir biéu mé dai trang, dac biét & manh trang ¢6 the gdy chay
méu va nhiém khudn nghiém trong, d6i khi gay tr vong. Van dé
nay di gap & nhimg ngudi bénh diéu tri bénh bach cau cap dong tuy
khi két hop doxorubicin va cytarabin trong 3 ngay.

Phan (g kiéu phin vé co thé xdy ra & lin truyén dau va c6 the xix
1y bing cach giam téc do truyén hodc ngimg truyén thue.

Liéu lugng va cich ding

Cach dung

Doxorubicin la thudc ¢é doc tinh cao va co chi s6 diéu trj thap.
Thudc phéi do thiy thudc chuyén khoa ung budu cé kinh nghiém
chi dinh st dung va theo doi diéu tri tai co s& ¢6 day du phuong
tién. Thude kich img mé rit manh bai viy khong duge dung aé
tiém bip hoiic tiém dudi da, chi duge dung theo dudng tinh mach
va nén tiém vao tinh mach lon.

Véi doxorubicin hydroclorid dang thong thwong: Hoan nguyén
thudc bang cach pha vao 5, 10, 25, 50 hode 75 ml dung dich natri
clorid 0,9% vio chai di din nhédn c6 chia tuong ng 10, 20, 50,
100 hodc 150 mg doxorubicin hydroclorid. Lic chai ¢é lam tan
thudc. Dung dich thudc duge hoan nguyén nhur trén c6 nong do
doxorubicin la 2 mg/ml. Khéng duge ding cac dung méi ¢6 chira
chét bao quéan dé hoan nguyén thudc dang bot roi ding dé tiém tinh
mach. Phai truyén chdm dung dich qua tinh mach 16n. Tranh truyén
qua tinh mach & viing khép hodc & déu chi. Toc do truyén tiy thude
vio kich thuée tinh mach va vao lidu nhung phai truyén trong thai
gian toi thiéu la 3 - 5 phut.

Véi doxorubicin hydroclorid dang liposom: Chi pha loing thude
ngay trude khi truyén finh mach. Chi pha lodng thuée dam dic véi
dung dich dextrose 5% dé tiém. Phai pha nhiing liéu doxorubicin
hydroclorid dang liposom PEG cao hon 90 mg vao 500 ml dextrose
0,5,%. Phai dam bao v6 tring khi pha vi thudc dam dic khong chira
chét bao quan hodc chat khang khuan nao. Khong duge ding cac
dung méi ¢6 chira chit bao quan (nhu benzyl alcol) dé pha lodng;
khéng dugc tron vii cac thude khiac. Khong duge ding cic mang
loc trong dudng truyén. Khi pha, thudc s& tan nhanh trong 30 gidy,
chi can lic nhe, khong cin déc nguoc lo. Can deo gang tay cao
su khi pha ché thudc dé tiém. Thudc da pha phai dé noi tranh 4nh
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sng. Ngudi chdm séq tré em dan
trong, deo ging tay !16 tranh tiép
céc dich cua bénh‘nht trong thoi gi
ruyén thube. Thuoe da pha cho qu
gigt trong 2 - 3 phit, nhur vy sz
khéi hoiic thuoc thodt ra ngoai tin
mach d3 d&ruc ding nhung ky th
duoc khuyéen céo.
Bom nho giot vdo bang quang: Cich ding ndy ngay cang duoc ding
nhiéu d¢ dieu tri cﬂf u nhd bang quang va carcinom tai chd, nhumg
khong dugc du:ng d.e dicu tri cac u d3 xam lan vao thanh bﬁng: quang,.
Nong d6 doxqrubmm trong bang quang phai la 50 mg/50 ml (1 mg/ml).
ti€u, ngudi bénh khéng dugc

g ding doxorubicin phdi thin
XUC trye tiep véi nuée tiéu va
an it nhat 1a 5 ngay sau mdi lan
a mot day truyén tinh mach nho
lam giam téi da nguy co huyét
ll mach gay hoai tir. Tiém dgng
uat nay rat nguy hiém va khong

pé mP thudc bi pha loang do nuge
udng ba.t o d!(.:h Mg I?‘_ Elc !’E’UUC khi bom nhé giot bing quang.
Dung .c.l!Ch phai gu‘oo gitr lﬁgmr trong bang quang, trong thai gian
d6 phai huéng dan ngudi bénh cir 15 phat lai thay déi tur thé (ndm
nghiéng bén phai, bén tréi) va cudi cing phai daj hét.

Liduligng

f)éfé két qua le:u tr;’ tof nhat‘ voi \it tdc dung phy nhat, lidu ding
phii dugc dva trén ddp img 1am sang, tinh trang tim mach, thin
gan, huyét hoc cta bénh nhan. Cin gism lidu & bénh nhan da
dugce xa tri ddi ngay trude d6 hay & cac bénh nhén bj cac té bao ac
tinh xam nhap vao thy xuong (vi ¢6 thé dan dén irc ché tay xuong
nfing). Licu lugng doxorubicin dugc wéc lugng gin tiép qua cin
ning co thé; nhung ncéu bénh nhan co dong dich bat thudng
(vi du: phu) thi phai tinh theo di(i.n tich co thé (dwa trén cén ning Iy
tuéng clia bénh nhan). Ding nham doxorubicin liposom thay cho
doxorubicin hydroclorid dang thong thuong dudm g tiém gy cic
tic dung phu ning. Khong duge ding doxorubicin hydroclorid
liposom thay cho doxorubicin hydroclorid dang théng thuong
v cdc thuée nay 1a khong twrong dwong nhau khi ding cing
khoi lugng.

Tong liéu tich tu cua doxorubicin hydroclorid khong dugc vugt
qud 550 mg/m’ vi gdy nguy co ngd doc tim khong phuc héi; tuy
nhién liéu tich tu cao hon ¢6 thé duge dung nap néu ding déng
thoi dexrazoxan dé bao vé tim. Néu trj ligu trude dy hodc déng
thoi ¢ sir dung cac thudc c6 thé gdy doc 1én tim thi téng liéu
doxorubicin hydroclorid khéng dugc cao hon 400 mg/m®. Téng
liéu doxorubicin hydroclorid bao gém ca bét ky tri li¢u nao trude
day hodic dong thoi ¢6 diing thudc anthracyelin hoic cac hop chét
¢o lién quan,

Doxorubicin hydroclorid dang théng thwomg: Nguoi 1én: Lidu
don tri liéu thuomg dung la 60 - 75 mg/m? dién tich da (1,2 - 2.4
mg/kg) tiém tinh mach, cich nhau 21 ngay/ldn. Dung liéu thip
hon déi véi ngudi bénh ¢o dap img kém, suy tiy do tudi cao, tuy
xwong bi té bao ac tinh x4m nhap. Mot cach ding khac la dung liéu
20 mg/m? tudn 1 lan; cich dung nay duoc cho la lam giam ty I€ bi
suy tim xung huyét. Liéu 30 mg/m’ hang ngay trong 3 ngay lién,
4 tudn 1 lan ciing di duge ding nhung thuong gy viém miéng
nhiéu hon. Khi durge ding két hop vai mét thude héa tri lié\! khac,
lidu doxorubicin thuémg giam xuong con 40 - 60 mg/m? truyén tinh
mach mét lan va nhéc lai sau 21 - 28 ngay. .
Tré em: Liéu nhu ngudi 16n ¢6 thé phi hop, nhung nén gidm licu.
Ngudi cao tudi: Tdng liéu khong duogc vuot qua 450 mg/m?* doi vai
ngudi bénh trén 70 tudi. Lidu ngudi Iém c6 the phi hop, nhung nén
giam liéu néu can. .

Doxorubicin hydroclorid dang liposom: Liéu thudng ding ¢ ngudi
I6n dé diéu trj sarcom Kaposi do AIDS 1a 20 mg/m?, 3 tuan mot
lan; téc d¢ truyén ban dAu 14 | mg/phit. Néu khong c6 tic dung
phu do truyén thi c6 thé tang toc o truyen dé hoan tat vige tl:“)'GH
trong vong 1 gid. Théi gian tri ligu ty thue vao dap ingg va ]'(hﬁ
néng dung nap cia ngudi bénh. Dé diéu tri ung thu budng trimg
tién trién hodc tai phat sau hoéa tri bing thude co platin, nha san
Xudt khuyén ding doxorubicin hydroclorid liposom PEG liéu

50 mg/m? truyén tinh mac
1 mg/phitt. Néu khdng c6 tac du
49 truyén dé hoan tat viéc truyen
khéng bi ung thu tién tri

khuyén
{mg voi

di can 14 khoang 4 thang (qua cac

nén diéu tri t6i th

én hoac bi :
iéu 4 dot vi thoi gian trung binh ¢g

i

DTQGVN 3

h, 4 twin 1 lin, toc 49 truyén ban ajy |,
dung phy do truyen thi ¢6 the ting ;¢

trong vong 1 gio. Vai bénh nhin
nhiém ddc néng, nha sap Xudt

doxorubicin liposom & bénh nhan bi ung thu budng trimg

thir nghi¢m lam sang).

Vi céc tac dung phu (vi du: hdi chimg ban tay - ban chan, nhigy,
ddc méu, viém miéng) co thé can Phﬂl_ giam licu Vflfhoa_c tri hodp
lidu tiép theo (xem céc bang diéu chinh liéu). Mt khi da gigp,
lidu doxorubicin hydroclorid liposom d? bi l‘ac dﬁung phu nl.m Vié.m
miéng hodc hdi chimg ban tay - ban chan thi khong d.uqtc tiing liy
nita. V6i budn non va non do doxorubicin llpﬂsﬂ":'n thi can xem xgt
viée diéu tri trude hodc dong thd% P:‘ing thuoe Chorlg non.

Bom nhé giot vio bang quang (dicu tri ung thu bang quang khgng
xam ldn): 50 mg doxorubicin hydro.cln.)rld {Jha troug\}[] - 50'm]
dung dich natri clorid 0.9%, bom nho giot vao trong bang quang,

Liéu trong suy gan: Phai

giam liéu doxorubicin (dang théng

thuong va dang liposom) cho bénh nhan nguGi 16n bi suy gan
Lidu ding cho bénh nhan c6 nong d bilirubin huyet thanl‘1 12-3
mg/100ml (24 -50 micromol/lit) chibang '50% lieu b:nh thudng; iy
cho bénh nhin co nong do @ilirubin l]l{yél thanh t1l*en 3 mg/100 m|
(trén 50 micromol/lit) chi bang 25% licu binh thu.ofng, ;

Ngueéi da nhgn xq tri ¢ vung nguc hay tim: Can giam liéu,

Bdng 1: Diéu chinh liéu trong héi chimg chén - tay

Cép |
ap
dde

Triéu chimg

Chinh lidu

0

Khéng co triéu chimg

Khéng cin

Ban do, phu né, hoiic
troc da khong anh
hu¢ng dén sinh hoat
hiang ngay

Chinh lidu trir khi true d6 bénh
nhan di bi déc & da dé 3 hoic 4
do do liéu da bi hodn lai 2 tudn
va giam 25% liéu; sau do tré lai |
quang cich ban dau giira cac lidu.

Ban do, troc da hoac
phi né anh huéng
(nhung khing lam
mit) cdc sinh hoat binh
thuong, ¢6 nhimg ndt
phong hodc vét loét
nhd duomg kinh < 2
cm.

Hoéin dimg thudc t&i 2 tuin hodc
cho dén khi cip do doc giam
xuéng cip 0 - 1. Néu sau 2 tuin
khong 6 két qua thi khong ding
doxorubicin dang liposom. Néu

giam xudng cip d¢ 0 - | trong 2
| tudn va trude day khong bi & cdp |
| 46 3 - 4 thi tiép tuc tri lidu véi lidu
trude d6 va tro vé quang céch ban
dau gita cac lidu. Néu bénh nhén
' bilai & cap d§ 3 - 4 thi giam 25%
liu va tré vé quing cich ban diu
| gitra cac lidu.

phit né anh hudmg lén
di lai hodc sinh hoat
binh  thudmg  hing
ngay; khéng ty mic
dugc quin do0 thong
thudng.

hodc lan toa bi nhiém
khuin hodc phai nim
tal giuvomg hodc phai
nhdp vién.

Nét phong, loét hoac |

Tén Lhu.rrm-é khu tri

Hodn Eillmg thube t&i 2 tuin hoic
cho dén khi giam xudng cdp do
0 - 1; sau dé giam 25% licu va trg
ve quing cich ban diu giita cic
lieu. Néu sau 2 tuén khong co két
qua thi ngimg dung doxorubicin
dang liposom.

Hoan dung thuéc t&i 2 tudn hoic
cho dén khi giam xubng cép do
0 - 15 sau d6 giam 25% liéu va tro |
Ve quing cach ban dau giira céc
liéu. Néu sau 2 tudn khong co két |
qua thi ngimg dung doxorubicin |
dang liposom.

B
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Bang 2: Piéu chinh liéu khi bi doc lén huyét hoe

ECﬁP_ Bach ciu S Daa ]
Tléu ciu
dj | trung tinh Chi
doc 5 Um m‘) TC (fmm-‘) inh Iléu
"1 [1500-1900] 75000 - 150 000 | Khong cén.

2 [1000-1499 50000-74999 | Chy cho dén khi BCTT >
1 500 va TC > 75 000 thi
dung lai liéu cii, khéng cAn

= gidm.

3 | 500-999 | 25000-49999 | Chér cho dén khi BCTT
21500 va TC > 75 000 thi
dung lai liéu cii, khéng cin

s giam,

4 <500 <25 000 Chd cho dén khi BCTT
> 1 500 va TC > 75 000
thi ding thude lai véi lidu
giam di 25% hodc dung
du lidu voi sy hd trg cla

- cytokin.
Bang 3: Diéu chinh liéu khi bj viém mi¢ng

Cip N

dd Tri¢u chimg Chinh li¢u

| dic

I Loét khong dau,
ban do, hodc dau
vira

Vin ding thude trir khi bénh nhan trude
d6 dd bi & cap dd 3 - 4; trong trudmg
hop nay hodn ding thude téi 2 tuan va
giam 25% lidu, rd v& quing céch ban
déu gifra cac lidu.

2 | Ban d6 gy dau, | Hoan ding thudc tGi 2 tuin hodc cho

phu hodc loét dén khi vé mire 46 0 - 1. Néu khong
nhung van @n | c6 két qua sau 2 tudn thi nging ding
duoc. doxorubicin dang liposom. Néu giam

xuong cap do 0 - 1 va trude do khong bi
| cap 3 - 4 thi tiép tuc diéu tri vai lidu ci
va tré vé quing cach ban dau giira cac
lidu. Néu truée d6 di bi mic 3 - 4 thi
giam 25% liéu va tro vé quang céch ban
! déu gifra cac liéu.

3 | Ban dé dau, phu | Hodn ding thuéc t6i 2 tuan hodic cho
hodc loét, khéng dén khi vé ¢lip d6 0 - 1, sau do ding lai
in duogrc. thude véi lidu da giam 25% va trd vé
quing céch ban diu giita cic liéu, Néu
khéng ¢6 két qua sau 2 tudn thi ngimg
ding doxorubicin dang liposom.

—

Cin nudi bing
dudng tinh mach
hoic bang dat
xong.

Hoan dixng thude téi 2 tudn hodc cho
dén khi vé cap d6 0 - 1, sau d6 dung ]ar
thube voi lidu da glam 25% va trdr vé
quing céch ban diu giira cac lidu. Néu

khong ¢6 két qua sau 2 tuin thi nging

ding doxorubicin dang liposom.

Gidam sat nguwaoi bénh trong khi diéu tri

Bét diu diéu tri bing doxorubicin ddi hoi phai theo ddi sat nguai
bénh va 1am nhiéu xét nglnem, nén nguoi bénh cin duuc nhdp vién
trong giai doan déu diéu tri. Pém héng céu, bach cau, chirc niing
gan, tim (dac biét phan suat téng mau thét tréi bing siéu am tim)
cin dugc thye h1¢n truﬂc méi lan diéu trj bang doxorubicin.

Trong khi truyén, néu ngudi bénh kéu budt hodc rit bong & chd
tiém, c6 nghia 1a thudc da thoét ra ngodi thanh mach méc du hut
méu van ra tét, phai ngimg truyén ngay va tim mét tinh mach khac.
Cin chuom lanh viing tiém va co thé tiém tai chd dexamethason
hofic hydrocortison dé giam dén murc t6i thiéu hoai tir, ciing c6 thé

Doxorubicin 643

boi kem hydrocortison 1% vao chd tiém.
Chii y: Sau khi truyén thube, nuée tiéu bénh nhin s c6 mau do.
Cén thdng béo trude cho bénh nhin,

Tuwong tic thube
Tranh ding dong thoi doxorubicin thong thudmg vai: BCG (trong
bang quang), conivaptan, deferipron, dipyron, acid fusidic (toan
than), idelalisib, natalizumab, pimecrolimus, tacrolimus, tofactinib,
céc véc xin song.
Doxorubicin thong thuong lam tang nong do/tac dung cua:
clozapin, cac co chat CYP2B6, deferipron, fingolimod, leflunomid,
natalizumab, tofactinib, zidovudin, wafarin,
Doxorubicin théng thuong lam giam nong dg/tac dung cua: BCG,
céc glycosid trg tim, cyclophosphamid, sipuleucel-T, stavudin, céc
véc xin bat hoat, zidovudin.
Céc thuée lam tang nong do/tdc dung cia doxorubicin
thong thuomg: abirateron acetat, bezacizumab, conivaptan,
yclophospham1d cyclosporin, céc thube e ché CYP2D6,
céc thube (rc ché CYP3A4, dasatinib, denosumab, dipyron,
fosaprepitant, acid fusidic, idelalisib, luliconazol, mifepriston,
osimertinib, palbﬂc:chb panobinostat, peginterferon alfa-2b, cac
thude trc ché P-glycoprotein/ABCBI, plmecrollmus roflumilast,
sorafenib, stiripentol, tacrolimus, céc dén xuét taxan, trastuzumab,
vcrapamll
Céc thude lam giam néng do/tde dung cia doxorubicin thong
thuwomg: bosentan, cac glycosid trg tim, céc thudc kich thich
CYP3A4, dabrafenib, deferasirox, dexrazoxan, echinacea,
enzalutamid, mitotan, osimertinib, peginterferon alfa-2b, cac
thudc kich thich P-glycoprotein/ABCBI, siltuximab, c6 St John,
tocilizumab.
Cdc twong tac khac:
Actinomyein-D, plicamycin: C6 thé gay tr vong do bénh co tim.
Barbiturat: Tac dung ciia doxorubicin cé thé bi giam.
Céc thudc (e ché topoisomerase II nhur ciprofloxacin: Lam giam
hdp thu ciprofloxacin nhung nguy co dgc cho thdn kinh ting lén.
Mercaptopurin, azathioprin: Lam tang dgc tinh ctia mercaptopurin
va azathioprin ddi voi gan.
Phenytoin: Lam gidam hép thu phenytoin.
Propranolol: Lam ting dgc tinh déi véi tim ciia doxorubicin.
Stavudin: Doxorubicin irc ché tac dung khéng virus ciia stavudin.
Thubc chen kénh calci: lam ting ddc tinh 1én tim cua doxorubicin.
Topoisomerase II ¢ tré nho co thé lam ting nguy co bi bénh bach
cu cap dong tily va cac u c tinh thir phat.
Twong ky,
Doxorubicin khéng duge trén vin bit ctr thubc nao sau day
(va ciing khéng duge truyén nho giot trong cung diy truyén):
heparin, fluorouracil, aminophylin, cephalothin, methotrexat,
dexamethason, diazepam, hydrocortison, furosemid.
Doxorubicin bén vimg trong dung dich truyén phoi hgp véi
vineristin. Mt dung dich phéi hgp phd bién chira doxorubicin
1.4 mg/lit va vineristin 0,33 mg/lit trong dung dich natri clorid
0,9%. Doxorubicin ciing c¢6 thé phdi hop véi cyclophosphamid,
dacarbazin, bleomycin, vinblastin.
Qui lidu va xir tri
Tri¢u chirng: Trigu chimg qué licu gidng nhu téc dung dwoc Iy
cia doxorubicin. Liéu ding duy nhat 250 mg va 500 mg da gay nr
vong. Qua li¢u c6 thé gay thoai hoa cép co tim trong vong 24 gid
va gy suy tily ning, anh huéng nay manh nhat sau 10 - 15 ngay sir
dung. Suy tim c6 thé xay ra chdm (6 thang sau khi diing thudc qua
liéu). Nguoi bénh can dugc theo ddi can than néu co triéu chimg
xuat hién phai dwgc diéu tri ngay (thudc lgi niéu, thube chen beta,
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ciic thube tre ché men chuyén (thube e ché ACE) .

Xit tri: Diéu trj tri¢u chimg va hd trg, cin dic bigt chi ¢ didu trj
va dé phong nhimg bién chimg ndng c6 thé xay ra nhu chay mau,
nhiém khuin ndng, suy giam tay xuong kéo dai.

Truyén miu va chiim séc ngudi bénh cin thin.

Cdp nhat lan cuéi: 2017.

DOXYCYCLIN

Tén chung québc té: Doxycycline.
Mia ATC: AO1AB22, JOIAAQ2.
Loai thube: Khang sinh nhom tetracyclin.

Dang thudc va ham lugng

Ham luong tinh theo doxycyclin base.

Doxycyclin calci: Dich treo ubng: 50 mg/5 ml.

Doxycyclin hyclat: Vién nang 50 mg, 100 mg; vién nang giai
phéng chdm 100 mg; vién bao phim 100 mg; bot dé tiém truyén
finh mach 100 mg, 200 mg.

Doxycyclin monohydrat: Vién nang 50 mg, 100 mg; bot d& pha
dich treo uéng 25 mg/Sml.

Durge e hoe

Doxycyclin 1 khang sinh thugc nhém tetracylin, duge tong hop
tir oxyte{racyclm Doxycyclin la khang sinh phd rong, co tac
dung kim khuén. Thude trc ché tdng hop protein do gin vao tiéu
don vi 30S va co thé ca véi 508 cua ribosom vi khuan nhay cam;
thudc ciing c6 thé giy thay ddi & mang bao twong. Doxycyclin
¢6 pham vi khang khuén rong vcn vi khuén wa khi, ky khi Gram
dwong, Gram Am v ca véi mt s6 vi sinh vat khang thude tac dung
v&i thanh t& bao nhu Rickettsia, Coxiella burnetii, Mycoplasma
pneumoniae, Chlamydia spp., Legionella spp.. Ureap{asma,
mot so Mycobacterium khong dién hinh va Plasmodium spp..
Doxycyclin ¢6 hoat tinh manh hon tetracyclin abi vai nhiéu chun g
vi khuin nhu Streptococcus pyogenes, Enterococci, Nocardia spp.,
Yersinia pestis va nhidu vi khuin ky khi. Doxycyclin con ¢co tac
dung d6i véi cc protozoa, dic bigt 1a Plas smodiunt spp.
Doxyeyelin khong ¢6 tac dung tri nim trén 1dm sang. Mic du co
ddc tinh tuong tir cac 1etracyclm nhung doxycyclin it doc vOi gan
hom, tac dn,mg phu xuat hién it hon (kich img tai chd, kich ung da
day - rudt, roi loan h¢ vi khuan & rudt) so vdi cac tetracyclin ua
nude. Duxycychn con duge wa ding hon céc tetracyclin khac vi
hap thu tt hon va cé nira doi thai trir dai hom, cho phép dung thude
it lan trong mét ngay Ngoai ra, doxycyclin con co thé ding cho
ngudi suy thin (tuy van phai thin trong).

Ca doxycyclin va tetracyclin déu co tac dl,mg v6i hau hét cac ching
S. pneumomae nhung hién nay, phe chu khéng thude thuong gip
& nhiéu ving cua Viét Nam. Plasmodium falciparum & Viét Nam
thuremg khang nhiéu thude nhur cloroqum sulfonamid va cac thude
chdng st rét khic, nhung van co thé ding doxycyclin dé dy phong.
Khang voi khdang sinh nhém tetracyclin: Vi sinh vat khang véi mot
tetracyclin thi ciing khang voi céc tetracydm khic. Escherichia
coli va c6 thé ca mét sé chung vi khuin khac da khing cac
tetracyclin, chii yéu qua trung glan plasmid. Theo béo cao ASTS
(1997 - 1998), & Viét Nam, nhiéu ching vi khuan nhw E. cofi,
Enterobacter, Shigella flexneri, Salmonella typhi, Staphylococcus
aureus da khang doxycyclin. Vi mirc khing cao cia vi khuan, nén
khéng thé ding céc tetracyclin diéu tri trong cac phéc dd kinh
nghiém. Tuy vay, céc tetracyclin van c6 hiéu qua trong nhirng bénh
do Ricke:rsm. Mycoplasma va Chlamydia. Cén tham khao thong
tin v& tinh hinh khang doxycyclin, tetracyclin va khang thude
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khang sinh néi chung, truéc khi chi dinh thude vi ty 1¢ khang thuse
thay déi theo ving va theo thoi gian.
Durge ding hoc
Doxycyclm hap lhu tbt qua dudng tiéu hoa (90 - 100% lieu udng
duge hap thu néu udng lic dm) Vi tri hap thu chu yéu ¢ da day vi
phan diu cia rudt non. Mot s6 ché pham doxycyclin giai phong
kéo dai ¢6 thanh phan m&ng bao pellet doxycyclm hyclat phy
thude pH, dugc thiét ké dé giai phong thude khi pellet & trong méi
truung pH cao hon trong ru¢t non.
Khi uong doxycyclin hyclat lic doi, & ngum 1ém ¢6 chitc nang than
binh thuong, néng do thudc trong huyét tuong cao nhat dat duge
1,5 - 2,1 microgam/ml (véi liéu don 100 mg), 2,6 -3 m1c:r0gam!m|
(v lidu 200 mg) trong huyel twong & 1,5 - 4 gid sau khi uung va
duy tri ndng dé trong huyét twong > | microgam/ml trong khoing
- 12 gio sau khi udng. Sau khi udng liéu don 200 mg doxycycim
manohydrat & nguoi 16n khoe manh & thoi diém 2,5 gid ndng do
cao nhit trong huyet twong khoang 3,6 microgam/ml.
Sau khi tiém truyen tinh mach khodang 1 gmr liéu 100 mg doxycyclin
hyclat (pha vé&i nong d6 0,4 mg/ml), nong d6 cao nhit trong huyét
trong 1a 2,5 microgam/ml. Sau khi truyén tinh mach 2 gio véi
lidu 200 mg doxycyclin hyclat, nong d6 cao nhat doxycyclin trong
huyét tuong 14 3,6 microgam/ml.
Thirc in va sira c6 anh huong lén hap thu doxycyclin qua duérng
tiéu héa nhung mire do anh hudng thay déi tay thudc: Dang mudi
(doxycyclin calci, doxycyclin hyclat hay doxycyclin monohydrat),
hoﬁc dang bao ché (vién nang théng thuong, vién nén hay dich treo
udng, vién nang hay vién nén giai phéng cham), hodc thanh phén
thirc &n (thirc dn co sita hay khong, thuc an nhiéu hay it md, sita
nguyén kem hay tach kem). Can ¢ nghién ctru ky hon dé lam 1o
cac yéu té anh hudng nay
Vi céc tetracyclin dé tao phirc v&i cac cation héa tri 2 hodc hoa
tri 3 nhu calci, magnesi, nhom, nén cic thube khang acid va cac
thudc khac co chira cac cation anh huémg dén kha ning hip thu
doxycyclin.
Khoang 80 - 95% doxycyclin trong mau duoc gim vao protein
huyét trong.
Doxyecyclin c6 tinh tan trong lipid cao hon tetracyclin, phan b6 rong
trong co thé vao cic mé va dich, gdm ca nude tidu va myén tién
liét. Thude tham rét tot vao trong mod gan, thdn va xoang; nhimg
véo trong dich ndo tiy chi & muire d§ trung binh (< 1 mu_mgam/ml}
Thudc qua duqc nhau thai va phan bé trong sita me voi nong 89
khoang 40% néng do trong huyét tuong. Kha ning gy doc cho tré
bii me cao hom so vai tetracyclin. Thude tich liy trong cac té bao
luéi - ndéi mé caa gan, lach, iy xuong, trong xuong, nga rang va
men rang chua moc.
Nira doi thai trir ctia doxyeyelin tir 12 - 24 gi¢y, O nhimg ngudi cb
chitc ndng thin binh thuomg, khoang 40% liéu ding doxycyclin
durgce bai tiét tir tir vao nude tidu, néu nirde tiéu dirge kiém hoa thi
lugng bai tiét cao hom. Tuy nhién, phan lén doxycyclin duge bai
tiét qua phén sau khi dugc chelat hoa & rupt.
Doxycyclin khong tich Iy nhiéu so vai tetracyclin khac & ngudi
suy than, do do 1a mot trong nhimg tetracyclin an toan nhit dé diéu
tri nhiém khuén & nguéi bénh suy thin. Tuy nhién, do doxycyclin
it duge bai tiét qua than nén phai ding doxycyclin liéu cao dé diéu
tri nhiém khuan duong niéu. Tham phan mau it co tic dung loai bo
doxycyclin.
Chi dinh
Diéu tri: Bénh Brucella; bénh ta do Vibrio cholerae; u hat
ben do Calymmatobacterium granulomatis; héng ban loang man
tinh do Borrelia burgdorferi; st héi quy do Borrelia recurrentis;



