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1. NGUYEN TAC TRI LIEU HOA DUQ'C TRONG TAM THAN
1.1. Phan loai:

Thudc dung dé tri liéu cho cac rdi loan tdm than dwoc goi chung la thuéc huéng than
(psychotropic drug). Nhivrng thudc nay dwoc mé ta theo ap dung 1am sang chinh yéu cta thuéc;
VD: thudc chéng trAm cam, thubc chdng loan than, thubc dn dinh khi s&c, thubc ngd, thubc lam
tang nhan thire, thube kich thich. C6 mot khé khan véi cach tiép can nay la cé nhiéu thube co
nhiéu chi dinh khac. VD: thuéc nhém SSRI ¢c6 ca tac dung chdng trAm cadm va giai lo au, thubc
dbi khang serotonine — dopamine c¢6 tac dung chéng loan than va 6n dinh khi séc.

Thudc hwdng than con dugc sap xép theo ciu tric hoa hoc (VD: thube 3 vong), rtheo
co ché (VD: &rc ché MAO), theo lich s (VD: thubc theo qui wéc, thubc thé hé dau tién), tinh la
thweng (VD: thube khodng dién hinh), theo chi dinh (VD: thuéc chdng trAm cadm). Khé khan nhiéu
hon niva la cé nhiéu thubc dwoc dung diéu tri cho cac bénh ly than kinh, va ndi khoa ciing duoc
dung diéu tri cho ca céac rdi loan tam than.

Thém vao dd, cac thuat ngl thubc hwéng than cling mu mé. Cac thube dau tién thwdng
dung diéu tri tam than phan liét da dwoc goi la thube binh than. Khi ¢é nhitng thubc méi hon
dung diéu tri lo au, lai phan biét thanh thudc binh than chinh va phu. Luc ban dau, thubc chéng
tram cam 1a thubc chdéng trdm cdm 3 vong (TCAs) hodc IMAOs. Trong nhitng nam 70, 80,
nhirng thudc chdng trdm cdm méi hon xuét hién thi dwoc goi la thuéc chéng trdm cam thé hé
the 2, thir 3. Hién nay, nhitng thubc cii hon diéu tri loan thdn dwoc goi la thubc an than kinh
(neuroleptics) qui wéc, dién hinh, truyén théng. Thudc méi hon goi la thudc an than kinh khéng
dién hinh. Trong bai nay, d& han ché sy mu m& nay, cac thubc dwoc sp xép thep co ché tac
dong hodc cAu truc twong tw nhau dé théng nhat, dé tham khao va dé hiéu.

1.2. Tac dong dworc ly:

Ca yéu tb moéi trwong va di truyén déu anh hwéng dén dap tng co tinh ca nhan, va tinh
dung nap dbi véi thubc huwéng than. Do d6, mot thubce cé thé khong chirng minh dwoc tinh hiéu
qua trén nhiéu bénh nhan cé bénh ly trong viéc cai thién triéu chirng. O nhiéu trwéng hop, nhan
ra nhirng yéu tb tién lwong vé kha néng cla thudc tré nén quan trong hon, nhwng thwerng khé
thuwe hién dwoc. Ngay ca trong cung moét nhém thubc, cac thube ciling khé phan biét véi thube
khac do c6 nhirng khac biét tinh vi hon, vé mét cAu tric phan tt, kiéu twong tac voi hé théng
chét dan truyén than kinh, khac biét vé dwoc luc hoc, cé hay khéng cé chuyén héa chat hoat
dong, tinh két ndi v&i protein. Nhirng khac biét nay cung véi sinh héa cla tirng bénh nhan tao
nén mét hinh anh twong déi vé hiéu qua thuéc, dd dung nap, tinh an toan va ty & gitra nguy co
— loi ich dbi véi tivng bénh nhan. Tinh da bién nay, ma nhiéu yéu t6 van chwa hiéu rd dwoc, gay
khé khan cho viéc tién doan hiéu qua thudc. Tuy nhién, hiéu biét vé ban chat cda ting loai
thudc lam tang kha ndng thanh cong trong diéu tri.

1.3. Co’ ché:
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Co ché tac dong cla cac thubc hwong than van chwa dwoc hiéu ré. Cach gidi thich
chudn muc nhéat 1a cach thie thudc lam thay dbi dd tap trung clia cac thu thé dopamine,
serotonine, norepinephrine, histamine gamma-aminobutyric acid (GABA). Nhitng thay déi do
duwoc cho la do két qua cla cac chét ddng van, dbi van tac ddng dén tai hap thu chat dan truyén
than kinh, 1am thuan loi cho sw ché tiét hodc (rc ché men chuyén héa. Vi du, mét thubc co thé
la chat déng van, do do kich thich hoat ddng sinh hoc cla thu thé; hodc mot chat dbi van sé tre
ché hoat ddng sinh hoc. Mot sb thubc c6 d&c tinh ddng van tirng phan vi ching khéng cé kha
nang tac dong toan ven dén mot thu thé chuyén biét nao d6. Mot sé thudc hwéng than cling cé
hiéu qua lam sang théng qua co ché khac chir khéng théng qua twong tac véi thu thé. Vi du:
lithium tac déng bang cach e ché truc tiép Ién men inositol — 1 phosphatase. Mét s6 hiéu qua
két ndi chac chan vai tac dong cla khe than kinh (synaptic) chuyén biét. Vi du: hdu hét cac
thubc tri loan thadn c6 khd néng phong téa thu thé dopamine type 2 (D,). Twong tw, cac chat
ddng van benzodiazepine két néi v&i phirc hop thu thé gitra thu thé benzodiazepine va thu thé
GABA.

1.4. Tac dung phu:

Tac dung phu la nguy co khéng thé tranh khéi khi diéu tri bang thudc. M&c du khong thé
c6 kién thirc bao quat vé tat ca nhirng tac dung phu cé thé cé cta thubce, nha lam sang khi ké
toa nén biét rd nhirtng tac dung phu thweng gép hon, ciing nhw nhirtng hau qué nguy hiém.
Khoéng cé mot tai liéu nao, ké cad nhirng théng tin vé san pham, cé tt ca nhirng tac dung phu
nguy hiém phai diéu tri c6 thé co.

Viéc can nhéc nhitng tac dung phu bao gébm kha nang chac chan cé thé xuét hién, anh
hwéng cua tac dung phu dén chét lvong cudc sdng, thdi gian xuét hién cta thudc, va nguyén
nhan xuét hién. Nhw vay, phai biét rang, khéng c6 thudc nao chac chén lam cai thién vé mat
lam sang cho tat c& bénh nhan; khéng cé tac dung phu nao, Ihéng cé van dé nao thudng gap
xuét hién trén tat ca bénh nhan. Khi cé bénh ly y khoa nao cung xuét hién hoac tién st c6 phan
trng trai nguoc twong ty dat bénh nhan vao nguy co cao bi tac dung phuy, viéc lam hop ly la
phai xem xét lai chat/thubc dwoc ké toa khéng qui ci xem cé lién quan dén tac dung phu
khéng.

Cac tac dung phu cé thé do nhirng tac dong dwoc ly twong tw vai tinh tri liéu hoac do
nhirng dac tinh khéng thwong gap. Vi du, tac dung phu thwong gap ctia TCAs la gay phong téa
thu thé muscarinic acetylcholine hoac thu thé H,. Néu bénh nhan nhay cdm véi nhivng tac dung
nay, nhirtng thudc thay thé ma khéng gay ra tac dung nay cé thé dwoc chi dinh st dung. Néu
tac dung phu 1a biéu hién clia co ché tac dong duoc tién doan ciia mét thube, thi tac dung phu
khi diéu tri 1a diéu khong thé tranh khéi. Do d6, tinh phong tda tai hap thu serotonine ctia SSRIs
c6 thé gay nén, gay suy gidm tinh duc. Tac dung phong téa D, cla cac thubc diéu tri loan than
c6 thé gay tac dung phu ngoai thap. Tac dung ddng van thu thé benzodiazepine cé thé gay thét
didu, gay ngu ngay. Trong nhitng trwéng hop nay, cac thubc thém vao thudng phai gitp nhirng
thudc diéu tri dau tién dwoc dung nap tét hon.

1.5. Nhirng yéu t6 lién quan dén bénh nhan:
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1.5.1. Tinh dap ng v&i thubc, va tinh nhay cdm véi tac dung phu cla thuéc cé lién
quan v6&i nhitng yéu t6 lien quan dén bénh nhan. Pay chinh 1a ly do tai sao ma
khéng cé mét cach tri liéu nao phu hop voi tat cd moi nguoi. Nhirtng yéu to lién
quan dén bénh nhan la: chan doan bénh, yéu td di truyén, cach séng, tinh trang
strc khde tdng thé, bénh ly déng thi va tién str dap tng thube.

1.5.2. Chéan doan: Khéng chan doan chinh xac lam giam kha nang chon Iya mét loai
thudc t6i wu. Chan doan sai khong chi cé thé bé mat co hdi, ma con lam cho triéu
ching nang hon. Chan doan vé y cho bénh nhan dang trong giai doan trAm cam
cta réi loan lwéng cuc thanh chan doan trAm cam don cuc, cé thé gay ra con
hwng cdm ho&c gay chu ky nhanh khi dung thuéc chéng trdm cam. Khi diéu tri
khéng thanh cdng ho&c lam cho triéu chirng ndng hon, nha 1am sang can danh gia
lai chan doan.

1.5.3. Dap (rng vdi tri liéu trong qua khi: mot thuéc chuyén biét dwoc chon tuy theo
dap wng véi thudce trong quéa khir cia bénh nhan (sw tuan thad, hiéu qua tri liéu, tac
dung phu), tinh dap &ng thudc trong gia dinh bénh nhan, phd tac dung phu voi
nhém bénh nhan dac biét, chi dinh tri liéu trong thwe hanh Iam sang. Néu thubc da
tirng c6 hiéu qua tri liéu cho bénh nhan hoac ngwéi than trong gia dinh bénh nhan,
nén dung tré lai loai thubc d6 va thubc cling nhém. Tuy nhién, van c6 mét sb bénh
nhan lai khéng dap (ng véi loai thuéc ma truédc dé ho dap (ng rat tt, khi dung tré
lai. Tién st cd tac dung phu tr mot thudc nao dé ciing 1a dau chi diém cho biét
bénh nhan sé khong tuan tha véi loai thubc do.

Sé& c6 ich néu bénh nhan nhé duoc chi tiét nhirng thuéc hwéng than da dwoc dung: chi
dinh loai thubc, liéu lwong, thoi gian dung, thudc két hop. Tuy nhién, do van dé bénh Iy tam
thdn ma nhiéu bénh nhan lai cé tri nhé rat kém. Gia dinh ca bénh nhan 1a ngudn lwc gitp tim
hiéu thém nhirng théng tin nay.

1.5.4. Dap (rng v&i tri liéu trong gia dinh: thubc dap ng cé tinh giébng nhau trong gia
dinh. Do d6, dap rng thubc tét & mdt ngwdi than nao dé ciing la diéu cé ich cho
viéc chon Iwa thudc cho bénh nhan.

1.5.5. Bénh ly phéi hop: trong mét sé trwerng hop, cac bénh ly y khoa cé thé gay ra cac
triéu chirng tdm than. Bénh nhan bénh tuyén giap chwa dwoc diéu tri ding sé co
céc triéu chirng trdm cam. Chirng ngwng thé lGc ngd cling gay trdm cadm va suy
gidm nhan thirc. Thudc dwoc chon phai han ché gay nang dén muc tbi thiéu nhivng
bénh ly y khoa c6 trwéece.

Dung thudc dé giai tri (thubc 13c ...), ubng qua nhiéu ruou, thweng st dung nuwéc ubng
cé caffein sé& lam phirc tap va tham chi con lam gidm hiéu qua tri liéu bang thudc huwéng than.
Nhing chat nay cé thé cé nhirng anh hwéng tdm than quan trong va trong mét sb trwdng hop,
c6 thé 14 nguyén nhan gay xuét hién triéu chirng.
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1.5.6. Théa thuan va gido duc bénh nhan: bénh nhan nén dwgc thong tin vé ké hoach
tri liéu, tac dung phu co6 thé co, va loi ich clia mdi cach tri lieu. Néu khuyén bénh
nhan dung loai thubc ddc biét ndo, nén gidi thich rd rang ly do cta 1&i khuyén dé.
Bénh nhan hau nhw sé tiép tuc dung thudc néu ho hiéu dwoc day da ly do ho phai
dung thuéc, ly do thudc dé dwoc chi dinh cho ho.

Méi lién minh trj liéu gilra bac si va bénh nhan luén luén hiru ich. Cung cép cho bénh
nhan biét vé nhirng diéu khéng mong doi khi dung thubc, tac dung phu thuwdng gap cua thuéc,
sé& giup cai thién sw tuan tha diéu tri. Néu bénh nhan tin twéng vao kién thirc ctia bac si, vao
kha nang phan doan cla bac si, ho s& chap nhan dung thir loai thudc nao d6 dé chd doi hiéu
qua sép dén.

Nghién cru cho thay, néu bénh nhan dwoc théng tin vé tac dung phu cla thubc, thi ty lé
xuét hién tac dung phu cao han nhwng ty 1& ngung diéu tri lai gidm hén. Mét s6 bénh nhan cho
rang diéu tri bang thuéc la than dwoc, mot sd khac lai xem thudc nhw ké thu. Do d6, khi lam
thda thuan tri liéu véi bénh nhan, ngwoi than va bac si nén néu rd ly do diéu tri, cling nhu lgi
ich ctia viéc diéu tri va nguy co c6 thé co khi diéu tri.

1.5.7. Liéu lwong — thdi gian diéu tri va theo déi:

Liéu diéu tri cd hiéu qua tly theo dac tinh cla thubc va cac yéu t6 cla bénh nhan, nhw
tinh nhay cdm va kha nang chuyén hoa thuéc, bénh két hop va thubc dang dung déng thoi, tién
st dung loai thudc nao. Nong do thudc huyét twong cla nhiéu thuéc hwéng than cé thé tang
lén gép 10 lan. Do d6, liéu hiéu qua nhat cia tirng bénh nhan can phai dwoc thtr thach, can cé
hwéng dan vé kinh nghiém tri liéu véi khoang liéu diéu tri. Mot s thudc co lién hé rd rét gitra
viéc tang lidu va dap wng tri liéu.

Kh& nang ctia mét thudc dwoc cho 1a liéu twong ting can cé dé dat dwoc két qua hién
tai, chr khong phai la dat dwoc hiéu lwc cla thubce. Vi du: haloperidol c6 d6 manh nhiéu hon so
v&i chlorpromazine, khodng 5mg haloperidol c6 kha nang tri liéu twong dwong 100mg
chlorpromazine. Tuy nhién, nhirng thubc nay cé hiéu lyc 1am sang twong dwong nhau.

Thubc phai duwoc st dung véi liéu dat dwoc hiéu lwe trong mot thdi gian can thiét. Mac
du tinh dung nap va tinh an toan cla thudc luén can dwoc xem xét, nhwng can tranh viéc dung
liéu thAp hon lidu diéu tri va thtr nghiém tinh trj liéu khéng day dd. Dung liéu khéng thich hop sé
lam bénh nhan cé nguy co bi tac dung phu ma khéng giup bénh nhan cé duwgc lgi ich tri liéu.

Thoi gian dung thubc thwong duwoc dwa vao thdi gian ban hiy cua thube trong huyét
twong va phd tac dung phu cla thubc. Thubc cé tinh an thdn nén duwoc dung bubi téi, hodc liédu
ban ngay thap hon liéu bubi téi. Ngwoc lai véi nhivng thubce cé tinh kich thich. Hiu hét ché do6
dung thuéc huéng than déu dwa vao sw dinh chudn ndng d6 thubc trong huyét twong hon 1a
dwa vao kha nang chiém ngy cla thuéc & ndo. C6 nhiéu bang chirng cho réng cé sy phan ly
dang ké gitra dong lwc hoc trong huyét twong va nao. Dwa vao dong luc hoc cta thudc trong
huyét twong dé 1ap nén ché do dung thudc sé dan dén hiéu sai vé ché d6 dung thuéc hop ly.
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Thong thuweng thubc hwéng than nén dwoc dung lién tuc, ngoai trir trwdng hop dung
thuéc trong mat ngu, kich doéng cép tinh, lo 4u di¥ doi theo tinh hudng. Sai I1Am thwdng gép khi
dung thudc benzodiazepine hoat lwc cao, nhw alprazolam (Xanax), clonazepam (Rivotril) & chi
dung sau khi con hodng loan xuét hién. Nhirng thuéc nay nén st dung trong ché d6 déu dan dé
ngan ngtra con hoang loan.

M6t sb bénh nhan da tieng bi réi loan tinh duc trong diéu tri véi SSRIs khi dung thubc
trong céac ki nghi, nén thinh thoang ho ngung thubc dé thwe hién hanh vi tinh duc tron ven. Viéc
s dung thuéc SSRI ngét quang cling c6 hiéu qua diéu tri chirng loan khi sac trwédc ki kinh.
Thubc nén dwgc siv dung 2 tudn trwéc giai doan hoang thé cla chu ky kinh nguyét.

1.5.8. Thoi gian diéu tri:

Cau hdi ma bénh nhan thuwdng xuyén dat ra 1a: “t6i can dung thuéc trong bao 1au?”. Cau
tra 1&i ty thudc vao nhidu yéu t6: ban chat cia bénh ly, thdi gian cla triéu chirng, tién s gia
dinh va can dbi mirc d6 bénh nhan dung nap thudc véi loi ich cla viéc diéu tri. Cé thé giai thich
hop ly v&i bénh nhan vé nhirng khd ndng cé thé nhung trudc hét, phai cho bénh nhan thiy
rang thudc gilp ich cho ho v&i diéu kién nhirng tac dung phu cé thé chap nhan dwoc. Khi viéc
thdo luan dang tin cay vé thdi gian didu tri dwoc thwe hién thi thanh cong trong tri liéu chac
chén sé dat dwoc. Hau hét cac bénh ly tam than déu tién trién man tinh va tai phat, nén diéu tri
lau dai 1a diéu can thiét d& ngan ngira bénh ly tai dién. Tuy nhién, cac thubc hwéng than khong
dwoc cho la diéu tri khéi dwoc cac bénh ly tam than nhung cé thé gitp kiém soat dwoc bénh.

Viéc diéu tri dwoc chia thanh 3 giai doan: diéu tri thir nghiém dau tién, diéu tri tiép dién
va diéu tri duy tri. Giai doan dau nén kéo dai it nhat vai tun, cham dap &ng tri liéu la d&c diém
ctia hau hét cac thudéc hwéng than. Thoi gian can thiét cho giai doan th&r nghiém thubc ciing
nén dwoc dwa ra thdo luan ngay tir khi bat dau diéu tri @& bénh nhan khéng mong doi qua muirc
vé s cai thién ngay lap tirc cac triéu chirng. Hau hét bénh nhan déu bi tac dung phu sém trong
qua trinh diéu tri bang héa dwoc truwdc khi hét triéu chirng. Trong mét sb trwong hop, thube con
lam cho céc triéu chirng nang hon. Bénh nhan vi vay nén dwoc tw van trwdc rang nhirng phan
&ng xau ban dau khéng phai la diéu tién doan cho két qua diéu tri sau nay. Vi du: nhiéu bénh
nhan bi rdi loan hodng loan thuwdng sé bi run giat hét hodng, hodc tang con hoang loan sau khi
bat dau diéu tri bang thuéc chéng trdm cadm 3 vong hay SSRIs. Thuéc ddng van
benzodiazepine 1a mét ngoai & giip han ché triéu chirng 1am sang nay. V&i thubc ngl va chéng
lo au lai c6 hiéu qua ngay tre thi.

Tuy nhién, viéc bt diu dung thudc khong gitup bao vé hoan toan chdng lai tai phat. Diéu
tri tiép tuc sé giup viéc bao vé chéng tai phat dwgc 6n dinh hon. Thoi gian téi wu nhat cho giai
doan diéu tri tiép tuc va diéu tri duy tri thay ddi va tuy thudc vao tién s& bénh ciia bénh nhan. Vi
du: trdm cdm ndng man tinh kh&i phat sém c6 tién trién nang hon so v&i trAm cdm nang man
tinh kh&i phat muén. Cung véi tinh khéi phat sém cta bénh, tién st bénh dién qua nhiéu giai
doan, mirc dd ndng va do dai cla cac giai doan tai di&én cling can viéc diéu tri dai hon, kho
doan trwéc duoc.

1.5.9. Xét nghiém can Iam sang va theo doéi dac tinh tri liéu qua mau:
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La xét nghiém co ban dé xac dinh bénh ly va theo dai diéu tri.

Xét nghiém can lam sang khéng gitp chan doan xac dinh bénh ly tm than nhung la yéu
t6 nham loai trir cac bénh ly y khoa tiém &n c6 thé gay ra triéu chirng tdm than hoac dé danh
gia bién chirng do diéu tri thubc.

Cac xét nghiém thwdng thye hién la: ECG, chvc nang hé tao mau, chirc nang gan,
than, tuyén giap, nhat 1a véi cac loai thudc nhuw lithium, clozapine ...

Céc xét nghiém khac can duoc theo di la dwong huyét, lipid mau, nhét 1a khi diéu tri
bang cac thuéc chéng loan than khéng dién hinh.

Ciing can theo d&i néng dd huyét twong cla thudc diéu tri véi nhirng loai c6 gidi han tri
liéu hep nhw lithium. Véi lithium, ndng dd huyét twong thdp khong gitp cai thién dwoc triéu
chirng; ndng d6 huyét twong cao hon giéi han lai gay ra ngdé déc nang.

Xét nghiém can |am sang con gilp sang loc néng dd chat gay nghién hoac thuéc bi lam
dung.

1.5.10. Két hop thudc:

Theo hwéng dan thwe hanh cta Hiép Hoi Tam Than Hoa Ky, nén tranh viéc két hop
thudc trong diéu tri tam thdn. Mac du don tri liéu 1a ly twédng nhat nhwng tri liéu phdi hop ciing
thwong thay trong tam than tir rat lau (khodng dau nhirng nam 50). Viéc két hop thubc, thuc
hanh tét viéc tang liéu hoac két hop thubc dén nay van con dwoc thdo luan rat nhidu trong y
van va tai cac hoi thdo khoa hoc. Sé lwgng trung binh cla cac thubc dung cung ldc ngay cang
tang cho dén hién tai. V&i bénh nhan tam than ndi tra, sb lwong thudc trung binh dung phdi hop
thwong 1a 3 loai. Tuy nhién, van d& hién nay la khi két hop thudc, cac bac si lai it linh dong
trong viéc gia giam lidu thudc két hop, hodc két hop thudc nhung chi cé 1 loai cé hiéu qua diéu
tri.

Fluoxetine — olanzapine 1a két hop thubc thuwdng nhat cho diéu tri rdi loan lwéng cuc.
Hau hét cac bénh nhan réi loan lwdng cwe thwong dwoc két hop nhiéu thubc huwéng than.
Thudc dbi van thu thé dopamine hoadc thubc dbi van thu thé serotonine — dopamine thwong
duwoc két hop trong diéu tri trAm cam loan than. Twong tw, bénh nhan OCD chi dap (rng phan
nao v&i SSRIs, nén thwdng dwoc dung phdi hop véi thudc dbi van thu thé serotonine —
dopamine.

Céc thubc duwoc két hop con nham dbi khang lai cac tac dung phu, dé diéu tri cac triéu
chirng chuyén biét va dé& co6 thé chuyén dbi tir thubéc nay sang thubc khac. Viéc két hop thubc
nhw vay gitp duy tri tinh trang dap &ng tét ciia bénh véi diéu tri.

2. THUOC CHONG LOAN THAN

2.1. Thuéc chéng loan than dién hinh:
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Thubc dau tién dwoc tim ra |a Chlorpromazine, tlr nhitng ndm 50. C6 tac dung dbi van
véi thu thé D,, nén dwoc goi la nhém thudc dbi van thu thé dopamine (DRA — dopamine
receptor antagonist), con dwoc goi 1a thuéc chdng loan than thé hé 1, thuéc chdng loan than
dién hinh, thubc chéng loan than qui wéec.

Hién nay, nhém thubc nay khéng con la thubc chinh dé diéu tri bénh tam than phan liét
hay cac bénh Iy cé cac triéu chirng loan than. Cac nhém thuéc méi ngay cang thay thé nhém
DRA cang nhiéu, nhw thudc dbi van serotonine — dopamine (SDA — serotonine-dopamine
antagonist), thudc ddi van tirng phan dopamine (PDA — partital dopamine antagonist) trong vai
trd la thudc chon lwa hang dau véi cac bénh ly twong tw. Khéng chi do cac thuéc méi nay it gay
céc triéu chirng ngoai thap ma con diéu tri triéu chirng am tinh trong tdm than phan liét, suy
giam nhan thirc, trAm cdm loan than.

Puwoc chia nhém tuy theo céu trdc phan t& héa hoc. C6 cac nhém thubc sau:
phenothiazine (chlorpromazine, promazine, triflupromazine), piperazine (acetophenazine,
fluphenazine, trifluophenazine, perphenazine, thioridazine), thioxanthene (chlorprothixene),
dibenzoxazepine (loxapine), digydroindole (molindone), butyrophenone (droperidol,
haloperidol), diphenylbutylpiperidine (pimozide), rauwalfa alcaloid (reserpine).

Tét ca cac thubc déu hap thu qua dworng ubng, nhung dang dich hép thu tét hon so véi
dang vién nén hay vién nang. Néng dd dinh huyét thanh dat dwoc sau 1 — 4 gi¢» ubng hodc 30 —
60 phut sau khi dung dwédng tiém. Hat thube, udng café, thube khang acid, thirc &n lam cho anh
hwéng dén dd hap thu clha cac thudc. Sau 3 — 5 ngay dung thubc thi dat dwoc ndng d6 diéu tri.
Thoi gian ban hay cla da sb thubc la khodng 24 gi¢. Néu bénh nhan dung nap thubc tbt, véi tat
céa céc loai thude, chi nén dung 1 Ian trong ngay, dwérng udng khi bénh da én dinh. Hau hét cac
thudc DRA déu gén két cao v&i protein. Dung dwdng tiém truyén sé khéi phat tac dong nhanh
hon va dang tin cay hon. Tinh kha dung sinh hoc cta dung thuéc dudng tiém cling cao hon
gap 10 lan dwdng ubng. Hau hét cac thubc DRA duwoc men CYP 2D6 va CYP 3A chuyén hoa.

Nhirng yéu t6 anh hwéng dén dworc dong hoc cta thubéc chdéng loan than

Tudi Do thanh thai cta thubc gidam & ngudi gia.
Bénh ly noi khoa Gidm lwong mau qua gan ciing lam giam dé thanh thai thudc.
Bénh gan cling lam gidm d6 thanh thai.
Yéu tb gay thoai trién Carbamazepine, phenytoin, ethambutol, barbiturate
Chéat (rc ché thanh thai SSRI, TCA, cimetidine, beta-bloquant, ciprofloxacine, ketoconazole.
Thay dbi tinh két dinh v&i protein | Gidm albumine huyét twong do suy dinh dwéng, suy gan.

Dang tiém tac dung kéo dai ctia haloperidol va fluphenazine dwoc dung 1 1an méi 1 — 4
tuan tuy theo liéu cia mdi bénh nhan. Cé thé phai dung déu d&n dén 6 thang méi dat dwoc
néng dod cé hiéu qua, nén can phai tiép tuc dung thubc dworng ubng trong thang dau khi da
dung dang tac dung cham.

Tac dong cua thube chdng loan than do kha nang trc ché chat dan thuyén than kinh hé
dopamine. Céc thubc DRA tac déng dén khodng 60% thu thé D, trong ndo. Thuéc DRA ciing
phong tda thu thé hé noradrenergic, cholinergic, histaminergic tuy theo tirng loai thuéc.
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M6t sb tinh nang chung ctia DRA la tly vao tiém lwc ctia méi thube. Tiém lwc cla thude
la sb lwong thudc can dung dé dat dwoc tac dung tri liéu. Thubc cé tiém lwc thap nhw
chlorpromazine, thioridazine dwoc dung véi liéu hanh tr&m miligram/ngay, cé thé gay tang can,
gay an than nhiéu hon thudc cé tiém lwc cao nhw haloperidol, fluphenazine, nhém nay chi can
dung it hon 10mg/ngay. Thudc cé tiém lwc cao hdu nhw gay tac dung phu ngoai thap nhiéu
hon.

2.1.1. Chi dinh tri liéu:

Céc chi dinh tri liéu cia DRA

Giai doan loan than cép tinh trong tam than phan liét va réi loan cdm xuc phan liét.

Diéu tri duy tri trong tam than phan liét va roi loan cdm xtc phan liét

Huwng cam

Tram cam loan than

R6i loan hoang twéng

R&i loan nhan céch ranh gidi

R6i loan loan than do str dung chat

Sang va sa sut tam than

R6i loan tam than do bénh ly co thé

Tam than phan liét tré em

R6i loan phat trién lan tda

Ho6i chirng Tourette

Bénh Hungtington

Tam than phan liét va réi loan cadm xuc phan liét: cac thubc DRA déu cé tac dung diéu tri
ngén han va dai han dé kiém soat tam than phan liét va réi loan cdm xdc phan liét. Thubc cé
hiéu qua diéu tri triéu chirng cép tinh va ngan ngira tai phat. Thube cé hiéu qua dang kinh ngac
véi céc triéu chirng dwong tinh ctia tam than phan liét (nhw: &o giac, hoang tuwdng, kich déng).
Cac triéu chirng am tinh lai hdu nhw it cai thién va cé thé nang hon vi thubc gay han ché dién ta
bang nét mat, gdy mat van dong, cac tac dung phu giéng triéu chirng am tinh.

Tam than phan liét va réi loan cdm xuc phan liét cé dac diém 14 giai doan thuyén giam
va tai phat. Thuéc DRA 1am gidm nguy co tai nang cla triéu chirng loan than sau khi da duoc
diéu tri 6n dinh bang thudc trong giai doan cap tinh. Do d6, sau giai doan loan than dau tién,
bénh nhan phai diéu tri duy tri tv 1 — 2 n&m; néu da tai phat nhiéu giai doan loan than, thdi gian
duy tri la 2 — 5 ndm. Tham chi cé mét sé nha |am sang khuyén dung dén subt doi.

Hwng cdm: thuéc DRA cé hiéu qua diéu tri triéu chirng loan than ctia con hung cdm. Vi
cac thuéc chdng huwng cdm (nhw lithium) c6 khéi phat hiéu qua cham hon so véi thudc chéng
loan than trong viéc diéu trj triéu chirng cap tinh, nén cach diéu tri chuan cho con hwng cam la
két hop thubc DRA hoac SDA véi lithium, lamotrigine, carbamazepine, valproate va sau d6 dan
dan bd thubc chéng loan than.
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Trdm cam co triéu chirng loan than: diéu tri két hop thubc chéng loan than va moét thube
chdng tram cam 1a cach diéu tri cho trAm cam n&ng cé loan than. Ngoai cach nay, con cé thé
dung choang dién (ECT - electroconvulsive therapy).

Réi loan hoang twéng: réi loan nay ciing dap (rng tbt véi diéu tri bang thuéc DRA.

Kich déng trdm trong va hanh vi bao lwc: véi nhirtng bénh nhan nay, tuy theo chan doan,
cé thé diéu tri bAng DRA. Céc triéu chirng nhu: cau kinh qua mdrc, mat kiém soat xung déng,
gay han nhiéu, tdng dong qua murc, kich déng, dap tng véi didu tri ngan han bang cac thubc
DRA. Tré khuyét tat vé tam than, dic biét 1a cham phat trién tdm than nang, rdi loan tw ky,
thuwong cé giai doan bao lwc, gay han, kich dong, cling dap ng véi diéu tri bang thudc chdng
loan than. Tuy nhién, diéu tri I&p lai thuéc chéng loan than dé kiém soat hanh vi xung déng & tré
em van con 13 diéu dang ban cai.

Hoi chirng Tourette: thuéc DRA con dwoc dung dé diéu tri réi loan Tourette, bénh Iy
than kinh cé biéu hién bang nhirng tic van déng va phat am. Haloperidol va pimozide (Orap) la
thudc thuwdng duwgc dung nhat nhwng nhivng thudc DRA khéc ciing ¢6 hiéu qua. Mot s6 nha lam
sang lai wa dung clonidine dé diéu tri bénh ly nay vi it cé nguy co bj tac dung phu vé than kinh.
Pimozide ciing it dwoc dung hon vi tac dung phu vé tim mach.

Réi loan nhan céach ranh gi&i: nhirtng b&nh nhan nay cé nhirng trai nghiém vé cac triéu
chirng loan than thoang qua, nhu: réi loan tri giac, tinh nghi ng®, y twéng lién hé, hung héng, co
thé can phai dwoc diéu tri bang DRA. Bénh ly nay ciing can diéu tri bang thuéc n dinh khi s&c.

Séng va sa sut tam than: khoang 2/3 bénh nhan kich déng dap &ng véi diéu tri bang
DRA. Thuébc c6 tiém lyc cao thworng dung liéu thdp (VD: haloperidol 0.5 — 1mg/ngay). Cac
thuéc DRA ciing dwoc dung dé diéu tri triéu chirng loan than va kich déng trong sang. Tuy
nhién, can phadi xac dinh nguyén nhan gay sang, vi sdng do ngd doc cac thudc khang
cholinergic c6 thé tré nang néu dung cac thuéc DRA c6 tiém lwc thdp do co tac dung khang
muscarinic dang ké.

Réi loan loan than cé lién quan dén chat: ngd déc cocain, amphetamine, phencyclidine
hay nhirng chat khac cé thé gay triéu chirng loan than. Vi céc triéu chirng nay thuong tw gidi
han theo thdi gian nén ciing can tranh dung cac thudc DRA trir phi bénh nhan kich déng, gay
han div doi. Thwong chi dung benzodiazepine dé bénh nhan ém diu. Benzodiazepine nén duwoc
dung thay thé DRA trong trwdng hop ngd doc phencyclidine dé tranh tac dung anticholinergic
cta DRA. Néu bénh nhan c6 hoang twéng, &o giac nhu trong cai rwou, cac thudc DRA cé thé
lam tang nguy co gay co giat.

Tam than phan liét & tré em: bénh nhi can duwoc diéu tri bang thubc chéng loan than
mac du van con it nghién clru vé diéu nay. Cac nghién ctu hién nay con dé nghi diéu tri voi
nhirng triéu chirng réi loan sém & tré em c6 nguy co bi tdm than phan liét nham ngan ngira cac
triéu chirng boc phat. Can xem xét ky lwéng cac tac dung phu, dic biét cac triéu chirng nhan
thire va tinh trang thiee tinh.
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Céc chi dinh khac vé tam than va bénh ly khéng phai tam than: thuéc DRA con 1am gidm
run giat cta bénh ly Huntington. Bénh nhan nay cé thé co triéu chirng do giac, hoang tuwéng,
hwng cdm, hwng cdm nhe. Nhitng triéu chirng nay dap ng dwoc véi thubc DRA va nén st
dung thudc DRA c¢6 tiém lwc cao. Tuy nhién, cac nha |am sang nén chu y dén thé cang trwong
lwe cGia bénh ly nay co thé Ia triéu chirng ctia hdi chirng ngoai thap.

Thubc DRA con dung dé diéu tri réi loan kiém soat xung déng néu cac can thiép khac
that bai. Bénh nhan bij rdi loan phat trién lan téa ciing cé thé tdng déng qua mirc, gao thét, kich
dong tAn cong. Mot sé triéu chirng nay co thé dap ng véi thubc DRA tiém lwc cao, nhwng hién
c6 it nghién ctru cho thay loi ich cla viéc diéu tri nay.

Céc bénh ly than kinh hiém gdp nhw: chirng maa vung (ballismus) va chirng mia vung
nira ngudi (hemiballismus) v&i biéu hién van déng day téi cia cac chi, cling dap rng véi diéu
tri bang thudc chdng loan than. Chi dinh khac cla DRA 1a budn nén, nén, nic va nglra khang
tri. Cac bénh ly noi tiét va dong kinh thuy thai dwong co biéu hién loan than cé thé dap ng voi
thuéc chdng loan than.

2.1.2. Tac dung phu:

Hau hét cac tac dung phu cta DRA 1a tac dung phu than kinh. Cac thubc cé tiém luc
thap thworng cé nhiéu tac dung phu khéng phai than kinh hon cac thubc cé tiém lwc cao. Rbi
loan van dong do thudc I tac dung phu thuweng gap ciia DRA (xem bai riéng).

Hoi chirng 4&c tinh do thudc chéng loan than: day |a tac dung phu nguy hiém chét nguoi
cia DRA, c6 thé xuét hién bat ki luc nao trong qué trinh diéu tri. Bao gdm: sét cao, cirng co
nang, loan trwvong lwc co, mét van déng, chirng khong ndi, lu lan, kich ddng, tang nhip tim va
tang huyét 4p dan dén suy tim mach. V& can Iam sang, c6 ting bach cau, tding CPK (creatinine
phosphokinase), tdng men gan, tdng myoglobin huyét twong va myoglobin niéu, thwéng dan
dén suy than. Céc triéu chirng thuweng tién trién trong vong 24 — 72 gi®, va hoi chirng thwong
kéo dai 10 — 14 ngay néu khong diéu tri. Chan doan thuong bi bé 16 trong nhirng ngay dau, do
tinh trang thu rat va kich déng cé thé bi nham Ia phan (rng ndng cla tinh trang loan than. Nam
thwdng gap nhiéu hon nir, ngudi tré thuwdng gap nhiéu hon nguoi gia. Ty 1é t& vong cé thé dén
20 — 30% hoac cao hon néu dung loai thubc chich trwdc d6. Thwdng gap do cac thube cé tiém
lwc cao.

Néu nghi ng& cé hoi chirng nay, nén ngwng ngay DRA va x& ly nhw sau: tri liéu nang
dé, lam mat than nhiét, theo dai sinh hiéu, can bang nwéc va dién giai, lwong nwéc tiéu. Thube
chéng parkinson dwoc dung dé lam gian tinh trang cirng co. Dantrolene (thubéc dan co —
xwong) dung lidu 0.8 — 2.5mg/kg méi 6 gidr, dwdng tiém truyén, téng liéu téi da 10mg/ngay, co
thé diéu tri dwoc. Khi bénh nhan cé thé ubng, dung dantrolene 100 — 200mg/ngay.
Bromocriptine (20 — 30mg/ngay chia lam 4 1an) hodc amantadine c6 thé két hop diéu tri. Diéu tri
tiép tuc khoang 5 — 10 ngay. Ciing nén tiép tuc diéu tri loan thAn bang cach déi sang cac thubc
DRA tiém lyc thap hodc thubc SDR, du cac thubc nay, ké ca clozapine ciing c6 thé gay ra hoi
chirng ac tinh.
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Nguwédng déng kinh: thuéc DRA c¢6 thé lam gidm ngwéng déng kinh. Chlorpromazine,
thioridazine va cac thubc tiém lwc thdp khac dwoc cho 1a gay ra ddng kinh nhiéu hon thubc c6
tiém lwc cao. Molindone 1a thudc it gay déng kinh nhét trong sé cac thubc DRA. Nguy co' cao bi
co giat 1a & nhivng bé&nh nhan da cé dong kinh hodc c6 ton thwong néo.

An than: do phong téa thu thé histamine H;, nén DRA thwong gay an than.
Chlorpromazine |a thubc DRA gay an than nhiéu nhat. Nén cho toan bé liéu thubc ca ngay vao
budi téi trwéc khi ngti dé& han ché tac dung phu an than nay, sau dd, bénh nhan sé dung nap
dan tac dung phu nay.

Tac dung anticholinergic trung wong: triéu chirng anticholinergic trung wong gém: kich
dong div doi, mat dinh hwdng thdi gian, con ngudi, noi chén, do giac, co giat, sét cao va dan
ddng tlr. Strng s& va hén mé co thé xay ra. Diéu tri anticholinergic trung wong: nguwng ngay
thuéc gay hoi chirng nay, theo dbi sat vé y khoa, va dung physostigmine 2mg truyén tinh mach
cham, I&p lai sau 1 gi& néu can. Néu dung qua nhiéu physostigmine s& gay nguy hiém véi triéu
chirng ngd doc: tang tiét nwdc bot, toat md héi. Atropine co thé dbi khang lai tac dung ngd doc
physostigmine.

Tac dung phu tim: DRA lam gidm co bép tim, hdly emzyme gay co bép trong té bao co
tim, tdng tc d6 Iwu hanh catecholamine va kéo dai thdi gian dan truyén nhi that, kéo dai thoi
gian tro clia té bao co tim. Thubc DRA tiém Iwc thap gay ngd ddc tim nhiéu hon thubc tiém luc
cao ... Chlorpromazine gay kéo dai khoang QT va PR, gay vui séng T va suy gidm khoang ST.
Thioridazine va mesoridazine dac biét con gay kéo dai ndng né khodng QT, c6 nguy co gay
xoan dinh. Nhirng thubc nay chi dwoc dung khi nhirng thudc khac khéng cé hiéu qua.

Dot ti: cé nhiéu bao cao cho thdy cé nhiéu truéng hop dot tr do tim mach khi dung
DRA, ¢6 thé do loan nhip tim. Nhirng nguyén nhan khac cé thé gay dot t&r 1a: co giat, ngat, sét
ac tinh, séc tim, hoi chirng &c tinh.

Ha huyét ap tw thé: ha huyét ap tw thé thuwong xuét hién khi dung thubc cé tiém luc
thap, dic biét Ia chlorpromazine, thioridazine, chlorprothixene. Khi tiém bap thudc cé tiém lwc
thap, nén theo doéi huyét ap (khi ndm va ding) trwdc va sau khi dung liéu dau tién va trong
nhirng ngay dau diéu tri.

Ha huyét ap tw thé do phong tda hé adrenergic va thuéng chi xuat hién trong nhirng
ngay dau. Sau dé, thwéng bénh nhan sé dung nap véi tac dung phu nay. Do d6, chi nén ding
liéu kh&i diu thap dbi véi nhirng thubde nay. Chéng mét, t& nga du khdng thwdng gap nhung cé
thé gay chan thwong cho bénh nhan. Nén théng bao cho bénh nhan biét vé tac dung phu nay,
va hwédng dan ho ding lén tlr tir sau khi ndm hodc dwa lwng. Bénh nhan nén tranh ding
caffein, rwou; va néu khéng phai dang diéu tri ha ap, nén cho bénh nhan an nhiéu mudi. Mang
bit tat chat c6 thé hiru ich.

Ha huyét ap c6 thé dwoc diéu tri bang cach cho bénh nhan ndm dai, chan gac cao hon
dau, dap hai chan nhu di xe dap. Dung nhirng thubc téng thé tich tuan hoan hay ting huyét ap,
nhw norepinephrine, ¢ thé dwoc chi dinh trong nhitng trwdng hop ndng. Ngoai ha huyét ap do
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thuéc phong téa a-adrenergic, thuéc con phong tda tinh kich thich a-adrenergic cla
epinephrine, nhwng lai khéng kich thich hé B-adrenergic. Do d6, dung epinephrine lam tré nang
tinh trang ha huyét ap nén bi chéng chi dinh dung trong ha huyét ap do thuéc chéng loan than.
Trong trwdng hop ha huyét ap nay, nhitng thudc kich thich duy nhéat a-adrenergic nhw
metaraminol, norepinephrine la nhirng thuéc duoc lwa chon dung dé diéu tri.

Tac dung phu huyét hoc: giam bach cau tam thoi khodng 3500 ciing thuwdng gap nhung
khéng nang. Giam bach cau hat 1a mot tac dung phu nguy hiém de doa tinh mang, gap &
1/10.000 bénh nhan diéu tri badng DRA. Gidm tiéu cau hodc ban xuét huyét khong do gidm tiéu
cau, thiéu mau tan huyét, gidm toan thé cac dong té bao mau ciing xuat hién nhwng hiém. Mac
du chi dinh dém cong thirc mau khéng phai thuwéng quy, nhwng néu bénh nhan bi dau hong va
sbt, can phai thuc hién ngay cong thirc mau dé kiém tra nhitng tac dung phu vé huyét hoc. Néu
cac chi s6 v& mau thap, nén nguwng ngay DRA va nén chuyén bénh nhan dén chuyén khoa
huyét hoc. Ty 1é t&r vong do bién chirng nay cao, khoang 30%.

Téac dung phu anticholinergic ngoai bién: tdc dung phu nay cé cac biéu hién: khé miéng,
mdi, nhin mo&, tao bon, bi tiéu, gian ddng t&r thwong gép, déc biét la véi thube cé tiém luc thap
nhw chlorpromazine, thioridazine, mesoridazine. Mot sé bénh nhan cé thé bi nén, buén nén.

T&o bon cé thé didu tri bang cac chat xo thwong dung, nhwng néu tao bon nang co thé
do liét rudt. Can gidm liéu DRA hoéac thay ddi thudc khac it tac dung phu anticholinergic.
Pilocarpine c6 thé dung dé diéu tri liét ruét mac du tac dung phu nay dwoc cho Ia chi thoang
qua. Bethanechol (Urecholine) (liéu 20 — 40mg/ngay) c6 thé dung dé diéu tri bi tiéu.

Tang can co lién quan dén ting tan suét tir vong, mirc d6 bénh va tinh trang khéng dap
tng v&i thubéc. DRA tiém luc thap gay tdng can dang k& nhwng khong nhiéu nhw SDA nhw
olanzapine, clozapine. Molindone va loxapine it gay tadng can nhét.

Tac dung phu noi tiét: phong tda thu thé dopamine tai ranh ct phéu sé& gay ra ting tiét
prolactine, lam vu to, tiét stra, mat kinh, (rc chét khoai cdm & ni¥ va gay bat lwc & nam. Thubc
SDA, ngoai trir risperidone, khéng lién quan dén tang prolactine va la thudc chon lya diéu tri khi
bénh nhan mac phai tac dung phu do tang prolactine.

Tac dung phu tinh duc: c& nam va ni khi dung DRA déu bi gidm khoai cdm, gidm ham
mudn tinh duc. Khodng 50% bénh nhan nam dung thuéc chéng loan than cho biét bj réi loan
phéng tinh va cwong cing. Sildenafil (Viagra), vardenafil (Livitra) hay tadalafil (Cialis) thuwdng
dwoc dung dé diéu tri réi loan cwe khoai do thudc chéng loan than, nhung hién nay chuwa co6
nghién cru ndo vé két hop gitra cac thudc nay va DRA. Dac biét, thioridazine gay ra gidam ham
mudn tinh duc va phéng tinh ngwoc & nam. Chirng cuwong cing va dau khi khoai cdm ciing
duwoc duwoc ghi nhan, cé thé do tac dong dbi van thu thé a-adrenergic.

Tac dung phu vé da va mat: viém da di trng va nhay cdm vé&i anh sang coé thé gap, dac
biét 1 v&i nhirng thudc tiém lwc thap. N&i mén nglra, ndi ban san, ddm xuét huyét va mun nuéc
c6 thé xuét hién sém trong nhirng tuan dau, va hdi phuc dan. Phan tng nhay cdm véi anh sang
gibng nhuw la tinh trang ram néng nang ciing xuat hién & nhitng bénh nhan dung
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chlorpromazine. Nhirng bénh nhan nay nén dwoc canh bao vé tac dung phu dé, va khong phoi
nang qua 30 — 60 phut, va phai dung thubc chdng nang. Dung chlorpromazine lau dai cé thé
xuét hién mang da dbi mau xanh xam & nhirng ving phoi nang. Thay dbi & da thuwéng bat dau
bang mau nau hoac nau vang va tién trién thanh cac mau: xam den, xanh kim loai, mau dé tia.
Nhirng mang déi mau nay hdi phu dan khi bénh nhan dwoc ddi sang dung thuéc khac.

Nhiém sé&c tb véng mac bat hdi phuc c6 lién quan dén sir dung thioridazine véi liéu trén
1000mg/ngay. Nhiing triéu chirng sé'm cla tac dung phu nay thinh thodng co thé gay I 1an vé
dém do gap kho khan vé thi giac vao budi té6i. Nhiém séc tb co thé van tién trién sau khi da
ngwng dung thioridazine, va cudi cung la gay mu. Vi li do nay ma chi khuyén dung thioridazine
v&i liéu tbi da 800mg/ngay.

Bénh nhan dung chlorpromazine cé thé bi nhiém s&c té lanh tinh & mat, d&c trung bang
nhirng hat trdm tich nau trdng & mat trudc thay tinh thé va mat sau giac mac, chi phat hién khi
kham bang rach thly tinh thé. Trdm tich c6 thé tién trién thanh hat trdng va vang nau, thudng
thanh hinh sao. Thwdng két mac ddi mau thanh mau nau. Khéng gay nguy hai cho véng mac
va thi giac van khéng bao gid bi suy gidm. Bénh ly nay thwong hdi phuc dan khi ngung
chlorpromazine.

Vang da: tdng men gan trong qua trinh diéu tri bang DRA thwdng thoang qua va khong
dang ké vé mat Iam sang. Khi lan dau tién dung chlorpromazine, vang da do thuyén tac hodc do
& mat trong gan cé thé gap. Thwdng xuat hién trong thang dau tién khi diéu tri va dwoc dy bao
trwéc bang tinh trang dau bung trén, budn nén, ndn. Sau dé thwong co sbt, ban dd, tdng bach
cau ai toan, bilirunin niéu, ting bilirunin huyét thanh, tdng phosphatase kiém, tdng men gan.
Hién nay nhirng trwdng hop nay cuc ky hiém gap nhwng néu xuét hién vang da, nén ngung
ngay thudc.

Tiém lwc va tac dung phu cua DRA

Tén thudc Phan loai héa hoc Liéu uéng twong Tac dung phu
dwong (mg) Anthan | Twdong | Ngoaithap

Pimozide Diphenylbutylpiperidine 1.5 + + +++
Fluphenazine Phenothiazine 2 + + +++
Haloperidol Butyrophenone 2 + + +++
Thiothixene Thioxanthene 4 + + +++
Trifluoperazine Phenothiazine 5 ++ + +++
Perphenazine Phenthiazine 8 ++ + ++/+++
Molindone Didydroindolone 10 ++ + +
Loxapine Dibenzoxazepine 10 ++ +/++ ++/+++
Prochlorperazine Phenothiazine 15 ++ + +++
Acetophenazine Phenothiazine 20 ++ + ++/+++
Triflupromazine Phenothiazine 25 +++ +H/+++ ++
Mesoridazine Phenothiazine 50 +++ ++ +
Chlorpromazine Phenothiazine 100 +++ +++ ++
Chlorprothixene Thioxanthene 100 +++ +++ +/++
Thioridazine Phenothiazine 100 +++ +++ +
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2.2. Thubc chéng loan than khong dién hinh:

Cac thubc dbi van serotonine — dopamine (SDA — serotonine dopamine antagonist) con
dwoc goi la thuéc chdng loan than thé hé 2, hodc khéng dién hinh. Bao gdm: risperidone,
olanzapine, quetiapine, clozapine, ziprasidone. Thudc phong tda thii thé serotonine type 5-HT,
va thu thé D, lam co s& cho viéc diéu tri bénh. SDA clng tac déng chuyén biét hon Ién hé
dopamine & mesolimbic nhiéu hon & thé van, lién quan dén viéc phan ly nhanh chéng khai thu
thé D..

Tét ca cac thubc SDA cé cung dac tinh sau: (1) phong tda it thu thé D, hon so véi DRA;
(2) it c6 nguy co mac phai hoi chirng ngoai thap hon so véi DRA, nhét 1a réi loan van déng
muon; (3) c6 hiéu qua rd rét trong diéu tri tam than phan liét va (4) ¢ hiéu qua rd rét trong diéu
tri con hwng cdm. Cac thudc SDA déu cé ciu tric phan t&r khac nhau, c6 ai lwc thu thé khac
nhau. Twong tac gitra thu thé v&i hiéu lwc tri liéu clng khéng ro.

Aripiprazole lai c6 mét cac tac dong méi hon: dbi van tirng phan I&n thu thé dopamine.
Day la mot tién bd xa hon so véi thube chdng loan than thé hé thir 2 trong viéc diéu tri loan
than.

Mé&c du it nhung cac thubc SDA van cé tac dung phu ngoai thap, thubc SDA con gay
tang can dang k&, va lam tang nguy co méac phai bénh tiéu dwdng Theo FDA cla Hoa Ky, tat
ca cac thuéc SDA déu phai gan nhan canh bao can dugc theo dbi sat xao vi nguy co gay bat
thwdng dworng huyét.

Trong sb nhitng thuéc SDA, clozapine c6 dac tinh riéng biét. Pay khéng duoc xem 14
thubc chon lwa hang dau vi cac tac dung phu va can phai kiém tra huyét hoc méi tuan. Mac du
thudc nay c6 hiéu qua cao trong diéu tri hwng cdm, trAm cadm, nhwng van khéng dwoc FDA xép
vao chi dinh diéu tri cac tinh trang bénh ly dé. Olanzapine dwoc chi dinh la thubc diéu tri cac
giai doan hung cdm cép, man tinh trong réi loan lwdng cwc |, nhwng lai chi dung cho nhirng
trwong hop that bai tri liéu voi nhirng can thiép khac (thuéc).

2.2.1. Chi dinh trj liéu:

M&c du da dwoc chirng minh & c6 hiéu qua didu tri con hwng cdm, nhung cac thudc
nay thwong cé it nhw tri liéu thém vao véi trAm cam khang tri, PTSD (posttraumatic stress
disorder), réi loan hanh vi trong sa sut tam than. Nhitng thuéc SDA con dwoc xem la thudc
chon lwa hang dau, ngoai trir clozapine do thudc nay gay ra tac dung phu huyét hoc — nén can
theo déi huyét hoc méi tudn

Tam than phan liét va rdi loan cdm xtc phan liét: cac SDA c6 hiéu qua trong diéu tri cac
chirng loan thn cAp va man, nhw tam than phan liét va réi loan cdm xdc phan liét, cad & nguoi
trwdng thanh va tré vi thanh nién. Cac thuéc SDA cé hiéu qud, tham chi con tét hon, nhw cac
thuéc chéng loan than dién hinh (DRA) trong diéu tri cac triéu chirng dwong tinh clia tdm than
phan liét va co6 hiéu qua cao hon rd rét so v&i DRA trong diéu tri triéu chirng am tinh. BN ding
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thuéc SDA it bj tai phat hon, it phai nhap vién hon, it phai cAn cip clru tdm than, it phai tw van
dién thoai vé tam than, va sb ngay diéu tri ngén hon so v&i dung DRA.

Vi clozapine c6 nhirng tac dung phu gay nguy hiém dén tinh mang nén néi gan nhw chi
dung & bénh nhan tam than phan liét khang véi tat ca cac thudc chéng loan than khac. Nhirng
chi dinh khac cta clozapine bao gém: rdi loan van dong mudn nang, nhirng bénh nhan cé
ngwdng dé bi triéu chirng ngoai thap. Nhirng bénh nhan dung nap tét véi clozapine cé thé st
dung lau dai. Tac dung cuia clozapine c6 thé ting lén do risperidone, aripiprazole do cac thubc
nay lam tang ndng dé cua clozapine va thinh thodng cé thé gay cai thién vé |am sang mét cach
ngoan muc.

Réi loan khi séc: tat ca cac thubc SDA dwoc FDA chirng thwe cho diéu tri con hwng
cam. Olanzapine ciing dwoc chivng minh la diéu tri duy tri trong rdi loan lwdng cwe. Tuy nhién,
ndi chung, thudc chdng loan than dién hinh va benzodiazepine c6 hiéu qua lam ém diu con
hwng cdm nhanh hon cac thubc SDA. Cac thuéc SDA con c6 hiéu qua triéu chirng trAm cam
trong tam than phan liét, tdng tac dung chdng trdm cam trong diéu tri con trdam cam. Do do, két
hop thubc SDA va thudc chéng trAm cadm thweng dung dé diéu tri trAm cdm khang tri. Két hop
fluoxetine va olanzapine la két hop dwoc FDA khuyén dung.

Caéc chi dinh khac: cé khoang 10% bénh nhan tam than phan liét c6 hanh vi gay héan va
bao lyc. Thudc SDA ciing cé hiéu qué diéu tri tinh trang gay han. Cac chi dinh khac con bao
gdm: hdi chirng suy gidam mi&n dich méc phai (AIDS), réi loan kiéu tw ky, rdi loan Tourette, bénh
Huntington, hoi chirng Lesch-Nyhan. Risperidone va olanzapine con dwoc dung dé kiém soat
tinh trang gay han va tw gay thwong tich & tré em. Nhirtng thuéc nay con dwoc chi dinh cung
véi thudce kich thich giao cdm, nhu methylphenidate hay dextroamphetamine dé diéu tri chirng
tang déng — gidm cha y & tré em (ADHD), la nhi*ng bénh nhan thwdng cé két hop ca rbi loan
tng x, rbi loan chdng dbi (opposition-defiant disorder). Cac thubc SDA, d&c biét la olanzapine,
clozapine, quetiapine, cdn cé ich cho nhitng bénh nhan bi réi loan van déng muédn. Thubc c6
ngan ch&n nhitng van dong bat thuwéng trong réi loan van dong muodn. Thubc con diéu tri trAm
cadm loan than, loan than th(r phat sau chan thwong dau, sa sut tam than, loan than do thudc.

Diéu tri bang SDA con lam gidm nguy co tw sat, ngd déc nwéc & bénh nhan tam than
phan liét. B&nh nhan OCD khang tri ¢ thé dap (rng véi SDA, nhung cling cé6 mét sé bénh nhan
cd triéu chirng cip ctvu ctia OCD khi diéu tri bang SDA. M6t s6 bénh nhan rdi loan nhan cach
ranh gi&i cé thé cai thién khi diéu tri bang SDA.

2.2.2. Tac dung phu: cac thubc SDA cé cung phd tac dung phu, nhwng khac nhau &
muc d6 thuwdng xuyén va mire @6 nang cua tac dung phu. Tac dung phu thuwdng
gdp cé thé xem & bang Téc dung phu SDA. Céac tac dung phu chuyén biét,
thwdng gép ctia méi SDA dwoc nhan manh trong gidi thiéu tirng thude.

2.2.3. Risperidone: 1a mot thuéc nhém benzisoxazole. Risperidone dwoc chuyén hoa
rat nhiéu & gan thanh 9 — hydroxyrisperidone, mét chuyén héa chét cé hoat déng
loan than twong duwong risperidone. Nong d6 huyét twong cla risperidone dat
dinh sau 1 gi®& va clia chat chuyén hoa dau tién la sau 3 gio (sau khi ubng).
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Risperidone hoat déng sinh hoc dén 70%. Thoi gian ban hdy két hop cla
risperidone va 9 — hydroxyrisperidone la khodng 20 gi®, nén cé hiéu qua chi
bang liéu duy nhat trong ngay. La mét chat déi van cla thu thé 5-HT,, va thu thé
dopamine D,, thu thé a, a, adrenergic va thu thé histamine H;. Thubc cling c6 &i
lwc thAp véi thu thé B adrenergic va thu thé muscarinic cholinergic. Mac du thubc
c6 tiém lwc dbi van thu thé D, nhw haloperidol nhwng thubc it gay tac dung phu
ngoai thap nhw haloperidol.

Tac dung phu cua risperidone: tuy thudc vao liéu lwong va cé khuynh hwéng xuét hién
nhiéu khi dung liéu thap hon liéu khéi diu can thiét. Tang can, budn nén va nén, gay lo au, gay
nghet mdii, réi loan cwong, rdi loan cuwc khoai, va gay sam da la cac tac dung phu thuwdng gap
cula risperidone. Nhwng ly do thwong gay ngwng risperidone lai la tac dung phu ngoai thap,
choang vang, tang déng, budn ngt, budn nén. Tang rd rét prolactin ¢ thé xuat hién va gay vu
to, tiét stra. Tang can lai thworng gép & tré em hon & ngudi trwdng thanh.

Liéu lwong: liéu khéi dau thwdng la 1 — 2mg/dém., va sau dé co thé tdng dén 4mg méi
ngay. Khi khao sat bang PET (positron emission tomography) cho thay: véi liéu 1 — 4mg/ngay
sé gay phong tda thu thé D, can cho tac dung tri liéu. V&i liéu cao hon 6mg/ngay thi sé gay ra
nguy co bi tac dung phu, nhét la tac dung phu ngoai thap. Khéng cé twong quan gitra néng do
huyét twong va hiéu qua diéu tri. Risperidone la dang thuéc SDA cé dang tac dung cham, dwoc
tiém bap sau mdi 2 tuan. Liéu lwong tiém bap cé thé thay ddi 25 — 50 — 75mg. Nén dung
risperidone liéu ubng cuing véi liéu tac dung cham trong 3 tuan dau tién trwdc khi ngung liéu
udng. O VN, risperidone dwoc trinh bay dwéi dang vién nén: 1mg, 2mg (Risperdal, Respidon,
Resdep, Risperidone, Repadon ...)

Nhirng thubéc (rc ché men CYP 2D6 nhw paroxetine, fluoxetine c6 thé e ché cac
chuyén hoéa chat hoat ddng cua risperidone. Risperidone |a chat trc ché yéu men CYP 2D6 nén
it gay anh hwéng lén cac thubc khac. Két hop risperidone va cac thubc SSRI co thé gay tang
dang ké prolactine, gay tiét stra, vu to.

2.2.4. Olanzapine: gan 85% olanzapine dwoc hap thu qua dudng tiéu hoa va cé dén
40% lidu bi bat hoat khi chuyén héa dau tién & gan. Néng dé dinh dat dwoc sau
5 gi& va thoi gian ban hay 1a 31 gid, do d6 chi nén dung 1 1an/ngay. Cung véi tac
dong dbi van 5-HT,a va D,, olanzapine con dbi van thu thé Dy, D4, aq, 5-HTa va
thu thé muscarinic My — Ms, H1.

Tac dung phu cla olanzapine: khac véi clozapine, olanzapine chi gay tdng can nhiéu va
thwong xuyén hon cac thudc chéng loan than khéng dién hinh khac, va én dinh lai sau khoang
10 thang. Tac dung nay khéng lién quan dén liéu lwgng va khong tién trién tiép theo thoi gian.
Cac di¥ kién lam sang cho thay dinh diém cua tac dung phu nay la khoang 9 thang, sau doé co
thé tang tiép nhwng cham hon. Bubn ngl, khé miéng, choang vang, tdo boén, khé tiéu, tang
ngon miéng, bdn chdn khéng yén, run, c6 thé do s dung olanzapine. Mot sé bénh nhan
(khoadng 2%) cé thé phai ngung olanzapine vi tdng men gan. Tac dung phu ngoai thap cé thé
lién quan véi lidu, tire: liéu cang cao thi cang cé thé bi hdi chirng ngoai thap. Chinh nhitng tac
dung phu nay ma can theo déi dwong huyét va men gan trong qua trinh diéu tri bang
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olanzapine. FDA (t6 chirc thubc va thwe phdm ctia M) khuyén céo nguy co bi sé¢c & bénh nhan
sa sUt tam than khi diéu tri badng olanzapine hay nhitng thubc SDA khac nhung véi ty 1& thép;
véi tinh trang tang can, cé thé cai thién bang luyén tap thé luc.

Liéu lwong olanzapine: & VN, olanzapine dwoc trinh bay duéi dang vién nén: 5mg,
10mg (Zyprexa, Oleanz rapitab, Ozapine, Olanzapine ...). Liéu kh&i dau cla olanzapine dé diéu
tri loan than thwong 1a 5 — 10mg; dé diéu tri hwng cam cép thwong la liéu 10 — 15mg, dung 1
lan trong ngay. Véi liéu 10mg tiém bap/tinh mach, c6 thé dung dé diéu tri con kich dong cla
tam than phan liét, rdi loan lwéng cuc.

V6i lidu khdi dau 5 — 10mg/ngay, sau 1 tudn, c6 thé tang liéu dén 10mg/ngay. Liéu st
dung trong 1am sang thuong 1a 5 — 20mg/ngay nhung néu can thiét cé thé ting dén 30 —
40mg/ngay v&i truéng hop khang tri. Tuy nhién véi liéu cao sé cé nguy co bi tac dung phu
ngoai thap va nhirng tac dung phu khac.

Twong tac thubéc cla olanzapine: fluvoxamine va cimetidine lam tang néng do
olanzapine; carbamazepine, phenytoin lam gidm ndng dd cta olanzapine. Rwou ethanol 1am
tang hap thu olanzapine dén hon 25%, dan dén tinh trang an than, budn ngu tang. Olanzapine
it gy anh hwéng dén chuyén héa cla céac thubc khéac.

2.2.5. Quetiapine: la mot chat thudc nhém dibenzothiazepine, cé clu tric gan giéng
clozapine, nhung khac biét rd rét véi clozapine vé tac dong sinh hoc. Thubc
dwoc hap thu nhanh chéng qua dwong tiéu hoéa, dat ndng dod dinh sau khoéng 1
— 2 gi&. Thoi gian ban hdy khoadng 7 gi®, va ndng do t6i wu nhat la sau 1 — 2
ngay. Cung v&i kha nang dbi van véi D, va 5-HT,, quetiapine con phong tda thu
thé 5-HTs, D4, Hy, ay, az. Thubc lai khéng phong téa thu thé muscarinic, hay thu
thé benzodiazepine. Tinh déi van thu thé cta quetiapine thwdng thap hon so véi
céac thudc chéng loan than khac, va thubc thwerng khéng gay ra hoi chirng ngoai
thap.

Tac dung phu cta quetiapine: an than, ha huyét ap tw thé, choang vang la nhirng tac
dung phu thwéng gap nhét cla quetiapine, nhung thwong thoang qua va cé thé kiém soat dan
khi ting dan liéu tw tr. Quetiapine la thuéc SDA it gay hoi chirng ngoai thap nhét, bat ké liéu
lwong. Do d6, day la thudc cé ich nhat dé diéu tri bénh nhan bj Parkinson cé triéu chirng loan
than khi dung thuéc ddng van dopamine. Tang prolactine hiém gap khi dung quetiapine, va
thwéorng bi nhe va thoang qua néu cé. Thubc cé thé gay tang can nhe & moét sb nguwdi, nhung
mot sb khac lai bi tdng can ré rét. Tang nhe nhip tim, tdo bon, tding nhe men gan ciing cé thé
xuét hién. C6 thé co lien quan dén tinh trang duc thdy tinh thé trong nhirng nghién ctru trén
doéng vat, nhuwng lai khéng ghi nhan thay trong Iam sang. Tuy nhién, lai ghi nhan thay cé nhirng
bat thwérng trén thay tinh thé trong giai doan dau diéu tri.

Liéu lwong cla quetiapine: trong tdm than phan liét, thwéng dung véi liéu 400mg; trong
giai doan huwng cadm va rbi loan lwéng cwe, thwong dung véi lidu 800mg va 300mg. Tuy vay,
van c¢6 nhirng bénh nhan can dén liéu 1200 — 1600mg/ngay. M&c du cé thdi gian ban hiy ngén,
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ciing chi nén dung quetiapine 1 lan/ngay. Liéu quebtiapine 25 — 300mg vao budi tdi con giup
gay ngl trong mét ngu.

Twong tac thubéc cua quetiapine: van con dang nghién ctu. Phenytoin lam tang do
thanh thai ciia quetiapine gép 5 lan.

2.2.6. Ziprasidone: thudc nhém benzothiazolyl piperazine. Dat néng dd dinh sau 2 — 6
gi®. Sau tr 1 — 3 ngay st dung thi cé dat dwoc ndng dd diéu tri. Thei gian ban
hay 1a 5 — 10 gi®, nén can dung 2 lan/ngay. Hoat tinh sinh hoc cla ziprasidone
tang gap 2 néu dung chung véi thirc &n. Nong d6 dinh cuia ziprasidone ding
duwéng tiém bap dat dwoc sau 1 gio.

Ziprasidone ciing nhw cac thudc SDA khac, phong tda thu thé D, va 5-HTza, va ciing dbi
van thy thé 5-HT:p, 5-HT,c, Ds, Da, a1, Hy. Thudc con co ai luc thip voi thy thé D, M va a,.
Ziprasidone con déng van thu thé serotonine 5-HT 4, (rc ché tai hap thu serotonine, trc ché tai
hap thu norepinephrine. Do do, c6 nhitng b&o céo |am sang vé tac dung gibng nhw chéng tram
cadm cua ziprasidone & nhirng bé&nh nhan khéng phai tam than phan liét.

Téac dung phu cua ziprasidone: budn ngu, dau dau, choang vang, budn nén, mé sang la
nhirng tac dung phu thuwéng gap khi dung ziprasidone. Thudc hau nhw khéng c6 tac dung phu
dang ké& bén ngoai hé than kinh trung wong, hdu nhw khéng gay tang can va khéng gay ta8g
prolactine. Thudc co lién quan dén tinh trang kéo dai khodng QT nén moét sb nha lam sang
khéng chon ziprasidone |& thuéc chon lwa hang dau. Kéo dai khodng QT dén 1.4 milisecond
gdp & khoadng 4.7% bénh nhan dung ziprasidone liéu 40 — 120mg/ngay, nén chéng chi dinh
dung ziprasidone phéi hop véi nhitng thuéc kéo dai khodng QTc, nhw dofetilide, sotalol,
quinidine, thubc chéng loan nhip nhém I, Ill, mesoridazine, thioridazine, chlorpromazine,
droperidol, pimozide, sparfloxacine, gatifloxacine, moxifloxacine, halofantrine, mefloquine,
pentamidine, arsenic trioxide, levomethadyl acetate, dolasetron mesylate, probucol, tacrolimus.
Ziprasidone nén tranh dung & bé&nh nhan bi hdi chirtng QT kéo dai bAm sinh, b&nh nhan co tién
st loan nhip tim.

Liéu lwong cua ziprasidone: nén bat dau bang liéu 40mg/ngay, chia lam 2 1an. Thubc
thwdng c6 hiéu qua & liéu 80 — 160mg/ngay (ciing chia 2 lan/ngay). Tuy nhién, trong 1am sang,
nén dung & liéu cao 240mg/ngay. Liéu tiém bap nén ding khodng 10 — 20mg, mdi 2 gi® véi liéu
10mg, va mébi 4 gi® véi liéu 20mg. Téng liéu tiém bap khéong nén vwot qua 40mg.

Twong tac thudc chi yéu véi tac dung phu kéo dai khodng QT¢. Ngoai ra, ziprasidone it
twong tac thubc dang ké khac trong lam sang.

2.2.7. Clozapine: thudc nhom dibenzodiazepine. Puoc hap thu nhanh va dat néng do
dinh trong khoang 2 gi¢. D& dat dwoc ndng dd dé diéu tri, can it nhat 1 tuan voi
liéu dung 2 lan/ngay. Thoi gian ban hiy 1a 12 gio. Clozapine ¢ 2 chuyén héa
chét chinh, trong d6 cé N-dimethyl clozapine c6 thé c6 tac dong hoa duoec.
Clozapine la mot chat dbi van thu thé 5-HT,a, Dy, D3, D4, va a (d&c biét 1a thu thé
ay). Thubc co tiém lwc déi van twong dbi thap véi thu thé D,. Trén hinh anh PET
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cho thdy 10mg haloperidol phong téa 80% thu thé D, & thé van, thi clozapine voi
liéu twong dwong chi phong téa 40 — 50%. Suw khac biét nay chac chén l1a ly do
cho thay clozapine khéng gay ra tac déng ngoai thap.

Nhirng chi dinh d&c biét ctia clozapine: ngoai hiéu qua diéu tri dac biét cho cac bénh
nhan khang tri, clozapine con dung dé diéu tri rdi loan van ddng mudn ndng. Thudc con khéng
ché trieu ching rdi loan van dong, nhung cac bat thwong van dong sé tré lai néu ngung
clozapine. Trong mét sé hiém trwong hop, clozapine c6 thé gay rdi loan van déng muon.
Clozapine con dung dé diéu tri triéu chirng loan thAn & nhirng bénh nhan khéng dung nap véi
triéu chirng ngoai thap do cac thubc khac, huwng cdm khang tri, trAm cam loan than nang, bénh
Parkinson lanh tinh, bénh Huntington, bénh nhan tw sat trong tam than phan liét, cdm xdc phan
liét. Nhixng bénh Iy khang tri khac cho thdy c6 dap (rng véi clozapine, bao gém: rdi loan phat
trién lan tda, tw ky thdi nién thiéu, OCD (dung don doc clozapine hodc két hop véi SSRI). Tuy
nhién, cling cé6 mot sb trwdng hop hiém bi triéu chirng OCD khi dung clozapine.

Tac dung phu cla clozapine: thuwéng gap nhét 1a budn ngu, choang vang, ngét, nhip
nhanh, ha huyét ap, thay déi ECG, budn nén, nén. Nhirng tac dung phu thuweng gap khac la:
mét méi, tdng can, triéu chirng tiéu hoa khac (thwong gdp nhat 1a tao bon), triéu chirng
anticholinergic, cdm giac yéu co. Tang tiét nuwéc bot, chdy nwéc bot nhidu 1a tac dung phu xuét
hién sém trong qua trinh diéu tri, nhat 1a vao ban dém. Tac dung phu nay do suy gidm kha nang
nudt nwdc bot. Co nhiéu bao cao cho réng clonidine, amtriptyline cé thé 1am gidm chirng tang
tiét nwoe bot, nhwng cach hiéu qua nhét lai 1a dat khan chan 2 bén mép khi ngu.

Nguy co bi co giat khodng 4% vdi liéu trén 600mg/ngay. Gidm bach cau, giam bach cau
hat, sét thwérng gap & 1% bénh nhan. Trong nam dau tién diéu tri, co khoang 0.73% BN bj giam
bach cau khéng hat. Dén nam th& 2, nguy co nay 1a 0.07%. Gidm bach ciu trung tinh gép &
khodng 2.32% trong ndm thir nhét, va 0.69% & nam thir hai. Chéng chi dinh dung clozapine khi
dém bach ciu dwéi 3500 té bao/mm?, bénh ly tiy xwong trwéc day, tién st bi gidm bach cau
hat do clozapine, dung loai thudc cé tac dung (rc ché tly xwong nhu carbamazepine.

Trong 6 thang dau diéu tri bang clozapine, dém bach cu méi tuan l1a chi dinh bat budc
dé theo dbi giam bach cau. Néu bach ciu van binh thwdng, viéc kiém tra cé thé gidm méi 2
tudn. Néu bach ciu giam dwdi 3000 té bao/mm?, hodc néu bach ciu hat gidm dwéi 1500 té
bao/mm?®, phai ngwng ngay clozapine. Khi d6, can kham va cé y kién cta chuyén khoa huyét
hoc. Nhirng bénh nhan da bi giam bach cau hat thi khéng nén st dung lai clozapine.

Viém co tim cling Ia mét nguy co nang khi dung clozapine.

Liéu lwong cla clozapine: clozapine dwoc trinh bay duwéi dang vién nén 25mg va
100mg. Liéu kh&i dau thwdng 1a 25mg dung tr 1 — 2 1an/ngay, mac du cé thé khéi dau bang
liéu th&p hon 1a 12.5mg x 2 lan/ngay Sau dd, c6 thé tang lidu tir tlr (25mg méi 2 — 3 ngay) dén
300mg/ngay chia lam 2 — 3 lan/ngay. Liéu tbi da c6 thé dung 1a 900mg/ngay. Cé thé phai do
ndng do clozapine trong mau néu bénh nhan khéng dap (ng tri liéu. Néng dé trong mau tét nhat
cla clozapine & 350mg/mL, sé& cé dap (ng tt nhat.
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Twong tac thuéc cua clozapine: khéng nén dung chung clozapine véi nhitng thubc cé
thé gay gidm bach cdu hat, suy tly xwong, nhw carbamazepine, phenytoin, propylthiouracil,
sulfonamides, captopril. Khi két hop lithium véi clozapine, c6 thé cé nguy co bi co giat, 1t Ian,
réi loan van déng, do dé khéng nén két hop & nhirng bénh nhan da tirng bi héi chirng &c tinh
do thubc chéng loan than. Clomipramine cé thé lam tang nguy co co giat do lam gidm nguwéng
co giat va lam tang néng d6 cua clozapine huyét twong. Risperidone va fluoxetine, paroxetine,
fluvoxamine lam tang ndng dé cla clozapine huyét thanh. Két hop clozapine — paroxetine c6
thé gay thuc day tinh trang gidm bach cau do clozapine.

So sanh tac dung phu ctia SDA va DRA

DRA Clozapine | Risperidone | Olanzapine | Quetiapine | Ziprasidone

HC ngoai thap dén ++ 0 0 dén + 0 0
Loan van dong mudn +++ 0 (+) ? ? ?

Co giat dén + +++ 0 + 0 0

An than + dén +++ e+ + + + +

HC ac tinh + + + + ? ?

Ha huyét ap tw thé + dén +++ dén +++ + + 0 0
QTc dén ++ 0 dén + 0 0 dén + 0 dén +++
Tang men gan 0 dén ++ 0 dén + 0dén+ 0dén+ 0 dén + 0 dén+
Anticholinergic dén +++ +++ 0 + 0 0
Giam BC hat 0 +++ 0 0 0 0
Tang prolactine ++ dén +++ 0 +dén ++ 0 0 0
Giam phong tinh dén + 0 0 0 0 0
Tang can dén ++ 4+ + 4+ + 0
Nghet mii dén + dén + dén + dén + 0 dén + 0

2.2.8. Hwéng dan lam sang:

Tt ca cac SDA (ngoai trir clozapine) déu dung dé diéu tri giai doan loan than dau tién,
trong khi d6 clozapine chi danh cho bénh nhan khang tri véi tat ca cac thubéc chéng loan than
khac. Néu bénh nhan khoéng dap (rng v&i thubc SDA dau tién, nén thér dung cac thuéc SDA
khac. Chon lya thudc nén dwa vao tinh trang |am sang va tién s dap ng véi thube. Thude
SDA thwdng can 4 — 6 tuan dé dat dwoc hiéu qua hoan toan va cé thé can dén 8 tuan dé danh
gia thuéc SDA c6 thé dat dwoc hiéu qua diéu tri hoan toan hay khéng. Do d6, cai thién dau tién
trén 1am sang la tinh trang an than (budn ngu). Dwa trén cach danh gia nay, olanzapine va
quetiapine 1a thuéc wa thich dé diéu tri ban dau tinh trang kich déng, bao lwc, lo au cao dd. Tuy
vay, van chap nhan diéu tri két hop SDA véi thudc DRA hodc benzodiazepine trong vai tuan
d4u diéu tri. Lorazepam cé thé dung liéu 1 — 2mg udng hodc tiém bap dé diéu tri kich déng. Khi
cé hiéu qua, nén gidm liéu dan lorazepam. V&i bénh nhan khang tri, cé thé can dén 6 thang dé
danh gia cai thién lam sang khi dung SDA.

Viéc str dung SDA nén bt dau béng lidu thap, tang dan liéu dé dat liéu diéu tri. Viéc
tang dan liéu |a can thiét dé danh gia nhirng tac dung phu cé6 thé c6. Néu ngwng thubc trén 36
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gi®, nén dung tré lai bang liéu ban dau (va tang dan). Khi quyét dinh ngwng dung olanzapine
ho&c clozapine, nén gidm lidu tir tr (néu cé thé) dé tranh triéu chirng cholinergic doi nguorc,
nhw toat md hoéi, dd birng, tiéu chay, tdng dong.

Khi mudn dung SDA, nén giai thich cho bénh nhan va than nhan vé& nhitng nguy co va
lgi ich cia SDA. Khi dung clozapine, nén |ap bang théa thuan v&i bénh nhan.

Khi tim hiéu bénh s, can tim hiéu cac yéu td: bénh ly huyét hoc, dong kinh, bénh tim
mach, bénh ly gan than va lam dung chét. Néu cé bénh ly gan than, can khéi dau dung liéu
thap. Kham 1am sang can kiém tra huyét ap Itc ndm nghi va luc dirng dé sang loc tinh trang ha
huyét tw thé. Cac xét nghiém can thyc hién gébm: ECG, cdng thirc mau, chirc nang agn, than.
Nén theo déi dwdng huyét, lipid mau va can nang theo chu ky.

Mé&c du viéc dbi tr DRA sang SDA c6 thé doét ngdt nhung ciing nén gidm dan DRA khi
bat dau thlr nghiém dan bang SDA. Clozapine va olanzapine c6 tac dung phu anticholinergic,
va khi chuyén tr 1 trong 2 thubc nay bang mét thuéc khac han, can chu y dén triéu ching
cholinergic doi ngwoc. Chuyén ddi tir risperidone sang olanzapine can thwc hién tir viéc giam
dan risperidone trong 3 tuan, va cung lic véi dung olanzapine 10mg/ngay. Risperidone,
quetiapine, ziprasidone khéng co tac dung phu anticholinergic, nén khi ngwng dét ngét thube
DRA, clozapine, olanzapine sang 1 trong cac thudc trén cé thé gay xuat hién tinh trang doi
nguoc cholinergic: tiét nhiéu nwéc bot, budn nén, nén, tiéu chay. Co thé gidm nhe tinh trang doi
nguwoc nay bang cach tdng nhanh risperidone, quetiapine, ziprasidone két hop véi mot thube
anticholinergic (va sau dé gidm dan thubc anticholinergic nay). Bat ki viéc b4t dau dung hoac
ngwng dung mot thudc SDA nao ciing nén thuc hién tiy tor.

Khi BN bi mat bach cau hat khi ding clozapine, nén ddi sang olanzapine mac du dung
olanzapine khi dang bi mat bach cau hat do clozapine c6 thé l1am kéo dai thoi gian dé héi phuc
tr khodng 3 — 4 ngay dén khodng 11 — 12 ngay. Dé can than nén doi tinh trang mat bach cau
hat 6n dinh hoan toan rdi méi str dung olanzapine.

S& dung SDA & thai phu chwa dwoc nghién ciru, nhwng nén biét rang risperidone gay
tang prolactin (c6 thé tang gap 3 — 4 1an so v&i binh thuwdng). Va béi vi thuéc SDA cé thé duoc
tiét qua stra nén khoéng dwoc dung cho phu ni¥ dang cho con bu.

2.3. Tac dung phu ngoai thap do thuéc chéng loan than:

2.3.1. Lichsu:

Tit khi phét hién ra thudc CLT da c6 nhitng ghi nhan vé tdc dung phu ngoai thdp do thudc.

Nhitng bdo cdo diu tién vé hoi chitng parkinson do Chlorpromazine dudc cong bd nim 1953.
Steck (1954) md td nhitng tri€u chirng cia tdc dung phu nay.

Delay va Denicker (1955) khi nghién citu vé chlorpromazine va reserpine, dua ra dinh nghia

thuSc an than kinh phai c6 nim dic di€m, trong d6 c6 tic dung phu ngoai thap.
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Loan vin dong mudn xudt hién trong y viin vdo khodng cudi nhitng nim 50 cla th€ ky XX.
DAu tién, Schoenecker (1957) md ta nhitng ctt dong bt thudng viing miéng kéo dai sau khi gidm liéu
thudc hodc ngung thudc an than kinh. Sigwald (1959) béo cdo nhitng ctt dong khong tv y clia 1udi,
moi, cdc co viing mit xut hién sau nhiéu nim diéu tri v6i thudc an than kinh. Uhrbrand va Faurbye

(1960) mo ta nhitng ctr dong viing miéng — mit, cling nhitng ctt ddng bt thudng cla than thé va chan.

Khi ngung thudc an than kinh, 50% cdc trudng hgp nay thuyén gidm hodc mat di, trong khi
nhitng trudng hgp con lai vin kéo dai hodc gia ting hon nita. Faurbye va cs (1964) goi tic dung phu
ngoai thap nay 13 “logn vdn dong mudn”. Cac nghién citu dich t€ hoc dau tién cudi nim 1960 cho
thay ti 1& loan vin dong mudn thay ddi tir 0.5%-65%. Ban diu ngudi ta cho ring nguyén nhin do tén
thuong thuc thé & nio hoic do ECT, nhung sau d6 gia thuy&t nay bi bac bd va nguyén nhian dugc xic
dinh 13 tdc dung phu clia thudc CLT. Ngudi ta nhan thdy bénh nhan 16n tudi va phu nit thi d& mic

loan vin ddng mudn hon.
2.3.2. Loan truong hyc cd cap:

Xui't hién trong vong tir vai gid hay vai ngay dau (1 — 4 ngay) khi diing thudc chong loan
than.

Khi diing thudc chong loan thin chung vdi lithium, cé thé lam ting nhay cdm vdi phin tng

loan truong Ivc cd cap.

Thudng gip nhit 12 tinh trang cing d&€n mitc khong ki€m sodt dugc co & c6 va mit; hodc co
thit, vin veo diu hoic lung. C6 thé dnh hudng d&€n cd van nhin lam xudt hién con xoay nhin cau
1am mit nhin ngudc 1én va bi “khéa” & vi tri d6. N€u bi § thanh quin sé& gay khé thd.

Vi nhitng BN 1dn dAu tién bj tinh trang nay s& lam cho ho c6 cdm gidc ning né hon, lam mat

long tin vao BS diéu tri.

C6 thé diéu tri nhanh chéng tinh trang nay bing cdc thudc khdng cholinergic nhu:
benztropine, biperiden (Akineton), diphenhydramine (Parsidol), trihexyphenidyl (Artane). Thudc
ciing c6 tac dung phong ngira tic dung phu nay trong vai gid sau. Mic dii ring tdc dung phu nay ciing
c6 thé nhanh chéng bi€n mat trudc khi st dung thudc. Thudc c6 thé duge chi dinh trong vai ngay k&

ti€p sau khi loan truong lyc co cip xuat hién.

Tiéu chuiin chin doan loan truong luc co cAp theo DSM - IV: (8)

A. Mot (hay nhiéu hon) cdc dau hiéu hay triéu chitng sau xuat hién lién quan dén viéc ding thudc
an than kinh
e Tu thé& bt thudng ctia ddu va cd so vdi cd thé (nhu veo cb).

e Co thit cdc co ham (citng ham, nhin mit, hd miéng to).
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e Suy gidm khé ning nudt (kh6 nudt), suy gidm khd ning néi, suy gidm khd ning thd (co thit
viing hiu thyc quén, r&i loan phat Am).

e Ldin6i khong rd rang, néi 1dp do bdi cing ludi hay phi dai ludi (n6i kho, 1udi to).

e The Iudi, r6i loan chic ning ludi.

e Mit li€c Ién, xudng, hay sang bén (oculogyric crisis).

e Tu th€ bat thudng cda chi xa hay than.

B.  Cdc dau hiéu hay triéu ching trong tiéu chudn A xuat hién trong vong 7 ngay tir khi bat dau hay
khi ting nhanh liéu thudc an thin kinh hay khi gidm liéu thudc diéu tri (hay phong ngira) cdc

triéu chiing ngoai thap cap (nhu thudc anticholinergic).

C. Cic triéu chitng trong tiéu chudn A khong gidi thich thich ddng v6i mot rdi loan tim than (nhu
céc triéu chitng cing truong luc cia tAm than phan liét). Cac triéu chitng nay do bdi mot rdi
loan tAm than khi: c4c triéu chitng c6 trude khi dung thudc an than kinh hay khong phit hgp véi
hinh thiic can thiép dugc 1y (nhu 1a khong cdi thién sau khi gidm liéu thudc an than kinh hay sau

khi diing thudc anticholinergic).

D. Cic triéu chitng trong tiéu chudn A khong do bdi cdc chat khong phdi thudc an thin kinh hay
cdc bénh 1y than kinh hay noi khoa tdng quit khic. Céc triéu chiing nay do bdi bénh 1y ndi
khoa tdng quét khi: cdc triéu chifc xuat hién trudc khi dung thuSc an thin kinh hay c6 sy hién
dién cdc ddu hiéu than kinh khu trd ma khong gidi thich dudc hay cdc triéu ching ti€n trién

trong khi khong thay ddi thudc.
2.3.3. Trang thdi bon chon khéng yén:

DPugc phat hién va mé ta sém, chi sau loan truong Iuc cd cAp. Bénh nhin c6 cdm gidc bt rit,
bon chdn, khong thé ngdi yén, cAn phai di lui di t6i dé gidm b6t sy khé chiu. Trang thai bdn chdn

khong yén ciing 12 mot trong cdc rdi loan ngoai thap do thudc chdng loan than.

C6 tdc gid con dé nghi ring: trang thdi bon chon khong yén gom cd rdi loan van dong va rdi
loan vé tAm thin (Stahl, 1985). Do d6, tinh trang nay c6 th€ bi cho mot triéu chitng loan than, hoic lo
au, hodc trAm cdm. C6 trudng hop, BN trd nén kich dong, buc tifc vi khong thé ki€m sodt dudc cdm

gidc vé tinh trang nay.

Thudng xuit hién sau khi ding thuéc mot thdi gian ngian. V&i haloperidol liéu 5Smg, c6 dén
40% BN c6 tinh trang nay; véi liéu 10mg, c6 d&€n 75% c6 tinh trang nay. Nhu vay, khi ting liéu thudc

s& 1am tinh trang nay cang ning hon; va khi gidm liéu, tinh trang nay sé& dudc cdi thién.

Pay la loai tic dung phu hay gip nhit khi dung thudc CLT c6 dién, thudng giy ra sy khong
tuan thd diéu tri nhiéu nhat so vdi cdc tdc dung phu ngoai thdp khic, va do dé lam ting nguy cd tii
phdt bénh tim than.
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Trudc day, nhiéu tic gid dé nghi st dung thudc khdng cholinergic d€ diéu tri nhung khong

hiéu qué, ngoai trl trudng hgp c6 k&t hgp véi cdc triéu chiing ngoai thap khac, nhu: cting cd.

Thudéc d& nghi 12 cdc benzodiazepine nhu: diazepam (Valium, Seduxen 5mg, 10mg),

lorazepam (Ativan, Temesta 0.5mg, 1mg, 2mg).

Tuy nhién, thudc chon lya hang diu lai 1a thudc Gc ché beta (beta bloquants), nhit 1a

propranolol (c6 thé ting liéu dén 120mg/ngay). Cic thudc beta-bloquants tan trong dau thudng dat

hiéu qué cao hon cédc beta-bloquants tan trong nudc.

A.

Tiéu chuiin chin doan trang thai bon chén khong yén theo DSM - IV(8):

XuAt hién cdc than phién chd quan vé tinh trang khdng yén sau khi st dung thudc an than kinh.
[t nha't mot trong cdc triéu chitng sau dudc ghi nhan

Clt dong bdn chdn, dung dua 2 chan.

Nhiin nhay 2 chin khi ding.

Di t6i lui d€ gidm bdn chon.

Khong thé ngdi hay ditng yén trong vai phiit

Khdi ddu triéu chitng clia tiéu chudn A va B xudt hién trong vong 4 tudn sau khi bit diu hoic
ting li€u an than kinh hodc gidm liéu thudc diéu tri (hoic phong ngira) cdc triéu chitng ngoai

thdp cAp (nhu 12 thudc anticholinergic)

Triéu chitng § tiéu chuin A khong dugc gidi thich thich ding bdi mot réi loan tim than (nhu
tam than phan liét, cai nghién chat, kich dong do con trim cdm hoidc do con hung cadm, gia ting
hanh vi trong r6i loan gidm sit chd y/ gia ting hanh vi). Cdc triéu chiing nay do bdi mot rdi
loan tAm than khi: cdc triéu chitng xut hién trudc khi dung thudc, khong thdy gia ting tinh
trang khong yén lién quan véi ting liéu thudc an than kinh, khong tha'y gidm tinh trang nay lién
quan v&i can thiép dugc 1y (nhu: khong cii thién khi gidm liéu thudc an thin kinh hoic khi diéu
tri v6i cdc thudc duge dé nghi diéu tri tinh trang diing ngdi khong yén).

Cic triéu chitng trong tiéu chuian A khong phai do cdc thudc khong phai an thin kinh hodc cdc
tinh trang bénh 1y t6ng quét khac. Céc triéu chiing nay do bdi bénh 1y ndi khoa tdng quat khi
céc triéu chitng xuat hién trudc khi st dung an than kinh hoic cdc triéu chitng ngay cang ning

mic di khong thay d8i ch€ do thudc.
2.3.4. Hoi chitng Parkinson:

Hoi chiing nay mang nhiéu dic diém dién hinh ctia bénh Parkinson nguyén phat: gidm dién t3

bing nét mit (mit na), diu banh xe ring cua, gidm van dong, chdy nudc dai, vi€t chit nhé, run ki€u
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vé thudc, run khi nghi, cing co toan than. Hoi ching ndy thudng xudt hién tr tf sau khi cho thudc

chdng loan than.

Piéu tri cling biing cdc thudc khdng cholinergic, hodc cic thuéc déng van dopamine nhu

amantadine (Symmetrel), bromocriptine (Parlodel).

Ngoai ra con gip tinh trang mat van dong (akinesia): dic trung bdi tinh trang gidm tinh ty
phat nhu: van dong khong ty chi, néi khong tu chii, 1anh dam, khé bit dau cdc hoat dong trong sinh
hoat. Ciing xuat hién sau vai tudn diéu tri bing thudc CLT. Tuy nhién, tinh trang akinesia con c6 thé
bi€u hién nhv triéu chiing am tinh trong tim thin phan liét. Piéu tri cling bing cic thudc khing

. . N ~ Z 21N : ‘A z EN P A /, N
cholinergic, va ciing c¢6 thé 1am cdi thién cdc “triéu chitng dm tinh” nay.

2,

Hoi chitng thd (rabbit syndrome): 1a nhitng ¢t dong nhanh, min (nhd) & moi nhu ¢t ddng nhai
ctia thd. C6 thé 14n 1on vdi loan vin dong mudn & miéng — ludi. C6 thé gip & khodng 4% BN ding
thudc CLT. Piéu tri nhanh chéng va dé dang bing thudc khing cholinergic.

C6 thé diéu tri phong ngira loan trudng luc cd cip, hoi chitng parkinson, hoi chitng thd, mat

van dong, bing cdc thudc khdng cholinergic ciing lic v6i thudc CLT.
Tiéu chuiin chian doan hdi chitng Parkinson theo DSM - IV: (8)

A. Mot (hay nhiéu hon) dau hiéu hay triéu chitng sau xuat hién lién quan dé€n viéc dung thudc
ch&ng loan than.
e Run ki€u Parkinson (nhu: run khi nghi ngdi, nhip nhang, rd rét, vdi tin sd 3-6 chu ky/gidy, xay
ra & chi, ddu, miéng hay 1udi ).

e Cting cd kiéu Parkinson (nhu: co citng kiéu ring cua hay co citng, co citng ki€u 6ng chi kéo

dai).
e MAt van dong (nhu: gidm sy bi€u 16 nét mit mot cach tu nhién, tu th&, 151 néi, van dong co
thé)

B. Cic triéu ching & tiéu chudn A xuat hién trong vong vai tudn khi bit diu ding hay ting liéu
thudc chdng loan than, hay gidm cdc thudc diéu tri (hay phong ngira) cdc triéu chitng ngoai thap

(nhu 12 thudc anticholinergic)

C. Cic triéu chiing trong tiéu chudn A khong dugc gidi thich thich ddng bdi mot rdi loan tim than
(nhu : cdc triéu chitng Am tinh hay cing truong luc ctia tim thin phan liét, chim chap tim than
van dong trong giai doan trim cdm chii y&u). Biing ¢ ma cic triéu chitng dugc gidi thich thich
ddng bdi mot rdi loan tAm than c6 th€ bao gdm theo sau: Céc triéu ching c6 trude khi ding
thudc an than kinh hay khong phit hgp vdi hinh thitc can thiép dugc 1y (nhu 13 khong cai thién

sau khi gidm liéu thudc an than kinh hay sau khi diing thudc anticholinergic).
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D. Cic triéu chitng trong tiéu chudn A khong do bdi cdc chat khong phdi thudc an thin kinh hay
cdc bénh 1y than kinh hay ndi khoa téng quét khic (nhu 1a bénh Parkinson hay bénh Wilson).
Cic triéu chitng do bdi bénh 1y ndi khoa tdng quat khi: céc triéu chiing xuat hién trudc khi ding
thudc an than kinh hay c6 sy hién dién cdc dau hiéu than kinh khu trd ma khong gii thich dugc

hay céc triéu chitng ti€n trién mic di khong thay ddi ch& do thudc ).
2.3.5. Loan van dong mudn (tardive dyskinesia — TD):

Thudng gip & bénh nhan dung thudc CLT lau dai, nhat 14 thudc CLT c& dién. Bi€u hién clia
r6i loan nay 1a cdc clr dong bat thudng clia miéng, mit, ludi va cir dong mia gidt, mda von cla tay,
chin, co thé. Khong gidng nhu cic tic dung phu k€ trén, bénh nhan bi LVDM thudng khong y thic
dugc ring ho c6 nhitng ctf dong bat thudng. LVPM dép ting kém véi diéu tri.

La nhitng ctr ddong khong chi ¥ & mit, thAn minh, hodc & chi. Gom: trang th4i bon chdn khong

yén mudn, loan truong luc ¢cd mudn (thudng & co ¢6, ¢ vai), tics mudn.

Thudng c6 lién quan d€n viéc diing kéo dai cdc thuSc phong tda thu thé dopamine, ma thudng
gip nhdt 1a thudc CLT, nhung ciing ¢6 thé gip & BN dung thudc chong trim cdm amoxapine, thudc

chdng nén nhu metoclopramine, prochlorperazine ...

Co ch& dé nghi: cdc thu thé sau synap ting nhay cdm vdi dopamine sau mdt thdi gian diing
thuéc phong tda thu thé dopamine. C6 nhitng co ché dugc dé nghi khdc nhu: ting hoat dong
noradrenaline; hoidc diéu tri bing thudc chdng loan than lam sinh ra cdc gdc tu do 1am t&n thuong cic

c6ng catecholamine; hoic lién quan d€n hé GABA; hoic suy thodi ndo toan bd.

Tén suit thay ddi tiy theo nhém dan cu dugc nghién citu, tudi ... Tuy nhién, c6 thé xdc dinh
trong khodng 15 — 20% BN dung thudc CLT kéo dai.

Y&u t6 nguy cd: nguy cd bi TD ting theo tudi ciia BN. Phu nif thudng c6 nguy cd cao hon
nam. Ting theo liéu thudc CLT dudc sit dung, thdi gian si dung va tién st bi tic dung phu ngoai thap
sém trong qua trinh diéu tri. TD con xuét hién cao & nhitng BN c¢6 tdn thuong ndo, cic bénh vé cidm

xtic (hung cdm, trAm cdm ...)

Piéu tri: thudng v6i nhitng bidu hién nhe, BN thudng khong nhan biét dugc. Nhitng trudng
hgp ning dnh hudng dé€n dn udng, nghi ngoi thi can diéu tri.

Ngin ngira xudt hién TD Ia quan trong. Do d6 cin ddnh gid liéu lugng thudc CLT t3i thi€u
thich hgp ddi véi tirng giai doan bénh, nén can phai c¢6 chién luge gidm li¢u thudc CLT. Khi gidm licu
thuéc CLT, TD ciing c6 thé gidm din tir tir. Cdc triéu chitng TD ciing c6 thé bién mat tam thdi khi
tang liéu thudc CLT, nhitng ciing ¢6 thé ning hon khi ting liéu thusc CLT.
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D&i véi BN ¢6 TD ma khong thé ngung thudc CLT, thudc CLT dugc dé nghi 1a clozapine.
Thudc nay c6 thé 1am cai thién céc triéu chitng TD (gan 50% trudng hgp, nhat 1a cdc trudng hgp loan
truong luc cd mudn ning).

Thudc khang cholinergic ¢6 thé lam xau hon triéu chitng TD.

Cdc thudc khic dugc dé nghi nhu: reserpine (1 — 6mg/ngay), tetrabenazine (50 —
200mg/ngay), oxypertine - cdc thuéc ndy lam suy gidm cédc catecholamine. Cédc thudc doi van
noradrenergic nhu propranolol, clonidine; cdc thudc hé GABAergic nhu benzodiazepine, baclofen,
valproate, gamma — vinyl GABA; thudc déng van dopamine dung liéu thdp nhu levodopa,
amantadine; cdc thudc phong tda kénh calci nhu verapamil, diltiazem ciing dugc s¢ dung. Riéng
vitamine E dugc ghi nhan lam cdi thién triéu ching, do c6 dic tinh chdng oxi héa nén bdo vé t€ bao
than kinh d6i véi cdc goc ty do; liéu sit dung c6 thé tir 400 — 1200 Ul/ngay.

Tiéu chuéin chin doan rdiloan vin déng mudn theo DSM - IV: (8)

A. Nhitng clt dong bat thudng clia ludi, ham, thian, chi xuit hién lién quan vdi viéc dung thudc
chdng loan than

B. Nhitng clr dong bat thudng hién dién t5i thi€u 4 tudn va bi€u hién bat ¢t cdc dang sau:

e Nhitng cit dOng mda giat
e Nhitng citr dong mia von
e Nhitng ctt dong déu din.

C. Nhitng ddu hiéu hay triéu chitng trong tiéu chudn A va B xuat hién trong th&i gian diing thudc
an than kinh hay trong vong 4 tuin ngung hay gidm thudc udng (hay trong 8 tudn gidm hay
ngung thudc dang tdc dung kéo dai)

D. C6 thdi gian dung thudc an thin kinh t&i thi€u 3 thang (1 thing n&u hon 60 tudi).

E. Cic triéu chitng khong do cdc bénh 1y nodi khoa hay thdn kinh (nhu 13: bénh Huntington, mia
vdn Syndenham, r8i loan van ddng tu phét, cudng gidp, bénh Wilson) ring gid khong phu hgp,
dung cic thudc khdc gy r6i loan van dong cap c6 thé hdi phuc (nhu 1a: L-dopa, bromocriptine).
C6 bing cd céc triéu chitng do cdc nguyén nhin nay: cic triéu chiing xuit hién trudc hay biéu
hién cdc dau thin kinh dinh vi khong gidi thich dugc. Céc triéu chitng khong dugc ly gidi thich
hdp bdi cdc rdi loan van dong cAp lién quan thudc an than kinh (nhu 13: loan truong lyc cd cap,

tinh trang ditng ngdi khong yén cap).
2.3.6. Hgi chitng 4c tinh do thudc CLT:

Hi€m gip, nhung c6 thé gy nguy hi€ém dén tinh mang BN. Bi€u hién: tinh trang cing co
ning né hon, thay ddi tinh trang tim than (sdng, lo 4u dif doi, s¢ 4nh sing, trang thdi khong néi, cing

truong lyc), s6t cao, ting bach cau (thudng trén 15.000 BC/mm3), nhip tim nhanh, huyét 4p dao dong
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ba't thudng, thd nhanh, todt md hoi nhiéu. CPK (creatinine phosphokinase) ting cao do hdy co (thudng
ting tir 100 — 1000 14n) va din d&n ti€u myoglobine.

Co ché& dé nghi 1a do ting hoat dong hé thin kinh giao cdm.

Thudng xuit hién & nhitng BN mdi 1an diu st dung trong 1 thing diu, BN tré, khi ting liéu
thudc CLT, khi dung thudc CLT dudng chinh (bdp, TM). Tuy nhién, c6 thé xudt hién & bat ki giai
doan nao khi st dung thudc CLT. Lithium c6 thé 1am ting nguy cd bi HC 4c tinh.

Diéu tri HC 4c tinh: (1) ngung ngay lap tifc tat cd cdc thudc dang st dung, (2) diing cdc thudc

nhu: amantadine, benzodiazepine, thudc khdng cholinergic, ECT (chodng dién).

Bromocriptine, mot thudc dong van dopamine hoat dong trung wong, dudc ghi nhan cé hiéu
qua. ThuSc lam gidm nhanh tinh trang cting cd, riéng CPK, huyé&t 4p dao dong, ting thin nhiét c6 thé
dn dinh din trong vai ngay. Liéu s dung thudng 1.25 — 2.5mg x 2 lan/ngay, c6 thé ting dén
30mg/ngay.

Tiéu chuéin chin doan hdi chitng dc tinh do thudc chdng loan thin theo DSM - IV: (8)
A.  Xuit hién co cling co nghiém trong va than nhiét ting lién quan d&n viéc dung thudc an than
kinh
B.  Hai (hay nhiéu hon) céc triéu ching sau:
e Toit md hoi.
e Kho nuét.
e Run.
e Tiéu ti€u khong tu chd.
e Thay ddi y thic tir It 14n d&€n hon mé.
o Khong néi.
e Nhip tim nhanh.
e Ting huy&t 4p hay huyét dp dao dong.
e Biing chitng cin lam sing clia tdn thuong cd (nhu 1a CPK ting).
C. Céc triéu ching trong tiéu chuin A va B khong do bdi chdt khac (nhu 1a: Phencyclidine) hay
bénh 1y than kinh hay bénh 1y ndi khoa khic (nhu 13 viém nio do virus).

D. Cic triéu chitng trong tiéu chudn A va B khong dugc gidi thich thich ddng bdi mot bénh tim

than (nhu : r6i loan khi sdc c6 bi€u hién ciing truong luc)

2.3.7. Co ché cua tac dung phu ngoai thap do thuéc CLT:
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Co ch€ bénh sinh cda tdc dung phu ngoai thdp chua ro rang. Binh thudng c6 sy cin bing gilta
hoat dong hé dopaminergic va hé cholinergic trong ndo. Thudc CLT tc ch€ sy din truyén hé
dopaminergic, 1am mAt sy cAn bidng nay gy ra tdc dung phu ngoai thdp. Mot gid thuy&t cho ring sy

trc ch& dan truyén trong hé théng dopaminergic do thudc CLT la nguyén nhan cla parkinson.

Céc nghién ctu gin day nhdn manh vai trd cta thu thé D1 va D2 va thu thé Serotonin ( 5-
HT). Mot thit nghiém 1am sang cho thay, diéu tri v6i Haloperidol 1au di s& 1am gidm chat din truyén
than kinh ctia hé dopaminergic va 1am ting thu thé D2 hiu synape. Ngudc lai diéu tri véi Clozapine
lau dai lai 1am ting nhe chat din truyén than kinh clia hé dopaminergic va khong thay ddi thu thé D2
hiu synape. Piéu d6 gii thich dudc sy xuit hién cla cic tic dung phu ngoai thdp khi diéu tri bing
thudc CLT c6 di€n, va khong c6 ching khi diéu tri bing Clozapine.  Gid thuyét cho ring loan van

dong muon c6 thé do cd ché siéu nhay cdm, c6 sy gia ting sd luong cdc thu thé D2 hau synape d€ bu

trlr sy e ché& din truyén dopamine lau dai ctia thusc CLT.

Ngoai ra, hé a-adrenergic ciing c6 lién quan dén tidc dung phu ngoai thdp, dic biét 1a v6i HC

ding ngdi khong yén, parkinson, loan van dong mudn. Co ché& gay ra HC ding ngdi khong yén c6 thé

12 do sy mAt can bing giita hé noradrenergic va hé dopaminergic do tdc dung cda thudc CLT.

BANG TOM TAT CAC THUOC PIEU TRI TAC DUNG PHU NGOAI THAP:

Tén thudc Tén thuong mai Liéu ding Chi dinh
Anticholinergic
Benztropine Cogentin 1-4 mg x 21an /ngay Loan truong lyc co cap, Parkinson.
Biperiden Akineton 2-6 mg x 31an /ngay
Trihexphenidyl Artane 2-5 mgx 31an /ngay
Antihistaminergic
Diphenhydramine Benadryl 25 mgx 3lan /ngay Loan truong luc cd cap, parkinson,

HC ding ngdi khong yén.

Dopamine agonists
Amantadine Symmetrel 100-200mg x 21an /ngay | Parkinson .
B-blockers
Propranolol Inderal 20-40mg x 3 1in /ngay. Pitng ngdi khong yén, Parkinson
UC thu thé o
Clonidine Catapress 0.1mg %3 lan/ngay. Trang thai bdon chon khong yén
Benzodiazepines
Clonazepam Klonopin 1 mgx2lan/ngay | Loan truong lyc cd cAp, trang thai
Lorazepam Ativan 1 mgx 2 1an /ngay bon chdn khong yén.
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3. THUOC CHONG TRAM CAM SSRIs

Thudc trc ché tai hap thu chon loc serotonine (serotonine selective reuptake inhibitor —
SSRI) dau tién dwoc phat hién nam 1987 |4 fluoxetine 1am thay ddi thai do vé diéu tri hoa duwoc
véi trdam cam. Ly do dau tién 1a do tac dung phu cla fluoxetine thwérng dwoc dung nap tét hon
nhirng thubc diéu tri trwdc day, nhw thudc chéng trAm cam ba véong (TCA) va thudc e ché

MAO (MAOI) va tinh don gian trong liéu dung fluoxetine.

Sau do, nhirng thubc SSRI khac dwoc phat hién, cd cung dac tinh co ban cla
fluoxetine. T 1990, danh sach cac chi dinh diéu tri dwoc chirng thwe cho nhitng thubc xép
trong nhém nay mé rong thém, khéng chi la trAm cadm, nhu: rdi loan am &nh cuwéng ché (OCD),
rbi loan hoang loan, rdi loan lo au lan toa, rdi loan loan cdm trwéc ki kinh, rdi loan lo au xa hoi
va rbi loan an ubng. TAt ca cac thubc SSRI co hiéu qua twong dwong dé diéu tri cac rdi loan

nay.
SSRIs dung cho ngwi triréng thanh va tré em
Citalopram Escitalopram Fuoxetine Fluvoxamine Paroxetine Sertraline
Tram cam | Nguoi trwéng | Nguwoi trwdng Ngudi trvdng Nguwoi trwdng | Ngudi trwdng
nang thanh thanh va tré thanh thanh

em

R&i loan lo au
lan toa

Nguwoi  trwdng

thanh

Nguoi trwdng
thanh

OCD Nguw&i trwdng | Nguoi  trwdng | Nguwoi tredng | Ngwoi tredng
thanh va tré | thanh va tré | thanh thanh va tré
em em em

R&i loan Nguwoi trvdng Nguwoi trwdng | Nguwoi trwdng

hoang loan thanh thanh thanh

Réi loan lo au
xa hoi

Nguwoi trwdng
thanh

Ngu&i tredng
thanh

Chirng an
ubng vo do
loan tam

Nguwoi trvdng
thanh

Réi loan loan
khi sac trwdc
ki kinh

Nguw&i tredng
thanh

Nguwoi trwdng
thanh

Ngu&i trevdng
thanh

3.1.

Héa hoc:

Cac thudc SSRI ¢é clu tric hoa hoc khac biét nhau, nhwng escitalopram 13 ngoai 1&, la
dang ddng phan cua citalopram. Tinh da dang vé phan t& gidi thich dwoc tai sao cé ca nhan
dap ng va dung nap véi cac thudc SSRI khac nhau.

3.1.1.

Dwoc dong hoc:
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Sw khac biét quan trong nhét gitra cac SSRI 1a théi gian ban huy trong huyét twong ¢
thay déi rong. Fluoxetine c6 thoi gian ban huy dai nhat 4 — 6 ngay; cac chuyén hoa chét hoat
dong cla thudc cé thdi gian ban huy 7 — 9 ngay. Thoi gian ban huy cla sertraline khodng 26
gi®, va thubéc c6 mét it chuyén hoa chét hoat ddng co thdi gian ban huy 3 — 5 ngay. Thoi gian
ban huy cta thudc con lai (khéng c6 chuyén hoa chét hoat ddng nao dang ké) la: citalopram 35
gi®, escitalopram la 27 — 32 gi®, paroxetine la 21 gi¢, fluvoxamine la 15 gio. Vé co ban, SSRI
hap thu tét bang dwéng udng, dat ndng dd dinh sau khodng 3 — 8 gid. Sy hap thu sertraline
thay dbi nhe néu cé thirc &n.

Ty & gén két véi protein cla sertraline, fluoxetine, paroxetine cao nhat; escitalopram
gan két it nhat.

Tét ca cac SSRI dwoc chuyén hod & gan do men cytocrome P450 (CYP). Nhwng do céc
SSRI c6 chi s6 tri liéu rong nén hiém khi nhirvng thuéc khac gay tang van dé néng dé cta cac
SSRI. Twong tac thubc quan trong nhat véi SSRI 1a lam (e ché chuyén hoa SSRI néu dung
ddng thei. Cac SSRI déu c6 kha nang gay trc ché chuyén hoa clia kha nhiéu thube.

Fluvoxamine la thuéc gdp nhiéu khé khan nhéat lien quan dén twong tac thubc.
Fuvoxamine anh huéng rd rét dén vai men CYP. Vi du vé twong tac quan trong la gitra
fluvoxamine va theophylline do twong tac qua men CYP 1A2; fluvoxamine va clozapine qua trc
ché men CYP 1A2; fluvoxamine véi clonazepam va alprazolam do (¢ ché men CYP 3A4.
Fluoxetine va paroxetine cé tac dong dang k& dén men CYP 2D6, gay anh hwéng dén hiéu qua
cla cac chét gibng opiate, nhu: codein, hydrocodone, do phong toad sw chuyén dbi cac thubc
nay thanh dang hoat déng. Do d8, dung déng thoi fluoxetine, paroxetine véi mot thude opiate
lam anh hwéng dén hiéu qua gay mé cla thudc opiate. Sertraline, citalopram, escitalopram hau
nhw it gay cac bién chirng diéu tri do twong tac thude.

Kha niang trc ché men cytocrom P450 (CYP) clia cac thuéc chéng trAm cam thwong dung

Xép loai twong doi CYP 1A2 CYP 2C CYP 2D6 CYP 3A
Cao Fluvoxamine Fluoxetine Bupropion Fluvoxamine
Fluvoxamine Fluoxetine Nefazodone
Paroxetine TCAs
Trung binh TCAs hang thir 3 | Sertraline TCAs hang th 2 Fluoxetine
Fluoxetine Citalopram Sertraline
Escitalopram
Sertraline
Thép (t6i thiéu) Bupropion Paroxetine Fluvoxamine Citalopram
Mirtazapine Venlafaxine Mirtazapine Escitalopram
Nefazodone Nefazodone Mirtazapine
Paroxetine Venlafaxine Paroxetine
Sertraline Venlafaxine
Venlafaxine

3.1.2. Dwoc lwc hoc:
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Céc thuéc SSRI dwoc cho 1a cé hiéu qua tri liéu thdng qua (e ché tai hap thu 5-HT.
Thubc ciing it &nh hudng dén tai hp thu norepinephrine hay dopamine. Théng thuwdng tac
dong lam sang thich hop, sw bao hoa chéat van chuyén 5-HT déu dat dwoc ngay tir liéu khoi
dau. Vé nguyén tac, liéu cao ciing khéng lam tang hiéu qua diéu tri chdng trdm cdm nhuwng c6
thé lam t&ng nguy co bj tac dung phu.

Citalopram va escitalopram la chat (rc ché chon loc nhat dén s tai hap thu serotonine,
va it gay trc ché tai hap thu norepinephrine hay dopamine, va it cé ai lwc v&i thu thé histamine
H1, GABA, hay benzodiazepine. Cac SSRI khac c6 dac tinh twong tw, ngoai trir fluoxetine e
ché tai hap thu norepinephrine va gén két v&i thu thé 5-HT,c, sertraline (rc ché tai hap thu
norepinephrine, dopamine, paroxetine cé hiéu qua khang cholinergic dang ké khi dung liéu cao,
va gan két v&i men tdng hop nitric oxide. Twong tac dwoc lwc hoc xuat hién tiém an bén dwdi
hiéu qua chdng trdm cam khi két hop st dung fluoxetine va olanzapine, dé la khi ding chung
gay tang do tap trung norepinephrine & ndo. S dung dong thoi SSRI va thubc nhém triptane
(sumatriptan, naratriptan, rizatriptan, zolmitriptan) cé thé gay twong tac dwoc lwc hoc ndng né,
gay ra hoi chirng serotonine. Tuy nhién, & nhiéu ngudi, viéc dung thubc nhém triptan véi liéu
th4p SSRI dé& phong ngtra con dau dau nhwng khéng cé tac dung phu. Phan (rng twong tw c6
thé xuat hién khi dung SSRI vé&i tramadol (Ultram).

3.2.  Chi dinh tri lidu:
3.2.1. Tram cam:

Ngoai trir fluvoxamine chwa dwoc FDA chép nhan, cac thuéc SSRI khac déu dugc chap
nhan diéu tri trAm cadm. M6t sb nghién ctru cho thay cac thuéc chdng trdm cam cé tac dong lén
serotonine hodc/va norepinephrine, nhuw MAOI, TCA, venlafaxine, mirtazapine dat hiéu qua hoi
phuc bénh cao hon so véi SSRI trong cac nghién ctru dbi dau (so sanh). SSRI dwgc chon la
thuéc dau tay trong diéu tri chi vi s dung don gidn, an toan va phé hoat déng rong.

So sanh tryc tiép, don doc thi mot thudc SSRI khéng boc 16 bat civ wu diém nao so voi
thuéc SSRI khac. Tuy nhién, tinh da dang ré rang la do kha nang dap (rng ciia bénh nhan voi
cac SSRI khac nhau. Vi du: hon 50% dap tng kém véi mot thude SSRI cé thé dap ing tdt voi
mot thubc SSRI khac. Do d9, trudc khi thay ddi bdng mét thudc chdng trdm cam khéng phai
SSRI, nén thr tt ca cac thuéc SSRI khac khi bénh nhan da khong dap ng véi thubc SSRI st
dung dau tién. Mot sb bac si lam sang c¢b gang chon mét thuéc SSRI déc biét cho nhirng bénh
nhan chuyén biét dwa trén danh sach tac dung phu cua riéng tirng thubc. Vi du: fluoxetine la
mot thubc SSRI cé tac déng kich thich, mot sé bac si sé thira nhan réng chon st dung
fluoxetine sé& cé hiéu qua tbt hon v&i bénh nhan bi mat y chi, hon la dung SSRI ¢é tac dung an
than. Tuy nhién s khac biét nay thuwdng thay dbi tuy theo bénh nhan.

322, Tw sat:
Nhirng ndm cubi thap nién 80 thé ky XX, mot sé bao cao dwgc phat hanh réng rai dé

nghi vé méi lien hé gitra viéc dung fluoxetine va hanh vi kich déng, ké ca tw sat, nhwng nhiéu
xem xét sau d6 khéng xac nhan mdi lién hé nay. Méi day nhét, cac nghién clru diéu tri bang
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SSRI cho trdm cadm tré em va tré vi thanh nién phat hién tinh trang tdng nhe y twéng ho&c xung
dong tw sat. Nhwng trén thuc té, van khong rd rang vé nguyén nhan va tac dong gitra viéc dung
SSRI va tdng nguy co tw sat. Tuy nhién, mot s6 bénh nhan tr& nén lo au, bbi réi mét cach dac
biét khi bat dau dung SSRI. Sy xuét hién cac triéu chirng nay dwoc hinh dung la cé thé goi ra
ho&c lam trdm trong hon y twéng tw sat. Do dé, tat ca bénh nhan trAm cdm nén duoc theo dbi
sat subt thdi gian c6 nguy co cao cd y twdng/hanh vi tw sat, nhivng ngay dau, tuan dau khi st
dung SSRI. Biéu quan trong phai nhé la cac SSRI — 14 thudc chdng trdm cdm — c6 hiéu quéa dau
tién la ngdn ngra tw sat, rat ngén va phong ngira giai doan trdm cam.

3.2.3. Trdm cam trong thai ki va sau sanh:

Ty & tai phat trAm cdm nang trong thai ky khi bénh nhan ngwng thuéc hodc thir ngung
thubc, hodc gidm liéu thube |a rat cao. Ty I& nay thay déi tir 68 — 100% bénh nhan. Do d6, nhiéu
phu ni¥ can tiép tuc dung thubc trong subt thai ky va sau sanh. Anh hwéng cua tinh trang tram
cam & ngudi me lén qua trinh phat trién cla tré van chwa ré rang. Khéng cé tinh trang tang
nguy co gay quai thai bam sinh khi phai st dung SSRI trong thai ki. Do d6, nguy co' tai phat
trdm cam & thai phu ngwng SSRI cao g4p nhiéu 1an so v&i nguy co cla thai véi tac dong cua
SSRI. Cé mét sb béng chirng dé nghj rang cé tinh trang tang nguy co phai chdm séc nhi dac
biét sau sanh & nhitng thai phu ding SSRI. Tuy nhién ciing tén tai badng chirng twong tw khi
ngwng diéu tri paroxetine. Khong méi lién hé nao gitra viéc st dung SSRI va bién chirng so
sinh (neonatal) dang ké. Cac nghién ctru theo dai tré trong nhirng ndm hoc dau tién ciing khéng
phat hién bién chirng quanh giai doan chu sinh (perinatal), bat thuwdng bao thai, giam diém IQ,
cham néi/ngdn ngir, hay nhirng réi loan hanh vi chuyén biét nao cé thé do str dung fluoxetine
trong thai Ki.

Trdm cdm sau sanh (c6 hay khéng cé loan than) &nh hwdng moét it dén cac ba me. Mot
sb bac si 1am sang bét dau chi dinh dung SSRI néu ¢6 tinh trang budn sau sanh (postpartum
blues) kéo dai vai tuan sau sanh, hodc néu thai phu bat dau tram budn trong thai ki. Cé thé chi
dinh trwéc SSRI trong thai ki néu thai phu c6 nguy co mac phai trang thai buén sau sanh vi co
thé giup bao vé tré so sinh, nhat 1a nhirng thai phu cé thé cé suy nght nguy hiém sau khi sinh.
Cac thubc SSRI tiét qua sira me nhwng huyét twong clia nhirng tré dwoc nudi bang stra clia ba
me dang s dung SSRI cé ndéng dd SSRI rat thap. Tuy nhién, trong mét sé trwong hop, néng
d6 thube trong mau tré nay cao hon trung binh. Do d8, can chu y dén viéc théng tin vé nguy co
tiém tang cho nhirng bénh nhan dang dwoc diéu tri.

3.2.4. Tram cam & ngwoi gia va ngwdi cé bénh co thé:

Céac thuéc SSRI an toan va dung nap tt véi ngudi gia va ngudi cé bénh thyc thé. Nhw
cach phan loai, thubc SSRI ¢ it hodc khéng gay doc cho tim, tac dung phu khang cholinergic,
khang histamine hoac tac dung phu inotropic adrenergic. Riéng paroxetine cé hoat tinh khang
cholinergic, nén cé thé gay tao boén, lam suy gidm nhan thirc. Cac SSRI c6 thé gay suy gidm
nhan thirc rat nhe, kéo dai thoi gian tudn hoan mau, gidm natri mau va diéu nay cé thé anh
hwdng dén strc khoé nhitng bénh nhan diéu tri bang SSRI. Cac SSRI con ¢ hiéu qua dén tram
cam sau dét quy va lam gidm kich tinh tinh trang hay khéc loc.

Hoéa duoc tri liéu Page 35



3.2.5. Tram cam tré em:

Cac nghién clru vé SSRI & tré em va tré vi thanh nién thwerng khoéng tim dwoc hiéu qua
cla SSRI. Chi c6 fluoxetine dwoc FDA chép nhan Ia thuéc chéng trAm cam danh cho Ira tudi
nay. Trén thuc té, tré em ciing bi trAm cam va can thiép bang hoa tri liéu ciing can thiét cho
nhiéu trwong hop bénh, nén cac bac si lam sang ciing phai chi dinh thubdc SSRI cho nhirng
trwdng hop nay. Cac nghién clru dé& nghi rng thuéc SSRI cé thé lam tang y nghi hodc hanh vi
tw sat, y nghi hodc hanh vi bao luc & tré em/tré vi thanh nién trdm cam. Vi vay, khi diéu tri trAm
cdm & bénh nhan nay, can thiét theo di sat tac dung vé hanh vi khéng mong mudn nay.

3.2.6. Réiloan lo au:

Réi loan am anh cwéng ché (OCD): fluvoxamine, paroxetine, sertraline va fluoxetine
nén chi dinh cho nhirng bénh nhan trén 18 tudi. Fluvoxamine va sertraline dwoc chép nhan la
thudc diéu tri OCD & tré em/tré vi thanh nién (6 — 17 tudi). Khoang 50% bénh nhan OCD d3 c6
triéu chirng OCD tlr thdi nién thiéu/tudi vi thanh nién, hon ' sb bénh nhan nay dap ng tét voi
thudc. Dap trng tri liéu cé thé rat kich tinh. Nhirng sb liéu 1au ndm cho thay kiéu bénh ly OCD 14
dang bénh cé tinh di truyén va kéo dai subt doi dap (rng tét nhat véi diéu tri duy tri bang thubc
va tri liéu nhan thire — hanh vi, ngay tlr khi khéi phat bénh tir thdi nién thiéu cho dén cubi doi.

Liéu thubc SSRI cho bénh ly OCD can duy tri cao hon trong diéu tri trAm cdm. Mac du
dap (ng vai thude cé thé xuat hién trong vai tun dau tién diéu tri nhwng ciing can nhiéu thang
diéu tri ma&i dat hiéu qua tri liéu téi da. Nhirtng bénh nhan khéng dap &ng véi thudc SSRI c6 thé
sé dap wng tot hon véi phdi hop bang risperidone. Bén canh viéc phai theo di tac dung phu
ngoai thap do risperidone, can theo d&i tac dung phu do téng prolactine trong nhirng trwéng
hop phéi hop tri liéu. Trén 1am sang, tinh trang tdng néng d6 prolactine cé thé biéu hién bang
tinh trang vu to, ho&c chirng tiét siva (c& nam va n) va chirng mét kinh.

Hién nay, mot sé rdi loan khac ciing dwoc xem la bién thé ctia OCD. D6 1a cac bénh ly
v&i cac triéu chirng déc treng 1a hanh vi tw ¢t co thé nhuwng khéng cé tw sat, vi du: chirng nhd
(16ng) téc, xam léng may, xung déng xam vung da do' ban, xung déng cat (co thé). Cac bénh
nhan cé hanh vi nay cé thé dap (rng véi thubc SSRI. Nhitng bénh ly bién thé khac gbm co:
xung déng danh bac, xung déng mua sam, chirng nghi bénh, réi loan so' bién dang co thé.

Réi loan hoéng loan: Paroxetine va sertraline dwoc chi dinh st dung dé diéu tri réi loan
hodng loan, c6 hay khéng kém theo chirtng am so khodng rong. Nhirng thudc nay cé hiéu qua
cham hon so véi alprazolam (Xanax) hay clonazepam (Rivotril), nhwng cé hiéu qua 1au dai tét
hon so v&i benzodiazepine trong diéu tri rdi loan hoang loan cé kém trAm cam. Citalopram,
fluvoxamine, fluoxetine cling cé thé lam gidm triéu chirng con trdm cam nguyén phat hodc thir
phat. Do fluoxetine cé kha nang gay ra cac triéu chirng lo du, bénh nhan bj con hoang loan phai
dwoc chi dinh bat ddu st dung liéu thdp (5mg/ngay) va tdng dan liéu cham chap. Dung
benzodiazepine liéu thdp c6 thé dwoc sl dung nhdm kiém soat tac dung phu lo &u cla
fluoxetine.
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Réi loan lo 4u xa héi: thudéc SSRI c6 hiéu qua diéu tri am so xa hoi. Thudc lam gidm ca
triéu chirng bénh va tinh trang mét nang lwc (do bénh gay ra). Ty 1é dap &ng véi thube SSRI
twong dwong véi MAOI phenelzine (Nardil), trwdc day 1a mot thube diéu tri tiéu chuan. Thubc
SSRI an toan hon so v&éi MAOI hoac benzodiazepine.

Réi loan stress sau sang chan (PTSD): hoa duworc tri liéu v&i PTSD nhdm vao céc triéu
ching d&c biét cia 3 nhém: tai trai nghiém, né tranh va tng goi nhé. Trong diéu tri lau dai,
thubc SSRI c6 phd tri liéu cac triéu chirng dac trung ctia PTSD rong hon so véi TCA va MAOI.
Tang liéu benzodiazepine cé ich dbéi v&i con cap tinh. Thudc SSRI gay cai thién rd rét ca triéu
chirng xam |an va triéu chirng né tranh.

Réi loan lo 4u lan toa: Thubc SSRI ¢6 ich dé diéu tri cac am s chuyén biét, réi loan lo
au lan toa va réi loan lo 4u chia ly. Viéc danh gia mang tinh ca nhan va ki lwéng la cac tiép can
d4u tién, cha y dic biét va viéc phat hién loai bénh ly dap (ng tét véi tri liéu bang thubc. Kém
theo d6, tri liéu nhan thirc — hanh vi hay tri liéu tam Iy khac ciing nén két hopdé dat hiéu qua
cao hon.

Chieng &n udng vé dé tam ly va cdc réi loan dn udng khéc: fluoxetine dwoc chi dinh
diéu tri cho chirng &n ubng vé dd, nhung phép tri liéu tét nhat cho bénh ly nay van 1a tam ly tri
liéu. Lidu fluoxetine nén 1a 60mg/ngay thi tét hon liéu 20mg/ngay. Trong mét sé nghién ctru
kiém soat tbt, fluoxetine véi liéu 60mg/ngay tét hon nhiéu so véi gida dwoc nham lam gidm tinh
trang an uéng khéng ngirng va gidm nén. Mot sé6 chuyén gia dé& nghi rdng chi nén tri liéu nhan
thirc — hanh vi don thuan (ma khéng kém diéu tri hoa dworc); va néu khéng cé dap tng sau 3 —
6 tuan thi m&i két hop véi fluoxetine. Thoi gian thich hop dé diéu tri bang fluoxetine va tam ly tri
liéu khéng co gidi han.

Fluvoxamine khéng hiéu qua dang ké dé diéu tri chirng an ubng vo do6 trong nghién ciru
mu ddi, co so sanh v&i gia duoec.

Chieng chdn dn tam than: fluoxetine dwoc dung diéu tri b&nh nhan chan &n tdm than
ndi trd nham kiém soat rdi loan khi séc két hop va triéu chirng &m anh cuéng ché. C6 it nhat 2
nghién ctru can than, mot nghién clru trong 7 thang, 1 nghién clru trong 24 thang nhung déu
khoéng phét hién fluoxetine cé hiéu qua 1én két qua toan bod va 1én viéc duy tri can trong. Viéc
diéu tri co hiéu qua chirng chan an tam than 13 phép tri liéu nhan thérc — hanh vi, tri liéu noi tam,
tri liéu ddng nang — tam than, tri liéu gia dinh két hop véi thubc SSRI.

Chieng béo phi: fluoxetine két hop véi chién lwoc vé hanh vi cho thay cé hiéu qua gidm
can tét nhat. Cé ty 1é dang ké bénh nhan dung SSRI, ké ca fluoxetine, gidm can trong giai doan
dau, nhung sau doé co6 thé tang can tré lai. Tuy vay, ciing can biét rang, tt ca cac thudc SSRI
déu co thé gay tang can.

Réoi loan loan cam trwéc ki kinh nguyét: rbi loan loan cadm trwdc ki kinh nguyét déc
trweng bi khi sic suy sup va thay dbi hanh vi vao tuan trwdc khi co kinh, thay déi rd rét so voi
lic binh thwong. Sertraline, paroxetine, fluoxetine, va fluvoxamine cé tac dung lam giam triéu
chirng réi loan cdm trwéc ki kinh. Nghién cteu thlr nghiém cé so sanh st dung fluoxetine,
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sertraline trong ca chu ky, hodc chi trong giai doan hoang thé (2 tuan gitra Itc rung trirng va khi
c6 kinh nguyét) cho thdy déu c6 hiéu qua nhw nhau.

M6t nghién ctru quan sat khong ré rang cho thay fluoxetine lam thay déi thei gian chu ki
kinh nguyét, nhiéu hon 4 ngay, kéo dai hon hodc thu ngén lai. Tac dong ctia SSRI 1&n thdi gian
chu ki kinh hdu nhw chwa dwoc biét rd, va doi héi phai theo dai can than khi dung SSRI & phu
nd trong do tudi sinh dé.

3.2.7. Nhirng chi dinh khéng chinh théng:

Xuét tinh sém: hiéu qua chéng co that ctia SSRI dwoc loi dung dé didu tri cho nam gii
bi chirng xuét tinh sém. Thudc SSRI cho phép kéo dai théi gian giao hop va cai thién sw thoa
man tinh duc cho nhitng c&p vo chéng ma ngudi chdng bi xuét tinh sém. Fluoxetine va
sertraline cé ich cho viéc st dung nham muc dich nay.

Paraphilias (tinh duc déi truy): thu6c SSRI gidm hanh vi am anh cwdng ché & nhirng
bénh nhan bj paraphilias. SSRI lam gidm th&i gian trung binh trong ngay cho hanh vi thoa man,
théi thic tinh duc khoéng thich hop. Nhitng bang chirng cho thay, thubc cé tac dong tét 1én am
anh tinh duc hon la hanh vi phé bay.

Chirng tw ky: hanh vi &am anh cwéng ché, tinh trang kém giao tiép x& héi, tinh trang
hung hang d&c trwng cho chirng tw ky dap trng v&i nhirng thudc tac dong 1én hé serotonine nhw
SSRI va clomipramine. Sertraline, fluovoxamine cho thay gitp cai thién tinh hung hang, hanh vi
tw gay thwong tich, hanh vi 13p lai, mot s6 mirc do vé tinh trang tri hoan vé ngén ngir, va hiém
hon 1a tac dong dén tinh thiéu lién hé x& hoi & nguwdi trudng thanh cé rdi loan kiéu tw ky.
Fluoxetine ciing cé hiéu qua dén chirng tw ky & tré em, tré vi thanh nién, va nguoi trwédng
thanh.

3.3. Than trong va tac dung phu:

Tac dung phu ctia SSRI thwong dwgc xem xét tuy theo cach khi phat, thoi gian kéo dai
va mirc d6 ndng. Vi du: budn ndn va tinh trang bdn chdn lo au thwdng 1a tac dung phu xuét hién
s&m, nhe, va ty gi¢i han theo thoi gian.

3.3.1. Réi loan chirc ndng tinh duc: tat ca cac thudc SSRI déu gay rdi loan chirc
nang tinh duc va |a tac dung phu thwdng gdp nhat ctia SSRI khi s dung lau dai.
Tan suat méi méc cia tac dung phu nay khoang 50 — 80%. Than phién thuéng
nhét 1a gidm cwc khoai, (e ché tinh trang cuwc khoai, giam ham muédn tinh duc.
Mét sb nghién ctru dé nghi rang réi loan chirc nang tinh duc cé lién quan dén liéu
st dung, nhwng mdi lién quan nay ciing khéng rd rang lam. Khéng giéng nhw
hau hét cac tac dung phu khac do SSRI, trc ché tinh duc hiém khi héi phuc sau
vai tudn dau diéu tri, nhwng thwerng kéo dai cling véi thoi gian st dung thuée. O
mot s6 trwong hop, tinh trang nay c6é thé cai thién theo thoi gian.

Chién lvgc chéng lai rdi loan tinh duc do SSRI dwoc dé cap dén rat nhiéu nhung khong
chién lwgc nao chirng minh dwoc hiéu qua. Mot sb nghién clru dé nghi giam liéu SSRI va thém
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bupropion vao. Cac nghién ctru ciing md ta nhirng thanh céng trong diéu tri réi loan tinh duc do
SSRI bang sildenafil (Viagra), cé hiéu qua diéu tri réi loan chirc nang cwong. Cudi cung thi
bénh nhan ciing phai déi sang thudc chéng trdm cdm khac khéng &nh huwéng dén chirc ndng
tinh duc, nhw: mirtazapine, bupropion.

3.3.2. Tdc dung phu vé da day ruét: tac dung phu nay rat thwong gap, co lién quan
dén tac dung 1én thu thé serotonin 5HT3. Than phién thwdng nhét la: budn non,
tiéu chdy, chan &n, nén, day hoi, khé tiéu. Sertraline va fluvoxamine thuwdng gay
ra tac dung phu nay nhat. Paroxetine phéng thich cham so v&i paroxetine phong
thich ngay lap tuc, cling it gay tac dung phu da day ruét hon. Tuy nhién, voi
paroxetine, do tac déng khang cholinergic, nén thuwdng gay tdo bon. Budn non va
tiéu 16ng thuweng lién quan véi liéu st dung va thwong chi thoang qua, hdi phuc
trong vai tuan. Tuy nhién, tinh trang day hoi va tiéu chay van ton tai, d&c biét Ia
khi st dung sertraline. Chan &n luc kh&i dau diéu tri cling thuwdng xuét hién va
thwong gap khi st dung fluoxetine. Chan &n va gidm can do SSRI thuwong bét
dau khi dung thudc va gap nhiéu nhat khoang 20 tuan; sau dé, can trong thuong
tré vé mirc do binh thwdng. Cé dén khodng 1/3 bénh nhan bj tdng can, thinh
thoang tang dén 9kg. Tac dung phu nay do tac ddng dén qua trinh chuyén hoa,
hoac lam tidng ngon miéng, hodc do ca 2. Tinh trang nay thwdng dién ra to ti va
thuwong khdng dap (rng véi ché dd an kiéng hodc luyén tap thé duc. Paroxetine
thworng gay tang can hon so véi cac SSRI khac, nhét 1a phu nir tré.

3.3.3. Pau dau: tan sudt mdi mac cua tinh trang dau dau khi str dung SSRI khoang 18
— 20%, chi cao hon 1% so v&i gid duwoc. Fluoxetine 1a thubc dé& gay dau dau nhét
so v&i cac SSRI khac. Tuy nhién, tt ca cac thubc SSRI déu cé hiéu qua diéu tri
phong ngtra con dau dau migrain va dau dau cang co & nhiéu BN.

3.3.4. Tac dung phu Ién hé TKTW:

Lo &u: Fluoxetine c6 thé gay ra lo au, nhat 13 & nhirng tuan dau diéu tri. Tuy nhién, tac
dung dau tién nay sé gidm hoan toan sau vai tuan. Tinh trang lo 4u c6 thé dwoc gidm hon néu
diéu tri bang paroxetine, escitalopram, nhat la néu mong muédn cé tac dung an than, budn ngu.

M4t ngu va an than: tac dong chinh cta SSRI lén gidc ngu 1a gitp cai thién gidc ngu
nén SSRI diéu tri dwoc trAm cam va lo au. Tuy nhién, cé dén V4 bénh nhan dung SSRI gap van
dé vé gidc ngl hodc ngl qua mirc, hodc cdm thdy mét mai. Fluoxetine la thudc thudng gay mat
ngl nhét trong sb cac SSRI, nén né thuwdng chi dung vao budi sang. Sertraline, fluvoxamine
ciing gay mat ngl twong dwong véi gay tinh trang ngd nhiéu; citalopram, va nhat 13 paroxetine
ciing thwérng gay ngl nhiéu. Escitalopram gay can tré gidc ngl nhiéu hon so véi citalopram (it
ngl hon). Mot sd bénh nhan loi dung tac dung phu ctia SSRI d& ngl nén dung budi téi trwdc
khi ngu, trong khi s6 khac lai dung thudc vao ban ngay dé giup gidm ngl. Méat ngi do SSRI c6
thé diéu tri bang benzodiazepine, trazodone (nhwng phai gidi thich tac dung phu gay cwong
crng dwong vat cla trazodone), hodc nhirng thubc gay ngl khac. Riéng tinh trang ngud nhiéu
do SSRI thi can phai dbi sang thubc SSRI khéac, hodc dbi bupropion.
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Tdc déng khdc Ién gidc ngu: c6 nhiéu BN dung SSRI than phién cam giac ngl nhw
dang thire, hodc thdy ac méng. Mét sé khac lai mé ta tinh trang nghién rang khi ngu, tinh trang
chan khéng yén, giat co lic ngd, toat md héi luc nga.

Tinh trang cin mon c¢am xtc: cun mon cdm xuc la tinh trang thwdng thay khi st dung
SSRI kéo dai. Cac BN mo ta tinh trang khéng c6 kha nang khoc, hay phan rng véi mét tinh
hudng cdm xdc nao dé, cdm thay vo cadm, the o, dé khang véi thay dbdi cdm xuc. Tac dung phu
nay thuwéng lam cho BN ngung diéu tri ngay ca khi thudc gitp thoat khdi trang thai trdm cam, lo
au.

Gay ngdp: cac quan sat 1am sang tich cwc nhan thdy BN dung SSRI cé biéu hién ting
ngap. Tac dung phu nay khéng phai do thuéc gay mét mai, hay do gidc ngii dém kém, ma 1a do
SSRI tac déng I&n vung ha doi.

Co giat: co giat chiém khoang 0.1 — 0.2% BN diéu tri bang SSRI. Ty |& nay twong tw
nhuw & cac thudc chéng trdm cadm khac va khéng khac biét so véi gid dwoc. Co giat thweng xuét
hién khi dung liéu cao (VD: fluoxetine liéu 100mg/ngay hodc cao hon).

Triéu chirng ngoai thap: SSRI hiém khi gay tinh trang bdn chén khéng yén, run, ting
trwong luc co kiéu banh xe réng cwa, loan trwong lwc co cap (veo ¢b, tron mat, rdi loan dang
di), di dirng cham. Mét s hiém trwdng hop bi rdi loan van ddng mudn. BN bj bénh Parkinson
da dwoc diéu tri tot cling c6 thé bi nang hon khi st dung SSRI.

Tdac dung anticholinergic: paroxetine gay tinh trang anticholinergic nhe nhuw: khd
miéng, tado bén, an than, lién quan dén liéu. Tuy nhién, da sé bénh nhan dung paroxetine van
khéng thay cé tac dung phu nay. Cac thuéc SSRI khac thwéng gay khdé miéng, nhwng tinh trang
khé miéng nay lai gian tiép do tac ddng muscarinic.

3.3.5. Tdc dung phu huyét hoc: cac SSRI cé thé gay suy gidm chirc nang két tap tiéu
cau nhwng khong lam giam sé lwong tiéu cau. Tinh trang nay cé thé biéu hién
bang dé bi bAm tim dwdi da, hodc chdy mau nhiéu, kéo dai. Khi xuét hién tinh
trang nay, nén thyc hién xét nghiém mau. Theo dbi ky lwdng khi bénh nhan s
dung két hop SSRI va thubc chéng déng, ho&c aspirin.

3.3.6. ROi loan dién giai va glucose: cac SSRI gay gidm cép tinh dwong huyét, do
do, bénh nhan tiéu duwdng nén dugc theo ddi sat dwdng huyét. Mot sé hiém
trwong hop ¢é tinh trang ha natri mau do SSRI va tinh trang tiét hormon bai niéu
khéng phu hop cé thé gap & nhirtng bénh nhan dung kém thubc loi tiéu.

3.3.7. Phéan trng néi tiét va dj trng: cac SSRI gay gidm ndng dd SSRI va gay phat
trién moé tuyén vi (mammoplasia), chirng tiét sira & cad nam va nir. Tuyén vi cd
thé vé binh thuwdng khi ngwng thubc, nhwng phai kéo dai dén vai thang sau.

Cac hinh thirc phat ban khac nhau cé thé xuét hién trong khodng 4% bénh nhan st
dung SSRI; trong mét sé nhé bénh nhan nay, phan &ng di trng c6 thé lan toan co thé va anh
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hwdng dén hé ho hap, hiém hon con cé thé gay xo hoa phdi va gay ngung thé. Viéc st dung
SSRI do d6 can phai ngung ngay 1ap tlrc & bénh nhan bj phat ban.

3.3.8. Héi chirng serotonine: viéc sir dung déng thdi SSRI va mét thubc MAOI, L-
tryptophan, hay lithium cé thé lam tang néng d6 serotonine huyét twong va dat
dén ndng d6 ngd doc, gay ra mot loat cac triéu chirng dwoc goi tén la hdi chirng
serotonine. H&i chirng nay nang né va cé thé gay t& vong do kich thich qua mirc
serotonine, gébm c6 cac triéu chirng dwoc sap xép theo thir tw xuat hién khi bénh
cang ltc cang xau dan di:

) tiéu chay,

e bdn chén khéng yén,

e  kich dong di¥ ddi, ting phan xa, méat &n dinh than kinh thuc vat véi cac dau hiéu
sinh tdn dao déng nhanh chéng,

e rung giat co, co giat, tdng than nhiét, rung ray khong kiém soat, cirng do,
e sang, hdn mé, trang thai dong kinh, suy tuan hoan va chét.

Diéu tri hoi chirng serotonine can phai loai bd nhitng thudc gay ra tinh trang nay, chac
chén phai thanh lap hé théng nang d& thich hop: nitroglycerine, cyproheptadine, methysergide
(Sansert), chan lanh, chlorpromazine, dantrolene (Dantrium), benzodiazepine, chéng déng kinh,
théng khi hé tro, thubc gay té.

3.3.9. Tinh trang todt mé héi: mét s bénh nhan mac phai tinh trang toat mé hoi khi
s dung SSRI. Tinh trang toat mé héi nay khéng lién quan gi dén nhiét d6 moi
trwdng. Toat md hoi dém co thé gy wét ddm chan mén va bét budc bénh nhan
phai thay ddi quan 4o ngl. Dung terazosin 1 — 2mg/ngay cé thé cé hiéu qua
dang kinh ngac dén viéc lam mét tac dung phu gay toat md hoi.

3.3.10. H6i chieng cai SSRI:

Ngwng dét ngoét SSRI, nhét 1a véi cac SSRI cé thoi gian ban huy ngan (VD: paroxetine,
fluvoxamine) cé thé gay ra hdi chirng cai v&i biéu hién: tinh trang chéng mat, run, budn nén,
dau dau, trdm cadm do6i ngwoc, lo 4u, mat ngd, kém tap trung chu y, thé nhanh, di cam, triéu
ching gibng migrain. Tinh trang nay thuwong khéng xuét hién néu diéu tri SSRI chwa dén 6
tuan, va thwong hdi phuc dan trong 3 tudn. Nhirng bénh nhan da co tac dung phu thoang qua
trong nhirng tuan dau khi bat dau dung SSRI thwéng hay bi hdi chirng ngwng SSRI.

Fluoxetine 1a loai SSRI it gay hoi chirng nay nhét vi théi gian ban huy cia cac chuyén
hoa chét kéo dai hon 1 tuan va thubc tw gidm dan hiéu qua. Do do, fluoxetine thuwdng dwoc st
dung diéu tri cho nhirng trwérng hop bi hdi chirng cai SSRI khac. Tuy nhién, héi ching cai ciing
xuét hién véi fluoxetine nhwng nhe hon va cham hon.

3.4. Twong tac thudc:
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Céc thuéc SSRI hau nhw khoéng tac dong dén hau hét cac thudc khac. Hoi chirng
serotonine cé thé xuét hién néu dung chung MAOI, tryptophan, lithium ho&c thuéc chéng trdm
cam khac cé tac dung trc ché tai hap thu serotonin. Fluoxetine, sertraline, paroxetine c6 thé 1am
tang ndng d6 huyét twong cla chdéng trAm cdm TCA va gay ngd déc TCA trén lam sang. Mot s
twong tac dwoc dong hoc co thé xuét hién, dwoc nhan ra trong cac phéan tich thi nghiém men
CYP nhung hiém th4y twong tac trong Iam sang.

Két hop lithium va cac thubc tac dong lén hé serotonine can phai than trong vi co thé
gay co giat. Thubc SSRI va nhéat la fluvoxamine, khéng nén dung chung véi clozapine vi lam
tang ndng do clozapine va gay co giat. Thudc SSRI c6 thé 1am ting thi gian ton tai va mic d6
nang cua tinh trang ao giac do zolpidem.

3.4.1. Fluoxetine:

Fluoxetine c6 thé dwoc chi dinh dung chung véi thubc TCA, nhwng chi nén dung liéu
thap TCA. Vi fluoxetine dwoc hé men CYP cla gan chuyén hod, nén thubc cé thé lam tac dong
dén chuyén hoa cta cac thubc khac, co thé gép & 7% dan sb c6 dang déng phan khéng hoat
ddng ctia hé men nay, con dwoc goi la nhirtng ngudi cé chuyén hoa kém. Fluoxetine c6 thé 1am
gidm chuyén hoa cla carbamazepine, thuéc chéng seo (antineoplastic), diazepam va
phenytoin. Twong tac thudc do fluoxetine 1a Iam anh hwédng dén néng dd huyét twong cla
benzodiazepine, thuéc chéng loan than va lithium. Fluoxetine khéng twong tac véi warfarin
(Coumadin), tolbutamide, chlorothiazide.

3.4.2. Sertraline:

Sertraline c6 thé thay thé warfarin trong gén két véi protein huyét twong va cé thé gay
tang thoi gian prothrombin. Cac sé liéu vé twong tac thudc gitra sertraline twong tw voi
fluoxetine mac du sertraline khéng twong tac manh mé véi enzyme CYP 2D6.

3.4.3. Paroxetine:

Paroxetine c6 nguy co gay twong tac thudc nhiéu hon so véi fluoxetine va sertraline vi
thuéc nay cé kha ndng trc ché manh dén enzyme CYP 2D6. Cimetidine cé thé lam tang ndng
do sertraline va paroxetine. Phenobarbital va phenytoin c¢6 thé lam gidm ndéng dd cla
paroxetine. Vi thubc cé kha ndng tadc dong dén men CYP 2D6, nén viéc st dung déng thoi
paroxetine v&i thubc chéng trdm cadm khac, phenothiazines va thuéc chéng loan nhip phai duoc
than trong cao d9. Paroxetine c6 thé lam tang hiéu qua chdng déng ctia warfarin. Dung déng
thdi paroxetine va tramadol (Ultram) c6 thé thiuc day xuét hién hoi chirng serotonine & ngudi
gia.

3.4.4. Fluvoxamine:

Trong s6 cac thubc SSRI, fluvoxamine cé nguy co cao nhat gay twong tac thubc.
Fluvoxamine dwoc chuyén hoa bang men CYP 3A4, ma hé men nay bi ketoconazole (rc ché
hoat déng. Fluvoxamine cé thé lam ting thdi gian ban huy cla alprazolam (Xanax), triazolam
(Halcion) va diazepam, nén fluvoxamine khéong nén st dung ddng thdi véi cac thubc nay.
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Fluvoxamine c6 thé lam tang néng dd theophylline gap 3 1an va tang ndng d6 warfarin gap 2
lan, nén c6 thé gay nhitng hé qua dang ké trong lam sang; do dé, néng dd huyét thanh cla
theophylline va warfarin nén duwoc theo déi sat sao va nén didu chinh lidu tuy theo néng do
thudc trong huyét thanh. Fluvoxamine lam tang ndéng d6 va lam tang tac dong cla clozapine,
carbamazepine, methadone (Dolophine, Methadose), propranolol, diltiazem. Fluvoxamine
twong tac khéng dang ké véi lorazepam hay digoxin.

3.4.5. Citalopram:

Citalopram khoéng &c ché dang ké bat cir hé men CYP nao. Viéc sir dung déng thoi
cimetidine lam tang ndéng d6 citalopram khoang 40%. Citalopram khéng tac dong dang ké
chuyén hod clia cac thubc sau, cling nhw chuyén hoé cta thubc citalopram ciing khéng bi cac
thudc sau anh hwéng: digoxin, lithium, warfarin, carbamazepine, imipramine. Citalopram lam
tang néng dd ctia metoprolol gap 2 1an, nhwng diéu nay thudéng khéng anh hwéng dén huyét ap
cing nhw nhip tim. Nhitng s6 liéu théng ké vé viéc sir dung ddng thoi citalopram va thubc e
ché CYP 3A4, CYP 2D6, tuy vay, ciing chwa nhiéu.

3.4.6. Escitalopram:

Escitalopram c6 kha nang &rc ché twong ddi dén men CYP 2D6 va cé thé lam ting dang
ké néng d6 desipramine, metoprolol.

3.5. Liéu lwgng va hwéng dan st dung:
3.5.1. Fluoxetine:

Fluoxetine dugc trinh bay dwéi dang vién bao phim 10- va 20-mg, hay vién nén 10mg,
hoac vién bao phim c6 mang 90mg dung 1 1an/tuan, hoac dang dung dich uéng (20mg/5mL).

Liéu ban dau thwong dung la 10 — 20mg ubng/ngay, thuwérng dwoc cho vao budi sang, vi
tac dung phu gay méat ngl. Fluoxetine nén dwoc dung cung véi thuwc phdm dé gidm thiéu tac
dung phu budn nén. Thoi gian ban huy dai va cé chuyén hoa chét hoat déng lam thudc can dén
4 tudn mé&i dat ndbng dd san sang co hiéu qua.

Liéu 20mg thuéng 1a liéu co hiéu qua cao dé diéu tri trAm cam. Liéu t6i da dwoc khuyén
dung la liéu 80mg/ngay. D& gidm thiéu tac dung phu lo au va bén chédn khi bat dau str dung, cac
bac sT 1am sang nén bat dau bang liéu 5- ho&c 10-mg/ngay (vién nén hodc dang dung dich). Va
sau do, c6 thé tang liéu déu mbi ngay. Liéu diéu tri cta fluoxetine, cling nhw cac SSRI khac, dé
dat hiéu qua v&i cac rdi loan khac déu cao hon so véi diéu tri trAm cam.

3.5.2. Sertraline:

Sertraline dwoc trinh bay v&i dang vién nén 25-, 50-, 100mg. Piéu trj ban dau tinh trang
trdm cam v&i sertraline nén bat dau véi liéu 50mg/ngay. D& han ché tac dung phu tiéu hoa, cac
bac silam sang nén bat dau bang liéu 25mg/ngay va téng lén 50mg/ngay sau 3 tuan. Néu bénh
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nhan khéng dap (rng sau 1 — 3 tuan, c6 thé tang lidu sertraline 50mg méi tuan, va cé thé dat toi
da 200mg dung 1 lan trong ngay.

Sertraline c6 thé dung budi sang hoac téi. Nén st dung ngay sau &n nham lam gidm tac
dung phu tiéu hoa. Dang dung dich udng sertraline (1mL = 20mg) chira 12% cbn va phai dwoc
pha v&i nwdc khi str dung.

Trong diéu tri réi loan hoang loan, sertraline nén dwoc bt dau bang liéu 25mg nham
gidm nguy co kich thich gay con hoang loan.

3.5.3. Paroxetine:

Dang paroxetine phéng thich tirc thi c6 dang trinh bay vién nén 20mg, hoac vién bao
phim 10-, 30- va 40-mg, hodc dung dich stva hwong cam 10mg/5mL. Paroxetine dung diéu tri
tram cdm nén bat dau bang liéu 10 hodc 20mg/ngay. Tang liéu néu khdng dap (rng thich hop
sau 1 — 3 tuan. Liéu tdi da chi la 50mg/ngay. Néu bénh nhan cdm thay khé chiu vé tiéu hoa, nén
s dung thudc cung v&i thwe phdm. Paroxetine c6 thé bat dau bang liéu duy nhét vao bubi téi,
liéu cao c6 thé chia thanh 2 1an trong ngay.

Dang phong thich cham paroxetine (Paxil CR) c6 dang trinh bay vién nén 12.5-, 25- va
37.5-mg. Liéu kh&i dau dé diéu tri trAm cam |a 25mg/ngay, va dé diéu tri rdi loan hoang loan thi
liéu diéu tri la 12.5mg/ngay.

Paroxetine la thuéc SSRI hdu nhw ludn gay héi chirng ngwng thubc, do néng d6 thubc
trong huyét twong gidm nhanh chéng néu ngung s dung. D& han ché tinh trang nay khi ngwng
thudc dot ngdt, paroxetine nén gidm tirng budc, va méi lan thay dbi liéu phai cach nhau 2 — 3
tuan.

3.5.4. Fluvoxamine:

Fluvoxamine c6 thé cé dang trinh bay 1a vién nén 25mg va thwdng gap vién nén 50-,
100-mg. Liéu méi ngay c6 hiéu qua 1a 50 — 300mg. Liéu bét dau diéu tri thwdng 1a 50mg dung 1
lan trong ngay truéc khi ngl, trong tuan du tién; sau do cé thé diéu chinh liéu tuy theo tac
dung phu va dap &ng 1am sang. Liéu trén 100mg/ngay nén dwoc chia lam 2 14n ubng. Giam liéu
tam thoi hodc ting lidu cham co thé thwc hién khi tinh trang budn nén xuét hién trong 2 tudn
dau didu tri.

Fluovoxamine cé thé dwoc chi dinh dung liéu duy nhat vao budi téi nhdm giam thiéu tac
dung phu. Vién thubc nén dwoc nubt cung véi thirc an, nhung khong dwoc nhai. Ngwng dot
ngdt fluvoxamine cé thé gay hoi chirng ngung thude.

3.5.5. Citalopram:
Citalopram c6 dang trinh bay thuwdong la vién nén 20-, 40-mg va dang dung dich

(10mg/5mL). Liéu kh&i dau thuwong 1a 20mg/ngay trong tuan dau tién, sau dé thwdng tang liéu
dén 40mg/ngay. O nguoi gia hodc bénh nhan suy gan, nén str dung liéu 20mg/ngay, va chi nén
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tang liéu dén 40mg/ngay khi khéng dap ng véi liéu 20mg/ngay. Vién thube chi nén dung 1 1an
trong ngay, hodc sang hodc t6i, cé thé ding cuing thirc &n hodc khéng.

3.5.6. Escitalopram:

Escitalopram c6 thé cé cac dang trinh bay Ia vién nén 10-, 20-mg, ciing nhw dang dung
dich 5mg/5mL. Liéu dwoc khuyén s dung la liéu 10mg/ngay. Trong nhidu nghién ciru thir
nghiém Iam sang, liéu 20mg/ngay ciing khéng dat hiéu qua nao nhiéu hon.

3.6. Hiéu qua kém:

Mot sé bénh nhan dap ng kém véi SSRI véi biéu hién tai dién triéu chirng trdm cam
sau mot thoi gian diéu tri (thwong la 4 — 6 thang). Co ché chinh xac cla tinh trang nay van
chwa duoc biét rd rang. Bién phap han ché tinh trang nay nham cai thién tinh trang dap ng voi
SSRI 14 tang hodc giam lidu; gidm dan lidu réi sau d6 thir nghiém véi loai thudc chéng trAm cam
khac cting nhém hodc khac nhém; téng viéc st dung bupropion hodc thubc khac.

4. THUOC CHONG TRAM CAM TCAs:

Thudc chdng trAm cdm 3 vong va 4 vong (TCAs — tri/tetracyclic antidepressants) c6 lich
st lau doi trong tam than, dwoc nhan ra kha nang tir gitka nhirng ndm 50. DU duwoc gidi thiéu 1a
thudc chdng trdm cam, chi dinh tri liéu cta thudc hién nay da bao gdm ca réi loan hoéng loan,
réi loan lo au toan thé, rdi loan sau sang chan tam ly (PTSD), rdi loan am anh cwéng ché, hoi
chirng dau. T khi gidi thiéu nhirng thudc thé hé méi hon, nhuw SSRIs, bupropion (Wellbutrin),
venlafaxin (Effexor) va mirtazapine (Remeron), chi dinh TCAs gidm rd rét, tuy ching van con
cwe ki hiru dung.

41. Duwoc lwc hoc:

Hap thu TCAs dwong tiéu héa dwoc hoan toan va chuyén héa dang ké ngay tir khi cé
hiéu qua dau tién. Ndng dd dinh cua thudc trong huyét twong trong vong 2 — 8 gid va thdi gian
ban hay thay dbi tv 10 — 70 gid; riéng nortriptyline, maprotiline, nhat Ia protriptyline cé thdi gian
ban hly dai hon. Do thoi gian ban hdy dai, nén co thé dung thubc 1 1an/ngay. 5 — 7 ngay la thoi
gian can thiét dé dat ndng dd 6n dinh trong huyét thanh. Imipramine pamoate (Tofanil) Ia dang
thudc dw trir tiém trong co, chi dinh dung thudc loai nay da han ché nhiéu.

TCAs trdi qua chuyén héa & gan do hé men CYP P450. Twong tac thudc cé thé xuét
hién do canh tranh chuy&n héa men CYP 2D6 gitta TCAs va quinidine, cimetidine, fluoxetine
(Prozac), sertraline (Zoloft), paroxetine (Paxil), cac thuéc nhém phenothiazine, carbamazepine
(Tegretol), thubc chéng loan nhip nhém IC nhw propafenone, flecainide. Khi ding chung véi cac
thudc trén c6 thé lam tdng ndng d6 ctia TCAs trong huyét twong. Ngoai ra, nhitng dang thay déi
khac trong hoat ddng ctia men CYP 2D6 c6 gay tdng ndng dd huyét twong ctia TCA 1én dén 40
lan tuy nguoi bénh. Liéu lwong TCA do dé can diéu chinh chinh xac véi nhitng thay dbi cla
chuyén hoa TCA & gan.
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TCAs gay khoéa cac vi tri van chuyén cla norepinephrine va serotonine nén lam tang do
tap trung cla cac chat dan truyén TK nay. M6i thudéc hap dan khac nhau véi méi loai chat dan
truyén, vé&i clomipramine (Anafranil) hau hét tadc dong 1én serotonine; v&i desipramine
(Norpramin< Pertofrane) tac déng chon loc 1&n hdu nhw 1a norepinephrine. Tac dung phu cla
TCAs do tac dung dbi van lén thu thé muscarinic acetylcholine, histamine H,, adrenergic 1 B..
Thudc c6 kha nang gay tac dung phu do tac déng céac thu thé khac nhau lam hinh thanh nén
bang tac dung phu khac nhau theo tirng thudc. Amoxepine (Asendin), nortriptyline, desipramine
va maprotiline it gay tac dung phu anticholinergic; doxepin (Adapin, Sinequan) lai chi yéu tac
dung phu antihistamine. M&c du TCAs h4u nhw déu gay tao bon, an than, khé miéng, mé sang
nhiéu hon so v&i SSRIs, nhung it gay rdi loan tinh duc, tdng can, rdi loan gidc ngl hon so véi
SSRIs. Th&i gian ban hiy va dé thanh thai huyét twong ctia hau hét TCA déu twong tw nhau.

4.2.  Chidinh tri liéu:

Mbi chi dinh sau ciing la chi dinh cta cac thuéc SSRIs, nhwng dwoc ap dung rong rai
hon trong viéc st dung TCAs trong |am sang. Tuy nhién, cac thubéc TCAs cho thay 1a mét thay
ddi phu hop v&i nhirtng bénh nhan khéng dung nap véi cac tac dung phu ctia thuéc SSRis.

Réi loan trdam cam nang: diéu tri giai doan trAm cadm n&ng va diéu tri phong ngwa rbi
loan trdm ca&m chu yéu 1a chi dinh chinh cGa cac thubc TCAs. Céac thudéc TCAs ciing c6 hiéu
qua diéu tri tram cam & BN rdi loan lwdng cuc |, nhwng hdu nhw ching ciing gay ra con hung
cam, hung cdm nhe hodc réi loan khi séc chu ky nhiéu hon so vé&i cac thuéc chéng trAm cam
m&i hon, nhét la khi so v&i cac thubc SSRIs va bupropion. Do d6, thubc TCAs khéng dwoc
khuyén dung thwdng qui dé diéu tri trAm cam trong rdi loan lwéng cwc | hoéc .

Céc triéu chirng sau uat (melancholia), giai doan trAm cdm nang trwéc do, va co tién st
gia dinh c6 rdi loan trdm cam lam ting kha néng dap (ng véi diéu tri. TAt ca cac thuéc TCAs co
thé dung cé hiéu qua twong dwong nhau trong diéu tri rdi loan trdm cam. Tuy nhién, & tirng ca
thé, van cé dap (rng véi mot thubc TCA nay nhiéu hon so véi nhivng thuéc TCA khac. Diéu tri
tram cadm c6 nét loan than ludn ludn can phai dung kém mét thudc chéng loan than véi thubc
chdng trdm cam.

Mac du hién nay dwoc dung réng rdi nhw mét thuéc chdéng trdm cdm nhuwng
clomipramine chi dwoc Hoa Ky chap nhan cho diéu tri OCD (réi loan am anh cuéng ché).

Réi loan hoang loan c6 am s¢ khoang réng: imipramine 1a TCA dwoc nghién ciru
nhiéu nhat dbi v&i didu tri réi loan hoang loan c6 am so khodng réng, nhung cac thubc TCAs
khac van co hiéu qua khi dung véi liéu thudng dung diéu tri chdng trdm cam. B&i vi c6 kha
nang gay lo au vao giai doan dau, nén liéu khéi diu cla TCA nén 13 liéu thdp va nén tang dan
liéu that cham. Liéu thdp BZD ciing nén s dung trong giai doan dau dé han ché nhiing tac
dung phu khéng mong mudn nay.

Réi loan lo au toan thé: dung doxepin dé diéu tri réi loan lo au ciing da dwoc FDA cla
My chép nhan. Cac di¥ liéu nghién ctru cho théy imipramine cling hiru hiéu. Mac du hiém khi
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dwoc dung, nhwng chlordiazepoxide két hop amitriptyline (Limbitrol) cling c6 kha nang diéu tri
ri loan lo 4u — trAm ca&m hén hop.

Réi loan am anh cwéng ché: rdi loan am anh cwéng ché cho thay dap ng déc biét tot
v&i clomipramine, cling nhw véi cac thubc SSRI. Mét sb cai thién bénh c6 thé thdy sau 2 — 4
tuan, nhwng céc triéu chirng giam nhiéu hon cé thé chi tiép tuc sau 4 — 5 thang diéu tri. Khéng
mot thubc TCA nao c6 hiéu qua gan nhw clomipramine trong diéu tri réi loan nay. Clomipramine
ciing la thudc chon lwa cho nhitng bénh nhan trAm cam co6 triéu chirng am anh néi bat.

Chirng dau: cac thubc TCAs dwoc dung rong rai dé diéu tri chirng dau mén tinh cla
bénh ly than kinh va phong ngira chirtng dau dau migrain. Amitriptyline Ia thudc TCA thudng
dung nhét vé&i chi dinh nay. Khi diéu tri dau, liéu thudc thworng dung thap hon so véi liéu diéu tri
tram cadm, VD: 75mg amitriptyline thwéng da dat hiéu qua. Hiéu qua diéu tri thwong dat duoc
nhanh chong.

Cac réi loan khac: chirng dai dam & tré em c6 thé dwoc diéu tri véi imipramine. Bénh ly
loét da day c6 thé diéu tri véi doxepin do c6 tac dung anticholinergic ré rét. Nhitng chi dinh khac
cta TCA 1a chivrng ngu rii, &c mdng va PTSD. Cac thubc ciing thwdng dwoc st dung & tré em
va tré vi thanh nién bi ADHD — rdi loan tdng déng gidm chl y (attention-deficit/hyperactivity
disorder), ching di lai trong ltc ngd, réi loan lo 4u chia ly va rdi loan hodng so trong dém.
Clomipramine thwérng dwoc dung dé diéu tri chirng phoéng tinh sém, réi loan van déng va hanh
vi xung déng & tré em tw ky; tuy nhién, vi cac thuéc TCAs cé thé gay dot tir & mot sé tré em, tré
vi thanh nién nén tranh viéc s dung rong rai.

4.3. Théan trong va tac dung phu:

Tam than: gay chuyén khi sdc thanh huwng cdm/huwng cdm nhe. Ciing cé thé gay rbi
loan loan than. V&i liéu cao, gay 14 1an, sang, nhéat 1a & BN sa sut tam than.

Khang cholinergic: thwong BN sé dung nap dwoc véi liéu thap khi co tac dung phu
nay, ho&c khi tiép tuc dung, BN dan dan cé thé dung nap dwoc thubc. Bao gdm: khd miéng, tao
bén, nhin m&, sang, tiéu khd. C6 thé nhai keo cao su, sit miéng bang nwéc flor cé thé lam
gidm khoé miéng. Bethanechol 25 — 50mg x 3 — 4 lan/ngay cé thé lam gidm tinh trang tiéu kho va
cai thién cac rdi loan phong tinh khi dung truwéc khi quan hé tinh duc khoang 30 phut. Glaucome
goc déng co thé bi nang hon khi dung thuéc, va khi xuat hién glaucome can phai dung ngay lap
tirc thudc co déng tlr. Thubc TCAs phai tranh dung & BN glaucome géc déng va thay thé bang
thudc SSRI. Khi két hop véi thube dbi van thu thé dopamine, hodc thudc anticholinergic thi tac
dung phu anticholinergic nghiém trong cé thé dan dén hoi chirng anticholinergic trung wong
nhw sang, 1t 1an. Khi d8, c6 thé phai st dung tiém bap hodc tinh mach physostigmine dé chan
doan va diéu tri.

Tac dung phu tim mach: dung véi liéu didu tri thong thwéeng, cac thudc TCA co thé gay
nhip tim nhanh, séng T thap, khodng QT kéo dai va gay suy phirc bd ST trong ghi dién tim.
Imipramine 1a thubc c6 hiéu lwc gibng quinidine v&i ndng dd huyét twong cé tinh tri liéu va cé
thé lam co tam that sém. Vi thubc con kéo dai thoi gian dan truyén dién tim, nén phai chéng chi
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dinh v&i BN bj khiém khuyét dan truyén dién tim. O’ nhirtng BN c¢6 tién st bj bat ki bénh Iy tim
mach nao, cac thudc TCAs chi nén dung sau khi cac thubc SSRI hodc cac thubc chdng tram
cdm maéi khéng cé hiéu qua; va néu dwoc dung, chi nén bat dau vai lidu thap, ting tir tr va
theo d&i sat chirc ndng tim. Tt ca cac thubc TCAs déu cé thé gay ting nhip tim ton tai trong
nhiéu thang nén day ciing la mét trong cac ly do thworng gdp nhéat dé ngung st dung thube,
nhét 1a & ngudi tré. V&i lidu cao, cling nhw khi dung qua liéu, cé thé gay loan nhip tim.

Ha huyét ap tw thé ciing thwong gap va doi hdi phai ngwng TCAs. Nortriptyline it gay
tac dung phu nay nhét. D& tranh ha huyét ap tw thé, khéng nén dung caffein, uéng it nhat 2 lit
nwdc/ngay, an thém mudi. Khi dung kém véi thudc ha ap, nén gidm liéu thubc dé tranh nguy co
ha huyét ap tw thé.

Cac tac dung phu cta hé than kinh tw déng con ké& dén 1a: toat md héi, hdi hop, danh
trbng nguc, tdng huyét ap. Thubc TCA phai dwoc ngung vai ngay trwdc mé chwong trinh vi ¢o
thé gay xuat hién giai doan tdng huyét ap trong khi mé.

An than: tinh an than 13 hiéu qua thwéeng gdp cla cac thudc TCAs va duoc Gng hd néu
mat ngu 1a than phién cta BN. Tac dung an than cia TCAs la do tac dung anticholinergic va
khang histamine. Amitriptyline, trimipramine va doxepin |a cac thubc gay an than nhiéu nhat;
imipramine, amoxepine, nortriptyline va maprotiline la thubc it gay an thn hon; desipramine va
protriptyline la thudc it gay an than nhét.

Tac dung vé than kinh: run nhanh va min c6 thé xuat hién. Run giat co’ va run lwi, run
chi trén thwong gap. Tac dung phu hiém gap bao gdm: méat ngén ngi, di cdm, liét co mac va
that diéu.

Amoxepine 1a thubc duy nhéat gay hoi chirng parkinson, trang thai bdn chén khéng yén,
va ngay ca loan trwong lwc co do tac ddng phong tda hé dopaminergic ctia mét trong sb cac
chuyén hoa chét cla thubéc. Amoxepine ciing c6 thé gay hoi chirng ac tinh trong nhiéu trwdg
hop hop hiém. Maprotiline ¢ thé gay co giat khi tang liéu qua nhanh hoéc gilr liéu cao qua lau
dai. Clomipramine va amoxepine c6 thé lam gidm nguwédng ddng kinh nhiéu hon so vé&i cac
thuéc khac cung nhém. Tuy nhién, trong cing mét nhém, cac thudc TCAs it co6 nguy co gay co
giat, ngoai trr nhirng b&nh nhan cé nguy co co giat (VD: BN déng kinh, BN cé tén thuwong n&o).
Ma&c du cac thubc TCAs van co thé dung & cac BN trén, nhung liéu khéi dau nén thap hon so
véi binh thuwérng va nén téng liéu tir to.

Di rng va tac dung phu huyét hoc: ban dé co thé gap trong 4 — 5% BN dung maprotiline.
Hiém gap vang da. M4t bach ciu hat, mat lympho bao, chirng gidm bach cau tang bach ciu ai
toan ciing la nhirng tac dung phu hiém g&p khi diéu tri bang TCA. Tuy nhién néu mét BN bj dau
hong hoéc sét trong nhirng thang dau diéu tri bang TCA nén dwoc thue hién toan bd cong thirc
mau ngay lap tuc.

Tac dung phu & gan: tding men gan nhe va tw gi¢i han co6 thé xuét hién va nén duoc
theo ddi. Cac thubc TCAs co thé gay ra viém gan cép tinh d6t phat trong khoang 0.1 — 1% BN.
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Tac dung phu nay cé thé de doa tinh mang va dé dé can phai ngwng ngay thudc chéng trdm
cam.

Cac tac dung phu khac: tang can nhe ciing thwong gap. Amoxepine ciling cé tac dung
dbi van thu thé dopamine va cé thé gay tang tiét prolactine, liét dwong, chirng tiét sira, tat kinh.
Xuét tiét b4t thwdng hormon khang loi niéu ciing da dwoc gap & cac thuéc TCAs. Cac tac dung
phu khac la: budn nén, non va viém gan.

Than trong: cac thuéc TCAs con cé thé gay hdi chirng cai & tré so sinh, nhip nhanh dai
dang, xo gan, cau kinh va gidm phan xa bu. Thubc ciing di qua sira, nhwng ndéng do thuong &
murc khdng phat hién dwoc trong huyét twong cla tré. Thube ciling thuwéng phai dung than trong
& BN bénh gan, than. Cac thuéc TCAs khoéng nén dung trong subt giai doan diéu tri bang ECT,
trwdc tién 1a do nguy co bi tadc dung nghiém trong vé tim.

4.4, Twong tac thubc:

Monoamine oxidase inhibitors (thubc rc ché MAO): cac thuéc TCA khéng nén dung
trong vong 14 ngay khi bat dau chi dinh st dung MAOIs.

Thudc ha huyét &p: cac thubc TCAs phong téa tai hap thu guanethidine (Esimil, Ismelin),
la chéat cAn thiét cho hiéu qua ha ap. Hiéu qua ha ap qua ddi khang thu thé B adrenergic (nhw
propranolol, clonidine) ciing c6 thé bi cac thuéc TCAs phong téa. Dung déng thdi TCA va a-
methyldopa (Aldomet) cé thé gay ra kich ddng hanh vi.

Thudc chdng loan nhip: dac tinh chéng loan nhip cta cac thuéc TCAs cé thé céng hop
véi tinh chéng loan nhip cla quinidine, va hiéu qua nay con tdng manh do TCA (¢ ché chuyén
hda cla quinidine.

Thubc khang thu thé dopamine (DRA): dung déng thei TCA va DRA lam ting ndng do
huyét twong cta ca 2 nhom thuéc. Néng d6 huyét twong cla desipramine cé thé ting gap 2
lan khi diing déng thdi véi perphenazine (Trilafon). Cac thuéc DRA ciing két hop véi hiéu qua
khang histamine va an than ctia cac thudc TCAs.

Céc chat gay tram cam hé TKTW: cac chat opioids, gidi lo au, thuéc ngl va thuéc cam
khong can ké toa cé hiéu qua gay nghién do tac déng gay suy nhuoc hé TKTW, khi ding déng
thoi véi cac TCAs. BN nén duoc khuyén tranh li xe hoac st dung cac dung cu nguy hiém.

Céc chét kich thich giao cdm: dung cac thuéc 3 vong véi cac thube kich thich giao cam
cé thé gay hiéu qua tim mach nang né.

Cac thubc tranh thai dwong ubng: cac thudc nay lam gidm ndng dod huyét twong cta
TCA do cam &rng men gan.

Céc twong tac thubc khac: Nicotine c6 thé gay gidm ndng dd6 TCA. Nong do huyét twong
cta TCA ciing c6 thé gidm béi acid ascorbid (vitamin C), ammonium chloride, barbiturates, hut
thudc |4, carbamazepine, chloral hydrate, lithium va primidone (Mysoline). Néng d6 huyét twong
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cla TCA c6 thé tang do dung ddong thdi véi acetazolamide (Diamox), Na carbonate, acid
acetylsalicylic, cimetidine, loi tiéu thiazide, fluoxetine, paroxetine, fluvoxamine. Nong dé huyét
twong ctia TCA c6 thé tang gap 3 — 4 14n néu dung déng thdi véi fluoxetine, fluvoxamine,
paroxetine.

4.5. Liéu lwong va hwéng dan lam sang:

Nhirng BN dw kién dung thubéc TCA nén dwoc kham thuweng qui vé co thé va can 1am
sang, bao gébm: coéng thirc mau (chu y bach cau), ion dd, chirc nang gan. ECG nén lam & tat ca
BN, d&c biét 1a phu ni trén 40 tudi va nam trén 30 tudi. Cac thuéc TCA c6 chdng chi dinh & BN
cé QTc trén 450 milli gidy. Liéu ban dau thap va tang dan liéu. Vi cé nhiéu thubc thay thé co
hiéu qua cao thay cho TCA, cho nén, nén dung cac thuéc méi hon néu cé bat ki bénh ly y khoa
ma cé thé twong tac khdng mong muédn véi thuéc TCA.

Nguwoi gia va tré em nhay cam hon véi tac dung phu ctia TCA hon so v@i nguoi tredng
thanh tré. O’ tré em, ECG phai dwoc theo dbi thuweng ki trong subt qua trinh dung TCA.

Liéu dung va ndng do trj liéu trong mau thay déi tuy tirng thuéc. Ngoai trir protriptyline,
tat ca cac thubc TCAs khac cé thé b&1t dau bang lidu 25mg/ngay va tang dén lidu dung nap.
Chia liéu khi bat dau cé tac dung nang, mac du & hau hét liéu dung cling nén dung budi tdi
nhdm gay ngu, néu dé Ia thubc co tinh an than nhw amitriptyline. Cudi cung, toan bo liéu trong
ngay nén cho vao trwdc khi ngl. Sai lam thuwéng gép trong 1am sang la: ngung tang liéu khi BN
dung nap véi thuéc nhung liéu dung thdp hon lidu tri liéu toi da va khoéng cho thay cai thién
trong 1am sang. Nha lam sang phai danh gia thweng qui mach va thay dbi huyét ap tw thé khi
tang lieu.

Nortriptyline nén dung lidu khéi dau 25ng/ngay. Hau hét BN chi can liéu 75mg/ngay thi
cé thé dat dwoc ndng d6 thubc trong mau & 100mg/nL. Tuy nhién, cé thé tang lidu dén
150mg/ngay néu can.

Amoxepine b&t diu bang liéu 150mg/ngay va tdng dén 400mg/ngay.
Protriptyline thwérng bat dau bang liéu 15mg/ngay va tang dén 60mg/ngay.

Maprotyline cé lién quan dén tang tan suét co giat néu ting liéu qua nhanh hodc duy tri
liéu quéa cao. Maprotyline thwérng nén bét dau bang liéu 25mg/ngay va tang trong 4 tuan tré Ién,
dén 225mg/ngay. Nén duy duy tri li&u cao nay chi trong 6 tuan va gidm con 175 — 200mg/ngay.

BN bi dau man tinh c6 thé dac biét nhay cdm véi tac dung phu ctia cac thubc TCAs khi
bat dau st dung thudc. Do d6, viéc diéu tri nén bat diu bang liéu thap va tang liéu cham. Tuy
nhién, nhitng BN dau man tinh cé thé c6 giai doan gidm nhe véi tri liéu liéu thap kéo dai, nhw
amitriptyline ho&c nortriptyline liéu 10 — 75mg/ngay.

Cac thubc TCAs nén tranh dung & tré em, ngoai trir khéng con cach nao khac. Liéu
hwéng dan lam sang cho tré em: imipramine bat dau véi liéu 1.5mg/kg/ngay. Liéu cé thé duoc
chuén d6 khong qua 5mg/kg/ngay. Véi chirng dai dam, liéu thwong dung la 50 — 100mg/ngay
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vao truwéc gio di ngl. Clomipramine cé thé co liéu khéi ddu 50mg/ngay va tdng khéng qua
3mg/kg/ngay hoac 200mg/ngay.

Khi ngung diéu tri TCA, nén gidm liéu dén khoang % liéu téi da trong vong 1 thang. Khi
do, néu triéu chirng khoéng xuét hién tré lai, giam khodng 25mg (ho&c 5mg protriptyline) méi 4 —
7 ngay. Giam liéu cham dé tranh hoi chirng buing phat cholinergic nhw: budn nén, tdng déng da
day, toat md héi, dau dau, dau cd, ndon. Hoi chirng nay cé thé dwoc diéu tri bng dung lai liéu
nhd thubc trwdc do va gidm dan cham hon truéc. Cé nhitng trwéng hop nang nhw: tai phat
triéu chirng hwng cam, hodc hwng cdm nhe sau khi ngwng dét ngdt thuéc TCA.

Nong dd huyét twong va theo dai tri liéu: dinh chudn dat néng d6 huyét twong cé y
nghia 1am sang chi nén lam sau 5 — 7 ngay vé&i cung moét liéu, va sau 8 — 12 gi® sau lidu cudi
cung. Vi cé thay dbi trong tinh hap thu va chuyén hoéa, ndng d6 huyét twong co thé thay dbi dén
30 — 50 lan gitra cac bénh nhan dung cung moét liéu TCA. Nortriptyline 1a thuéc duy nhat cé cira
s6 tri liéu, theo d6 néu liéu duwdi 50mg/mL ho&c trén 150mg/mL thi gidm hiéu qua.

Néng do huyét twong cé thé cé ich dé xac dinh dap ng, danh gia ly do thét bai tri liéu,
ho&c tham khao ndng dd huyét twong cé hiéu qua cho viéc tri liéu trong twong lai. Mot sb bénh
nhan c6 dap (ng tri liéu v&i ndng do huyét twong thap hon ly thuyét va mot sb khac lai dap tng
véi ndng do huyét twong cao ly thuyét nhwng khéng bi tac dung phu. Tuy nhién, véi truérng hop
cé nbéng do huyét twong cao hon ly thuyét, nha 1am sang nén canh giac va theo déi sat, nhu:
theo d6i ECG hang loat.

Qua liéu: qua lidu TCA rat nguy hiém va cé thé gay ttr vong. St dung TCA do d6 khong
nén dung liéu t&i da va khéng nén cho thubc qua 1 tudn vdi bénh nhan cé nguy co ty sat.
Amoxapine 1a thuéc TCA cé nguy co tlr vong cao nhat so véi cac TCA khac khi dung qua liéu.
Cac thubc chdng trAm cadm thé hé méi an toan hon khi dung qua liéu.

Triéu chirng qua liéu TCA gbém: kich déng, sang, tdng phan xa gan sau, liét rudt va liét
bang quang, méat kiém soat huyét &p, than nhiét va gian dong tt. Tinh trang c6 thé tién trién dén
hén mé, suy hé h4p. Loan nhip tim cé thé khéng dap tng véi diéu tri. Vi thdi gian ban hady cla
TCA kéo dai, bénh nhan c6 nguy co loan nhip tim kéo dai dén 3 — 4 ngay sau khi qua liéu, do
do6 ho nén dugc theo dodi sat tai don vi cham soc tich cyc (ICU).

Théng tin vé TCA
Tén thuéc Liéu thwong dung & nguei Nong do tri liéu trong
trwéng thanh (mg/ngay) huyét twong (ug/mL)
Imipramine 150 — 300 150 — 300
Desipramine 150 — 300 150 — 300
Trimipramine 150 — 300 ?
Amitriptyline 150 — 300 100 - 250
Nortriptyline 50 -150 50 - 150
Protriptyline 15-60 75 —-250
Amoxapine 150 — 400 ?
Doxepine 150 — 300 100 — 250
Maprotiline 150 — 230 150 — 300
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| Clomipramine | 130 — 250 | ? |

5. CAC THUOC BENZODIAZEPINE (BZD) VA CAC THUOC TAC DONG LEN THU THE
BENZODIAZEPINE:

Céc thubc benzdiazepine cé tén gan giébng nhau do cé cung céu tric phan ti. Thubc
ciing cé cung tac dong lén cac thu thé, nén cac thu thé nay duoc goi 1a thu thé benzodiazepine,
cé tac doéng diéu chinh l&én hoat ddng clia GABA (gamma aminobutyric acid). Cac thubc déng
van khéng phai benzodiazepine, nhw zolpidem (ambien), zaleplon (Sonata) va eszopiclone
(Lunesta), cling dwoc dé cap & bai nay do cé hiéu qua |1am sang dua trén twong tac véi phirc
hop thu thé GABA bang cach két ndi khoa chat hay két hop vél thu thé benzodiazepine.
Flumazenil (Romazicon), mét chat dbi van thu thé benzodiazepine, dwoc dung dé ddo nghich
tac dung an than do benzodiazepine trong cap clru qua liéu benzodiazepine, ciing duwoc dé cap
& bai nay. Do benzodiazepine c6 hiéu qué giai lo 4u nhanh chéng nén thudc rat thwong duoc
st dung dé diéu tri ngay lap ttrc tinh trang mét nga, kich ddng hoac lo 4u trong cac rdi loan tam
than. Thém vao dé, cac thubc benzodiazepine ciling c6 tac dung gay mé, chéng co giat va gian
co. Tuy nhién, vi nguy co |& thudc vé tam than va sinh ly, viéc si dung lau dai benzodiazepine
trong két hop diéu tri tam than, nén dwoc can nhéc.

M6t sé BZD chinh yéu:
e Alprazolam (Xanax)
e Clonazepam (Klonopin)
e Diazepam (Valium)
e Chlordiazepoxide (Librium)
e Lorazepam (Ativan)
e Oxazepam (Serax)
e Prazepam (Centrex)
e Clorazepate (Tranxene)
e Triazolam (Halcion)
e Temazepam (Restoril)
e Flurazepam (Dalmane)
e Midazolam (Versed)
e Quazepam (Doral)
e Flumazenil (Romazicon)
e Mitrazepam
e Lormetazolam
e Loprazolam
e Clobazam
e Flunitrazepam
e Brotizolam

5.1. Tac dong dwoc ly:
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Ngoai trir clorazepate (Tranxene), tAt cd cac benzodiazepine dwoc hap thu hoan toan
ma khoéng thay déi ciu tric qua dwéng tiéu hoa. Do hap thu va dat ndng dé dinh, thoi gian khdi
phat tdc déng nhanh nhét & diazepam (Valium, Seduxen), lorazepam (Ativan, Temesta),
alprazolam (Xanax), triazolam (Halcion) va estazolam (ProSom). Viéc kh&i phat tac déng nhanh
quan trong v&i nhixng bénh nhan s dung don ddc benzodiazepine dé ém diju trong giai doan lo
au c4p tinh, hodc dé& ngl nhanh. Mét sé benzodiazepine c6 hiéu qua khi dung dudng tiém tinh
mach, trong khi chi c6 lorazepam va midazolam (Versed) dwoc hap thu nhanh va néng dé dang
tin cay khi dung dwéng tiém bap.

Diazepam, chlordiazepoxide, clonazepam (Klonopin, Rivotril), clorazepate, flurazepam
(Dalmane), prazepam (Centrax), quazepam (Doral) va halazepam (Paxipam) c6 th&i gian ban
huy trong huyét twong thay di tr 30 — 100 gi®, va vi vay duwoc goi 1a cac benzodiazepine tac
dung dai. Thoi gian ban huy cla cac chat nay cé thé dén 200 gid & nhirtng bénh nhan cé di
truyén tinh trang chuyén hoa cham. B&i vi dé dat ndng dd thubc 6n dinh trong huyét twong co6
thé can dén 2 tuan, nén nhirng bénh nhan da tirng cé triéu chirng ngd doc thuéc sau 7 — 10
ngay nén dwoc danh gia lai liéu diéu tri.

Thoi gian ban huy cua lorazepam, oxazepam (Serax), temazepam (Restoril) va
estazolam khoang 8 — 10 gi®. Alprazolam c6 thoi gian ban huy khoang 10 — 15 gi¢. Triazolam
c6 thdi gian ban huy ngén nhét (khoang 2 — 3 gid). Viéc danh gia nay dwoc xem xét khi st
dung thubc duwéng ubng.

Uu diém cha thubc tac dung dai so véi thube co tac dung ngan la sé 1an st dung it hon,
it thay ddi néng dd huyét twong, it gay hién twong cai nghién. B4t tién cha thubc tac dung dai 1a
su tich luy thudc, tdng nguy co suy gidm chirc ndng tdm than van dong vao ban ngay. Thuan
loi ctia thudce tac dung ngén so véi thude tac dung dai 1a khong tich luy thudc va it gay an than
vao ban ngay. B4t tién cla thudc tac dung ngén 1a s dung nhiéu lan, gay tinh trang nghién
nhanh chéng va ndng né. Tinh trang mat ngli ndy nguoc va quén thuan chiéu dwoc cho la do
thudc tac dung ngan nhiéu hon so véi thube tac dung dai.

Zaleplon, zolpidem va eszopiclone cé cau tric khac han va khac & viéc két hop voi tiéu
don vi cia thu thé GABA. Cac benzodiazepine hoat hoa tat ca 3 vi tri két ndi chuyén biét
GABA, — benzodiazepine, gay mé& kénh clor va lam gidm kich thich té bao co, t& bao than kinh.
Zolpidem, zaleplon va eszopiclon cé tinh chon loc trén mot sb cac tiéu don vi cla thu thé
GABA. Do diéu nay nén hiéu qua an than chon loc hon, va twong dbi khéng gay gian co, khéng
c6 hiéu qua chdng dong kinh.

Zolpidem, zaleplon, eszopiclon dwgc hdp thu nhanh va tét hon qua duwdng ubng, mac
du sw hap thu thubc cé thé tam hoan t6i da 1 gi& néu dwoc dung chung véi thirc &n. Zaleplon
dat ndng dé dinh trong huyét twong trong 1 gi®» va thdi gian ban huy khoang 1 gio. Néu dwoc
dung ngay sau bira @n cé nhiéu dau m&, &n udng thinh soan, dat néng d6 dinh cham hon
khoang 1 gi, lam gidm hiéu qua kh&i phat gidc ngl. Thoi gian bai tiét hoan toan khoang 6 gi»
& ngudi trwdng thanh khoé manh. Eszopiclone két nbi kém vai protein huyét twong (52 — 59%).
Chuyén hoa nhanh va khéng cé chat chuyén hoa hoat déng clia cac thubc zolpidem, zaleplon,
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eszopiclone gilp tranh tich tu thudc trong huyét twong so véi cac thudc benzodiazepine tac
dung dai.

5.2.  Chi dinh tri liéu:
5.2.1. Mat ngu:

MAat ngl 14 triéu chirng thudng gap trong cac bénh ly tam than hay thwc thé, nén cac
thuéc ngli khéng nén dung lién tiép qua 7 — 10 ngay ma khéng tim hiéu nguyén nhan gay mét
ngl. Thue ra, nhiéu bénh nhan gap tinh trang khé duy tri gidc ngl va st dung kéo dai tac dung
gay ngu cla thudc. Temazepam, flurazepam, va triazolam la nhitng benzodiazepam c6 chi dinh
duy nhét cho tinh trang méat ngu. Zolpidem, zaleplon va eszopiclone ciing chi ¢é chi dinh duy
nhét vé&i tinh trang mat ngl. Trong khi nhirng thubc nay thuwdng khéng gay ra tinh trang mét ngu
ndy ngwoc sau khi ngwng viéc st dung thuéc trong mét thdi gian, nhwng moét sé bénh nhan van
gép tinh trang khé ngu tdng dan trong nhirng dém dau tién sau khi ngwng thubc. Viéc st dung
zolpidem, zaleplon va eszopiclone kéo dai hon mét thang ciing khéng anh hwéng dén nhirng
khé chiu khi ngwng thubc ddt ngodt. Khong cé bat ki sw dung nap thudce (khi do bang cac thang
gi4c ngu) khi thtr nghiém eszopiclone trong 6 thang.

Flurazepam, temazepam, quazepam, estazolam va triazolam la nhirng benzodiazepine
da dwoc chirng minh cho tac dung gay ngu. V& nguyén tac cac thubéc ngi benzodiazepam khac
nhau & thdi gian ban huy; benzodiazepine c6 thoi gian ban huy dai nhat, triazolam ngén nhét.
Flurazepam c6 thé gay ra suy gidm nhe tinh trang nhan thirc ngay sau khi s& dung; triazolam
c6 thé gay ndy nguoc tinh trang lo 4u nhe va quén thuan chiéu. Quazepam gay budn ngd ban
ngay khi dung lau. Temazepam hay estazolam cé thé thich hop véi da sb ngudi tredng thanh.
Estazola gay khéi phat gidc ngti nhanh choéng va hiéu qua trong khoang 6 — 8 gid.

5.2.2. Cac réi loan lo au:

Réi loan lo au lan toa: Cac thubc benzodiazepine c6 hiéu qua cao trong viéc gidm nhe
tinh trang lo 4u do réi loan lo au lan tod. Hau hét bénh nhan dwoc diéu tri thubéc nay trong mot
thoi gian ngan chuyén biét va dinh rd gi&i han. Vi rdi loan lo 4u lan tod 1a mét bénh ly man tinh
cé ty 1& tai dién cao nén mdt sé bénh nhan bi rdi loan nay thwdng dwoc cho diéu tri duy tri kéo
dai bang benzodiazepine.

Réi loan hoang loan: Alprazolam va clonazepam, hai thuéc benzodiazepine cé tiém luc
cao, thwdng dwec dung diéu tri réi loan hodng loan, cé kem hodc khéng am s dam dong. Mac
du cac thubc SSRI (serotonine selective reuptake inhibitor — nhém thuéc chdng trdm cam ¢
ché tai h4p thu chon loc serotonine) ciing dwoc chi dinh dé diéu tri rdi loan nay, nhung cac
thudc benzodiazepine cé wu thé gay hiéu qua nhanh chéng va khéng gay réi loan hoat déng
tinh duc dang ké va khéng gay tang can. Tuy nhién, SSRI van thwdng duwoc chon lwa diéu tri
hon vi chiing cé hiéu qua 1én ca cac bénh kém theo, vi du: rdi loan am anh cuéng ché (OCD).
Cac thubc benzodiazepine va SSRI c6 thé dwoc dung phdi hop tir dau cho céac triéu chirng
hoang loan cap; sau d6 benzodiazepine dwoc gidm dan sau 3 — 4 tuan khi SSRI da c6 hiéu qua
diéu tri.
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Am so xa hoi: Clonazepam c6 hiéu qua diéu tri cho &m so xa hdi. Cac benzodiazepine
khac (nhw diazepam) ciing dwoc dung nhw thube hé tro cho diéu tri am s xa hoi.

Cac réi loan lo au khac: Cac benzodiazepine dwoc dung phdi hop dé diéu tri rdi loan
thich (rng c6 triéu chirng lo au, lo au bénh Iy v&i cac tinh huéng xa héi (vi du: sau tai nan), réi
loan &m anh cwéng ché (OCD) va réi loan sau sang chan tam ly (PTSD).

Réi loan trAm cam — lo 4u hdn hop: Alprazolam dwoc chi dinh diéu tri lo 4u phéi hop
tram cadm. Mot sb thudc chdng trAm cdm cé nhiéu d&c tinh an toan hon, dwoc wa thich hon da
lam alprazolam roi xudéng chon lwa hang thi hai, nhung c6 mét s6 bénh nhan dap ng kém véi
céac thubc chdng tram cam lai dap wng tbt véi alprazolam.

5.2.3. Réiloan lwdng cuc type I:

Clonazepam, lorazepam va alprazolam cé hiéu qua trong diéu tri con hwng cadm va la
thudc hd tro thay thé thudc chéng loan than trong diéu tri duy tri. Khi két hop véi lithium hay
lamotrigine, clonazepam cé thé ting thdi gian 6n dinh bénh gitra cac con chu ky va céac giai
doan trAm cam.

5.2.4. Trang thai bon chén khéng yén (akathisia):

Thudc chon Iwa hang dau trong diéu tri trang thai bdn chdn thwong la chat déi van thu
thé B, adrenergic. Tuy nhién, cac thubc benzodiazepine ciing c6 hiéu qua diéu tri cho mot sé
bénh nhan bi trang thai bén chén.

5.2.5. Bénh Parkinson:

M6t s& bénh nhan bénh Parkinson nguyé&n phat c6 thé dap ¢ng véi viéc st dung
zolpidem lau dai nham lam gidm tinh trang van déng cham chap va tinh trang cing do.
Zolpidem dwoc dung véi liéu 10mg x 4 lan/ngay trong nhiéu nam c6 thé dwoc bénh nhan dung
nap t6t ma khéng gay budn ngu.

5.2.6. Cac chi dinh khac trong tam than:

Chlordiazepoxide (Librium) dwoc dung dé diéu tri cac triéu chirng cai rwou. Céac thube
benzodiazepine khac (nhat Ia lorazepam dung dwéng tinh mach) ciing dwoc dung dé kiém soat
triéu ching kich déng do str dung chat (nhw lam dung amphetamine) va kich déng do loan
than, trong lic clp clru. Cac thudc benzodiazepine con dwoc dung thay thé amobarbital
(Amytal) trong nhirng cudc phdng van c6 hé tro thube. Cac thubc benzodiazepine con duoc
dung dé diéu tri trang thai cang trwong lwc. Mot s6 bénh nhan bij rdi loan hoang tuwédng cé triéu
chirng lo au hay hoang loan ciing dap tng véi thubc benzodiazepine.

5.3.  Flumazenil trong trwong hop qua liéu BZD:

Flumazenil dwgc st dung nham muc dich d&o nghich tac dung phu an than, quén, triéu
chirng tam thdn — van dong do chat ddéng van thu thé benzodiazepine, nhw cac thubc
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benzodiazepine, zolpidem, zaleplon. Flumazenil dwgc dung duwdng tinh mach, c6 thdi gian ban
huy 7 — 15 phut. Cac tac dung phu thuwéng gap nhat ctia flumazenil 1a budn nén, nén, choang
vang, kich déng, cdm xuc dao dong, dan mach da, dau vi tri tiém (thuéc), mét mai, nhin kém,
dau dau. Tac dung phu nguy kich thuwéng gdp nhat do flumazenil 1a thic day con co giat, nhat
la cac bénh nhan bi déng kinh, nhirng bénh nhan 1€ thudc sinh ly v&i benzodiazepine, nhirng
bénh nhan ubng sb lvong Ién benzodiazepine. Dung flumazenil don doc ciing c6 thé gay gidm
sw hoi phuc tri nhé.

Trong trwdng hop qua lidu nhiéu loai thudc, tac ddng do ngd ddc (nhw: co giat, loan nhip
tim) nhiéu loai thubc (nhw: thudc 3 vong) cé thé xuét hién rd rang hon khi cé hiéu qua dao
nghich cta flumazenil v&i hiéu qua cta benzodiazepine. Vi du: co giat do qua liéu thubc 3 vong
cé thé dwoc gidam nhe phan nao khi bénh nhan ciing dung qua liéu benzodiazepine. Nhwng khi
dung flumazenil, tinh trang co giat, loan nhip tim do ngd doc thuéc 3 vong cé thé xuét hién va
gay ra tinh trang nguy kich. Flumazenil khéng gay ddo nghich tac déng cla rwgu ethanol, cac
thuéc nhém barbiturate, cac chat gbc opiate. Piéu tri ban diu cac trwdng hop qua liéu hay nghi
ngd qua liéu benzodiazepine nén dung liéu flumazenil dau tién la 0.2mg (2mL) tiém tinh mach
trong 30 gidy. Néu tinh trang y thirc khéng phuc héi sau 30 gidy, dung liéu ké tiép 1a 0.3mg
(3mL) tiém trong 30 gidy. Liéu sau do6 1a 0.5mg (5mL) néu sau 30 gidy van chwa hdi phuc y
thirc. Trong 1 phut, tdng liéu flumazenil khéng dwoc qua 3mg. Tuy nhién, bac si lam sang
khéng nén voi va chi dinh st dung flumazenil. Trwéc khi s dung flumazenil, nén thiét 1ap
dwdng truyén tinh mach va dwdng thé hé tro ddm bao chac chan. Bénh nhan nén duwoc héi tinh
dan.

Hau hét cac bénh nhan qué liéu benzodiazepine dap &ng véi liéu tich luy flumazenil 1 —
3mg. Vi liéu trén 3mg khong chac sé co6 hiéu qua cao hon. Néu bénh nhan khéng dap trng sau
5 phuat nhan liéu tich luy flumazenil 5mg, nguyén nhan chinh cta tinh trang an than chac chan
khéng do chét déng van thu thé benzodiazepine va viéc tdng thém liéu flumazenil cling khéng
c6 hiéu qua gi thém.

Tinh trang an than c6 thé xuét hién tré lai & 1 — 3% bénh nhan duwoc diéu tri voi
flumazenil. Cé thé ngan ngtra ho&c diéu tri tinh trang nay béng cach dung liéu I&p lai flumazenil
trong khoang 20 phut. Khi diéu tri 1ap lai, khéng dung qua 1mg (0.5mg trong 1 phut) & béat ky
thoi diém nao, va khéng khong ding qua 3mg trong 1 gio.

5.4. Than trong va cac tac dung phu cua BZD:

Tac dung phu thwdng gép nhét clia benzodiazepine 14 tinh trang It div, gép & 10% bénh
nhan dung thubc. Do tac dung phu nay, nén khuyén bénh nhan dung thudc can than khi lai xe
ho&c van hanh may méc nguy hiém. Tinh trang Ilr dir c6 thé kéo dai sudt ngay sau khi dung
thuéc benzodiazepine nham diéu tri mat ngl trong dém trwdc, nén con goi la tinh an thén con
thira vao ban ngay. Mot sb bénh nhan con bij tinh trang that diéu (< 2%) va choang vang (<
1%). Céc triéu chirng nay co6 thé gay ra tinh trang suy sup tinh than, gay wu phién, nhat la &
ngudi gia. Hau hét cac tac dung phu nguy hiém ctia cac thudc benzodiazepine xuét hién khi
dung chung véi cac chat gay an than nhu rwou ethanol. Két hop nay cé thé gay tinh trang I
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dlr rd rét, mat (rc ché, hay gay ca tinh trang ¢ ché hd hap. Hiém hon, chat dong van thu thé
benzodiazepine cé thé gay suy gidm nhan thirc nhe.

Céc thubc benzodiazepine tiém lwc cao, dac biét 14 triazolam, zolpidem, cé thé gay quén
thuan chiéu. Tang tinh trang gay han nguwoc c6 thé gdp & nhitng ngudi st dung
benzodiazepine, mac du tac dung nay thudng gép & nhivng ngudi bi sang chan nao truéc do.
Phan &ng di rng v&i thubc hiém khi gap, nhung c6 mét sb nghién civu ghi nhan tinh trang néi
san hdng ban, ngira toan than. Cac triéu chirng ngd doc benzodiazepine gdm cé: 1t 1an, néi liu
riu, mat diéu hoa dong tac, v dtr, khé thé, gidm phan xa.

Triazolam dwoc chi y nhiéu nhéat do nhirng ghi nhan vé biéu hién gay han hanh vi div
déi khi dung triazolam. Do vay, nha san xuat khuyén cao khéng nén dung thuéc qua 10 ngay
khi diéu tri mat ngl, va cac bac si nén danh gia can than nhirng béat thworng khi cé thay ddi ndi
bat vé tw duy, hanh vi & cac bénh nhan dung triazolam, danh gia thich hop tat ca cac nguyén
nhan co thé cé. Triazolam chinh th&c bj cAm & Anh ndm 1991. Nhirtng bénh nhan bénh gan,
ngudi gid hdu nhw chéac chdn cé tac dung phu hodc triéu chirng ngd doc khi ding
benzodiazepine, nhu: hén mé gan, dac biét khi dung l&p lai hodc dung lidu cao. Cac thubc
benzodiazepine c6 thé gay gidm hé hap ré rét & cac bénh nhan bénh phéi tic nghé&n man tinh,
gay ngrng thé ltc ngu. Alprazolam con gay kich thich &n uéng va gay ting can. Cac thubc
benzodiazepine nén duwgc dung mét cach than trong & nhirtng ngudi cé tién c&n lam dung chét,
rbi loan nhan thire hay nhwoc co nang.

Mot sb di¥ liéu cho thay cac thubc benzodiazepine gay quai thai. Do do, khéng nén dung
thudc trong thai ki. Ngoai ra, viéc st dung benzodiazepine & tam ca nguyét thir 3 cé thé gay ra
héi chirng cai & tré so sinh. Thubc dwoc tiét qua sira véi ndng dd da gay anh hudng lén tré so
sinh. Cac thubc benzodiazepine c6 thé gay khé thé, cham nhip tim va Ilr dir & tré dwdng nhi.

Zolpidem va zaleplon thwdng dwoc dung nap tét. V&i liéu 10mg zolpidem/ngay va liéu
10mg zaleplon/ngay, mét sb it bénh nhan cdm thay choang vang, Il dir, khé tiéu hay tiéu chay.
Zolpidem va zaleplon ciing tiét qua st*a nén bi chéng chi dinh cho nhirng ba me dang cho con
bu. Liéu zolpidem va zaleplon nén gidm & ngudi gia, ngwdi bi suy gan.

Mot mot sb hiém truéng hop, zolpidem gay ra o giac va thay déi hanh vi. Két hop
zolpidem va SSRI c6 thé kéo dai thoi gian ton tai o giac & cac bénh nhan nhay cam.

Eszopiclone dung & nguwoi gia ¢ lién quan gidra liéu lwong va tac dung phu gay dau,
kh6é miéng va ngtvi thay mui khé chiju, nhat la tinh trang ngiri thdy mui kho chiu.

5.5. Dung nap - lé thubc va cai nghién:

Khi duing cac thubc benzodiazepine trong mét thdi gian ngan (1 — 2 tuan) véi lidu trung
binh, thuéc khéng gay dung nap, |& thudc hodc tinh trang cai nghién ré rét. Cac thubc
benzodiazepine tac ddng nhanh (nhw triazolam) co thé co ngoai lé, vi mét sd bénh nhan dwoc
ghi nhan c¢6 tinh trang lo au tang dan sau khi dung liéu duy nhat benzodiazepine. M6t sb bénh
nhan dung nap v&i tdc dung gidi lo du cla benzodiazepine va cin phai ting liéu dé duy tri tac
dung gidm lo au.
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Hoi chirng cai nghién, hay con goi la hdi chirng ngwng thube, xuét hién tuy thudc vao
thdi gian dung thudc, lidu st dung, téc do gidm liéu va thdi gian ban huy cda loai thubc st
dung. Hoi chirng cai benzodiazepine cé biéu hién bang tinh trang lo 4u, bdn chén khéng yén,
hét hodng, toat moé hoi, cau kinh, mét méi, mé sang, run, mét ngl, cdm giac yéu &t. Nguwng dot
ngdt benzodiazepine, dac biét 14 cac loai thubc co thdi gian ban huy ngén, sé gay ra hoi chirng
cai nang né, gdbm cac biéu hién: trdm uat, hoang twdng, sang, co giat. Cac triéu chirng nang
hau nhw xuét hién khi st dung flumazenil nham muc dich dao nghich nhanh chéng céac hiéu
qua clia cac chat déng van thu thé benzodiazepine. Mot sé dic diém clia hoi chivng cai c6 thé
gép trong 90% céc trwérng hop st dung benzodiazepine. Tién trién thanh hoéi chirng cai ndng
chi gép & nhirng bénh nhan dung benzodiazepine liéu cao va kéo dai. Sy xuat hién héi chirng
cai c6 thé tam hoan trong 1 — 2 tuan khi dwoc diéu tri bang benzodiazepine thdi gian ban huy
dai. Bac biét alprazolam co thé gay ra hoi chirng cai ndng ngay lap tirc khi ngung thudc, nén
can phai giam thudc tir tr.

Khi ngwng thudc, can gidm liéu t & (25% trong 1 tuan), néu khéng, hau nhuw sé xuét
hién tinh trang tai dién hodc déi nguwoc cac triéu ching (dang/vira moi diéu tri béng
benzodiazepine). Theo d&i cac triéu chirng (cé thé danh gia bang cac thang chuan hoa) va
nang d& tam ly rat c6 ich d& nguwng benzodiazepine thanh coéng. S& dung ddng thoi
carbamazepine (Tegretol) khi dang ngwng/gidm benzodiazepine dwgc cho la bién phap cai
benzodiazepine nhanh hon, dung nap tét hon so véi viéc gidm liéu benzodiazepine don thuan.
Liéu carbamazepine dé hé tro cai benzodiazepine thay ddi trong khoang 400 — 500mg/ngay.
M6t sb bac si lam sang ghi nhan tinh trang dac biét kho khan khi cai alprazolam, nhat 1a véi
nhirng bénh nhan st dung alprazolam liéu cao, kéo dai. D4 c6 mot sé nghién clru béo céao diéu
tri cai alprazolam thanh céng bang clonazepam, bang cach gidm liéu tlr tir. Zolpidem va
zaleplon c6 thé gay ra hdi chirng cai nhe, kéo dai khoang 1 ngay, khi trwéc dé diéu tri bang lidu
cao. Hiém hon, mot sé bénh nhan dung zolpidem véi liéu 300 — 400mg/ngay, khi ngwng dot
ngdt sé gay ra triéu chirng cai kéo dai dén 4 ngay hodc hon. Tinh trang dung nap véi tac dung
an than khéng xay ra véi viéc str dung zolpidem va zaleplon.

5.6. Twong tac thudc:

Twong tac cla cac thubc ddng van thu thé benzodiazepine manh va thudng dung nhat
thwong gay ra tinh trang an than (budn ngl) va suy hé hap, khi s& dung déng thoi
benzodiazepine, zolpidem, zaleplon cac chéat gay (rc ché than kinh trung wong, nhw rwou, cac
thubc barbiturate, thubc chéng trAm cadm TCA, thubéc dbi van thu thé dopamine (DRA —
dopamine receptor antagonist), cac chat opioid, cac thuéc khang histamine. Méat diéu hoa,
chirng mat van ngén hau nhw ludn xuét hién khi két hop lithium, thubc chéng loan than,
clonazepam vé&i nhau. Két hop thudc benzodiazepine véi clozapine c6 thé gay sang, va do do,
nén tranh sw két hop nay. Cimetidine, disulfiram, isoniazide, estrogen va thudc tranh thai
dwong ubng lam tang néng dd huyét twong cla diazepam, clorazepate, chlordiazepoxide,
flurazepam, prazepam va halazepam. Cimetidine lam tang ndng dd huyét twong cla zaleplon.
Nefazodone, fluvoxamine c6 thé lam tdng ndng dé huyét twong clia triazolam, alprazolam dén
néng doé ngd ddc. Vi vay, nha san xuét nefazodone khuyén cdo liéu triazolam nén gidm 75%,
liéu alprazolam gidm 50% khi két hop véi nefazodone. Nhirng thubc khdng can toa thudc ho hd
tiéu, dwoc quang cdo cé tac dung gidi lo au, c6 thé cé kha nédng tac dong nhw chét déng van
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thu thé benzodiazepine théng qua hiép déng qua mic 1én thu thé GABA. Carbamazepine ¢
thé l1am gidm néng do huyét twong cla alprazolam. Thwc phdm va chét khang acid cé thé 1am
giam ndng d6 huyét twong cla cac thudc benzodiazepine. Hut thubc cé thé 1am tang chuyén
hoa cac thudc benzodiazepine. Rifampin (Rifadin), phenytoin (Dilantin), carbamazepine,
phenobarbital 1am tang dang ké qua trinh chuyén hoa cla zaleplon. Cac thudc benzodiazepine
cé thé lam tang ndéng dd huyét thanh cla phenytoin, digoxin. Cac thubc SSRI cé thé kéo dai va
lam nang hon tinh trang do giac do zolpidem.

5.7. Giao thoa giira BZD - zolpidem va zaleplon:

Chuwa phat hién dwoc sy giao thoa trong phong thi nghiém gitra viéc s&r dung cac thubc
benzodiazepine, zolpidem va zaleplon.

5.8. Liéu lwegng va hwéng dan 1am sang:

Trong lam sang, quyét dinh diéu tri bang benzodiazepine cho cac bénh nhan lo 4u nén
duwoc can nhac can than. Cac nguyén nhan bénh ly thwe thé gay lo 4u (nhw: suy giap, nghién
cafein, thuéc dang st dung ...) phai dwoc loai bd han. Viéc dung benzodiazepine nén dwoc bat
dau bang liéu thp va nén chu y dén dac tinh gay an than cda thudc, kha nang lam dung thudc.
Thoi gian tri liéu nén dwoc thiét 1ap tlr 10 bat dau trj liéu, tinh can thiét cta viéc tiép tuc tri liéu
phdi dwoc danh gia lai méi thang do nhitng van dé lién quan dén viéc st dung thubc
benzodiazepine lau dai. Tuy nhién, cé6 mét s& bénh nhan bi rdi loan lo 4u khéng dap (ng vé&i bat
ki tri liéu nao ngoai triv thubc benzodiazepine dung kéo dai.

Céc thubc benzodiazepine cé nhiéu dang trinh bay khac nhau. Clonazepam cé dang
trinh bay dwéi dang dung dich nwéc, nén dé dung cho cac bénh nhan gap khé khan khi nuét
thudc vién. Alprazolam dwoc trinh bay dwéi dang phéng thich kéo dai, lam gidm sb lan s
dung. Mét sb thudc benzodiazepine cé hiéu lyc cao hon thubc BZD khac nén cé thé chi can
dung liéu twong déi thdp hon so véi mot sé thudc khac ma van co hiéu qué twong dwong. Vi
du: clonazepam 1a mét BZD c¢6 hiéu lwc cao, liéu 0.25mg twong dwong liéu 5mg cla diazepam;
va twong dwong 15mg oxazepam, nén oxazepam goi la thuéc BZD cé hiéu luc thap.

Zaleplon c6 dang trinh bay 1a vién nang 5 va 10mg. Liéu 10mg zaleplon 14 liéu thuwdng
st dung cho mét ngudi trwdng thanh, nhung lidu t6i da dén 20mg. Liéu duy nhét zaleplon c6
thé gay ngu 4 gid, it gay tinh trang khé chiu sau d6. V&i mét nguwdi 65 tudi, hay bi suy gan, chi
nén dung liéu 5mg.

Exzopiclone c6 dang trinh bay 1a vién nén 1 — 2 — 3mg. Liéu kh&i dau khéng nén vuot
qua 1mg véi nhitng bénh nhan suy gan néng, hay nhirtng bénh nhan dang s dung thubc rc
ché men CYP 3A4. Liéu dwoc khuyén sir dung nhdm dé di vao gidc ngu, duy tri gidc ngl
khoang 2 — 3mg cho mét ngudi trudng thanh (18 — 64 tudi) va la 2mg cho ngudi gia (tr 65 tudi
tré 1én). Lidu 1mg giutp di vao gidc ngt tét dung cho nguwdi gia 1an dAu tién bi khé nga.

Thudc Tén thwong mai | Liéu twong Liéu st Dang trinh bay
dwong (mg) | dung (mg)
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Diazepam Valium, Seduxen 5 2.5 -40 2.6 2-,5-, 10- vién nén, vién 15mg bai
tiét cham

Clonazepam Klonopin, Rivotril 0.5 0.5-4 0.5-, 1-, 2- vién nén

Alprazolam Xanax 0.25 0.5-6 0.125-, 0.25-, 0.5-, 2- vién nén tan,
vién nén 1.5- phéng thich cham.

Lorazepam Ativan, Temesta 1 05-6 0.5-, 1-, 2- vién nén, va 6ng 4mg/mL
dung ngoai rudt

Oxazepam Serax 10 15-120 7.5-, 10-, 30- vién nang va vién nén
15mg

Chlordiazepoxide | Librium 15 10 -100 Vién nén, vién nang 5-, 10-, va 25-

Clorazepate Tranxene 7.5 15-60 Vién nén 3.75-, 7.5-, 15- va vién nén
phéng thich cham 11.5-, 22.5-

Halazepam Paxipam 20 60 — 160 Vién nén 20-, 40-

Midazolam Versed 0.25 1-50 5mg/mL dung ngoai rudt, lo 1-, 2-, 5-
va 10mL

Flurazepam Dalmane 5 15-30 Vién nang 15-, 30-mg

Temazepam Restoril 5 7.5-30 Vién nang 7.5-, 15-, 30-mg

Triazolam Halcion 0.125 0.125-0.25 | Vién nén 0.125 va 0.25mg

Estazolam ProSom 0.33 1-2 Vién nén 1-, 2-mg

Quazepam Doral 5 7.5-15 Vién nén 7.5- va 15mg

Zolpidem Ambien 2.5 5-10 Vién nén 5- va 10mg

Zaleplon Sonata 2 5-20 Vién nang 5- va 10mg

Flumazenil Romazicon 0.05 0.2 - 0.1mg/mL, éng chiva 5- va 10mL

0.5mg/phat

6. THUOC DPIEU HOA KHi SAC
6.1. Dai cwong vé thuéc diéu hoa khi sac:

Tai My, hién nay, xu huéng diéu tri r5i loan ludng cuc c6 thay d6i. Theo Bhangoo RK va cs
(2003), trong mot khdo sat cdc tré em r8i loan ludng cuc, cdc thudc dude st dung véi trat ty nhu sau:
valproate (79%), lithium (51%), gabapentin (29%).

Lithium, carbamazepine, valproate va verapamil c6 hiéu qua tuong duong nhau trong diéu tri
con hung cam; ty 1& d4p wng thay ddi tir 60 — 78% (American Psychiatric Association, 1994; Bowden
1995; Bowden va cs 1994; Delgado va Gelenberg 1995; Dubovsky 1994, 1995; Dubovsky va Buzan
1997). Tuy nhién vin c6 mot thang thit bac trong viéc chon lya thudc diéu tri. Thi ty chon lya thudc
diéu hoa khi sic dugc gisi thiéu: lithium, valproate, carbamazepine, lamotrigine. Theo Bowden C
(2004), valproate c¢6 hiéu qua hon trong di€u tri con cap, duy tri rdi loan ludng cuc so véi lithium, va

lai it nguy hi€m hon.

Bénh nhan véi 2 thé bénh: giai doan hdn hdp va chu ky nhanh, c¢6 thé chi ddp tng vé6i
valproate hodc carbamazepine (Freeman va cs, 1992; Post, 1992; Swann va cs, 1997). Valproate c6
tdc dung tuong dudng vdi roi loan khi sic chu ki nhanh va dang khong c6 chu ky nhanh (Bowden va
cs, 1994). Do @6 nhém ddng thuin méi day da dé nghi ring valproate 13 chon lya diu tién cho viéc

diéu tri chu ky nhanh, k& d6 1a carbamazepine va cudi ciing la lithium (Bdng Pdng Thuin Chuyén
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Mbén, 1997). Trong mot hoi nghi déng thuan khac (1996), lithium va Valproate dugc khuyén 1a chon

lya ddu tién vdi con hung cdm dién hinh; vdi con hdn hgp, thude chon lua lai 1a Valproate.

0 My, lamotrigine va gabapentin di dugc ding trong 1dm sang ddi vdi cdc trudng hdp roi
loan ludng cuc khdng tri (Calabrese va cs 1996; Walden va Hesslinger 1995). Thudc chdng dong kinh
méi 14 zonisamide ciing c6 tdc dung diéu tri hung cdm trong mot thit nghiém md (Kanba va cs 1994).
Céc tdc dung phu thudng gip nhat cda gabapentin va lamotrigine 13 chodng vang, dau diu, ching
nhin ddi, thit diéu van dong, budn ndn va ndn, gidm thi lvc, budn ngli, mét mdi, phat ban dd, ting
cin (Beydoun va cs 1995; Matsou va cs 1996; M.J. McLean 1995; Messenheimer 1995; G.L. Morris
1995). Gabapentin ¢6 lién quan dén tinh trang gy han, ting dong va con thinh nd & mot s6 tré em ma

hiu hét trong nhém tré nay c6 rdi loan ting dong gidm chid y (Lee va cs 1996; Tallian va cs 1996).

Thudc tc ch€ kénh calci nhu verapamil dd c6 nghién cttu thir nghiém c¢6 mu doi trén cidc bénh
nhin hung cdm va hung cdm nhe (Dose va cs 1986; Dubovsky va cs 1986; Garza — Trevino va cs
1992; Giannini va cs 1984, 1985, 1987; Hoschl va Kozemy 1989; Pazzaglia va cs 1993). Véi
verapamil so sidnh c6 hiéu qud tuong duong lithium trong 4 — 5 tudn nghién ctu. Verapamil va
nimonipine ciing dugc ghi nhin c6 tdc dung diéu hoa khi sic trén mot s6 BN hung cdm va ¢ chu ky
nhanh (Barton va Gitlin 1987; Giannini va cs 1987; Goodnick 1985; Manna 1991; Pazzaglia va cs
1993; Wehr va cs 1988); nghién ctu thit nghiém mu véi nimodipine trén 11 bénh nhan chu ky nhanh
(Garza — Trevino va cs 1992; Hoschl va Kozemy 1989). Tuy nhién, c6 nghién ctu lai nhin thdy

verapamil lai kém hiéu qua hon lithium trong diéu tri hung cdm (Walton va cs 1996).

Céc thudc chdng loan thin nhu clorpromazine, haloperidol, pimozide, thioxanthene va
thioridazine diing don ddc hoic phdi hop véi lithium ciing ¢6 hiéu qua trong con cap hoic diéu tri duy
tri (Ahlfors va cs 1981; Bigelow va cs 1981; Chou 1991; Esparon va cs 1986; Hendrick va cs 1994;
Littlejohn va cs 1994; Lowe 1985; McCabe va Norris 1977; McElroy va cs 1996; Prien va cs 1972;
Rifkin va cs 1994). Cic thudc chong loan thin, dic biét 1a haloperidol, c6 thé dugc dung dé diéu tri
tinh trang kich dong cho dén khi dat dugc hiéu qua tir thudc diéu tri hung cdm. Cac thudc chdng loan
than khong dién hinh nhu clozapine hoic cic thudc chdng loan thin khong dién hinh c6 tic dong 1én
hé dopamine, serotonine va cdc thu thé khdc, cling c6 hiéu qua trén hung cdm khong loan thin, hoic
c6 loan than (Banov va cs 1994; Calabrese va cs 1991, 1996; Frye va cs 1996; Klapheke 1991;
McElroy va cs 1991; Privitera va cs 1993; Small va cs 1996; Suppes va cs 1992, 1994; Zarate va cs
1995). Tuy nhién, vdi risperidone lai ghi nhn tinh chat 1am ting triéu chitng hung cdm; clozapine lai
c6 tdc dung Iam gidm hung cdm va chu ky nhanh. D vay, khong phai tit cd bénh nhan hung cdm déu
loan than va tinh trang loan thin k&t hdp v6i hung cdm ciing c6 thé hdi phuc khi diéu tri ddy di véi
thudc di€u tri hung cdm (Cohen va Lipinski 1986; Fennig va cs 1995; Goodwin va Jamison 1991;
Prien va cs 1972).

o] My§, lamotrigine va gabapentin di dudc ding trong 1am sang ddi véi cdc trudng hdp r6i
loan ludng cuc khdng tri (Calabrese va cs 1996; Walden va Hesslinger 1995). Thudc chdng dong kinh
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méi 12 zonisamide ciing c6 tdc dung di€u tri hung cdm trong mot thi nghiém md (Kanba va cs 1994).
Ciéc tdc dung phu thudng gip nhat cla gabapentin va lamotrigine 1a chodng vdng, dau diu, chiing
nhin doi, thit diéu van dong, budn ndn va ndn, gidm thi lyc, budn ngli, mét mdi, phat ban dd, ting
cin (Beydoun va cs 1995; Matsou va cs 1996; M.J. McLean 1995; Messenheimer 1995; G.L. Morris
1995). Gabapentin c6 lién quan dén tinh trang gy han, ting dong va con thinh nd § mot sd tré em ma

hiu hét trong nhém tré nay c6 r6i loan ting dong gidm chd y (Lee va cs 1996; Tallian va cs 1996).

Thudc tc ché€ kénh calci nhu verapamil dd c6 nghién cttu thir nghiém c6 mu ddi trén cdc bénh
nhin hung cdm va hung cdm nhe (Dose va cs 1986; Dubovsky va cs 1986; Garza — Trevino va cs
1992; Giannini va cs 1984, 1985, 1987; Hoschl va Kozemy 1989; Pazzaglia va cs 1993). Véi
verapamil so sinh c¢6 hiéu qud tuong duong lithium trong 4 — 5 tudn nghién ctfu. Verapamil va
nimonipine ciing dugc ghi nhan c6 tdc dung diéu hoa khi sic trén mot s6 BN hung cdm va ¢6 chu ky
nhanh (Barton va Gitlin 1987; Giannini va cs 1987; Goodnick 1985; Manna 1991; Pazzaglia va cs
1993; Wehr va cs 1988); nghién ctu th nghiém mu v6i nimodipine trén 11 bénh nhan chu ky nhanh
(Garza — Trevino va cs 1992; Hoschl va Kozemy 1989). Tuy nhién, c6 nghién cttu lai nhan thay

verapamil lai kém hiéu qua hon lithium trong diéu tri hung cdm (Walton va cs 1996).

Cdc thudc chong loan thin nhu clorpromazine, haloperidol, pimozide, thioxanthene va
thioridazine ding don doc hodc phdi hgp véi lithium ciing c6 hiéu qua trong con cap hoic di€u tri duy
tri (Ahlfors va cs 1981; Bigelow va cs 1981; Chou 1991; Esparon va cs 1986; Hendrick va cs 1994;
Littlejohn va cs 1994; Lowe 1985; McCabe va Norris 1977; McElroy va cs 1996; Prien va cs 1972;
Rifkin va cs 1994). C4c thudc chdng loan than, dic biét 1a haloperidol, c6 thé dugc dung dé€ diéu tri
tinh trang kich dong cho dén khi dat dugc hiéu qua tr thudc diéu tri hung cdm. Céc thudc chdng loan
than khong dién hinh nhu clozapine hoic cic thudc chdng loan than khong dién hinh c6 tic dong 1én
hé dopamine, serotonine va cic thu thé khéc, cling ¢6 hiéu qud trén hung cdm khong loan than, hodc
c6 loan than (Banov va cs 1994; Calabrese va cs 1991, 1996; Frye va cs 1996; Klapheke 1991;
McElroy va cs 1991; Privitera va cs 1993; Small va cs 1996; Suppes va cs 1992, 1994; Zarate va cs
1995). Tuy nhién, v6i risperidone lai ghi nhan tinh chat lam tdng triéu ching hung cdm; clozapine lai
6 téc dung 1am gidm hung cdm va chu ky nhanh. DU vy, khong phai tdt cd bénh nhan hung cim déu
loan than va tinh trang loan thin k&t hop v6i hung cdm ciing c6 thé hdi phuc khi diéu tri ddy dd véi
thudc diéu tri hung cdm (Cohen va Lipinski 1986; Fennig va cs 1995; Goodwin va Jamison 1991;
Prien va cs 1972).

Phéi hop thudc chong loan thian véi benzodiazepine nhu lorazepam, clonazepam, c6 thé 1am
giadm thi€u liéu thudc chong loan than nhim tranh nguy co tic dung phu va tuong tic v6i thude diéu
tri hung cdm (Sachs 1990; Salzman va cs 1986; Busch va cs 1989), ciing nhu gitip ki€m sodt nhanh
tinh trang kich dong hon diing thudc chéng loan than don doc (Chouinard va cs 1983; Garza — Trevino
va cs 1989; Salzman va cs 1986). Benzodiazepine c6 thé diéu tri tir ban didu ma khong can phdi hop
véi thudc chong loan than, trong di€u tri hung cdm (Bradwejn va cs 1990; Colwell va Lopez 1987;
Lenox va cs 1986; Modell va cs 1985; Santos va Morton 1987). Phdi hdp, hoic khong phdi hdp giita
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benzodiazepine vdi thudc chong loan thin, ciing cé thé dugce chi dinh dé cdi thién tinh trang kich

dong va gidc nga.
6.2. Lithium:

Lithium (Eskalith, Lithobid, Lithonate) dugc FDA chip thuin cho diéu tri hung cdm tir 1970,
sau hon 20 nam tir khi John F.J.Cade (BS tim than Uc) c6 nhitng bdo cdo dau tién. Thudc dugc ding
dé diéu tri ngidn han, dai han va diéu tri phong ngira rdi loan ludng cuc I. Cho dén hién nay, 1a thudc
duy nhit dugc chiing minh 13 c6 c3 hai tic dung diéu tri cAp va duy tri. Thudc con diing dé€ diéu chinh
trong rdi loan trim cdm nidng. Lithium dugc nghién cdu nhiéu nhit. C6 hiéu qua diéu tri con cap va
diéu tri phong nglra hung cdm, trim cdm trong r6i loan ludng cuc (Schou 1997), ¢6 hiéu qua trén con
hung cdm rd rét, con khdng déu, khong c¢é chu ky nhanh va trong nhitng trudng hop khong can thude
chdng loan than (Bowden 1995; Gelenberg va Hopkins 1993; H.S. Hopkins va Gelenberg 1994;
Schou 1997).

6.2.1. Héa dwoc hoc:

Héa hoc: 12 nguyén t6 kim loai ki€m nhém IA (ciing nhém Natri, Kali, Rubi, Cesi, Francium).
Trong ty nhién, c¢6 2 loai lithium, SLi (7.42%) va "Li (92.58%). Khoédng 1.597¢ lithium carbonate chita
khodng 300mg lithium.

T4c dong dugc ly: lithium dugc hap thu nhanh va hoan toan trong dudng tiéu héa, dat ndng
d6 dinh huy&t tuong sau 1 — 1.5 gid udng dang thudc tiéu chuin va dat ndng do dinh sau 4 — 4.5 gid
udng dang thudc phéng thich cham phéng thich ¢6 ki€m sodt. Lithium khong gin két vdi protein
huyét tuong, ciing nhu khong chuyén héa, dugc dio thdi qua than. Thdi gian bdn hiy trong huyé&t
tuwong lic ban dau 12 1.3 ngay, va sau khi dung hon 1 nim, thdi gian nay la 2.4 ngay. Hing rio mdu
nio chi cho phép van chuyén chim chap lithium di qua, d6 13 1y do chi cAn ding 1 liéu duy nhat
lithium trong ngay vi khong gay ngd ddc va néu ngd ddc lau dai thi khé hdi phuc. Thdi gian bai tiét V2
lithium 12 18 — 24 gid & ngudi trudng thanh tré va ngdn hon & tré em, dai hon & ngudi gia. PO thanh
thdi cda than vdi lithium gidm di n€u suy gidm chidc ning than. Trang thdi can bing lithium dat dugc
sau 5 — 7 ngdy dung déu din. Béo phi lam ting thanh thai lithium. Bai ti€t lithium phic tap hon trong
thai ky, ting bai ti€t, nhung gidm lai khi cho bd. Lithium con bai ti€t qua sita me, va bai ti€t ding ké

qua phan va md hoi. Lithium con tip trung tai tuyé&n gidp va thin cao hon so vdi trong huyé&t thanh.

Céch gidi thich tai sao lithium c6 thé c6 hiéu qua diéu hoa khi sic van con khé khin. Nhiéu
gia thuy€&t dudc dit ra, bao gdm: thay d6i van chuyén ion qua mang, dnh hudng d&€n chat din truyén
than kinh va cdc peptides thin kinh, cdc dudng din tinh hiéu than kinh va hé thong chat din truyén
tha hai.

Co ché tac dung cta lithium: ion lithium /* dugc cho 1a tdc dong 1én hé thdng truyén tin thd
2 ndi bao. Theo Jope va Williams (1994), Manji va cs (1995), lithium ttc ch&€ mot vai budc clia chuyén
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héa clia cdc cht phosphat, cling nhu hoat dong ctia G — protein. Lithium cdn ¢ ch€ sy kich thich cda
mot s6 chat din truyén than kinh 1én men adenylate cyclase ma khong 1am triét thodi hoat dong co
bin cia men adenylate cyclase (Belmaker va cs 1983; Ebstein va cs 1980; Zohar va cs 1982). Tac

dong nay giy dnh hudng 1én hoat dong than kinh.
6.2.2. Chi dinh tri liéu:

R&i loan luéng cuc I: lithium ki€m sodt giai doan cAp va ngin ngira tdi phat & 80% bénh
nhan r8i loan ludng cuc I va mdt s6 it bénh nhan c¢é con hdn hop., rdi loan ludng cuc chu ky nhanh,
hoic thay ddi khi sic trong bénh 1y ndo. Lithium khdi phat hiéu qua tuong ddi cham, cé tic dong
chéng hung cdm sau khi ding 1 — 3 tudn. Do d6, thudng phdi s dung kém benzodiazepine, thudc
chdng loan thAin DRA hoic SDA, hoic valproate trong nhitng tudn diu. Bénh nhin c¢é con hén hop,
hodc hung cdm loan khi sdc, chu ky nhanh, hodc lam dung chit kém theo, hodc c6 bénh Iy thuc thé

dap tng kém vdi lithium so véi con hung cAm di€n hinh.

Tram cdm lu@ng cue: lithium c6 hiéu qua diéu tri trAm cam trong r6i loan ludng cuc I, ciing
nhu c6 thé phdi hgp tri liéu trong rdi loan trAm cdm ning. Cling vdi tri liéu bing lithium, tri liéu thém

bing valproate hay carbamazepine thudng dugc dung nap t6t va han ch€ xuit hién con hung cdm.

Khi giai doan traim cdm xuat hién & BN dang dung lithium diéu tri duy tri, nén xem xét dén
chdn dodn phin biét suy gidp do lithium, lam dung chit va kém ddp tng véi lithium. Khi d6, c6 thé
tang li€u lithium (d€n 1 — 1.2mEq/L), k&t hgp tri liéu bing hormon tuyén gidp ngay c4 khi chifc ning
tuyé€n gidp binh thudng, diéu tri bing valproate hoic carbamazepine, sit dung phu hgp thudc chéng
trAm cdm hoidc ding chodng dién (ECT). Khi giai doan trdim cdm da hdi phuc, nhitng tri liéu thém

vao nén ngung lai, chi don trj liéu bing lithium, n€u dung nap ot trén 1Am sang.

Piéu tri duy tri: diéu tri duy tri biing lithium lam gidm ty 1& tdi lai, mic d6 ning va thdi gian
tdn tai cda con hung cdm, trdim cam trong rdi loan ludng cuc I. Lithium c6 hiéu qua phong ngira con
hung cdm tSt hon con trAm cdm, nén diéu tri b6 sung biing thudc chdng trAim cadm c6 thé 13 cin thiét,
c6 thé dung lién tuc hodc ngit quing. Hiu nhu phai ludén diéu tri duy tri bing lithium sau con thi hai
cia roi loan ludng cuc I, hodc chi 1a con diu tién & tré vi thanh nién hoic bénh nhan c6 tién st gia
dinh bi rdi loan ludng cuc I, c6 nguy co ty sit cao, c6 khdi phat dot ngdt hodc c¢é con dau tién 1a con
hung cdm. Cédc nghién cifu lam sang cho thay lithium lam gidm d&€n 6 — 7 1an ty 1& tif vong do hanh vi

tu sat & BN ludng cuc I. Lithium ciing c6 hiéu qua diéu tri r6i loan khi sic chu ki ning.

Khéi diu cta diéu tri duy tri sau giai doan hung cdm diu tién dudc xem 13 cdch diéu tri tot
nhat. C6 nhiéu nguyén nhan gidi thich diéu nay. Thi nhat: bi mot con hung hung cdm sé& c6 nguy co
bi con ti€p theo. Thit hai: nhitng bénh nhian ddp tng vé6i didu tri bing lithium, n€u ngung thudc thi c6
nguy co tai phat cao gdp 28 1An ngudi binh thudng. Thit ba: n€u bénh nhan di ddp dng vdi diéu tri

lithium ma ngung thudc thi & con hung cdm sau sé kém ddp tng. Piéu tri duy tri lithium ti€p sau diéu
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tri con cAp thi lam ting hiéu qua, va lam gidm ty 1& t& vong. Mot giai doan hung cdm hay trim cdm
c6 thé xuat hién khi dang diéu tri duy tri bing lithium véi thdi gian twong d6i ngin nhung khong phai
vi vay la that bai tri liéu. Tuy nhién, diéu tri don doc bing lithium c6 thé gidm din hiéu qua sau vai
nim st dung. N&u xuét hién tinh trang nay, nén bS sung thém carbamazepine hoic valproate thi s&

dat hi€éu qua.

Liéu diéu tri duy tri lithium thudng phai hiéu chinh tily theo ndng dd huyét tuong, thudng thap
hon trong diéu tri giai doan cAp. Néu ngung lithium, nén gidm liéu tir tir vi n€u khong s& c6 nguy cd

xuit hién con traim cdm/hung cdm tdi dién.

Phuong phdp tht nghiém lithium Ia: liéu bdt diu l1a 300mg lithium bicarbonat, ting liéu
300mg mdi 3 — 4 ngay va nén ddnh gid ndng do huyét twong 2 1an/tudn n€u khong suy gidm chifc
ning thin. Khi da xdc 1ap dugc ndng do diéu tri, can dudc theo ddi ndng do lithium mdi thang trong 3

thang dau, va sau d6 1a mdi 3 thdng.

R&i loan trim cdm ndng: lithium c6 hiéu quéd diéu tri 1au dai cho r6i loan trim cdm niing
nhung khong hiéu qué biing cdc thudc chdng trim cdm. Vai trd thudng gip nhat cda lithium trong roi
loan trdim cdm ning Ia td dudc cho viéc st dung thudc chdng trdim cdm & nhitng bénh nhan khdng tri
v6i don tri liéu thudc chéng trdim cdm. C6 khodng 50 — 60% bénh nhan khong ddp &ng véi thudc
chdng trim cdm trd nén ddp ng khi dung kém véi 300mg lithium/ngay. C6 nhitng trudng hgp dap
ting thudc c6 thé xudt hién ngay trong ngay st dung, nhung thudng phai sau vai tudn mdi c6 thé thiy
hiéu qud. Lithium dung don ddc ciing c¢6 hiéu qud vdi trim cdm trong r6i loan Iudng cuc 1. lithium

cling ¢6 hiéu qua véi rdi loan trim cdm niing n€u c6 tinh chat chu ky rd rét.

R&i loan cAm xtc phan liét va tam than phan liét: bénh nhan c6 triéu chitng khi sic ndi bat
kiéu ludng cuc hay ki€u trdim cdm trong rdi loan cdm xic phan liét ciing ddp tng véi diéu tri bing
lithium, nhung néu triéu chitng nSi bat 13 loan than thi kém ddp ng hon. Tir khi ¢6 thusc SDA, DRA
cho viéc diéu tri rdi loan cdm xtic phan liét thi lithium dudgc diing vdi vai tro td dugc nhiéu hon. Diéu
nay rd rét hon véi bénh nhin ¢6 triéu ching khdng tri véi SDA hodc DRA. Pic tinh nay khéng chi
vdi bénh nhin c6 triéu chitng cdm xic ndi bat, ma con hiéu qua vdi trudng hdp cé triéu ching loan
than ndi bat. Bénh nhan tAm thin phan liét n€u khong thé dung thudc chdng loan than, ciing c6 1gi
khi dung lithium don tri.

Chi dinh khdc: mot s6 nghién cttu cho thay lithium con diéu tri dudc cdc bénh 1y tAm than
khac, cdc bénh 1y khong phdi tim than, nhung hiéu qui chua dudc xdc dinh rd rang. Lithium cé tic
dung chong gdy han do khi sic, tim than phan liét, th nhan bao lyc, tré bi rdi loan ¢ng x&, hanh vi tu

hiiy hoai ctia chAm phat tri€n tim than.

6.2.3. Chéng chi dinh:
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Chdng chi dinh cda lithium kha nhiéu, nhu: chic ning thin khong &n dinh, dao dong, hoat
dong bat thudng nit xoang, bénh tuyé&n gidp, nhit 1a suy gidp. Lithium giy nguy cd cao bi di dang
Ebstein tim § tré em (Nora va cs 1974) v6i nguy cd tuyét d6i la 0.1 — 0.7% (Edmund va Oakley 1990;
Jacobson va cs 1992; Kallen va Tendberg 1983; Zalzstein va cs 1990)(so v6i 0.01% trong dan s&
chung). Nguy co di tit bAm sinh khi dung lithium 12 4% — 12% so v6i 2% - 4% & nhém chiing (Cohen
va cs 1994).

6.2.4. Than trong va tac dung phu:

Téc dung phu gay rdi loan chiic ning than clia lithium doi hdi khi st dung phdi danh giad BUN
va creatinine mdi 3 — 6 thidng hodc thudng xuyén hon. Tuy nhién tic dung phu trén thin nay cé thé
d4o nghich khi ngung lithium; khong thdy tinh trang suy thAn mat phuc hdi do dung lithium kéo dai
(Hetmar va cs 1991). Lithium con c6 thé giy da niéu do tic ch& vasopressin, gip & khodng 60% bénh
nhan (Lokkegaard va cs 1985), va c6 thé giy bi€n chitng ning nhu: mat nudc, ngd doc lithium, mat
can bing dién gidi. Tinh trang da niéu c6 thé ddo nghich khi ngung lithium nhung c6 th& vin con ton

tai nhi¢u thang (Ramsey va Cox 1982; Simon va cs 1977).

Suy gidp nhe ddo nghich c6 thé gip & 20% bénh nhin dung lithium (Lindstedt va cs 1977;
Myers va cs 1985). R&i loan hoat dong tuyé&n can gidp ciing gip phai nhung hi€m, v6i bi€u hién suy
cin gidp nhe. Tdc dung phu vé thin kinh ciing gdp phdi khi dung lithium (Vestergaard va cs 1980)
nhu: run (c6 thé diéu tri biing cdc beta — bloquant, VD propranolol chia 2 1an/ngay véi liu thdp hon
80mg/ngay), gidm tri nhd chi quan (gdp & 28% bénh nhan dung lithium) (Goodwin va Jamison 1990).
Lithium ciing tdc dong dé€n tim véi bi€u hién thay ddi séng T (séng T det hodc dio) gip & 20 — 30%
bénh nhin, tic ddng d&n nit xoang, gay bloc nhi thit. Cc tic dung phu khdc nhu: mun, ban dd, viy

nén, rung téc, méng da, budn ndn, tiéu chdy, ting bach cau.

Né&u qud liéu lithium (do gi6i han diéu tri hep va rat gin véi liéu ngd doc), tinh trang ngd doc

lithium c6 thé xdy ra, gay tic dong ning né 1&n than kinh.

DAu hiéu va triéu chitng ngd déc lithium

Ngo doc ti nhe dén trung binh (néng do 1.5 - 2.0 mEg/L)

Hé tiéu hda Non, dau bung, khd miéng.
Hé thin kinh That diéu, chodng vdng, néi liu riu, rung giat nhin ciu, ngl lim hoic

kich dong, y&u cd.

Ngo doc tit trung binh dén ndng (nong dp tic 2.0 — 2.5 mEq/L)

Hé ti€u hda Chén an, budn ndén va ndn dai daelng.
Hé than kinh Nhin md, gidt co § chi, ting phdn xa gin co, mda von, dong kinh, ngit,

sang, thay d6i EEG, sitng s3, hon mé, suy tuin hoan.

Ngé doc ndng (nong do trén 2.5 mEq/L)

Pong kinh toan thé héa, ti€u it va suy than, ti vong.
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Hon 80% bénh nhan dung lithium cé tac dung phu. Do d6, dé gidm thiéu nguy co tac
dung phu, can theo d&i sat sao néng do lithium trong mau va cé can thiép thich hop khi c6 tac
dung phu. BN can dwoc bao trwdc vé tac dung phu va gilr vai trd quan trong trong viéc phat
hién tac dung phu nhdm han ché tbi da m&c dd nang khi xuét hién. Nén khuyén BN thay ddi
lwong nwéc va mubi str dung trong ngay, vi cé thé anh huwéng dén mrc do thai trir lithium, va
cé thé lam tang hay gidm ndng d6 lithium. Dung mubi Natri qua nhiéu sé& 1am gidm néng do
lithium. Nguwore lai, dung qua it mudi Natri lai c6 thé gay ngd déc lithium. Gidm lwong dich co thé
c6 thé gay ngd doc lithium.

Tac dung phu da day ruédt: gém budn nén, gidm ngon miéng, nén va tiéu chay; co thé
gidm tac dung nay bang cach chia lidu, ubng lithium véi thirc an. Khi bj tiéu chay, c6 thé sir
dung nhitng chit cdm tiéu chdy nhw loperamide, bismuth subsalicilate, diphenoxylate c6
atropine.

Tang can: ting can do tac dong cla lithium dén chuyén héa carbohydrate. Ciing c6 thé
do lithium gay suy giap, phu do lithium, hay udng quéa nhiéu nwéc do tinh trang khat khi ubng
lithium.

Tac dung phu than kinh: run tw thé do lithium c6 bién dd 8 — 12Hz, nhét 1a khi dwa
thang tay ra trwéc, dwa thdng ngén tay, khi thao tac khéo Iéo. Run c6 thé giam khi chia liéu
trong ngay, khi ding dang phéng thich cham, gidm tiéu thu caffein, diéu chinh lai nhirng thubc
dung kém, khi kiém soat dwoc lo au. Thubc dbi van thu thé B nhw propranolol (30 —
120mg/ngay chia liéu 1an); primidone (50 — 250mg/ngay) thworng cé thé gidm run. Néu bénh
nhan ha kali huyét, bd sung kali thi c6 thé gidm run. Khi dang dung lithium ma bi run nhiéu, cé
thé bi ngd ddc lithium va can dinh lwong, tAm soat ngd doc.

Tac dung phu nhan thiee: lithium cé lién quan tinh trang kho chiu, cdm giac mét tw
chd, phan (rng cham, gidm tri nhé. Néu cd triéu chirng nay thi phai than trong vi d6 la nguyén
nhan gay khong tuan tha diéu tri. Chan doan phan biét tinh trang nay vé&i rdi loan trAm cam, suy
giap, tang calci mau, do thubc khac ... Ciling c6 mét sd bénh nhan ¢6 tinh trang mét mdi va suy
gidm nhan thirc nhe theo thoi gian.

Cac tac dung phu than kinh khac: khéng thuwong gap, bao gém: hoi chirng parkinson
nhe, that didu, loan van ngén, mac du 2 triéu chirng sau c6 thé gap trong ngd doc lithium.
Lithium hiém khi nao gay ra bénh Iy than kinh ngoai bién, tdng ap lwc ndi so lanh tinh, tinh trang
giébng nhuwoc co ndng, tdng nguy co co giat.

Tac dung phu & than: tac dung phu thwdng gép nhat & than la da niéu va the phat 1a
ching khat nhiéu. Gap & 25 — 35% bénh nhan va gay di tiéu trén 3L/ngay. Pa niéu nguyén phat
la do tinh dbi khang cuda lithium véi ADH. Néu da niéu rd rét, can danh gia chirc nang than va
nwéc tiéu 24 gid, xac dinh dd thanh thai creatinine. Diéu tri tinh trang nay 1a bé sung dich, dung
lithium liéu thap nhét c6 thé, dung lithium liéu duy nhat trong ngay. C6 thé cai thién bang diéu tri
thiazide, loi tiéu gitr kali (amiloride, spironolactone, triamterene ...). Néu da bt dau dung loi
tiéu, nén gidm liéu lithium mét niva.
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Tac dung phu & than nang nhat, nhwng hiém, thuweng chi c6 khi dung lithium hon 10
nam, |4 tinh trang xo héa mé than k&. Biéu hién: gidm dan ty I& loc cau than, tang creatinine
huyét thanh, hiém khi suy than. Lithium thuwéng cé lién quan véi hdi chirng cau than, biéu hién
nhiém acid 6ng lwon xa.

Tac dung phu tuyén giap: lithium thuéng gay gidm thoang qua va lanh tinh hormon
tuyén giap. Co6 tinh trang u giap (5%), 16i mat héi phuc, cwdng giap, suy giap (7 — 10%). Suy
giap thuwong gép & phu niv (14%) nhiéu hon nam gigi (4.5%). Phu nir thwéng cé nguy co suy
giap trong 2 ndm dau diéu tri. Bénh nhan dang dung lithium diéu tri ri loan lwéng cwc tang
nguy co suy giap gap 2 1an néu ho cé chu ky nhanh. Khoang 50% bénh nhan diéu tri lau dai
bang lithium cé bt thuwéng trong xét nghiém tuyén giap, khoang 30% cé tdng TSH. Néu c6 biéu
hién suy giap, can phai bé sung levothyroxine. Do dé, khi diéu tri bang lithium, can theo déi tinh
trang tang TSH méi 6 — 12 thang.

Tac dung phu tim mach: giéng véi tinh trang ha kali huyét trén ECG, do tinh trang thay
thé kali ndi bao bang ion lithium. Thay déi ECG thwéng gap nhéat 1a: séng T det hodc dao. Bién
ddi nay thueng lanh tinh va bién mat khi ngwng lithium.

Lithium gay (rc ché hoat déng tao nhip cla nut xoang, thwdng gay loan nhip xoang,
block tim, ¢ giai doan ngat. Do d4, chéng chi dinh lithium khi c6 hdi chirng suy nat xoang. Mot
s hiém trworng hop cé loan nhip that va suy tim sung huyét do lithium. Ngé ddc tim do lithium
thwong gap & bénh nhan an quéa nhat (it mudi), dung loi tiéu, thubc rc ché men chuyén, méat
can bang dién giai, suy than.

Tac dung phu vé da: thwong cé lién quan véi liéu. Bao gdbm: c6 dang trirng cé, nang
ba, ban dat san, loét trwdc xwong chay, lam néng tinh trang vay nén. Néu vay nén nang hon,
hoac ban dang trirng ca nang thi phai ngwng lithium. Tinh trang rung téc do lithium cling gap.
néu diéu tri mun trirng ca bang tetracycline, nén theo d&i ndng dé lithium vi tetracycline lam
tang gilr lithium.

6.2.5. Liéu lwong va hwéng dan lam sang: tat cd bénh nhan mubn diéu tri bang
lithium can phai sang loc 1am sang va can lam sang. Can lam sang: creatinine
huyét thanh (+ creatinine nuéc tiéu 24 gid néu nghi ng® chirc nang than), dién
gidi, chirc nang tuyén giap (T3, T4, TSH), cong thirc mau, ECG, test thai & phu
nir dang tudi sinh.

Néng dd lithium huyét thanh c6 hiéu quéa diéu tri dwoc cho la khoang 0.8 — 1.2mEql/L.
Liéu khéi dau & nguwoi trwdng thanh la 300mg x 3 1an/ngay. O nguwdi gia hay ngudi cd suy
chirc nang than, chi nén dung liéu khéi dau 300mg x 1 — 2 lan/ngay. Sau khi da 6n dinh liéu
lwong, liéu tlr 900 — 1200mg/ngay sé dat ndng dd huyét thanh 1a 0.6 — 1.0mEq/L; v&i liéu 1200
— 1800mg/ngay dat ndng d6 0.8 — 1.2mEq/L. Liéu duy tri c6 thé chia lam 2 — 3 lan/ngay véi
dang thudc phan giai binh thwdng, va dung liéu duy nhét véi dang thubc phan gidi cham. Chia
liéu nhiéu lan giup gidm tac dung phu da day, tranh 1am ndéng dd lithium dat dinh tang cao dot
ngot.
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Theo d&i can |am sang: can theo d&i sat néng do lithium huyét thanh. Sau khi 6n dinh,
nén tam soat mdi 2 — 6 thang, ngoai trr trudng hop cé triéu chirng ngd doc lithium, khi khéng
dap tng tri liéu. Nén c6 ECG chuan truéc diéu tri va nén kiém tra ECG hang nam.

Noéng dd lithium cé hiéu qua cho con hung cdm 1a 1 — 1.5mEq/L. Trong diéu tri duy tri,
néng do6 1a 0.4 - 0.8mEq/L. Néu khdng dap tng tri liéu sau 2 tuan véi ndng do lithium trong gidi
han va c6 thé co triéu chirng ngd doc khi tang lidu lithium, nén gidm dan liéu lithium trong 1 — 2
tuan va ddi sang thuéc diéu hoa khi séc khac.

6.3. Valproate:

Valproate, hay acid valproic dwoc dung dé diéu tri con hwng cdm, con hdn hop trong réi
loan lwdng cwc I. Nhirng chi dinh khac cua valproate la bénh ly ddng kinh, phong ngtra
migraine.

Valproate |& acid carboxylic nhanh don. Thudc chuyén thanh acid khi vao dén da day.
C6 nhiéu dang trinh bay: acid valproic, divalproex (hdn hop 1:1 cta acid valproic va valproat, va
dang valproat sodium tiém. Con cé dang phéng thich cham. Nhwng tat cd déu cé hiéu qua
twong dwong nhau, vi dwéi tac ddng clia mdi trwdng acid clia da day, tat cd déu chuyén thanh
ion valproate.

Valproate h4p thu nhanh va hoan toan trong 1 — 2 gi®d qua dwéng udng. Pat ndng do
dinh trong huyét twong sau 4 — 5 gi®» sau khi uéng. Thoi gian ban hiy trong huyét twong 1a 10 —
16 gi®. Valproate gén két cao véi protein. Khi protein gan két véi valproate bdo hoa, valproate
tw do sé& co hiéu qua diéu tri néu néng dd tw do nay dat 50 — 100 pug/mL. Dang phéng thich
cham dat ndng do dinh thap hon va ndng do tdi thiéu cao hon, nén cé thé dung 1 1an/ngay.
Valproate dwoc chuyén héa bwdc dau & gan trong qua trinh glucoronidase va bj oxi héa & ty
the.

Co s& sinh hoéa cho hiéu qua diéu tri cla valproate van chwa duwoc biét nhiéu. Co ché
dwoc cho |4 cé lién quan 1a nang cao hoat dong clia GABA (y-aminobutyric acid), diéu chuyén
dd nhay hiéu dién thé kénh Na, va tac dong lén cac peptides ving ha dbi.

6.3.1. Chi dinh trij liéu:
Réi loan lwdng cuwc type I:

Giai doan hung cam: khoang 2/3 bénh nhan cé con hwng cam dap &ng v&i valproate.
HAau hét bénh nhan huwng cadm dap tng sau 1 — 4 ngay khi ndng d6 valproate huyét twong trén
50ug/mL. Bap &ng diéu tri chéng hwng cdm thwéng lién quan rat cao véi néng do trong khoang
50 - 150 pg/mL. Khi dung valproate tdng dan liéu, ndng dd huyét twong co thé dat duwoc sau
khoang 1 tuan diéu tri, nhwng hién nay, vé&i chién lwoc didu tri dwdng udng dat ndng do6 huyét
twong c6 tinh tri liéu trong vong 1 ngay thi cé thé kiém soat hung cam trong vong 5 ngay.Tac
dong chdng hwng cam trong théi gian ngan cua valproate cé thé tang 1én néu dung két hop véi
lithium, carbamazepine, hodc thuéc DRA. Do valproate c6 tadc ddng phu thuan lgi véi nhan
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thirc, da liéu, tuyén giap va than, nén thwong dwoc wa thich st dung cho diéu tri hwng cdm cép
& tré em va nguoi gia.

Giai doan hén hop: vién phong thich cham divaproex duwgc chirng thyc la diéu tri dwoc
giai doan hwng cam, giai doan hon hop trong roi loan lwdng cwe, co hoac khdng co loan than.
Bénh nhan nay ciing c6 cung ltc tinh trang kich déng, gian di, trdm uét va cau kinh.

Giai doan trdm cam ludng cuc: valproate cé dac tinh diéu tri ngan han giai doan tram
cam trong réi loan lwdng cwe |, nhwng hiéu qua nay thwong kém hon so véi hiéu qua chéng
hwng cdm. Trong sb cac triéu chirng trdm cam, valproate cé hiéu qua tbt véi triéu chirng kich
dong hon so véi triéu chirng loan cdm. Trong thwc hanh Iam sang, valproate thwo'ng dung nhw
tri liéu hd tro véi thude chdéng trdm cdm dé ngadn ngiva kha nang phat trién thanh hung cam,
hoac chu ky nhanh.

Diéu tri phong ngtra: valproate cé tac dong trong diéu tri phong nglra trong rdi loan
lwong cuwce |, lam cho con hwng cdm nhe hon, it trAm trong hon, va dién ra ngén/nhanh hon. Khi
so sanh truc tiép véi lithium, valproate cé hiéu qué kém hon mét chit, va dung nap tét hon
lithium. Thuéc d&c biét cé hiéu qua véi bénh nhan rdi loan lwéng cwe chu ky nhanh, chu ky cuc
nhanh, va tinh trang loan khi sac, hwng cdm hén hop, hwng cdm cla bénh ly thwc thé, ciing
nhw bénh nhan lam dung chét, bénh nhan cé con hoang loan, bénh nhan khéng dap trng hoan
toan vai lithium.

Tam than phan liét va réi loan cam xuc phan liét: valproate thic ddy dap rng véi tri
liéu chéng loan than trong tam than phan liét, réi loan cdm xdc phan liét. Valproate dung don
ddc co hiéu qua kém vaéi triéu chirng loan than va thuéng dung két hop véi nhivng thude khac
ddi v&i nhém triéu chirng nay.

Cac réi loan tam than khac: valproate c6 hiéu qua véi nhiéu rdi loan tam than khac,
bao gébm: cai rwou, ngan ngira tai phat nghién rwou, réi loan hodng loan, réi loan sau sang
chén (PTSD - posttraumatic stress disorder), réi loan diéu khién xung déng, rdi loan nhan cach
ranh gi&i, hanh vi kich déng, sa sut tam than. Khi dung véi nhirng trudng hop, hiéu qua thudng
kém va thuworng dap tng tri liéu 6 lién quan dén bénh ly réi loan lwéng cuc két hop.

6.3.2. Than trong va tac dung phu:

Mac du valproate dworc dung nap tbt va an toan khi sir dung, nhwng ciing cé nhirng than
trong khi s dung. Hai tac dung phu nang né nhat 1a do anh huéng dén tuy va gan. Nguy co c6
thé cé 1a ngd doc gan co thé gay t& vong & nhirng bénh nhan tré, nhat 1a néu dung chung véi
phenobarbital, néu cé bénh ly than kinh, d&c biét 1a bénh ly chuyén héa so sinh. Ty 1&é ngd doc
gan khi chi dung don ddc valproate la 0.85/100.000, nhwng khoéng cé bénh nhan nao trén 10
tudi bi tr vong do tac dung phu nay. Tuy nhién, néu cé triéu chirng lo mo, mét méi, chan an,
budn nén, nén, phu, dau bung khi dang diéu tri bang valproate, phai xem xét kha nang bi ngd
doc gan. Chi cé téang chi sb trong xét nghiém chirc nang gan khéng phai la lién quan dén tinh
trang ngd doc gan. Mét sb hiém trwong hop bi viem tuy, thwdng xuét hién trong 6 thang dau
diéu tri va néu xuat hién thworng gay t&r vong. Do dd, cAn danh gia chirc nang tuyén tuy, ndng
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dd men amylase huyét thanh. Nhirng tac dung phu nang khac do diéu tri bao gém: bénh ly néo
do tdng amoniac mau, giam tiéu cau. Gidm tiéu cau va réi loan chirc nang tiéu cau thudng xuat
hién nhat khi dung liéu cao valproate, gay tang thdi gian chdy mau.

Thwéng khéng nén dung valproate & thai phu vi cé lién quan dén tinh trang khuyét éng
than kinh (VD: chirng ché doi dbt séng), ty 1& khodng 1 — 4% khi dung & tam ca nguyét thir 1.
C6 thé gidm nguy co chirng éng sbng ché dbi bang bb sung acid folic méi ngay (1 — 4mg/ngay).
Tré bu me ma ngudi me cé diung valproate thi c6 kha nang cé valproate trong huyét thanh véi
nong dé khoang 1 — 10% ndng dd valproate huyét thanh ctia me, nhwng khéng gay nguy co
nao cho tré. Do do, khéng chdng chi dinh dung valproate & phu ni¥ cho con bu.

Khoéng nén chi dinh valproate & nhirtng bénh nhan méc bénh ly gan.

Valproate thwérng gay kho khan & tré vi thanh nién va phu niv tré. C6 thé cé tinh trang
budng trirng da nang & phu ni¥ khi dung valproate. Ngay khi khéng déap (ng tiéu chuén bénh ly
nay thi nhirng phu nir d6 van cé bat thwdng kinh nguyét, rung téc, chirng ram 16ng. Cé nhirng
tac dung phu vé chuyén héa nhu: dé khang insulin, tang insulin huyét.

Nhirng tac dung phu nang cua valproate

Ngd doc gan Hiém, tac dung phu d&c trung cla valproate.

Nguy co 1/118000(nguwdi tredng thanh).

Nguy co cao: da tri liéu, nhd hon 2 tudi, cham phat trién tam than, ty 1&
1/800

Viém tuy Hiém, tac dung phu dé&c trung cla valproate.

Tan suét: 2/2416 (~0.0008%)(thtr nghiém |am sang). Khéng thay trén Iam
sang.

Tai phat néu dung tré lai. C6 thé c6 bat thwong amylase.

Tang amoniac huyét Hiém. Thuwdng gap khi két hop véi carbamazepine.
C¢ lién quan v¢i tinh trang run. Bap (rng véi dung L-carnitine.

R6i loan ure mau chu | Phai ngung dung valproate va protein.

ky Chéng chi dinh dung valproate trong réi loan ure huyét chu ky.
Gay quai thai Nt 6ng séng: 1 — 4%
Tw van va dung acid folic phéi hop vitamine B
An than & nguoi gia Dung liéu thap hon binh thuwong.
Theo déi thwong xuyén dinh dwdng va tiéu thu nwéc
Giam tiéu cau Giam liéu néu cé triéu chirng (cé vét bam, chady mau nwédu rang).

Thwdng xuét hién néu ndéng do valproate trén 110ug/mL & niv va 135
pg/mL & nam

Bang tac dung phu cua valproate

1 Thwdng gép: kich thich da day ruét, budn nén, an than, run, tdng can, rung téc.

2 Khéng thwéng gap: non, tiéu chay, that didu, loan van ngén, tdng men gan.

3 Hiém: ngd doc gan, gidm tiéu cau hdi phuc, réi loan chirc nang tiéu cau, rdi loan déng mau,
phu, viém tuy xuét huyét, giam bach cau hat, bénh ly ndo va hén mé, yéu co hd hap va suy
ho hap.
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Tang can la tdc dung phu thuwéng gdp cla valproate, nhat 1a khi dung lau dai, nhung c6
thé cai thién néu cé ché dé an giam calori nghiém ngat. Rung téc gép & 5 — 10%, mot sé hiém
c6 thé rung sach téc. Néu rung téc, mot sd nha lam sang khuyén nén bd sung vitamine chra
k&m va selenium. C6 khodng 5 — 10% bénh nhan tdng men gan dang ké, co thé tang gép 3 lan
binh thuwong, va thuong tré vé binh thwong néu ngung thubc. Véi valproate lidu cao (trén
1000mg/ngay), c6 thé gay ha natri huyét t» nhe dén trung binh, thworng do tang tiét hormon
ADH, sé& hdi phuc néu gidm liéu. Qua liéu valproate c6 thé gay hon mé va tir vong.

6.3.3. Twong tac thuéc:

Valproate thuwéng duwoc dung kém véi nhitng thubc hwéng than khac. Mot twong tac
thuéc chéc chan 1a véi lithium néu ca hai thudc déu dung véi liéu diéu tri, thwong 1a gay run do
tac dong dbi van thu thé B. Két hop valproate va DRA c6 thé lam tang tinh budn ngu, va ciing
c6 thé gap tac dung phu nay khi dung chung v&i cac chét e ché than kinh trung wong (nhw
reou ...), va lam tdng d6 ndng cla tac dung phu ngoai thap (nhwng dap ng véi thubc chéng
parkinson). Valproate cé thé két hop mot cach an toan véi carbamazepine, hoac thuéc SDA.

C6 |8 twong tac thubc gay phién toai nhat 1a véi thube lién quan véi lamotrigine. T khi
da chirng minh dwoc kha nang diéu tri ctia lamotrigine trong réi loan lwéng cuc, diéu tri két hop
cda 2 loai thubc nay thwdng gap hon trwéc. Khi valproate cé ndng dd cao gap 2 lan lamotrigine
thi s& c6 nguy co xuat hién hong ban nang né.

Néng do huyét thanh cla carbamazepine, diazepam, amitriptyline, nortriptyline,
phenobarbital cé thé tang khi dung cuing v&i valproate va ngwoc lai véi phenytoin, desipramine.
Néng d6 valproate c6 thé giam khi ding kém véi carbamazepine va ting khi dung kém véi
guanfacine, amitriptyline, fluoxetine. Valproate cé thé bi carbamazepine, diazepam, aspirin canh
tranh trong gan két véi proteine huyét twong. Nhitng bénh nhan dung chéng déng (aspirin,
warfarin) nén dwoc theo déi khi dung kém v&i valproate, d& danh gia nguy co khéng mong
muén 14 tang kha nang khang déng.

Bang twong tac thuéc cua valproate

Lithium Tang run

Chéng loan than Tang budn ngt, tac dung phu ngoai thap, sang, strng so.

Clozapine T&ng budn ngt, hoi chirng 14 1an

Carbamazepine Loan than cap, that diéu, budn nén, ngl lim; cé thé lam gidm ndng do
valproate huyét twong

Chéng tram cam Amitriptyline va fluoxetine c6 thé lam ting nong doé huyét thanh cla valproate.

Diazepam Valproate 1am t&ng ndng dd huyét thanh ctia diazepam

Clonazepam Con vang y thirc (hiém, chi xuat hién & bénh nhan cé dong kinh)

Phenytoin Valproate lam gidm ndng dé huyét thanh cGa phenytoin

Phenobarbital Valproate 1am t&ng ndng dé clia phenobarbital, tdng budn ngu

Thubc gay trc ché hé TKTW | Tang budn ngu

Khang déng Lam tang kha nang khang déng
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6.3.4. Liéu lwong va hwéng dan lam sang: khi bat dau dung valproate, nén danh gia
chirc ndng gan co ban, dém céng thirc mau, test thai ki, test d6ng mau, ndng do
amylase huyét thanh. Trong qua trinh diéu tri, nén danh gia dinh ki céng thirc
mau, men gan mdi thang trong giai doan tri liéu dau tién va méi 6 — 24 thang sau
dé. Men gan tang (cé thé dén gap 3 1an binh thuweng) ciing thwdng gap va khéng
can thay déi liéu.

V&i con hwng cam, liéu khéi dau khodng 20 — 30mg/kg/ngay (duwong ubng) dé nhanh
chong kiém soat triéu chirng. Liéu nay thwdng dwoc dung nap tét nhwng ciing cé thé gay an
than, run & ngudi gia. Hanh vi kich dong cé thé 6n dinh nhanh chéng bang liéu valproate tiém
tinh mach. Néu khéng cé con hwng cam, tét nhat nén bat dau lidu thip va tang dan nhdm giam
thiéu tac dung phu nhw: budn nén, nén, budn ngu. Liéu dau tién nén khodng 250mg luc &n. Co
thé ting liéu dén 250mg x 3 lan/ngay sau mdi 3 — 6 ngay. Nén theo déi nébng dd huyét thanh
sau khi bat dau lidu dAu tién. Ndng d6 huyét thanh dé& didu tri dong kinh 1a 50 - 150ug/mL,
nhwng c6 thé tdng dén 200 ug/mL ciing van dwoc dung nap tét. Vé&i rdi loan tam than, ciing c6
thé dung twong dwong, thwdng la khoang 50 - 125 ug/mL. Hau hét bénh nhan dat dwoc néng
do tri liéu vai liéu 1200 — 1500mg/ngay (chia 1am 2 1an). Khi bénh nhan da dap t&ng tbt, chi can
dung liéu duy nhét trong ngay truéc khi nga.

6.4. Carbamazepine va oxcarbamazepine:

Ban dau, dwoc dung diéu tri ddng kinh cuc bd va ddng kinh toan thé hoéa, dau than kinh
sinh ba. Ngoai My, cac nwéc khac da dung nhuw mét thube chon lwa hang dau dé diéu tri cap
tinh va duy tri trong rdi loan lwdng cwe |. Mai dén nam 2004, FDA ch&p nhan carbamazepine
dang phong thich cham c6é hiéu qué diéu tri ri loan lwéng cuc.

Ca carbamazepine va oxcarbamazepine cé ciu tric twong tw nhau va gibng véi thudc
chéng trAm cam ba vong. Oxcarbamazepine khac carbamazepine & vi tri nhém carbohydrate
(CH) dworc thay bdng nhém carboxy (CO). Diéu nay lam thay déi chuyén hoéa thubc tré nén an
toan hon, dung nap tét hon. Hiéu qua tri liéu théng qua viéc phong téa thu kénh natri, tac déng
l&n thu thé ty thé va thu thé adenoxine A;. Riéng oxcarbamazepine tac dong ban dau I&n ngay
kénh Na. Tuy nhién, trong bai nay chi dé& cap dén carbamazepine.

Carbamazepine dwgc hap thu cham va khé doan. Thirc &n lam ting h&p thu. Nong d6
dinh huyét twong cé thé dat dwoc sau 2 — 8 gio va lidu sén sang tri liéu dat dwoc sau 2 — 4
ngay. C6 kha nang gan két protein dén khodng 70 — 80%. Th&i gian ban hay thay dbi tir 18 — 54
gi®, trung binh la 26 gie. Néu chi dinh diéu tri kéo dai, thdi gian ban hly trung binh lai [a 12 gid,
do carbamazepine cdm (ng men gan CYP450, nhét | tinh tw cdm (ng cla qua trinh chuyén
héa carbamazepine. Tinh cdm (ng men gan dat t6i da sau 3 — 5 tuan diéu tri.

DPuoc chuyén héa & gan va chat chuyén héa 10, 11-epoxide c6 tac dong chbéng dong
kinh. Tac déng diéu hoa khi sac cta thudc van chwa dwoc hiéu ré. Dung lau dai carbamazepine
cé lién quan dén tinh trang tang phan ti epoxide. Tac doéng chéng déng kinh cula
carbamazepine dwoc cho 1a do lam trung gian bang cach gén két véi kénh Na phu thudc dién
thé trong tinh trang bat hoat va kéo dai trang thai khdong hoat déng nay. Thir dén la lam gidm
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hoat ddng ké&nh Ca phu thudc dién thé va vi vay lam gidm dan truyén qua qua synap. Tac déng
tiép nira la lam gidm van chuyén qua kénh thu thé N-methyl-D-aspartate (NMDA), déng van
canh tranh vé&i thu thé adenosine A; va tac dong dén chéat dan truyén than kinh catecholamine
hé than kinh trung wong. Trong khi d6, bat cir co' ché nao lién quan dén tac dong diéu hoa khi
sac van chwa dwoc rd.

6.4.1. Chi dinh tri lieu:

Réi loan lwdng cwec — giai doan hwng cam: tac dong chéng hwng cam cép cua
carbamazepine xuat hién trong vai ngay dau diéu tri. Khoang 50 — 70% dap &ng v&i thube trong
vong 2 — 3 tuan dau diéu tri. Cac nghién ctu dé& nghi thubc cé hiéu qua véi nhivng bénh nhan
khéng dap (rng vé&i lithium, nhuw hwng cdm loan khi séc, chu ky nhanh, tién st gia dinh bat loi
vé rbi loan khi s&c. Tac dong nay cé thé ting khi két hop vai lithium, valproate, hormon giap,
cac thuéc DRA, SDA. M6t sb bénh nhan chi dap (rng véi carbamazepine nhwng khéng dap tng
vai lithium, valproate hoéc thuéc khac.

Réi loan lwdng cwe — diéu tri phong ngira: thudc hiéu lwc didu tri phong nglra tai
phat, nhat |& bénh nhan rdi loan lwéng cwce I, réi loan cdm xuc phan liét, hwng cam loan khi
sac.

Tram cam cap: nhém bénh nhan trAm cam khang tri dap wng tét véi carbamazepine.
Nhitng bénh nhan trAm cdm cép ndng hodc it man tinh dwdng nhw dap (ng tét voi
carbamazepine. Mac du vay, carbamazepine van la thubc dé thay thé (chi khéng phai la thube
chon lwa hang dau) véi bénh nhan trdm cam, giéng nhw ECT.

Cac chi dinh khac: thuéc giup kiém soat triéu chirng trong cai rwou. Mé&c du khéng co
tinh gay nghién nhw benzodiazepine (BZD), nhung khéng cé cac d&c tinh wu thé nhw BZD
trong cai rwou va c6 nguy co cé tac dung phu nén carbamazepine chi dwoc dung han ché véi
bénh ly nay.

Carbamazepine con dwoc dé nghj dung diéu tri trang thai bung nd tai dién cta PTSD.
C6 nhirng nghién ctru khéng chirng dé nghi rang carbamazepine cé hiéu qua kiém soat hanh vi
xung doéng, gay han du khoéng cé triéu ching loan than, ké ca tré em va ngudi gia.
Carbamazepine con cé hiéu qua diéu tri hanh vi kich dong, gay han khéng cép tinh trong tam
than phan liét, rdi loan cdm xuc phan liét. Nhirng bénh nhan cé triéu chirng dwong tinh ndi bat
c6 thé cling dap (rng, néu cé con bung nd gay han, xung déng.

6.4.2. Than trong va tac dung phu: thubc dwoc dung nap twong déi tét. Tac dung phu
nhe vé da day ruét (budn ndn, ndn, dau da day, tado bon, tiéu chay, chan an),
TKTW (th4t diéu, choang vang) thuwéng gép nhat. Mirc dd nang clia cac tac dung
phu nay sé& gidm néu giam liéu dan va dung & liéu dat ndng dd huyét twong téi
thiéu. Ngwoc véi lithium, valproate va nhirng thubc khac co tac dung kiém soat
rbi loan lwdng cuc, carbamazepine khéng gay ting can.
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Hau hét cac tac dung phu clia carbamazepine c6 lién quan véi ndng do huyét twong cao
hon 90ug/mL. Tac dung phu hiém g&p nhéat, nhwng nang né nhét |a réi loan vé mau, viém gan,
va phan (rng da trAm trong.

Cac tac dung phu cua carbamazepine

Tac dung lién quan véi liéu Téc dung phu déc tng
Nhin d6i, nhin mo. Giam bach cau hat
Chong mat H&i chirng Steven Johnson
Réi loan da day ruét Thiéu mau bat san
Giam kha nang thuwc hanh. Suy gan
Téac dung phu huyét hoc Sén ngtra
Viém tuy

Loan tao mau: tac dong huyét hoc ctia thubéc khong lién quan véi liéu. Loan tao mau
nang (thiéu mau bat san) gap khodng 1/125.000 ngudi diéu tri bang carbamazepine. Khéng c6é
méi lién quan gitra chirng gidm bach ciu (khoang 1 — 2%) va thiéu mau bat sén de doa tinh
mang. Néu co cac triéu chirng sau thi phai bao déng tinh trang loan san nang: sét, dau hong,
nbi man, dém xuét huyét, vét bam, tinh trang dé& chay mau. Theo déi tac dung phu huyét hoc
nén theo dinh ky: 3, 6, 9 va 12 thang. Néu khdng cé biéu hién tinh trang (rc ché tiy xwong, nén
tang khoang cach nhirng I1an theo déi.

Viém gan: trong nhirng tuin dau diéu tri, carbamazepine c6 thé gay viém gan v&i tang
men gan, nhat la men transaminase, viém tdi mat v&i tang bilirubin va phosphatase alkaline.
Tang nhe men transaminase cé thé gap, nhung néu tdng hon gap 3 Ian so véi binh thwdng thi
phai ngwng thubc ngay. Viém gan cé thé tai xuat hién néu dung lai va cé thé gay tl vong.

Tac dung phu da: khoang 10 — 15% c6 tinh trang héng ban san lanh tinh trong 3 tuan
dau, ngwng thuéc thi hét tinh trang nay. M6t sé bénh nhan cé hoi chirng da coé thé gay nguy
hiém tinh mang, bao gdm: viém da tréc vay, hdng ban da dang, hoi chirng Steven Johnson,
hoai t&r biéu mé do ngd ddc (epidermal necrolysis). Khd ndng phai cip ctvu do nhirng van dé vé
da nang lam cac nha lam sang thwdng ngwng carbamazepine chi khi méi cé ndi bat ky loai san
nao. Nguy co ndi san cula valproate va carbamazepine twong dwong nhau trong 2 thang dau,
nhwng vé sau, carbamazepine cé nguy co cao hon. N&i sdn dwéng nhw chi la san lanh tinh,
cho thay thubc cé hiéu qua, va cé thé dung tiép tuc. C6 thé phong ngira bang prednisolone
40mg/ngay.

Tac dung & than: carbamazepine thwong gay dai thao nhat khdng do lithium. Hoat tinh
nay do tac déng truc tiép hay gian tiép 1&n thu thé vassopressin. C6 thé dan dén ha Na huyét va
ngd doc nwdc, nhat la & ngudi gia khi dung liéu cao.

Tac dung phu khac: carbamazepine gay gidm dan truyén & tim (mac du it hon so véi
TCA), do d6, cé thé 1am ndng bénh tim cé san. Nén dung carbamazepine moét cach than trong &
bénh nhan bi glaucome, phi dai tién liét tuyén, tiéu dwdng va lam dung rwou. Carbamazepine
thwong hoat hoa chirc nang thu thé vasopressin, gay ra hdi chivng tiét ADH khong thich hop,
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dac trwng bang ha Na huyét, va hiém hon 1a ngd doc nuwéc. Diéu nay ddi nghich véi tac dung &
than cada lithium. Tuy nhién, thém carbamazepine dung kém vé&i lithium khéng lam dao nghich
tac dong cuda lithium. Tinh trang |G 1an, yéu &t nhiéu, dau dau khi dung carbamazepine la triéu
chirng bao déng can phai xét nghiém dién giai.

Carbamazepine hiém khi gay ra tinh trang tang nhay cdm dap (rng mién dich, v&i biéu
hién: sbt, ndi man, tdng bach cau i toan, va cé thé viém co tim nguy kich.

Tinh trang bat thwéng ddu mat nhd, gidm san sinh moéng va chirng dét séng ché doi co
thé do thai phu dung carbamazepine trong thai ky. Do d6, khéng nén dung carbamazepine
trong thai ky ngoai trir that sw can thiét. Carbamazepine con dwoc tiét qua siva me.

6.4.3. Twong tac thudc: carbamazepine lam gidm ndng dé cta kha nhiéu thubc khac
do cdm rng men CYP 3A4 cla gan. Carbamazepine lam gidm néng dé trong
mau cla thubc nglra thai dwérng ubng. Thudce cling khéng nén két hop véi MAOI,
nén phai ngung MAOI 2 tuan trwéc khi bat diu dung carbamazepine.

Nwéc ép nho e ché chuyén hoéa cla carbamazepine & gan. Khi valproate,
carbamazepine dung chung, nén gidm liéu carbamazepine vi valproate sé& bj carbamazepine
thay thé trong két néi v&i protein, va do dé, can tang liéu valproate.

Bang twong tac thuéc ctia carbamazepine

Carbamazepine lam anh hwéng dén néng do Thuéc khac anh hwéng dén néng dé huyét
huyét twong thudc khac twong cua carbamazepine
Carbamazepine lam giam néng do cac thudc: Thudc Iam ting néng dé carbamazepine:
Acetaminophen Allopurinol
Alprazolam Cimetidine
Amitriptyline Clorithromycine
Bupropion Danazol
Clomipramine Diltiazem
Clonazepam Erythromycine
Clozapine Fluoxetine.
Cylosporine Fluvoxamine
Desipramine Gemfibrozil
Dicumarol Itraconazol
Doxycycline Ketoconazol
Doxepin Isoniazid
Doxycycline Lamotrigine
Ethosuximide Loratadine
Felbamate Macrolidesnefazodone
Fentanyl Nicotinamide
Fluphenazine Propoxyphen
Haloperidol Valproate
Hormon tranh thai Verapamil
Imipramine
Phenytoin
Theophylline
Valproate
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Warfarin

Carbamazepine lam téng néng do:

Clomipramine
Phenytoin
Primidone

Thudc lam gidm ndng dé carbamazepine:
Carbamazepine (tw cdm rng)
Cisplatin
Felbamate
Phenobarbital
Rifampin
Theophyllin
Valproate

6.4.4. Liéu lwong: liéu muc tiéu clia carbamazepine cho tac déng chéng hung cam la
1200mg/ngay. Dang carbamazepine phdng thich nhanh can dung dén 3 — 4
lan/ngay, diéu nay dé& gay bién chirng. Do dé dang phong thich cham dwoc wa
dung hon, vi chi can dung 1 — 2 l1an/ngay.

Néng do huyét thanh cé hiéu qua chéng hwng cdm van chwa xac dinh dwoc, nhung dé
chdng dong kinh, can ndng d6 huyét twong 1a 4 - 12ug/mL.
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