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0 HUGNG DAN SU DUNG THUOC
DUGC PHAM
PAT VI PHU Vién nén bao phim

TERZENCE

Methotrexat

Thudc bdn theo don
. P& xa tim tay clia tré em
Poc ki huéng din sit dung trudc khi diung
Thong bdo ngay cho bdc sy nhitng tdc dung khéng mong muén khi sit dung thuéc
T théng tin sin phdm nay bao gom huéng dan sit dung cho thuéc c¢é nhiéu ham lugng khdc
nhau.

A 2 = 2 e N A
PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUCUI BENH "
1. Thanh phin, him lugng cia thudc: §
M53i vién nén bao phim TERZENCE-2,5 chita: |
Methotre XAt scsoissossisssisssensssssrssssonsisssses 2,5 mg
T4 dudc: Cellulose vi tinh thé M112, lactose phun sdy, crospovidon, magnesi stearat, BHA,
HPMC E6, titan dioxyd, talc, PEG 4000, poly sorbat 80, ddu thdu dau.
M&i vién nén bao phim TERZENCE-5 chita:
N EtROIre K ail:ssessssovissmsususnsrssvsssmmnimansisnnsss 5 mg

T4 dudc: Cellulose vi tinh thé, lactose phun sdy (flowlac 100), crospovidon, magnesi stearat,
BHA, HPMC E6, titan dioxyd, talc, PEG 4000, poly sorbat 80, ddu thdu ddu.

2. MO0 ta san phim:
TERZENCE-2,5: Vién nén dai, bao phim mau tring, mdt mat c¢6 dip logo ﬁ, mat kia c6
dap gach ngang.
TERZENCE-5: Vién nén dai, bao phim mau tring, mdt mat c6 dip logo ﬁ, mit kia ¢6
dip gach ngang.

3.  Quy cich dong goi:
TERZENCE-2,5: Hop 10 vi (Nhém - Nhém) x 10 vién.

TERZENCE-5: Hop 6 vi (Nhém - Nhom) x 10 vién.
4. Thuéc ding cho bénh gi?

TECZENCE chifa thinh phan ¢6 tdc dung dugc ly 1a Methotrexat. Methotrexat thu¢c nhém
thudc dc ché& chuyén héa, tic dong lén sy ting trudng cia t& bao, bao gdm ca t&€ bao ung
thu.

Methotrexat dugc dung d€ chita nhiéu trudng hgp vdy nén.(mo6t bénh trén da) va viém khép
dang thip (mdt bénh & khdp). Thudc duge dung khi bénh nhan khong cdi thi€n sau nhitng
bién phdp chita tri khdc. Trong diéu tri viy nén, thudc gitip giét chét cdc t& bao phét tri€n
qud nhanh trén da. Chinh nhitng t€ bao nay tao nén I6p vdy trén da. Trong diéu tri viém

-
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khép dang thdp, thuc lam ngitng hay gidm tinh trang viém & khdp bing cdch thay ddi cd
ché& phong vé clia hé thng mién dich clia co thé.

Thudc con duge diing don tri hay phSi hgp d€ chita nhiéu loai ung thu véi liéu cao hon va
thudng dung dudng ti€m hon la vién nén.

Nén ding thudc nay nhu thé nao va liéu lugng?

Ludn dung thudc chinh xdc nhu hudng dan cda bdc s§ hodc dugc sy. Thong tin ndy ciing
dugc ghi trén nhdn cia dugc si. N€u ban chua rd, hay hdi lai cho chdc chin. Khong udng
qud liéu chi dinh cda b4c si, viéc ndy khong lam ban cdm thdy khde hon nhanh hon va ¢6
thé gay hai cho ban.

Nén uéng nguyén vién véi nudc trong khi ngdi thing hoic ditng thing.

Liéu ding: Béc si sé chi dinh li€u ding cho ban thy theo bénh va tinh trang cia ban.

Bic si s& theo doi ti€n trinh diéu tri cia ban mdi 2-3 thdng khi ban ding vién nén
methotrexat.

Trudc trong va sau khi di€u tri s& c¢6 nhitng xét nghiém nhu X quang, khdm tGng qudt, xét
nghiém m4u... d€ ki€m tra gan va thin clia ban c6 hoat ddng binh thudng khéng.

Can tdi khdm ddy dd d€ chic chin thudc duge sif dung an toan.

Bic si c6 thé cho ban diing thém thudc d€ ddm bio khdng c6 su tich lily methotrexat & thin.

Tré em, ngudi cao tudi, bénh nhan suy gan va suy thin: C6 th€ cn phdi thay ddi liéu ding
thudc. Hoi y ki€n bic sy.

Khi nao khong nén diung thudc nay?

- Min cdm v6i methotrexat hodc bat ky thanh phan nio cla thudc.

- Ban ¢6 dau hiéu bi nhi€ém trang (nhu s6t, dn lanh, dau nhiic)

- Bénh gan ning. Bao gdm c4 bénh gan do rugu hay viém gan.

- Bénh thin ndng.

- Ngudi suy dinh duGng.

- Mic bénh hay dang nhin diéu tri lim suy gidm kh4 ning dé khdng nhiém tring ctia ban.

- Bi r6i loan vé mdu bao gdm c4 thi€u mdu ning hay bat thudng s6 lugng huy&t ciu nhu
gidm bach ciu, tiéu ciu.

- Ban udng nhi€u rugu (nghién rugu).

- Phu nif mang thai va cho con bu. Ban va v¢/ chdng nén trdnh ¢6 con it nhit 6 thing sau
khi ngitng di€u tri v6i methotrexat. '

Khong ding thuSc n€u gip phdi ba't ky trudng hgp nao & trén. Tham khdo ¥ ki€n cdc bdc sy
néu chua chic chdn.

Téc dung khéng mong muén

Nhu cdc thudc khdc, TERZENCE c6 thé giy tdc dung khong mong mudn, nhung khéng
phdi ai cling gadp phdi.

Methotrexat 13 mot thudc c6 ddc tinh cao. Mt vai bénh nhan c6 thé tif vong, hodc gip cdc
phdn ng khéng mong muén nghiém trong khi ding thudc. Trong qud trinh sif dung thudc,
theo ddi cdn thin va théng bdo ngay véi bdc s§ khi gap phdi nhitng tic dung khong mong
mudn.

Ngung ding thudc va lién hé trung tdm y t& gan nhdt néu ban gdp cdc phdn ung sau:
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- Ban ¢6 cdc tri€u chitng phu mach nhu ban da, mén dd, phl (mi mdt, mit, moi, miéng va
1ui), khé thd hoidc khé nudt. Pay 1a cdc triéu chitng clia phdn @ng qud min (hiém gdp).
Hau hét nhitng tdc dung khong mong mudn dugc liét ké dudi didy xdy ra & nhitng ngudi
diung methotrexat li€u cao diéu tri ung thu. Cdc tdc dung nay thudng it gdp va it nghiém
trong hon & céc liéu ding trong diéu tri vdy nén va viém khép dang thap.

Ngung dung thudc va théng bdo ngay cho bdc sy néu ban cé cdc ddu hidu sau:

- Methotrexat c¢6 thé khi€n ban dé bi nhiém tring hon. Néu ban nghi ban bi nhiém tring,
dau hong, loét miéng, sot, dn lanh hoic dau nhifc trong khi diéu tri, hiy thong bdo ngay cho
bdc sy.

- Methotrexat c6 thé gdy viém & phSi kém khé thd, cdc triéu chitng bao gdm ho dai ding,
dau hodc khé thd hodc nghet thd.

- Phdn ng nghiém trong trén da bao gdm phdt ban, loét miéng, lam ning thém c4dc bénh
ngoai da sin c6, dd, phong rop hoic bong da (nhu hdi ching Stevens-Johnson, hoai tif
thugng bi nhiém ddc, hdng ban da dang).

Cdc tdc dung khéng mong mudn khdc:

Thuong gdp

Pau diu, ch6ng mit, mét moi.

Viém miéng, chdn in, budn ndn, ndn, tiéu chdy.

Rung téc.

Ban do trén da.

Tadng enzym gan.

It g(‘ip

N&i cuc u & ¢d, hdng hoac ndch kém dau lung, siit cin, d8 nhiéu mé hdi vao ban dém.

Gidm s6 lugng cdc t&€ bao mau.

Da nhdgt nhat, mét moi, suy nhugc hodc khé thd.

Chdy mdu bat thudng hodc bim tim.

Chday mdu mi.

Ngita.

Phdng rop va bong tréc 18p ngodi cling cla da.

Suy thin, bénh v€ thin.

Loét 4m dao.

Hiém gdp

Nhiém tring huyét.

Zona thin kinh (bénh gidi leo), mdt bénh do virus ddc trung bdi phdt ban gdy dau kém céc
ndt phong rop trén da.

Nhiém trang nghiém trong tic dong 1én toan bd co thé (nhi€ém tring huyét) dic trung bdi
sOt, 6n lanh, thd nhanh va tut huyét dp.

Pdi thdo dudng.

TrAm cam, 1d 1an.

Liét nlra ngudi.

Ha huyét 4p.

Pau va sung chi dudi (cuc mdu dong trong mach mdu)

Khé thd, viém hau hong.
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Viém nudu, loét va xuit huyét da diy - rudt, viém rudt.

Da mat mau hodc ving da va ving mit cho thdy cé ton thudng gan.

Nhay cdm 4nh sdng, mun triing cd, may day.

Xué't hién cdc d6m sdng mau trén da.

Loét da va 13 da gdy dau 3 nhitng viing bi viém, & bénh nhan bi vdy nén.

Xudng y&€u va mém.

DPau khép, dau co, ting hach thip khép.

Tiéu khé, ting ure huyét, viém bang quang, ti€u ra mau.

Liét duong, gidm ham muén tinh duc, r6i loan kinh nguyét.

Rat hiém gap

Budn ngu.

Kich dong.

Khé khéin khi néi.

Hon mé.

Viém két mac, nhin md.

Tran dich mang tim, vi€ém mang ngoai tim.

Viém mach.

Pau nguc hoic co thit nguc kém khé thd.

Nhiém tring phdi.

Non ra méu.

Giin mach mdu dudi da, nSi nhot.

Céc v&€t bAm nhd trén da do mach mdu bi v3.

Hinh thanh t€ bao tritng hodc tinh tring c6 khi€m khuy€t, gidm s lugng tinh tring tam thdi,
v sinh, xui't huyét 4m dao, nit héa tuyén vi.

Ngoai ra con c6 thé gip cdc tdc dung khdng mong mudhn sau, tin sui't gip chua rd, bao gdm:
Gidm toan thé huy&t cdu, nhiém tring huyét giy ti vong, sdy thai, ton thudng cho thai nhi,
ting nguy cd cdc phdn ¥ng nhi€m ddc ( hoai tif md mém, hoai ti xuong) trong qud trinh xa
tri, ting bach cdu i toan, viém phé& nang.

Thudc c6 thé giy ra cdc tic dung khong mong mudn nghiém trong va ddi lic din dén t
vong & mot s§ it bénh nhan. Goi cho bdc s§ ngay néu ban gip phdi nhitng tic dung khdng
mong mudn nghiém trong.

Mot s6 tdc dung khéng mong mudn chi cé thé dugc phat hién bdi bac s§ nhu r8i loan vé
md4u thay ddi chitc ning gan va thin hay mat do xudng.

Thudc c6 thé gay ra cdc tdc dung khéng mong mudn khdc, thong bdo ngay cho bdc sy néu
gdp phdi nhing tdc dung khong mong muén sau khi sit dung thudc.

Nén trdnh dung nhitng thudc hoic thyc pham gi khi dang sit dung thudc nay?

Thong bdo cho bdc s§ hodc duge s§ cia ban vé tat cd cdc loai thuSc ma ban dang st dung
hoic st dung gan diy, bao gém c& cdc thudc ké don hodc khong ké don, cdc vitamin hodc
thudc tit dugc liéu.

Théng bdo cho bdc sy hodc dugc sy néu ban dang sit dung cdc thudc sau:

- Thudc chéng viém khong steroid nhu azapropazon, diclofenac, ibuprofen, indomethacin,
ketoprofen, ketorolac, naproxen, cdc din chat salicylat

- Pyrimethamin (thudc tri sot rét).

Trang 4/20
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10.

11.

- Vic xin.
- Lgi ti€u (Vi du: Lgi ti€u quai nhu furosemid, hydroclorothiazid; Triamteren).
- Mercaptopurin.

- Theophyllin (di€u tri hen ph& quin).

- Céc thuSc khdng sinh: Penicillin, neomycin, ciprofloxacin, doxycyclin, tetracyclin,
cloramphenicol, trimethoprim/sulfamethoxazol, cdc sulfonamid.

- 5-fluorouracil (5-FU).

- Thudc ha dudng huyét dang dudng udng (diéu tri ddi thdo dudng).

- Céc diphenylhydantoin, va acid p-aminobenzoic.

- Thudc e ch€ mién dich nhu leflunomid (¢ ché hoic khdng viém) hoic ciclosporin.

- Azathioprin

- Céc retinoid nhu acitretin (diéu tri vy né€n hodc cdc rdi loan trén da).

- Cdc ché pham vitamin chifa acid folic hodc cdc din chd't cia ching.

- Cdc chi't ttc ch€ bom proton (nhu omeprazol, pantoprazol).

- Thudc gy mé chia nitd oxyd.

- Phenytoin, carbamazepin va valproat (thu6c chdng ddng kinh).

- Thudc e ché t&€ bao (chéng ung thu) nhu cisplatin.

- Olanzapin (di€u tri tim than phan liét).

- Digoxin (thudc di€u tri suy tim).

- Corticosteroid (di€u tri viém khdp, di ting hodc bénh vé da).

- Probenecid (di€u tri gut).

- Esomeprazol, pantoprazol (diéu tri loét da day, ¢ néng, trao ngugc da day thuc quan)

Néu ban gdp bdt ky truong hgp nao & trén (hodgc ban khong chdc chdn), hdy thdo ludn vdi
bdc sy trudc khi ding thudc.

Sit dung TERZENCE vdi thitc dn - dé uéng

Ban c6 th€ udng thudc nay ciing hoic khong ciing thic dn.

R4t than trong n€u ban udng rugu trong khi dang ding thudc nay do lam ting nguy cd tdn
thudng gan.

Can lam gi khi mgt lan quén khong ding thudc?

Né&u ban quén khong dung 1 li€u, uéng liéu ti€p theo nhu lich trinh cii. Khdng udng gip doi
lidu.

Né&u ban mudn ngirng thudc

Ti€p tuc st dung thudc cho dé€n khi bdc s§ bdo ban ngitng. Khéng dugc ty y ngitng thudc.
Néu ban ngitng thudc s6m hon chi dinh cla bédc sy, cdc triéu ching ¢6 thé xuat hién trd lai.
Ludn lam theo chi din clia bdc s§.

N&u ban ¢6 thic mic gi khi st dung thudc nay, hdy lién hé véi bdc s§ hodc dudc s§.

Can bdo quan thudc nay nhy thé nao?

Giir thudc trong bao bi gdc clia nha sdn xuat, ddy kin.

P& thudc ndi khd rio, trdnh 4nh sdng, nhiét dd khong qud 30°C, va ngodi tim vdi cla tré
em.

Khoéng st dung thudc sau ngdy hét han in trén bao bi (hop va vi thudc).
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12.

13.

14.

Nhitng d4u hiéu va tri¢u chitng khi ding thudc qud liéu

Dung thudc chinh xdc nhi huéng din clia bac sj. Néu ban ding qud liéu hodc tré em nudt
phdi thudc, lién hé ngay v6i bac sy va trung tim y t€ gin nhat.

Khi ding thudc qud li€u, ban ¢6 thé bi nhiém ddc, bi€u hién ban diu thudng loét miéng
Can phai lam gi khi diung thudc qud liéu khuyén cdo

Ngung dung thudc va lién lac ngay vdi bdc s§ hodc trung tim y t& gin nha't. Khong tu 14i xe
d€n bénh vién, hdy nhd ai d6 dua ban di hodc goi ngay cho xe cip citu. Mang theo vién
thudc cing vdi bao bi d€ bdc s§ bi€t ban da udng thudc gi va c6 bién phdp xit Iy kip thdi.
Nhitng diéu cin thin trong khi ding thudc nay

Trudc khi diung thuéc nay, théng bdo cho bdc sy néu ban dang cé cdc van dé vé sitc khde sau
day:

- Ban ¢6 van dé€ vé gan, thin hodc mau.

- Ban bi loét da day hodc bi viém va loét rudt.

- Ban bi loét miéng nang.

- Ban bi suy nhugc hodc 6m yé&u.

- Nghién rugu. .

- Ngudi cao tudi hogc tré nhd.

- Ban bi nhiém tring.

- Ban bi bénh gay  dich giita phdi va thanh ngyc (tran dich mang phdi) gy khé thd hodc &
bung gdy sung phi (c8 truéng). Diéu ndy c6 thé dnh hudng t6i lugng methotrexat trong miu
cla ban.

- Ban phdi xa tri.

- Ban chudn bi tiém vic xin hodc vita dugc tiém vic xin.

- Ban bj suy gidm chifc ning hé hd hap.

- Ban bi ddi thdo dudng.

- Ban dang diéu tri bing phuong phdp xa tri hay chi€u tia UV.

Thudc 6 thé giy qudi thai va gidm kha ning sinh sin.

TERZENCE c6 chifa lactose, thdng bdo cho bdc s§ n€u ban khong dung nap mdt loai dudng
nao dé.

TERZENCE c6 chita polysorbat 80 c6 thé gdy bi wng, ddu thiu ddu c6 thé giy dau bung,
ti€u chdy.

Néu ban gdp phdi cdc truong hgp trén (hodc néu ban khéng chdc chdn), hdy thdo ludn véi
bdc sy ciia ban trudc khi dung thud’.

Dung thudc cho tré em

Than trong khi ding thudc cho tré em. C6 thé cin phii thay ddi liéu ding thusc. Hoi ¥ ki€n
bdc s§y.

Phu nit mang thai hodc cho con bu

Methotrexat tdc dung tam thdi trén sin xuat tinh tring va tritng, c6 thé gy hai cho thai nhi
hodc gy sdy thai. Khong dudc ding thudc trong thdi ky mang thai hodc cho con bi. Ban
nén trainh mang thai it nha't 6 thing sau khi ngung di€u tri véi methotrexat.

S;/ Trang 6/20
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15.

16.

Nam gidi:

Methotrexat 4anh hudng d€n tinh tring. Ban nén trdnh c¢6 con trong it nhat 6 thing sau khi
ngung di€u tri v8i methotrexat.

Tham khdo y ki€n clia bdc sy truSc khi ding ba't ky thudc gi.

Ldi xe va vdn hanh mdy mdéc

Thudc c6 thé gy chéng mit, mét mdi, md mit, kich thich mit Id 1in va dau ddu...3 mot s&
bénh nhan, do d6 nén thin trong v4i ngudi phdi ldi xe va van hanh mdy mde.

Khi nao can tham van bdc sy, dugc s¥.

Cin lién lac ngay véi bdc s§ hodc trung tim y t€ gan nh4't khi dung thudc qud liéu chi dinh.
Théng thudng, bao gid cling phdi hdi y ki€n bdc sy hodc dugc sy truSc lic dung bat ky
thudc nao khi mang thai hodc cho con by.

Thong bdo ngay cho bdc s§ hodc dugc sy nhitng tic dung khong mong mudn gip phdi khi
st dung thudc.

Né&u cin thém thdng tin xin hdi ¥ ki€n bic sy hodc dugc s§.

Han dung cia thud'c: 36 thang k€ tif ngay sin xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CANBO Y TE

1. PAC TINH DUQC LUC HOQC:
Nhém dugc 1y: Thudc chong ung thu (li€u cao) va e ché mién dich (liéu thap).
Ma ATC: LO1BAO1, LO4AXO03.
Methotrexat 12 chit khdng acid folic ¢6 tdc dung chdng ung thu. Do ¢6 4i luc vdi enzym
dihydrofolat reductase manh hon acid folic ndi sinh, thudc ¢ ch& acid folic chuyén
thanh acid tetrahydrofolic - chit cin thi€t trong tdng hdp purin va pyrimidin - din téi tc
ch€ sinh tdng hgp ADN va ARN va lam ngitng qué trinh gidn phin, do vy methotrexat
ttc ch€ dic hiéu pha S clia chu ky t& bao. Cdc mo ting sinh manh nhu cdc t&€ bao ung
thu phan chia nhanh, tiy xuong, t€ bao thai nhi, bi€u m6 da (bénh vay nén), niém mac
dudng tiéu héa 1a nhitng t€ bio nhay cdm nhit vdi methotrexat.
Methotrexat c6 tdc dung e ch€ mién dich, dudc sit dung trong di€u tri viém khdp dang
thap. Cd ch€ chita viém khdp dang thap gdm tdc dung c ch€ mién dich va/ hoic tic
dung chdng viém. Tdc dung dc ché mién dich cling duge st dung d€ ngin chin phin
ttng chéng lai mdnh ghép cla vat chi sau cdy ghép tily xuong.
Khidng methotrexat ¢6 thé x4y ra va lién quan d&n sy gidm thu nhdn thudc cla t€ bao,
ting hoat tinh cda dihydrofolat reductase (lién quan véi ting tdng hdp enzym), hoic
gidm gdn methotrexat v6i dihydrofolat reductase (do protein dihydrofolat reductase dot
bi€n) va gidm ndng dd c4c chi't chuyén héa polyglutamylat clia thudc trong t&€ bao.

2. PAC TINH DUQC PONG HQC:
Hé‘p thu {
Khé ning hdp thu qua dudng udng clia methotrexat phu thudc nhi€u vao liéu sit dung:
Thudc duge hap thu t6t khi dang liéu thap ( <30 mg/ m?), sinh khd dung khodn§ 80 - i
100%; Khi ding li€u cao hon, thudc c6 thé khdng hap thu hoan toan (chi hip thu
khodng 50% véi liéu trén 80 mg/ m?). Sinh kha dung cla lidu tir 100 mg/ m? tr&¥n rat
kém, khdng phu thudc vao tin s6 sit dung. Thitc in lam gidm hap thu va gidm Adng do
t6i da cia thudc trong huyét tuong. Nong do t8i da trong huyét thanh dat dug - 2 gid
sau khi udng.
Phin b6

fb, H'\\"\

Methotrexat phian bd vao mé va dich ngoal bao v6i thé tich phan bd 6n din -0,8
lit/ kg. Khodng 50% lugng thudc hap thu gdn véi protein huyét tuong. g
Methotrexat dé khuéch tdn vao cdc md, c6 ndng do cao nha't trong gan va thafi; Chi mot

lugng thudc nhé khong dang ké, ting 1én néu dung liéu cao, qua dugc hang rao mdu -
ndo va vao téi dich ndo - tiy sau khi udng; Mot lugng thudc rat nhd vao dude nude bot
va sita. Methotrexat cling qua dugc nhau thai.

Chuyén héa

Du6i 10% thudc bi chuyen héa qua cdc dudng sau: Bi phan hiy thanh DAMPA trong
dudng rudt bdi enzym carboxypeptidase; nhém chifc aldehyd bi khit trong gan thanh 7-
OH methotrexat; methotrexat thim nhip t&€ bao qua cd ch€ van chuyén chi dong va
lién k€t qua lién két polyglutamat: Thudc lién k&t c6 thé ton tai trong cd thé téi vai
thdng, ddc bi€t 1a trong gan.

Thai trie

Thudc dugc loai khdi huy€t tuong sau qud trinh dao thdi 3 pha v6i thdi gian bdn thdi
cudi cing khodng tir 3 - 10 gid sau khi dung liéu dudi 30 mg/ m?. Phan 16n thudc dao
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thdi qua nudc tiéu trong vong 24 gid, mot lugng nhd dugc bai ti€t qua mat va phan.
Thudc ciing tham gia vao chu trinh gan - rudt.

Déi tugng dac biét

C6 sy thay d6i 16n vé ndng do thudc giita cdc ngudi bénh va titng ngudi bénh, dic biét
khi ding nhdc lai. Thdi gian bdn thdi trong huyét twong cla methotrexat kéo dai &
ngudi suy thin c6 th€ gdy nguy cd tich lily va ng6é doc néu khong diéu chinh liéu thich
hdp.

CHI PINH:

Ung th 14 nudi, bénh bach ciu cap dong lympho, lympho Burkitt, lymphosarcom (giai
doan III).

Bénh vdy nén thudng (psoriasis vulgaris), dic biét 12 dang mdng bdm, khong thé diéu
tri diy di véi liéu phdp thong thudng nhu ding quang tri liéu va quang héa tri li€u
(PUVA), va viém khép vdy nén ning.

Bénh viém khép dang thadp hoat dong & ngudi 16n.

LIEU DUNG - CACH DUNG:

Chi diing thuéc nay theo sw ké don ciia thiy thuéc.

Cach dung:

biéu tri methotrexat can dugc thdy thudc c6 nhiéu kinh nghiém vé héa tri liéu chdng
ung thu gidm sdt. Li€u udng c6 thé 1én t6i 30 mg/ m? con liéu cao hon phai tiém.
Khong vugt qud liéu khuyén cdo cla thudc do nguy cd doc tinh.

Bic sy ké toa c6 thé ghi rd ngay udng c6 dinh trong tudn cia bénh nhan trén don thudc.
Ngay nay can dugc thong nhdt vdi ngudi bénh dé€ trdnh nhim 1in. Than trong vdi
nhitng bénh nhdn 12 ngudi cao tudi va/ hodc c6 van dé vé nhin thic do c6 nguy cd
nham 1an cao.

Acid folinic (d€ tiém ding calci folinat, thudng goi 12 leucovorin) duge dung sau khi
ding methotrexat li€u cao dé gidm doc tinh clia methotrexat, do gidm sy e ché tao
acid tetrahydrofolic trong cdc t€ bao lanh (gidi ctu bing acid folinic hay bing
leucovorin). V4i nhitng li€u methotrexat dugi 100 mg, thi ung acid folinic 15 mg ct 6
gi¥ mot lan trong 48 - 72 gis. D€ tranh thudc két tia & than, phdi kiém héa nudc tidu va
phéi dua nuSc vao cd thé ngudi bénh it nhat 3 lit trong 24 gid.

Khi bach cdu gidm trong mdu, cin tam thdi ngitng methotrexat. Liéu phdp liéu cao
dugc dinh nghia khi liéu & mic 1000 mg va cao hon. V6i cdch diéu tri nhu vay, liéu
Iugng duge chon theo ngudi bénh va thay ddi theo titng ngudi bénh.

Ung thi nhau va cdc bénh ld nuéi tiong ti: Methotrexat udng li€u tit 15 - 30 mg/ ngay
trong mdi dgt 5 ngdy. Nhitng dgt ndy thudng dudc 1ip lai tit 3 dé€n 5 14n né€u cin thiét,
v6i thdi gian nghi giita cdc dgt 1a mot tudn hodc hon d€ cho cic triéu ching doc gidm
bét. Sau khi ndng dd gonadotropin nhau thai ngudi (HCG) da binh thudng héa, thi nén
dung 1 hodc 2 dgt nira.

Bénh bach cdu cép dong lympho:

Liéu cdm @ng: USng methotrexat liéu 3,3 mg/ m? va prednison 60 mg/ m* mdi ngay,
trong 4- 6 tuin.

Sau khi bénh thuyén gidm, ding liéu duy tri: Uong 30 mg/ m? mbi tuin chia lam 2 Ian.
U lympho Burkitt:

Giai doan I - II: Udng tir 10 dén 15 mg methotrexat mdi ngay, trong ti 4 dén 8 ngay.
Mot dot 1ap lai nhiéu 1an, véi khodng cdch nghi 7 - 10 ngay giita cdc dgt.

r'q/ Trang 9/20




https://nHathuocngocanh.com/

Giai doan III: U6ng methotrexat giéng nhut & giai doan I - II phdi hdp véi céc thude
khéc.

Lymphosarcom (giai doan III).

Udng tir 0,625 mg dén 2,5 mg cho 1 kg thé trong mdi ngay.

Bénh vay nén, viém khdp vdy nén:

Udng 10 - 25 mg/ 1an, mbi tudn 1 lan, diéu chinh theo ddp wng va doc tinh. Nén thi 1
liéu 5 - 10 mg trong 1 tuin trudc khi bit dau diéu tri.

Hoic udng: Ban dau mdi tuan udng 7,5 - 20 mg (c6 thé ting 2,5 mg mdi tuin, cho tdi
t6i da 20 - 30 mg mdi tuan néu can), chia 1am 3 liéu trong vong 24 gid, hoidc 3 liéu cdch
nhau 12 gid/ lan, hoidc chia 4 li€u, mdi li€u cdch nhau 8 gid. Nén thit 1 liéu 2,5 - 5 mg.
Hodc uéng mdi ngay 2 - 5 mg (t6i da 6,25 mg) lién tuc 5 ngay, nghi it nhit 2 ngay trudc
khi 13p lai liéu trén.

Phédc dd diéu tri hang tuin it ddc cho gan hon 12 diéu tri hing ngay.

Viém khép dang thap: Uong 7,5 mg mdi tudn 1 14n, hodc udng 3 liéu, mdi lidu 2,5 mg,
cdch nhau 12 gid, di€u chinh liéu theo ddp Wng tdi t6i da 20 mg/ tuin.

Chii gidi: Trong diéu tri bénh vdy nén va viém khSp dang thap, khi quan st thiy ddp
ttng thi phdi gidm ngay li€u dé€n mic t5i thi€u con giit hiéu qui. Ngudi bénh cin dugc
thong bdo vé nguy cd diéu tri methotrexat va phdi dugc thiy thuSc cé kinh nghiém
gidm sdt lién tuc.

Trudc khi bit dau diéu tri duy tri, ¢6 thé cho m6t liéu duy nhat 2,5 mg dé€ 1am test d6i
v4i phdn @ng khdng mong mudn dic Wng. Phén tich, d€m s& lugng tit cd huyét cdu va
ki€ém tra chic ning gan, thin trudc, trong va sau mdi dgt diéu tri bing methotrexat.
Lam sinh thi€t gan sau tong li€u tich liy 2 g, va sau d6, cdch 6 - 18 thang 1 ldn sinh
thi€t lai. Phdi chup X quang phdi truGc khi di€u tri methotrexat va khi ¢6 nghi ngd t6n
thuong phdi do methotrexat. C6 thé duy tri diéu tri véi thudc chéng viém khong steroid
va/ hodc steroid li€u thap, nhung phdi hét sc chid y va than trong. C6 thé gidm din
steroid khi ngudi bénh ddp ng véi methotrexat.

Poi tugng dic biét '

Tré em: C6 thé dung methotrexat riéng hoic phdi hgp vdi thudc khac dé diéu tri ung
thu cho tré em va viém khdp ty phét & tré vi thanh nién, diéu tri cho bénh nhin viém da
khdp tién trién.

Bénh bach cdu cdp dong lympho: Liéu ding tinh theo thé trong hodc dién tich co thé,
vdi liéu tuong dudng véi liéu dung cho ngudi 16n.

Viém khdp dang thdp cho tré vi thanh nién, nén bit dau vdi liéu udng 10 mg/ m?> mbi
tudn 1 lan. Piéu chinh liéu dan din dén khi dat hiéu qua tot nhat. C6 thé dung liéu 10 -
15 mg/ m?* mbi tuan 1 lan, ting dan néu can nhung khong qud 25 mg/ m*> mdi tuan 1
1an @€ diéu tri viém khdp tu phdt & tré vi thanh nién, viém da tré em, viém mach, viém
mang bd dio, xd citng bi tirng viing, lupus ban dd hé thdng & tré em tir 1 thdng tudi trd
1€n.

Bénh vdy nén: C6 thé dung cho tré em tir 2 - 18 tudi bdt dau tir liéu 200 mcg/ kg (t6i da
10 mg) mot tudn 1 l4n, ting din theo hiéu qui diu tri t6i 400 mcg/ kg (t6i da 25 mg) 1
tuan 1 14n. .

Nguvi cao tudi:

Can than trong khi ding methotrexat cho ngudi cao tudi, gidm li€u néu can thi€t do dy
trit folat & ngudi cao tudi thap hon va chic ning than va gan déu suy gidm. Cdc bénh va
thudc diéu tri ddng thdi c6 thé dnh hudng t6i cdc yé&u t6 nay. Poc tinh gdy suy tiy
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xuong, gidm ti€u cdu va viém phdi ting cao & ngudi cao tudi, tham chi ci khi ding liéu
thap v6i thdi gian kéo dai. Hé s thanh thdi va thdi gian ban thii cla thudc kéo dai
ddng ké.

Suy gan:

Methotrexat ddc v3i gan nén can theo ddi chic ning gan trong qud trinh diéu tri. Khong
dung methotrexat cho nhitng ngudi ¢6 bénh vé gan nhu xd gan, viém gan. Céc yé&u t6
nguy ¢d gy doc cho gan la béo phi, ddi thdo dudng va suy gidm chifc ning thin. P&i
v6i nhiéu trudng hgp cin sinh thi€t gan sau khi ngudi bénh ding dén tdng lidu 2,0 g; 6 -
18 thdng/ 1an hodc sinh thi€t lai sau khi dgt diéu tri ti€p theo dat 2 g. N&u két qua sinh
thi€t cho thdy nguy cd suy gan cao thi can gii¥ tdng liéu 1 - 1,5 g, néu nguy cd suy gan
thap thi ¢6 th€ ding t6i tng li€u 3,5 -4 g. Cin ngirng thudc it nhat 2 tuin néu thdy xust
hi¢n r6i loan chifc ning gan. Bilirubin tif 3,1 d€n 5 mg/ dl hoic transaminase ting 3 14n:
dung 75% li€u binh thudng. Khong diing cho ngudi ¢6 ndng do bilirubin cao hon 5mg/
100 ml (85,5 micromol/ lit).

Suy thin:

Can ki€m tra chic ning thin trudc, trong va sau khi diéu tri bing methotrexat. Ding
liéu cao methotrexat c6 thé 4nh hudng téi chitc ning than nén cin theo di chit.

Khong dung methotrexat cho ngudi suy than ning. Cin gidm liéu phd hdp véi chitc
ning thin da suy gidm. C6 thé diéu chinh liéu theo hé s6 thanh thai nhu sau:

Cler> 50 ml/ phiit: 100% liéu binh thudng.

Clcr 20 - 50 mV/ phiit: 50% liéu binh thudng.

Clcr dudi 20 ml/ phit: Khong dude dung.

Vi ngudsi bénh loc mau: Khong cin ting lidu do thudc khong bi thdm tach (0 - 5%).
V6i ngudi bénh thAm tich mang bung: Khong cin ting lidu.

Bénh nhan bj tich tu dich bénh 1y

Thdi trlt methootrexat gidm & nhitng bénh nhin bi tich tu dich bénh 1y nhu ¢d trudng
ho#c tran dich mang phdi, 1am kéo dai thdi gian ban hdy trong huyét tuong va ting cdc
doc tinh khong mong mudn ciia methotrexat. Cin ti€n hanh din lwu khi ¢6 tran dich
mang phdi hodc tran dich mang bung truSc khi bdt ddu di€u tri véi methotrexat. Nén
gidm liéu methotrexat dya trén ndng do clia thudc trong huyét thanh.

CHONG CHI PINH:

Min cdm v8i methotrexat hoic bat ky thanh phin nao ciia thudc.

Suy thin ndng (thanh thdi creatinin < 20 ml/ phiit). Suy gan ning. Ngudi suy dinh dudng
hoic r6i loan gan, thin ning, ngudi bénh c6 hdi ching suy gidm mién dich va ngudi
bénh ¢6 r8i loan tao mdu trudc d6 nhu gidm sin tiy xuong, gidm bach ciu, gidm ti€u
cau hojc thi€u mdu 1am sang nghiém trong.

Nhi&ém tring cAp hodc man tinh.

Phu nif mang thai va cho con bu.

Trong qud trinh diing thudc, khong dugc ti€n hanh chiing ngira céc loai vic xin sOng.
Céc chdng chi dinh tuong ddi gdm xo gan, viém gan bao gom cé viém gan do rugu va
c4c loai viém gan man tinh khédc, nghi€n rugu.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Methotrexat phdi dugc sit dung dudi su chi dinh va theo doi clia bac s§ ¢6 kinh nghiém
héa tri liéu khdng chuyén héa.
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Do nguy cd gap ddc tinh nghi€ém trong hodc nguy hi€ém tinh mang, bic s§ can ph'ﬁi
thong tin diy di cho bénh nhan cdc nguy cd lién quan va theo doi chat ché. Bgc tinh ¢6

thé lién quan dén tin s§ sit dung thuGc, mifc nghiém trong phu thudc vao liéu va tan s&

dung thudc. Tuy nhién ddc tinh c6 thé x4y ra & moi liéu lugng.

Cin xét nghiém viém gan B trudc khi bit ddu diéu tri biing thudc chita methotrexat.
Theo ddi (trude khi bit ddu diéu tri):

Trudc khi bit ddu diéu tri hodc diéu tri lai sau khodng thdi gian nghi, phdi dinh gid
chic niing thin, gan, va tiy xuong bang cich kiém tra bénh st, tinh trang sic khde va
ti€n hanh cdc xét nghiém. Chup X-quang 1dng ngyc cling c¢6 thé can phdi thyc hién.
(xem phan dnh hudng trén H6 hap & dudi)

Theo déi (trong qué trinh va sau khi két thic diéu tri):

- Trong qud trinh diéu tri bénh nhan phdi dudc theo ddi thich hgp dé phdt hién va ddnh
gid cdc ddu hiéu hoic triéu chitng doc tinh, hodc tdc dung khong mong mudn sém nhat
c6 thé.

- PEm méu toan phan (bao gdm c4 hematocrit), ki€m tra chifc ning gan, thin (bao gdm
ca phan tich nude ti€u) nén dugc ti€n hanh hang tudn dén khi diéu tri 6n dinh, sau dé
kiém tra dinh k¥ 2 - 3 thdng mot 14n trong sudt qué trinh diéu tri.

- Cin phii ki€m tra thudng xuyén hon khi

+ Ting liéu.

+ Khi nguy co ting 1én do ndong d§ methotrexat trong mdu ting 1én (nhu trong céc
trudng hdp bénh nhin mat nudc, suy than, thém hodc ting liéu thudc ding dong thdi
nhu NSAID)

- Uc ché tao mau thudng gip va c6 thé xdy ra khong c6 diu hiéu bdo truSc khi bénh
nhan ding lidu c¢6 vé nhu “an toan”, do d6 s lugng mdu toan phan can phdi dugc theo
d5i chit ché trong qué trinh va sau khi két thic diéu tri. Néu c6 bat ky ddu higu gidm
s& lugng t& bao mdu c6 ¥ nghia 1am sang nao xdy ra, ngitng methotrexat ngay va sif
dung cédc bién phdp diéu tri thich hgp. Khuyén b&nh nhén thdng béo cho béc sy tat cd
nhitng d&u hiéu va triéu ching clia ¥c ch& tao mdu va nhiém trang hodc bat thudng vé
mau.

Dung d€ diéu tri bénh vay nén

T& vong dd dugc bdo cdo khi s dung methotrexat trong diéu tri bénh vdy nén.
Methotrexat chi nén sit dung & bénh vdy nén nghiém trong khong dép \¥ng vdi cic liéu
phap khdc, sau khi dd chin dodn xdc dinh biing sinh thi€t va/ hodc sau khi tham van
chuyén gia da liéu.

Bénh nhin nén dugc hudng din k§ ring, trong trudng hgp bénh vy nén, methotrexat
dugc st dung 1 14n/ tudn. Nén chi dinh cu thé ngay ding thudc. Bénh nhan nén dugc
canh bdo vé& viéc tuan thd viéc ding thuSc 1 1an/ tudn, viéc sit dung thuSc hang ngay
hoic thudng xuyén hon c6 thé gay doc tinh nghiém trong.

Khi diéu tri kéo dai, nén tién hanh sinh thi€t gan (xem phan Pdc tinh trén gan & dudi).
S\ dung d€ diéu tri viéem khép dang thap

Bénh nhan nén dugc hudng din ky ring, trong trudng hgp bénh viém khdp dang thap,
methotrexat dugc sif dung 1 1an/ tudn. Nén chi dinh cu thé ngay dung thudc. Bénh nhan
nén dugc canh bdo vé viéc tudn thi viéc dung thudc 1 14n/ tudn, viéc st dung thudc
hang ngay hoidc thudng xuyén hon ¢ thé gdy doc tinh nghiém trong.

Thoi di€m ti€n hanh sinh thi€t gan trong chi dinh viém khép dang thdp dua trén tdng
liéu tich liiy/ thdi gian st dung thudc chua duge xdc dinh 10 rang.
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Cac thian trong khac

Tran dich mang phdi va trin dich mang bung cin dudc diéu tri truc khi bit diu st
dung methotrexat. Methotrexat c6 thé tich lily trong dich va c6 thé tdi bai tiét vao tuin
hoan, kéo dai thdi gian ban thdi trong huyét thanh va giy doc tinh khdng mong mudn.
(nhu ¢ ché tiy sdng).

Methotrexat can st dung cuc ky thin trong khi:

- Suy nhudc.

- Bénh nhin tudi ra't tré.

- Ngudi cao tudi.

Bl nudc ddy du trudc va trong qud trinh diéu tri d€ han ché nguy co doc tinh trén thin.
Thié&u folat ¢6 thé ting ddc tinh methotrexat.

Pdc tinh toan than c6 thé xut hién khi ding dudng tiém tiy s6ng (cin phdi theo déi).
Hoi chitng ly gidi khdi u ¢6 thé xdy ra & bénh nhin c6 khdi u phat trién nhanh.

N&u ddc tinh cap clia methotrexat xdy ra, bénh nhan can st dung acid folinic (d€ trung
hoa tdc dong trén tiy xuong). Cin theo ddi ndng d§ methotrexat trong huyét tuong dé
tinh todn liéu thich hgp.

Poc tinh trén gan

Methotrexat doc trén gan, dic biét khi sit dung li€u cao. Teo gan, hoai tit gan, xJ gan,
thay ddi m3 gan, va xd quanh khodng cita di dugc bio cdo. Thay ddi c¢6 thé xdy ra
khong ¢6 diu hiéu ddc tinh bio trude, do d6 bdt budc phdi kiém tra chifc ning gan trudc
khi bit ddu diéu tri va theo dbi thudng xuyén trong sudt qud trinh diéu tri.

Ting tam thdi transaminase gip 2 - 3 1in gi6i han binh thudng trén di dudc bdo cdo vdi
tan suat 13 -20%, tuy nhién khong nén bit dau hoic nén ngitng ding methotrexat néu
xét nghiém chifc ning gan hoic sinh thi€t gan c6 bat ky bat thudng c6 ¥ nghia 1dm sang
nao. N€u nhitng bat thudng dé trd lai binh thudng trong vong 2 tudn, bic sy ¢6 thé can
nhic st dung lai methotrexat néu thich hgp.

Khong nén ding chung vdi cdc thudc doc gan khéc trlt khi that sy can thi€t. Trdnh st
dung chung véi thitc udng c6 con.

Y&u t6 nguy co chd y&u giy doc tinh trén gan: S& dung liéu hiing ngay (thay vi hing
tuin), tién st nghién rugu, tién s bénh gan bao gdm viém gan B hoic C, tién sit gia
dinh bénh gan di truyén. Céc y&u t6 khdc c6 thé giy ting nguy co bao gdm: Bénh ddi
thdo dudng, béo phi, tién sit phdi nhi€ém v4éi thudc hodc héa chat doc gan.

C6 trudng hop viém gan B tdi phat sau khi ngung sit dung thudc chita methotrexat.

Cin ddnh gid cdc bénh vé gan c6 thé xdy ra & bénh nhin da ting nhi€ém viém gan siéu
vi B hodc C dang sit dung methotrexat. Dya trén nhitng ddnh gid néi trén, viéc diéu tri
hay tiép tuc diéu tri bing methotrexat c¢6 thé khong phu hgp & mdt s6 bénh nhén.

Sinh thiét gan:

Can nhic ti€n hanh sinh thi€t gan sau li€u tich ldy > 1,0 - 1,5 g, n€u nghi ngd suy gan.

& bénh nhan c6 y&u t& nguy cd, khuyén cdo sinh thi€t gan trong qué trinh diéu trj hodc
mdt thdi gian ngdn sau khi bit ddu diéu tri. Do mdt phan nhd bénh nhin nging diéu tri
vi nhiéu 1y do sau 2 - 4 thdng, sinh thi€t gan lan ddu c6 th€ tri hodn sau giai doan khdi
diu nay (nghia 1a sau khi xdc dinh diéu tri kéo dai).

3 bénh nhan diéu tri viém khdp dang thdp c6 nguy cd thap, khong c6 bing ching manh
mé vé& hiéu qua cla viéc sit dung sinh thi€t gan dé theo ddi doc tinh trén gan.

Khi diéu tri bénh vdy nén kéo dai véi methotrexat, nén thuc hi€n sinh thi€t gan.

Huyé&t hoc (e ché tiy xudng)

Trang 13/20
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Methotrexat c6 thé \c ch& tao mdu. Piéu nay c6 thé x4y ra dot ngdt véi liéu dudng nhu
“an toan”. Cin ph&i theo d&i thudng xuyén.

Thén trong khi st dung methotrexat & bénh nhan bi bénh vé€ mdu 4c tinh (nhu bat sin
tdy xuong, bénh bach cau, gidm bach ciu, gidm ti€u cau, va/ hoic thi€u mau).

Né€u bi gidm bach cdu hoic ti€u ciu c¢6 ¥ nghia 1dm sang, nén ngitng methotrexat ngay
14p tic.

Hé hip

- Khuyén cdo chup X-quang 16ng nguc trudc khi bit diu diéu tri do viém phdi k& cap
hoic man tinh thudng c6 thé xdy ra k&t hgp véi bach cdu 4i toan trong mau. T vong da
dugc bdo cdo. Triéu chitng dién hinh bao gdm khé thd, ho (dic biét 1a ho khan, khong
ddm), va sot.

Bénh nhén viém khdp dang thdp ddc biét cé nguy co.

- Bénh nhian nén dudc thong tin vé nhitng nguy cd, theo ddi triéu chitng mdi 1an kham
va khuyén cdo thong bdo cho bac s§ ngay khi bi ho kéo dai hoic khé thd.

- Nén ngitng methotrexat & bénh nhin c6 triéu chitng phdi va cin phai ki€m tra k§ dé
loai trir nhi€m tring vi nguy c¢d tt vong do nhiém tring cd hdi (bao gdm Pneumocytis
carnii) c6 thé x3y ra.

- N&u nghi ngd bénh phdi do methotrexat nén bit diu diéu tri véi corticosteroid va
khong nén sif dung lai methotrexat.

- X0 h6a md ké c6 thé giy khang diéu tri.

Than

- Methotrexat thdi trit chii yé€u qua thin. Cuc ky than trong khi sit dung methotrexat &
bénh nhén suy thin. Theo ddi chifc ning thin tru6e khi di€u tri, trong qud trinh diéu tri
va sau khi két thic di€u tri.

Thdn trong néu bi suy thdn, do sit dung methotrexat c6 thé gay tich liy/ dc tinh va lam
tdang thém ton thuong thin.

- 3 bénh nhan suy thin, nén gidm lidu methotrexat. Lidu cao c6 thé giy két tia chat
chuyén héa ciia thudc trong 6ng thin. Udng nhiéu nudc va kiém héa nudc tiéu dén pH
6,5 - 7,0 bing cdch udng hoic tiém natri carbonat (5 vién 625 mg mdi 3 gid) hodc uéng
acetazolamid 500 mg x 4 14n/ ngay dugc khuyén cdo dé phong ngira.

- Khuyén cdo theo ddi nong do methotrexat huyét thanh.

Puong tiéu hoa _
Tiéu chdy va viém loét miéng 1 cdc ddc tinh thudng thdy va cin nging thudc, ngoai ra
viém rudt xuit huyé&t va ti vong do thling rudt cling c6 thé x4y ra.

Cuc ki than trong & bénh nhin bi loét dudng tiéu héa hay viém rudt két c6 loét.

Tdc dong trén kha ning sinh sin (mang thai va cho con bi) (xem thém phan S
dung cho phu nit mang thai va cho con b)

Methotrexat 4nh hudng dén su hinh thanh giao tif ¢6 thé din dén gidm khd ning sinh
san va c6 thé phuc hdi khi ngitng tri liéu.

Gay r8i loan chu ky kinh nguyét, din dén mat kinh trong khi va mot thdi gian ngdn sau
khi ngirng sit dung thudc.

Gay doc phdi thai, sdy thai, chét thai va/ hodc di tat bAm sinh & ngudi. Vi th€ chdng chi
dinh ding thudc trong thai ky. Cin phdi chic chin bénh nhin khong c6 thai truSc khi
dung methotrexat.

Cin st dung c4c bién phdp trdnh thai it nhit 6 thing sau khi ngitng methotrexat.
Methotrexat ti€t vao sita me va c6 thé gay doc cho tré em bu sita me.

v
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Chdng chi dinh ngudi cho con bu.

T4c dong e ch& mién dich

Cin chi y d&€n kha ning ¢c ché mién dich clia methotrexat & nhitng bénh nhin ma ddp
tng mién dich 1a quan trong hay thi€t y€u. Can quan tdm dic biét d€n khd ning hoat
dong cla cdc nhiém tring man tinh khdng hoat dong (nhu herpes, lao, viém gan B, C).
Cuc Ki thin trong v6i cdc nhiém trang cAp tinh. N&u ¢6 nguy cd hay xdy ra nhiém tring
thi nén ngitng diing thudc.

Thudng dugc chi dinh mot phdc db khdng sinh phd hgp.

C6 thé gidm ddp ng véi cdc bién phdp ching ngita. Chdng chi dinh véi cdc bién phdp
chiing ngira vaccin song trong sudt thdi gian diéu tri véi methotrexat vi khd nidng giy
phdn ng khdng nguyén nghi€m trong.

Sy phit trién ctia u lympho dc tinh

U lympho 4c tinh ¢6 thé x4y ra & bénh nhén diéu tri v6i methotrexat li€u thap, trong
trudng hgp d6 cin ngitng tri liéu. N&u u lympho khong ¢6 ddu hiéu tyr gidm thi can phéi
bt diu diéu tri v6i thudc gay doc t€ bao.

Phan ng nghiém trong trén da

Céc phan ng nghiém trong trén da (d6i khi dan dén tl vong) nhu héi chitng Stevens -
Johnson, hoai tif bi€u bi nhiém ddc va hdng ban da dang dugc bdo cdo sau vai ngay
diing mot hay nhiéu liéu methotrexat.

Tudng tdc véi cdc thude khic

DMARD:s (thudc tri thdp khdp thay d6i b¢nh)

Khong nén st dung dong thdi véi cdc thudc DMARDs gdy doc gan va mdu (nhu
leflunomide). Vi khd ning giy t vong hay phdn @ng nhiém doc nghiém trong, cin
thong tin ddy di va theo ddi c4n thdn bénh nhan vé nhitng nguy co ¢6 thé xdy ra.
NSAIDs

Céc tdc dung khong mong mudn nghiém trong, ké cd t vong, di dugc bdo cdo khi
ding chung methotrexat (thudng 1a li€u cao) vé6i thudc khdng viém khong steroid
(NSAIDs). |
Trong diéu tri viém khép dang thap, vin c6 thé ti€p tuc dung acid acetylsalicylic va
NSAIDs ciing nht steroid li€u thap, nhung phéi ludn chi y khd ning gia ting ddc tinh.
Liéu steroid c6 thé dugc gidm tit tif § bénh nhan ddp Wng v4i di€u tri methotrexat.
Tuong tdc giita methotrexat va cdc thuGc thdp khép khdc nhu vang, penicillamine,
hydroxycloroquin, sulfasalazine hay cdc tdc nhin gdy doc t€ bao khdc chua dudc
nghién citu k§ 1udng nhung viéc ding chung céc thudc nay c6 thé gay ting tan sudt xdy
ra cdc tdc dung khong mong mudn.

Thudc khdng folat

Céc trudng hop gidm toan thé€ huyét ciu nguyén hdng cdu khdng 16 cip di duge bdo
cdo hi€m gip khi ding ddng thdi methotrexat va cdc thuéc khdng folat nhu
trimethoprim/ sulfamethoxazol.

Ché phdm vitamin

N&u cdc ché& phdm nay c6 chifa acid folic (hay din chat cia n6) thi c6 thé 1am thay dgi
ddp @ng v6i methotrexat.

Cdc thudc doc gan/ mdu khdc

Cin theo doi enzym gan va/ hodc cong thitc mdu ki hon & bénh nhén st dung ddng thdi
methotrexat va céc thudc doc gan va/ hoic cdc thude doc mau khic.

Khd nang gdn két albumin _
ﬂ(/ Trang 15/20

PP~ IS

aad

ik
Py

sl




https:/-/nhéthupcngocanh.com/

Methotrexat gin k&t mot phin v6i albumin va dc tinh c6 thé bi ting 1én do sy canh
tranh gdn k&t véi cdc thudc khac nhy salicylat, sulfonamid, phenytoin, mdt s6 khdng
sinh nhu tetracyclin, cloramphenicol va acid p-aminobenzoic. Nhitng thudc nay, dic biét
1a salicylat va sulfonamid, cing nhu khdng sinh, thudc ha glucose hay 1gi tiéu, khong
nén st dung ddng thdi véi methotrexat cho dén khi xdc dinh dugc dnh hudng trén 1am
sang.

Liéu phdp phdng xa (phdt xa tia cuc tim/ PUVA): Dung ddng thdi methotrexat vdi liéu
phip phéng xa ¢6 thé 1am ting nguy cd hoai tf m6é mém va hoai tif xuong. Céc ton
thuong vay nén c6 thé trim trong hon néu k&t hgp methotrexat v4i phdt xa tia cyc tim/
PUVA.

Td duoc

Sdn phim c6 chita lactose. Bénh nhan khong dung nap galactose, thi€u hut Lapp
lactase hay kém hap thu glucose-galactose khdng nén dung thudc nay.

Sin phdm c6 chita polysorbat 80, ddu thiu ddu c6 thé gay bi ing.

Pé xa tam tay tré em.

Sir dung cho phu nik c6 thai va cho con bi

Thoi ky mang thai

Ch6ng chi dinh sit dung methotrexat trong sudt thai ky, vi ¢6 nhiing biing ching vé nguy
cd di tit & ngudi (di tat & so mit, tim mach va xudng ciing) va nhiéu loai dong vat.

3 phu nit trong dd tudi sinh sdn, cin dugc xdc dinh 1a khong c6 thai bing nhitng bién
phép thich hgp, nhu thit thai, truéc khi bt ddu diéu tri.

Phu nit khdng dugc mang thai trong va it nhat 6 thang sau khi diéu tri v6i methotrexat,
do d6 phai thuc hién cdc bién phép trinh thai hi€u qua.

Né&u ¢6 thai trong qud trinh diéu tri, nén c6 13i khuyén vé nguy cd xdy ra tic dong c6
hai trén thai nhi do thudc.

Vi methotrexat ¢6 thé gay doc ADN. Do d6, nén khuyén phu nif ¢6 y dinh mang thai
hdi ¥ ki€n clia trung tim di truyén trudc khi diéu tri néu c6 diéu kién.

Thoi ky cho con bu

Vi methotrexat ti€t vao sita me gdy 4nh hudng cho tré em bu sita me, thudc bi chdng
chi dinh trong thdi gian cho con bd. Cin ngitng cho con bu true khi bit dau dieu tri va
khong cho con bi khi ngudi me dung methotrexat.

Kha ning sinh sdn cia nam gidi

Methotrexat ¢6 thé gay doc ADN. Nam gi6i diéu tri v6i methotrexat dugc khuyén cdo
khong nén lam bé trong va 6 thdng sau khi diéu tri. Vi viéc di€u tri v6i methotrexat c6
thé din d&n rdi loan ning va c6 thé khdng hdi phuc su sinh tinh, nén khuyén nam g101
bdo quan tinh tring trude khi diéu tri.

Nén thong tin cho cd nam gidi lin nit gidi vé nhitng nguy cd xay ra tdc dung phu trén
khé ning sinh sdn. Thong tin day di cho phu nif trong do tudi sinh sdn vé nhitng nguy
cd trén tré so sinh, ¢4 nén ¢ thai trong khi diéu tri v8i methotrexat hay khong.

Khi€m khuy&t qud trinh sinh tinh va sinh tritng, gidm s6 lugng tinh tring tam thdi, roi
loan chic ning kinh nguyét va v sinh di dugc bdo cdo & benh nhin st dung
methotrexat.

Anh huéng ciia thude doi véi cdng viée (ngudi vén hanh mdy méc, dang lai tau xe, ngudi
lam viéc trén cao va céc trudng hop khac)

Thudc c6 thé giy chéng mit, mét mdi, md mit, kich thich mit, 1d 1in va dau dau... §
mdt s& bénh nhin, do d6 nén thdn trong v4i ngudi phdi 14i xe va van hanh mdy méc.

rg/' Trang 16/20

& 3 béawy

AN -




https://nhathuocngocanh.com/

7 TUGNG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG

TAC KHAC:

Phdi hgp thudc chéng chi dinh

Vdc xin séng: Chong chi dinh ding methotrexat ddng thoi véi vdc xin sdng vi c6 thé
x4y ra phén ng khdng nguyén nghi€m trong.

Phéi hgp thuéc nén tranh

Thudé'c gdy mé toan thdn: Ting tic dung khdng folat clia methotrexat khi ding dong thdi
nitd oxyd (ting tin sudt viém miéng).

Thudc chdng loan thdn: Methotrexat lam ting tdc dung phu mA't bach ciu hat clia thude
chéng loan than (olanzapin).

Retinoids: Etretinat dudc tao thanh tr acitretin sau khi ding thic udng c¢6 con. Tuy
nhién khong thé loai trif sy tao thanh etretinat khi khong diing thifc udng c6 con.
Etretinat 1am ting ndng do huyét thanh cla methotrexat do d6 lam tdng nguy cd ddc
tinh trén gan. Vi vy, nén trdnh sif dung dong thdi methotrexat véi acitretin.
Azopropazon: Gidm thdi trif methotrexat.

NSAIDs: Dung phoi hgp NSAIDs véi methotrexat liéu cao lam ting ndng do va kéo dai
thdi gian trong mdu clia methotrexat, dan dén ting doc tinh trén ti€u hoa va huyét hoc.
Cdc thudc gdy ddc gan/ mdu hodc thdn khdc: Céc trudng hdp gidm nguyén hong cau
khéng 16 da dudc bdo cdo khi dung ddng thdi methotrexat va cdc thudc khdng folat nhu
trimethoprim/ sulfamethoxazol.

Phdi hgp thudc bt bugc cinh bio ddng ké

Probenecid va cdc acid hitu co yéu (nhu cdc thudc lgi tiéu quai: Pyrazol): Gidm thdi trit
methotrexat (ting nguy cd ngd doc).

Phdi hgp thudc cin cdnh bio

Thudc gidm dau:

- NSAIDs (xem & trén): o] dong vat, dung ddng thdi liéu thdp methotrexat v6i NSAID
lam gidm bai ti€t & Ong thin va ting doc tinh cia methotrexat. Tuy nhién, ¢ bénh nhan
viém khdp dang thap (hoac viy nén) dugc diéu tri ddng thdi véi methotrexat 7,5 - 15
mg/ tudn khong thdy c6 vén dé ddng ké xdy ra.

- Aspirin va cdc thudc salicylat khdc: CO thé lam thay ddi dugc dong hoc cia
methotrexat/ ting nguy cd ddc tinh.

Khdng sinh ding duong udng:

- Neomycin (va tetracycin, cloramphenicol, cac khdng sing pho rong khong hap thu):
Gidm hap thu methotrexat hodc cdn trd chu trinh gan rudt biing cdch e ché€ hé khuin
rudt va tc ché chuyén héa thudc bdi vi khuan.

- Ciprofloxacin: C6 thé 1am gidm thi trit methotrexat (tdng doc tinh).

- Doxycyclin, sulphonamid, tetracyclin - ting nguy cd doc tinh cia methotrexat.

- Penicillin: Gidm thai tri methotrexat - Tang doc tinh (huy€t hoc, ti€u héa).

Thudc chéng dong kinh:

- Phenytoin: Lam ting tdc dung khéng folat ciia methotrexat, ddng thdi sy hdp thu ciia
phenytoin ¢6 thé gidm khi ding dong thdi cdc thudc doc t&€ bao (nguy cd trim trong cia
co git).

- ThuSc chdng ddng kinh cdm ¥ng enzym: Lam ting/ thay ddi chuyén héa va/ hoic do
thanh thdi cia methotrexat.

e
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- Methotrexat lam gidm ndng d6 trong huyét thanh clia carbamazepin, phenytoin,
valproat, 1am d& khdi phdt con co gidt n&u cdc thudc trén khong dugc ting liéu thich
hdp.

Thud'c diéu tri s6t rét: Pyrimethamin 1am ting tdc dung khdng folat cia methotrexat.
Glycosid tim: Ding ddng thdi cdc thudc doc t&€ bao lam gidm hap thu digoxin.
Ciclosporin: Ting nguy cd doc tinh khi dung dong thdi methotrexat.

Corticosteroid: Ting nguy cd dc tinh huyé&t hoc.

Cdc thudc dc & bao: Tang nguy cd nhiém doc phdi.

Thudc itc ché mién dich: Lefunomid: Tang ddc tinh khi dung ddng thdi.

Theophyllin: Methotrexat lam ting ndng d6 trong huyét tuong cia theophyllin.

Thudc diéu tri loét da day - td trang: Thudc wc ché bom proton: Omeprazol, pantoprazol
lam gidm bai ti€t methotrexat (tdng nguy co ngd doc).

Ché phdm bé sung vitamin: Céc ch& phdm vitamin chifa acid folic hodc cic din chit cla
ching c6 thé 1am thay ddi ddp Wng clia methotrexat.

Loi tiéu giit kali: DA ¢6 bio cdo vé cdc trudng hgp e ché tiy xudng va gidm folat khi
diing dong thdi triamteren.

Cic tuong tac khac

Thudc diéu tri ddi thdo duong dang udng, loi tiéu Thiazid: C6 thé 1am gidm thdi triY
methotrexat.

Trdnh st dung ddng thdi véi sulfasalazin va rugu do nguy cd doc tinh trén thdn, tay
Xuong, gan.

Khi phdi hgp methotrexat véi 5-fluorouracil (5-FU), néu dung 5-FU trudc d6 c6 thé 1am
gidm doc tinh clia methotrexat, nhd dé c6 thé diing liéu cao hon ma khong can gidi ciu
biing acid folinic. Tuy nhién néu ding methotrexat trude lai lam ting hoat tinh cida 5-
FU.

TAC DUNG KHONG MONG MUON:

T4c dung khong mong mudn thay d6i theo dudng ding, liéu ding va tan suat ding
thudc. Vi lidu dung trong héa tri liéu thi thudng gip cdc doc tinh trén gan va/ hodc
trén dudng ho hip. Cdc phdn @ng nay it gdp hon khi ding liéu diéu tri bénh khép.
Thuong gap, 17100 < ADR < 1/ 10:

Nhim tring va nhiém ky sinh trang: Nhi€ém tring.

Huy&t hoc: Gidm bach cau.

Than kinh: Pau diu, chéng mit, mét mai.

Tiéu héa: Viém miéng, chdn in, budn ndn, ndn, ti€u chdy.

Gan: Ting ndng do enzym gan.

Da va md dudi da: Rung téc, ban dd.

It gap, 1/ 1000 < ADR < 1/ 100:

Nhiém tring va nhi€ém ky sinh tring: Nhiém trl‘lng ¢d hoi.

U lanh tinh, 4c tinh va khong xdc dinh (bao gdm cé cdc nang va polyp): U lympho (c6
hdi phuc).

Huyé&t hoc: Suy tiy xuong, gidm ti€u ciu, thi€u miu.

Mién dich: Phén @ng phdn v¢§.

Mach mdu: Chdy mdu mii.

Hb hap - 16ng ngyc - trung that: Viém phdi, phdi k& (c6 thé gy tif vong), xd héa md ke.
Da: Ngita, hoi chitng Stevens-Johnson, hoai tif thugng bi nhi€ém doc.
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Than - ti€t niéu: Suy than, bénh vé thin.

Sinh duc - tuy€n vu: Loét 4m dao.

Hiém gap, 1/ 10 000 < ADR < 1/ 1 000:

Nhiém tring va ky sinh tring: Nhiém tring huyét, nhiém Herpes zoster (Zona than

kinh).

Noi tiét: P4di thdo dudng.

TAm than: TrAm c4dm, 1d 14n.

Thén kinh: Liét nita ngudi.

Mach mdu: Ha huyét dp, huy&t khai.

X Hb hap - 16ng nguc - trung tha't: Khé thd, viém hiu hong.
Tiéu héa: Viém nudu, loét va xuét huyét da day - rudt, viém rudt.
Gan - mat: Nhiém doc gan, xd quanh khodng cifa, X0 gan, viém gan cap.
Da va md dudi da: Nhay cdm 4nh sdng, mun tring cd, mat sic t6, may day, hdng ban
da dang, tdn thuong vdy nén gy dau, loét da.
Co - xudng - md lién két: Lodng xuong, dau khép, dau cd, ting hach thap khép.
Than - tiét niéu: Tidu khé, ting ure huyét, viém bang quang, ti€u ra mau.
Sinh duc - tuy&n vii: Liét duong, gidm ham mudn tinh duc, r6i loan kinh nguyét.
Rat hiém gap, ADR < 1/ 10 000
Huyé&t hoc: Ha gammaglobulin.
Than kinh: Kich dong, chiing loan cdn ngdn, chitng bat lyc ngén ngl, hon mé.
Mit: Viém két mac, nhin md.
Tim: Tran dich mang tim, viém mang ngoai tim.
Mach mdu: Viém mach.
H6 hap - 16ng ngyc - trung that: Bénh phdi do nim Pneumocystis carinii, bénh phéi ké
tic ngh&n man tinh, viém mang ph6i, ho khan.
Tiéu héa: Non ra mau.
Da vi md dudi da: Giin mach méu dui da, ndi nhot, bAm mdu.
Sinh duc - tuy&n vii: Hinh thanh t& bao tring hodc tinh trang ¢6 khiém khuyét, gidm s&
lugng tinh tring tam thdi, vO sinh, xuit huy€t Am dao, nit héa tuyen vu.
Ng0a1 ra cOn ¢6 thé gip cdc tdc dung khong mong mudn sau, tin suit gap chua rd, bao
gdm: Gidm toan thé huyé&t cdu, nhiém trang huyét gy ti vong, sdy thai, tén thuong cho
thai nhi, ting nguy co cac phén ¢ng nhidm doc (hoai t¥ md mém, hoai tit xuong) trong
qud trinh xa tri, ting bach cAu 4i toan, viém ph& nang. C6 bing ching nghi ngd vé moi
quan hé giita methotrexat va thi€u mdu cuc bd co tim. Pa cé bdo cdo hi€m gip cla
trudng hgp nhiém trang huyét gidm bach ciu gy ti vong.
Huéng din cach xif tri ADR
Cin gidm liéu khi xdy ra cdc tdc dung khong mong mudn nghiém trong trén ti€u hoa.
Ngung diéu tri khi ¢6 viém loét mi€éng va tiéu chdy do nguy cd viém loét rudt va thing
rudt gay ti vong.
Stic miéng ludn bang dung dich acid folinic lam gidm viém miéng. Cic phdn ng co hai
trén hé than kinh thudng hdi phuc sau khi gidm liéu hodc ngitng dung thudc. Kiém héa
nuée ti€u va ti€p nude diy di it nhit 3 1it/ ngdy d€ trdnh ling dong & thdn. Sau khi
dung lidu cao chitc ning thin c6 thé bi g15m, gy ra gidm thdi trlf methotrexat, lam ting
ndng do thudc va cé thé din dén ngd doc. o] ngudi bénh gidm chic ning gan, tdc dung
¢6 hai clia methotrexat, nhdt 1a viém mi€ng c6 thé ning thém.
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Thubc c6 thé gdy ra cdc tdc dung khéng mong mudn khdc. Can theo dbi chat ché va khuyén
cdo bénh nhdn thong bdo cho bdc sy nhiing tdc dung khong mong muén gdp phdi khi sit
dung thuoc.

QUA LIEU VA XU TRi:

Pi ¢6 bdo cdo vé céc trudng hgp qué liéu, doi khi gy tl vong, do nham l4n liéu udng
hiing ngdy thay vi hang tudn. Trong nhitng trudng hgp ndy, cic triéu ching thudng giap
nhat di dugc bdo cdo 1a trén huy€t hoc va tiéu héa.

Triéu chitng: Loét niém mac miéng thudng 1a ddu hiéu sém clia nhiém ddc, nhung mdt
s6 ngudi bénh bi e ch€ tiy xuong trudc hodc cling vdi loét miéng.

Xit tri: Ding leucovorin cang sém cang tot, trong gid diu tién, khdng dugc tiém
leucovorin vao Ong tiy song. Leucovorin ding chdm sau 1 gid it ¢6 tdc dung. Li€u
leucovorin thudng biing hodc cao hon liéu methotrexat di dung. Khi ding methotrexat
liéu cao hoic qué lidu, c6 thé ding leucovorin truyén tinh mach téi liu 75 mg trong 12
gid. Sau d6 dung vdi lidu 12 mg tiém bip, dung 4 liéu, c 6 gis mot 1an.

10. CAC DAUHIRU CAN LUU Y VA KHUYEN CAO:

Khong diing thudc qud liéu chi dinh.
Piéu kién bao quan: Ndi kho rdo, trdanh dnh sdng, nhiét do khong qud 30°C.
Han dung cia thudc: 36 thang k€ tif ngay sdn xuat.

11. TEN, PIA CHI VA BIEU TUGNG CUA CO SG SAN XUAT

Sdn xudt tai:

DAVIPHARM CONG TY TNHH DUGC PHAM PAT VI PHU
(DAVI PHARM CO., LTD) )

Dia chi: L6 M7A, Pudng D17, Khu CN My Phu6c 1, Phudng Théi Hoa, Thi xa Bén Cit,

Tinh Binh Dudng, Viét Nam

Tel: 0650-3567689  Fax: 0650-3567688
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12. NGAY XEM XET SUA POI, CAP NHAT LA 13 N sU
DUNG THUOC:

PHO GiIAM BOC
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