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1. Thanh phan cong thire thude:
Méi lo thubc tiém déng khé chiva:

- Thanh phan hoat chét:

Calcium Folinat twong Guong .......c.ooeeveovevinnee 100 mg Acid Folinic
- Thanh phan té dugc:

Mannito! tiém, NaOH 2% viPa GU.......ccccoeiimiiiecninecine s 1lo

M6i éng dung méi chtra:
Nuoc cat vo khudn dé tism.
2. Dang bao ché:

2.1. Dang bao ché: Bot ddng khd pha tiém

2.2, Mé ta dang bao ché:

Tinh thé hodc bot két tinh tréng dén vang nhat.

3. Chi dinh:

- Phong va didu trj ngd doc do cac chét dbi khang acid folic (vi du dlng
lidu cao methotrexat);

- Thiu méu nguyén hong cu khdng 18 do thiéu acid folic.

- Phéi hop ligu phap 5-fluorouracil diéu tri ung thu dai tryec trang mugn.

4. Lidu diing va cach ding:

4.1, Lidu ding

Lidu Calcium Folinat biéu thi theo acid folinic.

* Dy phong va diéu tri dbe tinh voi hé huyét hoc lién quan dén céc chét
d6i khang acid folic:

- D& giai doc, tiém bap hoac tiém tinh mach acid folinic véi lidu twong
duwong voi lwgng cac chat ddi khang da ding, cang som cang tt ngay
sau khi phat hién vo ¥ qua lidu (trong vong gir dAu tién). Tiém bép acid
folinic mdi 1an 6 - 12 mg, cach 6 gi¢* mat 4n, tiém 4 lan, d& xC tri tac dung
phu xay ra khi diing lidu trung binh methotrexat.

- Phéi hop voi fidu cao methotrexat trong hoa tri lidu chéng ung the, ligu
phép gidi ctu bing acid folinic dwgc ding sau ltc bat dau ding
methotrexat mot khodng thoi gian (6 - 24 giY) d& cho methotrexat phat
huy téc dung trj ung thu (tac dung nay bi trung hoa néu ding acid folinic
abng thoi). Lidu giai clu acid fofinic 1 10 mg/m” tiém, tiép theo la ubng
10 mgim?, ¢t 6 gir mot 1an, cho dén khi ndng do methotrexat huyét thanh
gidm xubng dudi 10° M. Néu sau 24 gitr diing methotrexat, creatinin
huyét thanh ciia nguoi bénh tang 1an hon 50% ndng d6 creatinin trudc
khi ditng methotrexat hodc ndng dé methotrexat cao hon 5.10°° M, thi can
tang ngay |ap i lidu acid folinic &n toi 100 mg/m?, cach 3 gir mot fn,
cho dén khi nbng d9 methotrexat xudng dusi 10° M.

- Lidu acid folinic thwong diing @& du phong doc tinh nguy hiém va de
doa tinh mang cho ngu®i bénh suy gidm mién dich, ding trimetrexat
glucuronat dé didu tri vism phbi do Pneumocystis carinii, & 20 mg/m?, ctr
6 gir mot Jan. Tiép tyc diing acid folinic trong it nh&t 72 gitr sau lidu
trimetrexat cudi cling. Biéu chinh lidu diing trimetrexat va acid folinic theo
9 dung nap clia hé huyét hoe.

- Lidu dung acid folinic @ ngan ddc tinh voi mau do pyrimethamin thay
d6i dya trén liéu clia chét d6i khang acid folic va tinh trang lam sang
ngudi bénh. Lieu acid folinic (uc‘)ng hodc tiém tinh mach) 1a 5 - 15
mg/ngay cho nguoi bénh dling pyrimethamin.

* Thidu méu nguyén héng céu khdng I6:

- Diing acid folinic 1 mg/ngay, tism bap, & didu tri thiéu mau nguyén
hdng chu khdng 16 do thidu hut acid folic. Theri gian diing thudc tly thude
vao dap (g clia mau véi thudc, ca ddi véi mau ngoai vi va tly xwong.
Nhin chung, dap ng cla ngudi bénh véi thube phy thude vao mire 49 va
tinh chét cia sy thidu hyt acid folic, nhng ngedi bénh thidu hyt thweng
dap ng nhanh. Trong vong 24 gie d3u didu tr, tinh trang ngwdi bénh
dugc cai thign, tiy xwong bét déu sinh san binh thudng nguyén hdng
chu c6 nhan két dic trong vong 48 gitr. Ting hdng ciu ludi thudng bét
dau trong vong 2 - 5 ngay sau khi bt dAu lidu phap.

- Dé dibu tri thiéu mau nguyén hdng cau khdng 16 do thidu dihydrofolat
reductase bam sinh cin tiém bép acid folinic 3 - 6 mg/ngay.

* Bidu trf phdi hop véi 5-fluorouracil trong ung the két truc trdng mugn:

- Diing acid folinic theo mdt trong 2 phac dd sau day khi phdi hop voi 5-
fiuorouracil ¢& didu trj ung thw dai trwc frang mudn:

+ Tiém finh mach cham acid fofinic 200 mg/m? trong thoi gian trén 3 phit,
sau 36 tiém tinh mach 5-luorouracil 370 mglmz.

+ Hodc: Tiém tinh mach cham acid folinic 20 mg/m2 sau do tiém tinh
mach 5-flucrouracil 425 mg/m?.

Calcium Folinat va 5-fluorouracil can tiém riéng ré dé trénh xdy ra
két taa.

V6i ca 2 phac db, hang ngay didu tri nhw trén trong 5 ngay. Diéu trj nhdc
lai, sau cac khodng thoi gian 4 tudin, thém 2 dot niva nhu trén. Sau dé co
thé nhéc lai phac db, véi khoang cach 4 - 5 tun, véi didu kién 1a doc tinh
clia dot didu tri trrdc da diu di.

4.2, Cach dung: Diing d& tiém bép hodc tigm tinh mach.

4.3, Mot sd Iy ¥ déc bigt vé x( Iy thube trude va sau khi st dung: Trong
liéu phap gidi cteu bang acid folinic sau ligu phap lidu cao methotrexat,
néu xay ra ngd doc tiéu hda, budn nom, ndn, thi nén ding acid folinic
duong tiém.

Do nudc pha tiém kim khuén co chiva con benzylic, nén khi ding lidu
trén 10 mg/m? can pha thudc voi nudc pha tiém vo khudn va st dung
ngay. Do thudc tiém co chiva calci, nén khong duoc tiém finh mach
Calcium Folinat qua 160 mg/phit (16 ml dung dich 10 mg/ml hodc 8 mi
dung dich 20 mg/ml mé&i phat).

5. Chéng chi dinh

Nguoi bénh man cam véi mét trong cac thanh phén ciia thude, thigu mau
4c tinh va thiéu mau nguyén hdng cAu khdng 1 khac do thidu vitamin B.,.
6. Canh bao va than trong khi diing thudc

- Co nguy co tidm an khi diing Calcium Folinat cho ngudi thidu mau chua
duoc chin doan vi thudce co thé che I4p chén doan thiéu mau ac tinh va
céc thé thiéu mau nguyén hdng chu khdng 1d khac do thidu vitamin By,
Cac triéu chizng huyét hoc co thé gidm trong khi cac bién chirng than
kinh Iai tién tridn. Didu nay co thé gay ton hai nang hé than kinh trudc khi
6 chan doan chinh xéc.

- Chi cc thay thubc co kinh nghiém méi chi dinh ding Calcium Folinat
phdi hop véi methotrexat lidu cao; mac di ding lidu phap gidi clu bang
acid folinic, phan tng ngd ddc véi methotrexat van cé thé xay ra, dac bigt
khi nira i sinh hoc clia methotrexat tang (vi du suy than). Vi vay didu
rat quan trong 13 phdi ding Calcium Folinat cho dén khi néng do
methotrexat trong mau giam xudng t6i ndng d6 khdng gay dc.

- Calcium Folinat Iam tang doc tinh clia 5-fluorouracil, nén ligu phap phéi
hop Calcium Folinat va 5-fluorouracil chi nén dwoc céc thay thube co kinh
nghiém st dung. C&n kidm tra cong thtrc mau toan bg trwde méi dot didu
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tri, nhac lai hang tulin trong hai dot dau va mét 1an trong méi dot tiép
theo, méi khi ding ligu phap phéi hgp Calcium Folinat va 5-fluorouracil,
Giam ligu 5-fluorouracil & ngudi bénh bj nhiém doc vira hodc nang vé
huyet hoc hodc tigu hoa. Ngirng liéu phap khi sb lrong bach cu giam
xubng 4000/mm® va sé lugng tidu cau 14 130.000/mm?, Ligu phap phdi
hop nay cung ngirng khi cé chieng c& 13 rang 1 khdi u phat tridn. Co y
kién cho réng nguy co nhidm doc duéng tigu hoa do 5-fluorouracil co thé
tang do dung phéi hop véi Calcium Folinat, Can rét than trong khi dung
ligu phap phéi hop nay cho ngudi cao tudi va nguoi bénk suy nhwge...

7. Sr dung thude cho phuy ni ¢6 thai va cho con bu

7.1. Str dung thubc cho phu ni co thai:

Khang biét hodc chua thy c6 nguy co khi ding Calcium Folinat cho
nguoi mang that. Chi diing thude cho ngui mang thai khi that can thiét.
7.2. Thoi ky cho con bu:

Khong biét thudc ¢6 bai tiét vao stra me hay khong. Nguy cor tc dung
dbe trén tré em bé me chua dugc 16. Khi s dung thudc nay can than
trong khi cho con bu.

8. Tac dong cita thudce khi 13i xe va vén hanh may

Chuwa tim thay tai ligu cho thdy tac dang cla thubc khi fai xe va van hanh
may méc.

9. Twong tac, twong ky ctia thuée

9.1. Tuong tac cla thubc:

- Lidu cao acid folic fam mét tac dung chéng ddng kinh clia phenobarbital,
phenytoin va primidon va lam téng s6 1n co giat & bénh nhi nhay cam.

- Lidu cao Calcium Folinat ¢6 thé fam gidm tac dung clia methotrexat tiém
vao ong tty song

- Acid folinic lam tang doc tinh cla 5-fluorouracil.

9.2. Tuong ky cta thudc:

Knhéng duoc trdn 1n Calcium Folinat véi 5-fluorouracil vi gay tla.

10. Tac dung khdng mong muén:

- Calcium Folinat khong gay déc & lidu didu tri mac du da thay téng tidu
cAu & ngudi bénh ding Calcium Folinat trong khi truydn déng mach
methotrexat. Ngodi ra cling da g&p phan (g qua man, k& ca phén lng
dang phén vé va may day khi diing c& dwong ung lan dwing tigm.

- Hiém khi gép sét, may day.

- Calcium Folinat ¢6 thé Iam ting doc tinh cla 5-fluorouracit dén dén téng
ti 18 bidu hign tac dung khdng mong mudn céia 5-fluorouracil. Cac tac
dung khong mong mubn khi st dung 5-fluorouracil thudng gap la cac
treong hop viém migng, viem hong thue quan, fa chay, chan an, budn
ndn, non, rung t6c, viem da, gidm bach cau sau mbi dot didu tr. It gap
tredng hop gidm céc huyét cAu, tidu cu, bach cu hat; thidu mau cuc bo
¢o tim, dau that ngwc loét va chdy mau da day rudt; di tng toan than; hi
ching tidu ndo clp, rung giat nhén clu, dau dau; kho da, nirt né, loan
cam ban dd & gan ban tay va gan ban chan; hep dng 18, thay @i thi lurc,
chéy nudc mé, so anh sang; mat phuong huéng, 1 1n, sang khodi;
viém {inh mach huyét khi, chéy mau cam, thay d8i méng.

1. Qué lidu va cach xip tri;

11.1. Qua lidu:

Lidu qua cao Calcium Folinat co thé vo higu hda tac dung hoa tri figu
clia cac chat dbi khang acid folic.

11.2. Céch xt tri khi dung thudc qua lidu;

Khong c6 diéu tri dac higu.

12. Théng tin v& dwoc Iy, 14m sang

12.1 Béc tinh dwgc Iy hoc:

Nhom duoe Jy: Thue gidi doc cée thude 6bi khang acid folic
Ma ATC: VO3AF03
Duyc Iy va co ché tac dung: o
Calcium Folinat (hay feucovorin calci) 4 dén chét clia acid tetrahydrofolic;
dang khi clia acid folic, 14 chat tham gia nhw mot abng yéii t6 cho phan
Gmg chuyén van mét carbon trong sinh téng hop purin va pyrimidin clia
acid nucleic. Sy suy giém thng hop thymidylat & ngwdi thiéu hut acid folic
g4y tong hop DNA khiém khuyét va gay thiéu mau nguyén hong ciu
khéng 18, Do c6 thé dé dang bién dbi thanh cac dAn chat khdc clia acid
tetrahydrofolic nén acid folinic 1a chat giai dc manh cho tac dung doc clia
cac chét dbi khang acid folic (nhw methotrexat, pyrimethamin,
trimethoprim) ca Ién qua trinh tao mau 1n trén 1e6i ndi mo. Trong mét sb
bénh ung thu, acid folinic tham nhap vao cac té bao va giai ol cac %
bdo binh thudng khoi tac dung déc cla cac chét déi khang acid folic tt
hon 12 c4c té bao u, do ¢6 sy khac nhau trong co' ché chuyén van qua
rang. Nguyén y nay 1a co sé cho ligu phap methotrexat lidu cao phéi
hop voi gidi cibu béng acid folinic. Acid fofinic ¢6 thé 1am mét tac dung
diéu tri va tac dung doc clia cac chét ddi khang acid folic, cac chét nay tre
ché enzym dihydrofolat reductase.
12.2 Béc tinh dwoc ddng hec:
In vivo, Calcium Folinat hap thu nhanh, nhiu va bién d8i thanh 5 -
methyltetrahydrofolat 14 dang van chuyén va di triv chinh cia folat trong
co' thé. Tong nbng do folat huyét thanh binh thuong thay ddi tiv 0,005 -
0,015 microgam/ml. Folat tap trung manh & dich ndo tly, ndng do binh
thwémg trong dich ndo tﬂy 1& 0,016 - 0,021 microgam/ml, Nong d6 folat
binh thwong trong hdng cAu I3 0,175 - 0,316 microgam/ml. Néi chung,
ndng @9 folat huyét thanh duwéi 0,002 microgam/ml thudng gay ra thibu
méu nguyén hdng ciu khéng 16. Sau khi tism b4p mot fidu 15 mg (7.5
mg/m?) cho nam gioi khde manh, thi dat ndng d¢ dinh folat huyét thanh
trung binh 0,241 microgam/ml trong vong 40 phit. Dign tich dwdi duong
cong néng dd thoi gian ciia folat trong huyét thanh (AUCs) sau khi tigm
mang thép hon 8% sau khi tiém vao co deita va thép hon 12% sau khi
tiém tinh mach hoéc udng. Acid tetrahydrofolic v& cac dén chét clia né
phan bd vao tat ca cc mo; khodng mot nira folat du trik cla cor thé &
trong gan. Thubc bai tiét qua nuoe tidu, chit yéu duéi dang 10 - formyl
tetrahydrofolat va §, 10 - methenyltetrahydrofolat. €6 bidu hign 14 chét
chuyén héa 5 - methyltetrahydrofolat dugc dy trr & than hon 13 5 - formyl
tetrahydrofolat (acid folinic).
13. Quy cach déng géi:
Hop 1 1o bdt dong khd pha tiém + 1 éng dung méi nirdre c&t 10ml.
Hp 10 lo bot dang khd pha tiem
14. Bidu kién bao quan, han dung, tigu chudn chat lwong ciia thude
14.1 Bidu kién bao quan: Noi kho, tranh anh sang, nhiét do khong qua
30%.
14.2 Han dung: 36 thang k& tir ngay san xuét. . e
14.3 Tidu chudn chat lwgng:
- Lo bot: Tidu chudin co st
- Ong dung mai (véi quy cach hop 1 I + 1 dng dung méi): DBVN
15. Tén, dja chi co' s& san xuat
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