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Mecobalamin 500 pg/m/
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Please read the package insert.

Storage:
Store below 30C. Protect from light.

Keep out of reach of children.

Read carefully the instruction before use.

Manufactured by:
Nipro Pharma Corporation Ise Plant

647-240, Ureshinotengeji-cho, Matsusaka-shi,

Mie, Japan

Under license of:
Eisai Co, Ltd.. Tokyo, Japan

Imported to Thailand by:
Eisai (Thailand) Marketing Co., Ltd.
Bangkok, Thailand

H1BUAT Y
Reg. No. TH 1C 344/33

Myan YYYYYYYYYY
VN-XXXXX-XX

Indications, dosage and administration, contraindications, preca

Methycobal® Injection SO0
Mecobalamin 500 pg/ml.

Dung dich tiém. Buong ding: Tiém biip,
tiém tinh mach. Hop 10 dng x 1 ml.

SBK: VN-XXXXX-XX. Chi dinh, ching
chi dinh, liéu dung, cach diing, thin trong va
cde théng tin khéc: xin doc trong & hudng
dén sir dung keém theo. $616 SX, NSX, HD:
xem “Lot”, “Mfg.”, “Exp.” trén bao bi. Bao
quan dudi 30°C. Tranh dnh sang.

DE xa tim tay tré em. Doe ky hwéng din
str dung trude khi dang,

San xuit béi: Nipro Pharma Corporation Ise
Plant,  647-240,  Ureshinotengeji-cho,
Matsusaka-shi, Mie, Nhit Ban.

Theo gidy phép cia: Eisai Co., Ltd., Tokyo,
Nhit Bin

Nha nhéip khiu: Céng ty TNHH Mét Thanh
Vién Vimedimex Binh Duong, S6 18 L1-2
| VSIP 1I, Dudng s6 3, KCN Viét Nam-
Singapore 2, Phuamg Hoa Pha, Thanh phd
Thi Diu Mét, Tinh Binh Duong,
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| miection 5004 |
Mecobalamin 500ug / mi
{Light=sensitive}
Manutactured by
Nipro Pharma Corp. Ise Plant
Undzr license of: Eisal Ca., Ltd.
Lot

Exp.

Each ampule (1ml) contains 50049 of mecobalamin.
Hold ampule's body, pull the @-marked ed?e @down(})@up(t)

and (3) remove (). Grasp ampule and pull without twisting.
Tml :
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Manufactured by:

Store below 30C. gt gg:rpolmarma Corporation
Protect from light. Mig. Under license of:
Eisai Co., Ltd., Tokyo, Japan
Exp. 1A-] BKK
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Thudc diéu tri cdc bénh Iy thin kinh ngoai bién

]MeﬂzycobaI@ Injection 500 ug

<Ché pham Mecobalamin>

Thong bao ngay cho bac si hoiic dugc sinhiing
tdc dung khéng mong mudn gip phai khi sir
dung thude.

Thuoc nay chi ding theo don ciia béc si.

Methycobal 1a mdt ché pham Mecobalamin, dang
coenzym cua vitamin By, cé trong mau va dich ndo
tiy, dugc bao ché bai cong ty dugc pham Eisai
Co., Ltd. Hoat chat nay duoc van chuyén vao mb
than kinh cao hon cac dang khac cta vitamin Ba.
Theo co ché sinh héa, Mecobalamin tang cudng
chuyén héa acid nucleic, protein va lipid théng qua
cic phan tmg chuyén nhém methyl, Vé mat duge 1y
hoc, Mecobalamin ¢6 tac dung phuc hdi nhitng mé
than kinh bi tén thuong va ngan chin sy din truyén
cic xung than kinh bt thuong.

Mecobalamin thic diy qua trinh truong thanh va
phén chia cta nguyén héng ciu, tdng hgp heme, do
dé co tac dung diéu tri cac bénh canh thiéu mau.

Vé mit lam sang, Mecobalamin ¢6 tac dung diéu trj
céc bénh nhan thiéu mau hdng ciu khéng 15, bénh
ly than kinh ngoai bién nhu viém day thin kinh do
tiéu duong va viém da day than kinh.

Methycobal 1a ché phdm vitamin B> dugc ching
minh cé hiéu qua 14m sang bing nhimg nghién ctru
mu doi.

Thanh phin

Methycobal Injection 500 ug la dung dich mau do
trong suot.

M&i 6ng tiém (1 ml) chira 500 ug Mecobalamin va
50 mg chat phu gia D-manitol.

Danh sich ta duge:
D-manitol, nude pha tiém.

Dang bao ché
Dung dich tiém.

Chi dinh
Céc bénh Iy than kinh ngoai bién
Thi¢u mdu hong cau khong 16 do thiéu vitamin By.

Chong chi dinh )
Bénh nhén cé tién sir qua man voi Mecobalamin
hay vdi bat ky ta dugce nao cua thude.

Liéu lugng va cich ding
Puong ding: Tiém bip, tiém tinh mach.
Bénh Iy thin kinh ngoai bién

Liéu théng thuong dbi véi ngudi 16n 1a mot dng
(500 ug Mecobalamin), tiém bip hodc tinh mach,
ba lan mot tuln.

Liéu diing nén dugc chinh tiy theo tudi bénh nhén
va mire do tram trong cua cdc triéu ching.

Thiéu mau hong ciu khéng 1

Liéu thong thuomg dbi véi ngudi 16n 1a mét dng
(500 ug Mecobalamin), tiém bip hodc tinh mach,
ba 1an mot tudn. Sau khoang 2 thang diéu tri, lidu
nén giam xudng thanh lidu duy tri & mic tir 1 dén 3
thang tiém nhic lai mot 6ng.

Thén trong

(1) Taec dong khi ldi xe va vin hanh mdy mée
Duya trén cac ddc tinh duge lyc hoc va cic bio
cdo vé tac dung khéng mong mudn, khong
chic 1a Methycobal lam suy giam kha ning lai
xe hodc str dung may moc.

(2) Than trong khi st dung

1) Methycobal dé bi anh sang phan hay. Sau
khi m& ong can phai ding ngay va chu y
khong dé anh sang chiéu truc tiép vao éng
thudc.

2) Khi tiém bép nén tuin theo nhitng chi din
sau ddy dé tranh ton thuong mé va ddy than
kinh tai chd:

a) Khong nén tiém nhiéu 1dn vao mot chd
va diéu nay phai dugc dac biét chi y
khi tiém cho tré so sinh va tré nho.

b) Khdng nén tiém tryc tiép vao dudng di
ctia ddy than kinh.

¢) Néu bénh nhan kéu dau nhiéu hodc
thdy mau trao nguoc vao dng tiém sau
khi cim kim thi cn rat ra ngay va
tiém vao mét chd khac.

3) Ong tiém Methycobal 1a loai dng c6 “mét
didm cir”. Dlem cat ong tiém nén dugc lau
bang béng tim cdn trude khi bé ng tiém.

(3) Qua licu
Dén nay chua cé kinh nghiém vé qua liéu c6
chu y.
Thude giai doc dic hiéu chua dugce biét.

Sir dung cho phu nir ¢6 thai va cho con bu

Phu nit ¢o thai

D& an toan ctia Methycobal trong khi ¢6 thai chua
dugc xac dinh. Chi nén ding thudc ndy cho bénh
nhdn ¢é thai hodc nhitng phu nir nghi ngd dang céd
thai néu lgi ich diéu tri du tinh hon hén bit ky nguy
o nao cé thé xay ra.

Phu nit cho con bu
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Mac di cic nghién ctu tién 1am sang cho thdy
Methycobal cé thé duge truyén qua sira me, kinh
nghiém con ngudi cho dén nay cho thiy ring anh
huéng ciia Methycobal dugc bai tiét qua sita c6 thé
[ rdt nho néu liéu sir dung cho phu nit cho con bi
nam trong lidu ding duge duyét.

Tuong tic thudc va nhiing dang tuong tic khic
Nong dé trong huyet thanh c6 thé giam khi ding
dong thoi véi thude tranh thai duong udng.
Cloramphenicol ¢6 thé lam giam tac dung cua
Methycobal trong bénh thiéu mau.

Tic dung khéng mong mudn

(D

)

Cic tac dung khong mong mudn ¢6 ¥ nghia
lam sang (khong rd tin suit)

Sbc phén v¢

C6 thé xay ra sdc phan vé nhu giam huyét ap
hoac khé thé. Bénh nhan can dugce theo ddi
can than. Khi xay ra cdc triéu chimg trén,
ngimg ding thudc ngay 1p tirc va c¢6 cac bién
phép diéu tri thich hop.

Bang danh sich cic tic dung khing mong
muén

Nhém co | <0,1% Khong ré
quan hé tan suit
thong

Rbi loan hé Sdc phan vé ?
mién dich

Réi loan toan | Cam giac | Pau/ Xo cing
than va tinh | néng tai chd tiém
trang tai chd bip

tiém

R&i loan da | PhatbanV Tang tiét mo
va md dudi héi

da

Réi loan hé | Nhic dau

thén kinh

1) Khi cé cédc triéu chirng trén, ngirmg sir dung

Methycobal.

2) Khi ¢é cac triéu ching trén, nging sir dung

Methycobal ngay lap tire va c6 cdc bign phép
diéu tri thich hgp.

Duge Iy hoe
Dugc luc hoe

1.

Mecobalamin 12 mgt loai coenzym vitamin
Blz l’l@l sinh

Mecobalamin giir vai trd quan trong trong viéc
chuyén methyl nhu mét coenzym trong su
tdng hop methionin tir homocystein.

Ting cudng sy chuyén héa acid nucleic,
protein va lipid

Thuc nghiém vdi cac dong té bao ndo chudt da
cho thdy Mecobalamin, bing cich hoat dong
nhu la mdt coenzym trong qua trinh tao
methionin tr homocystein, di tham gia vao
qua trinh téng hop thymidin tir deoxyuridin, va

tang cudng tong hop ADN va ARN. Céc thyc
nghiém trén t& bdo than kinh chudt cho thiy
Mecobalamin tang cudng téng hop lecithin,
mot thanh phan chu yéu cuia bao myelin.h?

Puge van chuyén hiéu qui vao mé cua té
bao than kinh va cai thién cdc réi loan
chuyen héa

Thuc nghiém trén chudt cho thidy Mecobala-
min, mot dfmg déng cua vitamin Bz ¢ chira
nhém CHs, cé nong d¢ cao trong mau va dich
ndo tuy, duge van chuyén vao trong cac tiéu
thé ciia té bao than kinh manh hon va nhiéu
hon so véi CN-Bj2 (cyano-cobalamin). Thuc
nghiém trén cac t€ bao thin kinh toa & chudt
dd dugc gy bénh tidu dudng cho thdy Meco-
balamin giup duy tri chirc nang sgi truc béng
cdch tang cudng tong hop cac protein 1 thanh
phin céu tric chinh cia soi truc va binh
thuong héa tde do din truyén xung thin kinh
clia cdc protein nay trong sgi truc.? ¥

Phuc hdi cic ton thuong diy thin Kinh trén
mé hinh bénh thin kinh ngoai bién thuc
nghiém

Céc thyc nghiém bénh ly hoc thin kinh va
dién sinh 1y cho thay Mecobalamin ngan chan
sur thoai héa soi than kinh & chudt va tho duoc
gy bénh than kinh ngoai bién thuc nghiém
banb cac thuoc nhu adriamicin va vincristin,
hoic gdy tiéu duong thuc nghiém bing
streptozotocin. Hiéu qua cua Mecobalamin
ddng thai duge nghién ctru trén md hinh chuét
lang duogc giy liét mat do chén ép ddy thin
kinh. Qud trinh phuc hdi dugc danh gia théng
qua phan xa chdp mit, xung dién co va khao
sat mo hoc. Hiéu qua diéu tri cia nhém ding
Mecobalamin ciing dat hiéu qua tuong tu nhu
nhém dung steroid trong vi¢e thuc ddy qua
trinh hoi phuc ciia mé than kinh bj ton thuong
do liét. o7

Uc ché céc xung thén kinh bat thuong do
kich thich cia mé thin kinh

RéE trude va ré sau cla day. than kinh tay song
dugc cit roi khoi tuy song éch va dugc ndi véi
ddy than kinh toa. Kich thich dién vao dau
dudi ctia day than kinh dd dugc ngam trong
dung dich Ringer va L ghi lai hi¢u di¢n thé hoat
dong & ré trudc va ré sau cla tiy song Sau do
hoa tan DBCC, OH-B ), CHs-Bp lan lugt vao
dung dich Ringer trén & nong do 500 pg/ml va
so sanh tac dyng trc che clia cac chit nay débi
v6i cac xung din truyén bit thuong. Két qua
cho thiy tac dung trc ché cdc xung kich thich
than kinh ctia Mecobalamin (CH;-B2) 1a manh
nhit.®

Cii thién tinh trang thiéu mau nho qui
trinh thic ddy truong thanh va phén chia
ciia nguyén hong ciu
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Mecobalamin ting cudng téng hgp acid
nucleic trong tly xuong, cling nhu sy trugng
thanh va phéan chia coa nguyén hong cau, két
qua la gia tang sé luong hong cau. Piéu tri
bing Mecobalamin cho thay ¢6 tic dung h01
phue nhanh cac chi s6 nhu: sb lugng hdng ciu,
hemoglobin va hematocrit & chuét thiéu mau
do thiéu vitamin B..

Duge dong hoc

L.

Dung liéu duy nhit

Khi ding CH; - B2 lidu duy nhét 500 pg tiém
bap hogc tiém tinh mach cho ngudi I6n khoe
manh, thoi gian dé dat néng d6 vitamin By
toan phin cao nhét trong huyét thanh (Tmax)
12 0,9 + 0,1 gio sau khi tiém bip va ngay lap
tirc dén 3 phat sau khi tiém tinh mach, va
lwong ting vitamin By, toan phan téi da trong
huyét thanh (ACpnax) 12 22,4 £ 1,1 ng/ml sau
khi tiém bép va 85,0 + 8,9 ng/ml sau khi tiém
tinh mach.

Dién tich dudi dudmg cong nong do - thoi gian
trong mau (AAUC) 1a 204,1 £ 12,9 gid.ng/ml
sau khi tiém bép, va 358,6 + 34,4 gid.ng/ml
sau khi ti€m tinh mach

Mit khéc, ty 1& gin cua thubc véi protein
huyét tuong gia ting gidng nhau gilta hai
nhém sau 144 gidr sir dung thude.

(ng/ml)
100,

‘ o—e 500 pg tiém tinh mach(Mean + SE., n=12)
f ©-=C 500 g tém bAp (Mean + S.E. n-12)

501

Ndng dé vitamin B., toan phén trong huyé1 thanh

Thdi gian sau khi tiém

2. Ding liéu I3p lai

Tiém tinh mach CHs-Bj» & lidu 500 pg/ngay
cho ngudi 1dn khoe manh trong 10 ngay lién
tuc, nong dd vitamin Bz toan phan trong huyét
thanh do duoc trude mdi lan tiém (ACmin) ting
Ién theo ngay tiém. Sau khi tiém 2 ngay, nong
dd vitamin By, toan phdn trong huyét thanh
ting lén la 5,3 + 1,8 ng/ml, khoang 1,4 lin so
vGi ndng dd sau 24 giv (3,9 £ 1,2 ng/ml). Sau
khi ti€ém 3 ngay, néng d{)‘téng lén la 6,8 £ 1,5
ng/ml hay bang 1,7 lan néng d¢ sau 24 gid va
nong do nay duge duy tri cho tdi liéu cudi
cling.”

Nghién ctru 1dm sang

1.

Hi¢u qua ldm sang

Céc nghién clru mu déi cho thidy CH;-Biz ¢
hiéu qua ddi voi bénh thin kinh ngoai bién khi
danh gid su cai thién chung cua cic triéu
chu‘ng Cac nghién ctru mu doéi cling cho théy
viéc dung dudong tiém tinh mach va tiém bép
déu mang lai hiéu qua ngang nhau.'®1h

Tic dung khéng mong mudn va nhirng bién
dbi tri s6 cdn 1am sang

Tic dung khong mong mudén do ding
Methycobal di gap & 5 trong sb 1.864 bénh
nhan (0,27%). Tac dung khéng mong mudn chu
yéu 1a phat ban da 2 ca (0,11%). Khong ghi
nhin trudng hop nao c¢é su bién ddi céc tri sé
can lam sang khi diéu tri bang Methycobal.
Cic tac dung khong mong mubn khéc
Khéng nén ding thudc kéo dai nhiéu théang néu
khong thdy su dap ung 1am sang dang ké doi
Véi cac bénh nhan thiéu méu hdng ciu khong 16
do thiéu vitamin B, hodc bénh Iy than kinh
ngoai bién.

. - A ~ 5
Nghién ciru tién l1dm sang

1.

Phan phéi

Sau khi tiém tinh mach 24 gi¢& 3"Co-CHs-Bi
(Mecobalamin gin coban) & lidu 10 pg/kg cho
chudt, hoat tinh phdng xa coban dugc phat hién
v6i ndng dd cao theo thir ty giam dan & cic co
quan: than, tuyén thugng thén, rudt, tuy@;n tuy,
tuyén yén va nong do phong xa tuong doi thap
hon & mat, tly song, nio va co.

I3

[y

B Sbey
bty (gi0)

0 12 24 48 144

2. Poc tinh cAp LDs (tinh bing mg/kg cin
ning)
Vit thi nghiém Tiémtinh | Pudng ubng
mach
Chudt nhat > 666 > 1.000
Chudt cong > 333 > 500
Tho > 60 B
Ché sin  chan > 200 =
ngan

3. Doc tinh ban cip

Tiém tinh mach Mecobalamin cho ché sin
chan ngin & liéu 0,5 ; 5 ; 50 mg/kg/ngady trong
90 ngay lién tuc. Nhung thay ddi vé tong trang
chung nhu cdn nang, mau va trong lugng cac
tang déu khong dang ké & ca ba nhém dung lidu
khac nhau. V& md bénh hoc, khi quan sat bang
kinh hién vi quang hoc va kinh hién vi dién ti,
cho thay c6 sy tang bach cu ua acid va thé tiéu
bao cla cac té bao biéu md dng than gan &
nhém dung lieu 50 mg/kg/ngay. Khong phat
hién c6 su thay dbi nao & céc co quan khéc.
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4. Dée tinh trudng dién
Tiém tinh mach Mecobalamin cho ché sin
chan ngén & lidu 0,5 ; 5 ; 50 mg/kg/ngdy trong
12 thang lién tuc. Nhitng thay doi vé tong trang
chung nhu can nidng, mau va trong lugng cic
tang déu khong déng ké & ca ba nhém ding liu
khdc nhau. V& md bénh hoc, khi quan sét bing
kinh hién vi quang hoc va kinh hién vi dién ti,
cho thiy c6 sur tang bach ciu ua acid va the tiéu
bao ctia cic t& bao biéu md éng than gin &
nhom ding liéu 5 mg/kg/ngay hodc cao hon. G
nhém ding lidu 50 mg/kg/ngay thiy c6 su ting
thé tiéu bio mao mach tiéu cau va té bao
kiipffer ¢ gan.

5. Nghién ciru vé sinh sdn
Tiém tinh mach Mecobalamin & liéu 0,5 ; 5
50 mg/kg/ngdy cho chudt cong trude khi mang
thai, trong giai doan sém cua thai ky, giai doan
hinh thanh cdc tang, giai doan chu sinh va cho
con bu. Khong cé mét ddu hiéu bat thuong hay
di dang ndo dugc phat hién & bao thai va cdc
chudt mdéi sinh.

M tia dugc hoc

1. Methycobal Injection 500 ug
Methycobal tiém la mét dung dich mau do
trong sudt, chira trong dng tiém mau nau (loai
ong cd mét diém cit)
pH: 5,3 -7,3
Ap suit thdm thiu (so v&i dung dich nudc
mubi sinh 1y): # 1

2. Dic tinh 1y héa cia hoat chit
Tén hoat chét : Mecobalamin
Tén hoa hoc

Co - methyl - cobamid

Céng thire phéan tir: Cs3 Hoi CoN 3014 P
Trong lugng phan tor : 1.344,40

NH:COCH:CH: CHa CHa
NH:COCH, % NH:COCH:

- CH2CH2LONH:

NH2COCHa
H'C; CHs  CH:CH:CONH: H
: H 91{0 s
CHaCHzCONHCHz——C—G-—P

CH:OH
CH.s 0

Mecobalamin tdn tai tu nhién duéi dang tinh thé
mau do sim hodc bt tinh thé, khéng mui,
khong vi, it tan trong nudc, methanol va ethanol
va hdu nhu khdng tan trong aceton, ether va
chloroform. Thudc hit am va bi 4nh séng phén
huy. g

: - (5,6-Dimethylbenzimidazolyl)-

Quy cach dong goi
Hép 10 6ng x 1 ml

Han ding
36 thang ké tir ngay san xuat.

Bdo quin va sir dung

1) Thin trong: Cic ong tiém Methycobal duge
dong goi trong cdc bao bi dé mé va bao vé
chong anh sang (LPE) dé bao vé an toan trong
thoi gian bao quan, do dé chi ldy éng thudc ra
khoi hop LPE ngay trudce khi dung,

2) Bio quan: Bao quan dudi 30°C. Tranh anh sang.

3)Ngay hét han: Thubdc nay chi duge sir dung
truge ngay hét han ghi trén nhin v hop
thude.

Tai liéu tham khio

1) Nakazawa, T.el al.:
MBL-0044

2) Kuroiwa, Y.: Nervous systems and Methy B>
(Kyowa Kikaku Tsuushin 54, 1981) MBL-0679

3) Kuroiwa, Y: Nervous systems and Methy Bz
(Kyowa Kikaku Tsuushin 23, 1981) MBL-0680

4) Takenaka, T. et al.: Prog. Med., 2: 1759 (1982)
MBL-0313

5) Onishi, A. et al.: Jpn. J. Clin. Pharmacol.,
10:247 (1979) MBL-0037

6) Fujita, H. et al.: Pract. Otol. (Kyoto), 77:1241
(1984) MBL-0423

7) Onishi, A. et al.: Jpn. J. Clin. Pharmacol.,
18:387 (1987) MBL-0571

8) Takeshige, C. et al.: Vitamin, 44:272 (1971)
MBL-0041

9) Ogawa, T.
MBL-0652

10) Kameyama. M. et al.: Jpn. . Clin. Exp. Med.,
49, 1967 (1972) MBL-0142

11)Maruyama, S. et al.: Jpn. J. Clin. Exp. Med.,
66, 995 (1989) MBL-0651

Vitamin, 42:193 (1970)

et al.: Vitamin, 63:123 (1989)

San xuiét boi:

Nipro Pharma Corporation Ise Plant
647-240, Ureshinotengeji-cho, Matsusaka-shi,
Mie, Nhét Ban

Eisai Co., Ltd.
Tokyo, Nhit Ban

Theo gidy phép cia:

Ngdy xem xét sira di,
cdp nhit lai ndi dung
hu'cmg dan s dung
thuas
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