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all-rac-ALPHA TOCOPHERYL ACETAT

Tap chit B: Téi da 1,5 %.

Téng tap chat C va D: Téi da 1,0 %.

Biit ky tap don nao khac: Méi tap chét tbi da 0,25 %.
Téng tét ca cdc tap chit: Téi da 2.5 %.

Bo qua cic pic c6 dién tich nho hon hodc bing dién tich
cia pic chinh trén sic ky dd cua dung dich déi chiéu (4)
(0,1 %).

Ghi chu:

Tap chét A: all-rac-trans-2,3,4,6,7-pentamethyl-2-(4,8, 1 2-trimethy!-
tridecyl)-2,3-dihydrobenzofuran-5-ol.

Tap chit B: all-rac-cis-2,3.4,6,7-pentamethyl-2-(4,8, | 2-trimethyl-
tridecyl)-2,3-dihydrobenzofuran-5-ol.

Tap chét C: 4-methoxy-2,3,6-trimethyl-5-[(all-RS,E)-3,7,11,15-
tetramethylhexadec-2-enyl]phenol.

Tap chat D: (all-RS,all-E)-2,6,10,14,19,23,27,3 1-octa-methyl-
dotriaconta-12,14,18-trien.

Pinh lugmg

Phuong phap séc ky khi (Phu luc 5.2). Diéu kién sc ky
nhu mo ta trong phan Tap chit lién quan.

Tién hanh sic ky dung dich thir (1) va dung dich d6i chiéu (1).
Tinh ham lugng phan trim C,oHs,0, dua vao ham lwong
cong b trén nhan cua a-tocopherol chuén.

Béo quan
Trong khi tro, tranh 4nh sang.

Loai thubc
Vitamin.

all-rac-ALPHA TOCOPHERYL ACETAT
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all-rac-Alpha tocopheryl acetat 1a 2,5,7 8-tetramethyl-2-
(4,8,12-trimethyltridecyl)-3,4-dihydro-2 H- 1-benzopyran-
6-yl acetat, phai chira tir 96,5 % dén 101,0 % C;,Hs;0s.

Tinh chit

Chét l16ng sanh nhu dau, trong, khéng mau hodc mau vang
hoi 4nh luc. Thyc té khdng tan trong nudce, dé tan trong
aceton, trong ethanol khan va trong cac diu béo.

Pinh tinh

C6 thé chon mot trong 2 nhém dinh tinh sau:

Nhom I: A, B.

Nhém II: B, C.

A. Phé hép thu héng ngoai (Phu luc 4.2) cuia ché phim
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phai phi hop véi phéd hip thy hdng ngoai ciia a-tocopheryl
acetat chuén,

B. Géc quay cyc: Tir -0,01° dén +0,01° (Phu lyc 6.4).
Hoa tan 2,50 g ché phim trong ethanol khan (TT) va pha
lo@ng thanh 25,0 ml vgi cing dung méi.

C. Phurong phép séc ky 16p mong (Phu lyc 5.4).

Ban mong: Silica gel Fs,.

Dung méi khai trién: Cyclohexan - ether (80 : 20).

Dung dich thir: Hoa tan khoang 10 mg ché phim trong
2 ml cyclohexan (TT).

Dung dich doi chiéu: Hoa tan khoang 10 mg a-tocopheryl
acetat chuén trong 2 ml cyclohexan (TT).

Cadch tién hanh: Chdm riéng biét 1én ban mong 10 pl mdi
dung dich trén. Trién khai sic ky cho dén khi dung méi di
dugc 2/3 chiéu dai ciia ban mong. Liy ban mong ra va lam
khé trong ludng khéng khi. Kiém tra ban mong duéi dén
tir ngoai & budc séng 254 nm. Vét chinh trén sic ky d6 cua
dung dich thir ¢6 vi trf va kich thudc twong ty vét chinh
trén sic ky db cua dung dich déi chiéu.

Tap chit lién quan

Phuong phap sic ky khi (Phu luc 5.2). Ding phuong phép
chuan hoéa dién tich pic.

Dung dich chudn néi: Hoa tan 1,0 g squalan (TT) trong
cyclohexan (TT) va pha loang thanh 100,0 ml véi cung
dung méi.

Dung dich thit (1): Hoa tan 0,100 g ché phdm trong 10,0 ml
dung dich chuin ndi.

Dung dich thir (2): Hoa tan 0,100 g ché pham trong 10,0 ml
cyclohexan (TT).

Dung dich déi chiéu (1): Hoa tan 0,100 g o-tocopheryl
acetat chuin trong 10,0 ml dung dich chuin ndi.

Dung dich déi chiéu (2): Hoa tan 10 mg ché phim va
10 mg a-tocopherol (TT) trong cyclohexan (TT) va pha
lodng thanh 100,0 ml bing cyclohexan (TT).

Dung dich doi chiéu (3): Hoa tan 10 mg chuén all-rac-o-
tocopheryl acetat dé dinh tinh pic (chira cac tap chit A, B,
E) trong cyclohexan (TT) va pha loang thanh 1 ml véi cling
dung mdi.

Dung dich déi chiéu (4): Pha loang 1,0 ml dung dich thir
(2) thanh 100,0 ml bing cyclohexan (TT). Pha loang 1,0 ml
dung dich thu dugc thanh 10,0 ml bing cyclohexan (TT).
Diéu kién sdc ky:

Cot mao quan, dai 30 m, duong kinh 0,25 mm, chét mang
poly(dimethyl)siloxan (TT) (bé day phim 0,25 pm).

Khi mang: Heli dimg cho séc ky khi.

Detector: Ion héa ngon lhra.

Nhiét d: Cét 280 °C; budng tiém va detector 290 °C.,
Téc do dong: 1 ml/min.

Ty I¢ chia dong: 1 : 100.

Thé tich tiém: 1 pl.

Cdch tién hanh:

Tién hanh sic ky dung dich thir (2) va cac dung djch d6i
chiéu (1), (2), (3) va (4).
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Tién hanh sic ky vdi thoi gian gip 2 1in thoi gian luu cia
all-rac-a-tocopheryl acetat.

Sir dung sic ky dd cua chuan all-rac-a-tocopheryl acetat
dé dinh tinh pic va sic ky d6 cua dung dich déi chiéu (3) dé
xac dinh cac pic cua céc tap chat A, B, D, va E.

Thoi gian luu trong dbi so véi all-rac-a-tocopheryl acetat
(thdi gian lwu khoang 15 min): Squalan khoang 0,4; tap chét
A khoang 0,7; tap chit B khoang 0,8; tap chit C khoang
0.9; tap chit D khoang 1,05 va tap chét E khoang 1,05.
Kiém tra tinh phi hop cua hé thong: Trén sic ky d6 cua
dung dich ddi chiéu (2), d6 phén giai giita pic cua tap chét
C va pic cua all-rac-a-tocopheryl acetat it nhét 14 3,5. Trén
sic ky d6 cua dung dich déi chiéu (1), dién tich cua pic
twong {mg véi tap chat C khong dugc 16m hon 0,2 % so véi
dién tich cua pic twong Ung véi all-rac-a-tocopheryl acetat.
Gioi han:

Cac tap chit A va C: Mai tap chit téi da 0,5 %.

Tap chit B: Téi da 1,5 %.

Tdng tap chit D va E: Téi da 1,0 %.

Bit ky tap don nao khac: mdi tap chét téi da 0,25 %.
Tong tit ca cac tap chat: Téi da 2,5 %.

Bo qua cac pic c6 dién tich nho hon hodc bing dién tich
ciia pic chinh trén sdc ky d6 cla dung dich déi chiéu (4)
(0,1 %).

Ghi chu:

Tap chét A: all-rac-trans-2,3,4,6,7-pentamethyl-2-(4,8,12-trimethy-
tridecyl)-2,3-dihydrobenzofuran-5-yl acetat.

Tap chit B: all-rac-cis-2,3,4,6,7-pentamethyl-2-(4,8, 12-trimethyl
tridecyl)-2,3-dihydrobenzofuran-5-yl acetat.

Tap chiét C: all-rac-a-tocopherol.

Tap chét D: 4-methoxy-2,3,6-trimethyl-5-[(all-RS.E)-3,7,11,15-
tetrametlrlylhexadec-Z-enyl]phenyl acetat.

Tap chat E: (all-RS,all-E)-2,6,10,14,19,23,27,31-octamethyl
dotriaconta-12,14,18-trien.

DPinh lwong
Phuong phép sic ky khi (Phy luc 5.2). Diéu kién sic ky

nhu mé ta trong phéan Tap chét lién quan.

Tién hanh sic ky dung dich thir (1) va dung dich déi chiéu (1).
Tinh ham lrgng phan trim C,,Hs,0; dwa vao ham lwong
cong bd trén nhin cia all-rac-a-tocopheryl acetat chuan.

Bdo quén
Tranh anh sang.

Loai thude
Vitamin.

NANG MEM VITAMIN E

La nang mém chira mdt trong cac dang vitamin E: d-
hodc dl-alpha tocopherol (CyHs00,); d- hodc dl-alpha
tocopheryl acetat (C;,Hs,0,).

Ché pham phai dap ung cac yéu cdu trong chuyén ludn
“Thudc nang” (Phu luc 1.13) va céc yéu cau sau day:

NANG MEM VITAMIN E

Ham lrgng vitamin E, tir 95,0 % dén 120,0 % so voi
lugng ghi trén nhan.

Pinh tinh

Dung djch thi cho alpha tocopheryl acetat (Dung dung cy
thuy tinh trdnh anh sang): Cén chinh xac mdt lugng thude
trong nang tuong img voi khoang 220 mg d- hoéc dl-alpha
tocopheryl acetat vao binh nén c¢6 niat mai 150 ml, cho
vao 25 ml ethanol (TT) dé hoa tan. Thém 20 ml hdn hop
g0m acid sulfuric (TT) va ethanol (TT) (1 : 7) va dun hdi
luu trong 3 h trong diéu kién tranh 4nh sang. Lam ngudi,
chuyén vao binh dinh mirc 200 ml rdi pha lodng bang hén
hop gbm acid sulfuric (TT) va ethanol (TT) (1 : 72) vira dit
dén vach va tron déu.

A. Chuan bj dung dich chira mot lugng thudc trong nang
tuong ung voi khoiang 10 mg alpha tocopherol trong
10 ml ethanol (TT) hoac dung 10 ml dung dich thir cho
alpha tocopheryl acetat, vira lic vira thém 2 ml acid nitric
(TT), dun néng khoang 75 °C trong 15 min s& xut hién
mau do sang hodc mau cam.

B. Chuan bi dung dich chira mét Irgng thudc trong nang
tuong Ung véi khoang 100 mg alpha tocopherol trong
50 ml ether (TT). Dbi véi alpha tocopheryl acetat, ldy 100 ml
dung dich thir cho alpha tocopheryl acetat vao binh gan
va thém 200 ml nuéc, chidt 1An dau véi 75 ml, roi véi
25 ml ether (TT), gop dich chiét ether viao mdt binh gan
khac. Thém vao dich chiét ether hoic dung dich ether &
trén 20 ml dung dich kali fericyanid 10 % trong dung dich
natri hydroxyd 0,2 M (TT) va lic 3 min. Rira 16p ether 4
14n, mdi 14n v6i 50 ml nudc, bd nude rira va lim khan dich
ether bang natri sulfat khan (TT). Bdc hoi dich ether trén
cach thity & p sudt giam hoic trong bau khi nito cho dén
khi con khoang 7 dén 8 ml rdi ngirng cung cép nhiét va dé
ether béc hoi trong khéng khi dén khi thu dwoc cin. Lap
tirc hoa tan cin trong 5,0 ml isooctan (TT) va tién hanh xac
dinh gbc quay cuc (Phu luc 6.4). Tinh goc quay cuc riéng
v6i C 14 ndng d6 (%) tocopherol trong dung dich dem thir
dugce x4c dinh tir phan Dinh lugng. Dang déng phan d- c6
goc quay cuc riéng khong nho hon +24°, dang dl- c6 goc
quay cuc riéng bang 0.

C. Trong phén Dinh lugng, théi gian luu cua pic chinh trén
sic ky d6 cta dung dich thir phai twong ng véi thdi gian
Iuru ctia pic chinh trén sic ky d6 cia dung dich chudn.

Pinh lwgng

Phuong phép séc ky 16ng (Phy lyc 5.3).

Pha dong: Methanol - nuwéc (49 : 1),

Dung dich thir: Cin va xéc dinh chinh xac khéi luong cia
20 nang. Ding mdt dao nhon hay dung cu khac m¢ cac
nang ra sao cho khong bi that thoat cic manh vo nang.
Chuyén toan bd luqng thuéc trong nang vao céc c6 mod
100 ml. Rira vo nang bing ether ethylic (TT) hoic n-hexan
(TT), 1am khé vo nang duéi dong khi néng cho téi khi
khong con ngtri thdy mii dung méi, 4é ngudi trong binh
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