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Ham lugng flunarizin, C,sH,4F,N,, tir 90,0 % dén 110,0 %
so véi lugng ghi trén nhén.

Pjinh tinh

A. Lic mét lugng bét vién trong img khoang 50 mg
flunarizin hydroclorid v6i 10 ml ethanol (TT) va loc. Léy
2 ml djch loc, thém 2 giot dung dich kali hydroxyd (TT)
6.5 %, tron déu, thém tiép 1 dén 2 giot dung dich kali
permanganat (TT) 0,02 M, mau tim bién mit.

B. Trong phan Pinh lugng, thoi gian Iwu cia pic chinh trén
sic ky @b cua dung dich thir phai twong tmg véi thoi gian
luu cua pic chinh trén sic ky d6 cua dung dich chuin.

C. Trong phén Pinh lugng, phd hap thu tir ngoai (Phu luc
4.1) cua dung dich thir phai cho cuc dai hép thu & cac budc
song 226 nm va 253 nm; cuc tiéu hép thu & cdc budc séng
221 nm va 234 nm.

D. Dich loc thu dugc ¢ muc Pinh tinh A phai cho phan ing
(A) cua ion clorid (Phu luc 8.1).

P9 hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gio quay.

Méi truong hoa tan: 600 ml dung dich acid hydrocloric
dugc pha nhu sau: Pha lodng 24 ml dung dich acid
hydrocloric 10 % (TT) thanh 1000 ml bang nudc.

Téc dé quay: 100 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Sau thoi gian hoa tan quy dinh, 14y mét phin dich hoa tan,
loc. Po d hap thu (Phu luc 4.1) cua dich loc & budc séng
253 nm, trong céc do day 1 cm, méu tring 13 méi trudong
hoa tan.

Tinh lugng flunarizin, C,¢H,¢F,N,, d4 hoa tan trong mai
vién theo A (1 %, 1 cm), ldy 439 1a gia tri A (1 %, 1 cm)
cua flunarizin hydroclorid & budc séng 253 nm.

1 mg flunarizin hydroclorid twong duong vai 0,8473 mg
flunarizin.

Yéu cau: Khong it hon 80 % (Q) lugng flunarizin, Cy6H,sF,N,,
so voi lugng ghi trén nhan dugc hoa tan trong 30 min.

Do déng déu don vi lidu

Pép img yéu cau caa Phu luc 11.9.

Phuong phap sic ky 1ong (Phu luc 5.3). Dung dich acid
hydrocloric, dung dich chuin, pha dong, diéu kién sic ky
va cach tién hanh nhu m6 ta & phin Dinh luong.

Dung dich thir: Cho 1 vién vao binh dinh mirc 100 ml, thém
5 ml ethanol (TT) va 5 ml dung dich acid hydrocloric, siéu
am dé hoa tan, dé ngudi, thém dung dich acid hydrocloric
dén vach, lic déu va loc. Pha lodng dich loc bﬁng dung
dich acid hydrocloric dé thu dugc dung dich co néng do
flunarizin khoang 10 pg/ml.

Dinh lugng

Phuong phap sic ky long (Phu luc 5.3).

Dung djch dém: Hoa tan 1,36 g kali dihydrophosphat (TT)
trong 1000 ml nudc, thém 4 ml triethylamin (TT), diéu
chinh dén pH 3,5 bang acid phosphoric (TT).

FLUOCINOLON ACETONID

Pha dgng: Methanol - dung dich dém (75 : 25).

Dung dich acid hydrocloric: Pha loing 24 ml dung dich
acid hydrocloric 10 % (TT) thanh 1000 ml bang nuoc.
Dung djch !htr Cén 20 vién, tinh khéi lugng trung binh
vién va nghlen thanh bt min. Can mét lugng bot vién
tuong ung khoang 10 mg flunarizin vao binh dinh mirc
100 ml, thém 10 ml ethanol (TT) va 5 ml dung dich acid
hydrocloric, siéu 4m dé hoa tan, 4 ngudi, thém dung dich
acid hydrocloric dén vach, lic déu va loc. Pha logng 5,0 ml
dich loc thanh 50,0 ml bing dung dich acid hydrocloric.
Dung dich chudn: Can chinh xdc mot luong flunarizin
chuén hoa tan trong 10 ml ethanol (TT, ) va pha loang bang
dung dich acid hydrocloric dé thu dugc dung dich c6 ndng
d9 flunarizin khoang 10 pg/ml.

Diéu kién sdc ky:

Cot kich thuéce (25 cm x 4,0 mm) dwoc nhdi pha tinh C
(5 pm).

Detector quang phd tir ngoai dit & buéc soéng 253 nm.

Toc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cia hé thong: Trén sic ky do cua
dung dich chuén, sb dia ky thuyét tinh trén pic flunarizin
khong nho hon 3000, d§ phan giai giira pic flunarizin va
pic tap lién ké (néu c6) khong nho hon 1,5.

Tinh ham luong phéan trim cia flunarizin, CygHacFoN>,
trong che pham dua vao dién tich pic flunarizin thu dugc
trén sic ky dd cua dung dich thir, dung dich chudn va ham
lugng ctia C,gHy6F,N, trong flunarizin chudn.

Béo quén
Trong d6 dung kin, tranh anh sang.

Loai thude
Thubc chen kénh calci.

Ham lrong thudong dung
5 mg.

FLUOCINOLON ACETONID

C24H30F206 P.tl: 452,5

Fluocinolon acetonid 1a 6a,9-difluoro-11p,21-dihydroxy-
16a,17-(1-methylethylidendioxy)pregna-1,4-dien-3,20-
dion, phai chia tir 97,5 % dén 102,0 % C,4H;oF,04, tinh
theo ché pham da lam khé.
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Tinh chit
Bot két tinh da hinh mau tring hofic gin nhu tring. Tan
trong aceton va ethanol khan, thyc té khdng tan trong nude
va heptan.

Dinh tinh

A. Phd hﬁp thy hong ngoal (Phu luc 4.2) cia ché phﬁm
phai phu hop vdi pho hap thy hdng ngoal cua fluocinolon
acetonid chuin. Néu pho héng ngoai ¢ trang thai rin cua
méu thir va mau chuén khac nhau thl hoa tan riéng e che
phﬁm va chuin trong ethanol (TT), béc hoi téi cén rdi tién
hanh ghi pho clia céin mi.

B. Trong phan Dinh lugng, thdi gian lwu cia pic chinh trén
sic ky d6 cua dung dich thir (2) phai tuong ung thdi gian
luru cua pic fluocinolon acetonid trén sic ky do cua dung
dich d6i chiéu (4).

Géc quay cyre riéng

Tir +100° dén +104°, tinh theo ché phim da lam khé (Phy
luc 6.4).

Hoa tan 0,100 g ché pham trong ethanol (TT) va pha lodng
thanh 10,0 ml v&i cing dung méi.

Tap chit lién quan

Phuong phép sic ky long (Phy luc 5.3). Tién hanh trong
diéu kién tranh anh sing va chuén bj cic dung dich ngay
audce khi dung.

Dung djch dém: Hoa tan 5,68 g dinatri hydrophosphat

khan (TT) va 3,63 g kali dihydrophosphat (TT) trong nudc,
a pha loang thanh 1000 ml v&i cing dung méi.

Pha djng A: Acetonitril - dung dich dém (28 : 72).

¥ha dong B: Nudc - acetonitril (40 : 60).

Hén hop dung méi: Acetonitril - nieée (20 : 80).

Dung dich thir (1): Hoa tan 20,0 mg ché phdm trong 20 ml

acetonitril (TT) va pha loang thanh 100,0 ml bing nuoc.

Dung dich thir (2): Pha lodng 1,0 ml dung dich thir (1)

thanh 10,0 ml bing hén hgp dung méi.

Dung dich dbi chiéu (1): Hoa tan 2 mg fluocinolon acetonid

chuan dung dé kiém tra tinh phi hgp cia hé théng (chira

céc tap chat H, J va K) trong 2 ml acetonitril (TT) va pha
lodng thanh 10,0 ml bing medc.

Dung dich déi chiéu (2): Hoa tan 2 mg fluocinolon

acetonid chuén dung dé dinh tinh pic (chira c4c tap chit D

va |) trong 2 ml acetonitril (TT) va pha loang thanh 10,0 ml

bang meoc. )

Dung dich doi chiéu (3): Pha lodng 1,0 ml dung djch thir

(1) thanh 100,0 ml bing hén hgp dung méi. Pha loding
1,0 ml dung dich thu dugc thanh 10,0 ml biang hdn hep

dung maéi.

Dung djch déi chiéu (4): Hoa tan 20,0 mg fluocinolon

acetonid chuén trong 20 ml acetonitril (TT) va pha lodng

thanh 100,0 ml bing nuée. Pha lodng 1,0 ml dung djch thu

dugc thanh 10,0 ml bang hdn hop dung méi.

Diéu ki¢n sdc ky:

Cot kich thuédce (25 cm x 4,6 mm) dugc nhdl pha tinh end-

capped octadecylsilyl silica gel ding cho sdc ky (5 pm),

504

DUGQC PIEN VIET NAM VI

Detector quang phd tir ngoai dit & buéc séng 238 nm.
Téc do dong: 1,0 mi/min.

Thé tich tiém: 40 pl.

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung mdi nhu sau:

\ Thi gian Pha djng A Pha djngB |
| (min) (% t/tt) (% ttt)

E 02 100 0

‘ 2-42 100 — 0 0 — 100

Tién hanh sic ky véi dung dich thir (1) va dung dich déi
chiéu (1), (2) va (3).

Sir dyng sic ky do cung cép kém theo fluocinolon acetonid
chuan ding dé kiém tra tinh phu hop cia hé théng va sic
ky d6 ctia dung dich déi chiéu (1) dé xac dinh pic cia cic
tap chat H, J va K. St dung séc ky do cung cdp kém theo
fluocinolon acetonid chuan ding dé dinh tinh pic va sic ky
5 cta dung dich déi chiéu (2) dé xac dinh pic cia cac tap
chdtDval.

Thoi gian luu twong ddi so véi fluocinolon acetonid (thdi
gian luu khodng 18 min): Tap chét D khoang 0,8; tap chat
H khoéng 0,90; tap chét I khoang 0,94; tap chit J khoang
1,05; tap chit K khoang 1,2.

Kiém tra tinh phti hop cua he thong: Trén sic ky dé cia
dung dich ddi chiéu (1), ty s6 dinh - hom (HP/H\,) it nhat
1a 5,0; trong d6 H, 1a chiéu cao dinh pic tap chat J so vai
duomg nén va H, lé chiéu cao tinh tir duong nén 1én dén
ddy hom giira pic tap chét J va pic fluocinolon acetonid.
Pé tinh ham lugng mdi tap chit, sir dung ndng do cua
fluocinolon acetonid trong dung dich di chiéu (3) va nhan
dién tich pic ciia tap chit K v6i hé sb hidu chinh 1a 1,3.
Gidi han: Trén sic ky d6 cua dung dich thir (1):

Tap chit K: Khong dugc qué 0,3 %.

Tap chat D, J: V&i mdi tap chét, khong duge qua 0,2 %.
Tap chét H, I: V&i mdi tap chét, khéng dugc qua 0,15 %.
Tap don khéc: Vi mbi tap chit, khong dugc qua 0,10 %.
Téng céc tap chit: Khéng dugc qué 0,7 %.

Bo6 qua céc tap chét c6 ham lugng bing hodc dudi 0,05 %.
Ghi chii:.

Tap chat D: 6a,9-difluoro-11B-hydroxy-16a,17-(1-methyl-
ethylidendioxy)-3,20-dioxopregna- 1,4-dien-21-al.

Tap chit H: 9-fluoro-11p,21-dihydroxy-16a,17-(1-methyl-
ethylidendioxy)pregna-1.4-dien-3,20-dion.

Tap chét I: 6a,9-difluoro-11p,21-dihydroxy-16a,17-(1-methyl-
ethylidendioxy)pregna-1,4,14-trien-3,20-dion.

Tap chét J: 6p,9-difluoro-11B,21-dihydroxy-16a,17-(1-methyl-
ethylidendioxy)pregna-1,4-dien-3,20-dion.

Tap chét K: 4,9-difluoro-11 B,21-dihydroxy-16a,17-(1-methyl-
ethylidendioxy)pregna- 1,4-dien-3,20-dion.

Miit khoi lwgng do 1am khd
Khéng duge qua 1,0 % (Phu luc 9.6).
(1,000 g; 105 °C; 3h).
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Dinh lrong

Phuong phép sic ky long (Phu luc 5.3). Diéu kién séc ky
va céc dung dich dugc mé ta trong phan Tap chét lién quan
véi thay doi nhu sau:

Tién hanh sic ky 20 pl dung dich thir (2), dung dich déi
chiéu (4).

Tinh ham lurgng phén trim cua C,4H,0F,04 trong ché phim
dua vao dién tich pic thu dugc trén sic ky dd cua dung
dich thir (2), dung dich dbi chibu (4) va ham lugng cua
C14H3oF,05 trong fluocinolon acetonid chuén.

Bdo quan
Trong d6 dung kin, tranh anh sing.

Loai thudc
Thudc chong viém steroid.

Ché phim
Kem, thudc md.

FLUOCINOLON ACETONID DIHYDRAT

CH,4
. 2H,0

C24H3D.F206.2H20 Ptl: 488,5

Fluocinolon acetonid dihydrat 1a 6a,9a-difluoro-11p,21-
dihydroxy-16a,17a-isopropylidendioxypregna-1,4-dien-
3,20-dion dihydrat, phai chia tir 96,0 % dén 104,0 %
C/uH;oFgOﬁ, tinh theo Ché phém khan.

Tinb chat

Bot két tinh mau tring hodc gin nhu tring. D& tan
trong aceton, tan trong ethanol tuyét ddi, hoi tan trong
dicloromethan va trong methanol; thuc té khong tan trong
nudce va hexan.

Pinh tinh

A. Phd hip thu héng ngoai (Phu luc 4.2) ciia ché phim
phai phi hgp véi phd hip thu hdng ngoai cia fluocinolon
acetonid dihydrat chuén.

B. Phuong phap sic ky 16p mong (Phu luc 5.4).

Bdn mong: Silica gel G. Tham uét ban moéng bing hdn
hop dung mai formam:d aceton (1 : 9) bing cach dit ban
mong trong binh kin, dé dung mdi chay 1én hét ban mong,
ldy ban mong ra, dé bay hét dung moi. Sur dung ban mong
trong vong 2 h va trién khai sic ky theo chiéu thim dung
moi.

FLUOCINOLON ACETONID DIHYDRAT

Dung méi khai trién: Toluen - cloroform - cyclohexan
(29 : 56 : 115).

Dung dich thir; Hoa tan 25 mg ché phim trong hén hgp
cloroform - methanol (9 : 1) va pha lodng thanh 10 ml véi
cung dung mdi.

Dung djch déi chiéu ( /). Hoa tan 25 mg fluocinolon
acetonid chuén trong hn hop cloroform - methanol (9 : 1)
va pha loang thanh 10 ml véi ciing dung moi.

Dung dich déi chiéu (2): Trén 1,0 ml dung dich thir va
1,0 ml dung dich déi chiéu (1).

Cdch tién hanh: Cham riéng biét 1én ban mong 5 pl mdi
dung dich trén. Trién khai sic ky t&i khi dung méi di dugc
15 cm. P& dung méi bay hoi, siy ban mong & 120 °C trong
15 min va phun dung djch acid sulfuric 20 % trong ethanol
(TT), tiép tuc sdy & 120 °C trong 10 min, dé ngudi va quan
sat dudi anh sang ban ngay hoic 4dnh sang tir ngoai & budc
soéng 365 nm. Vét chinh trén sic ky dd cia dung dich thir
phai trong ty v&i vét chinh trén sic ky dd cua dung dich
@i chiéu (1) vé vi tri, mau sic va kich thudc. Dung dich
dbi chiéu (2) chi cho 1 vét chinh.

C. Tién hanh sic ky 16p mong theo céc diéu kién cta phép
thir B.

Dung dich thir: Hoa tan 10,0 mg ché pham trong 1,5 ml
acid acetic bang (TT) trong binh gan, thém 0,5 ml dung
dich crom (VI) oxyd 2 % va dé yén 30 min. Thém 5 ml
nuée va 2 ml dicloromethan (TT) va lic manh trong 2 min.
D& yén cho phén 16p va ding 16p dudi.

Chuin bi dung dich d8i chiéu nhw Dung dich thir nhung sir
dung 10 mg fluocinolon acetonid chuin.

Goc quay cyc riéng o

Tix +92° dén +96°, tinh theo ché pham khan (Phu lyc 6.4).
Chuén bi dung dich 1 % ché pham trong /,4-dioxan (TT)
dé do.

Db hip thy 4nh sing

Hoa tan 15,0 mg ché phim trong ethanol (TT) va pha lodng
thanh 100,0 ml véi cung dung méi.

Pha loang 10,0 ml dung dich thu dwgc thanh 100,0 ml
bang ethanol (TT). Dung dich thu dugc c6 do hép thy riéng
A(1 %, 1 cm) & budc song cuc dai 239 nm tir 345 dén 375,
tinh theo ché phim khan.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3). Tién hanh tranh
anh séng.

Pha djng: Acetonitril - nuoc (45 : 55).

Dung djch thir: Hoa tan 25,0 mg ché pham trong acetonitril
(TT) va pha lodng thanh 10,0 ml vé&i cing dung méi.
Dung dich dsi chiéu (1): Hoa tan 2,5 mg fluocinolon
acetonid chuén va 2,5 mg triamcinolon acetonid chuin
trong dung dich acetonitril 45 % (kl/tt) va pha loang thanh
10,0 ml vi cung dung moi.

Dung dich déi chiéu (2): Pha loing 1,0 ml dung dich thir
thanh 100,0 ml béng aceronitril (TT).
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