BAN BO SUNG DBVN V

FLUOCINOLON ACETONID

BAN DV
Thé tich tiém: 20 pl.

Cach tién hanh:

Tién hanh sic ky véi dung dich thir va dung dich dbi
chié“ (2). )

Tién hanh sic ky véi thoi gian gép 2 1an thi gian lwu coa
fenofibrat.

Sir dung sic ky d6 cua dung dich d6i chiéu (2) dé xac dinh
pic cua tap chat A, B vaG.

Thoi gian hwu trong ddi so véi fenofibrat (thoi gian luru
khoang 10 min): Tap chit A khoang 0,34; tap chit B
kj]oang 0,36; tap chat G khoang 1,33.

Kiém tra tinh phu hop cua hé thong Trén sic ky do cua
dung dich doi chiéu (2), do phén giai giira pic cta tap chat
A va pic cua tap chat B it nhét 12 | 8

Gidi hgn Trén sic ky dd thu dugc cua dung dich thir:

Tap chat A, B: V&i mdi tap chat, dién tich pic khong duoc
lén hon 1,5 lan dién tich p1c twong g thu duge trén sic
ky do cna dung dich dbi chiéu (2) (0,15 %).

Tap chat G: Dién tich pic tap chit G khong duge Ién hon
dién tich plC twong {mg thu dugce trén sac ky do cua dung
dich déi chiéu (2) (0,2 %}

Tap chéit khéc: Vé&i mdi tap chét, dién tich pic khéng dugc
I6n hon di¢n tich pic fenofibrat trén sic ky 6 cua dung
dich ddi chiéu (2) (0,10 %).

Tong dién tich pic cua tat ca cac tap chit khong dwgc 1on
hon 5 lan dién tich pic fenofibrat thu duogc trén sic ky db
cia dung dich ddi chidu (2) (0.5 %).

Bé qua nhitng pic ¢é dién tich nhd hon 0,5 14n dién tich
pic fenofibrat thu duoc trén sic ky d6 cta dung dich doi
chiéu (2) (0,05 %).

Ghi chii:

Tap chat A: (4-clorophenyl)(4 hydroxyphenyl)methanon.

Tap chat B: Acid 2-[4-(4-clorobenzoyl)phenoxy]-2-methyl-
propanoic (acid fenofibric).

Tap chat C: (3RS)-3-[4-(4-clorobenzoyl)phenoxy]-butan-2-on.
Tap chat D: Methyl 2-[4-(4-clorobenzoyl)phenoxy]-2-methyl-
propanoat.

Tap chét E: Ethyl 2—[4—(4-clor0benzoyl)phenoxy]—2-mclhyl-
propanoat.

Tap chét F: (4-clorophenyl)[4-(1-methylethoxy)-phenyljmethanon.
Tap chiat G: 1-methylethyl 2-[[2-[4-(4-clorobenzoyl)-
phenoxy]-2-methylpropanoyl]oxy]-2-methylpropanoat.
Céc halogen bié¢u thi bﬁng clorid

Khéng duoc qua 100 phan tri¢u (Phu luc 9.4.5).

Dung dich S: Hoa tan 5,0 g ché pham trong 25 ml nwde cat
va lam néng ¢ 50 °C trong 10 min. Dé nguéi va pha loang

thanh 50,0 ml vé&i miede cat. Loc.
Thém 10 ml nwece cat vao 5 ml dung dich S va tién hanh thur.

Sulfat

Khong dugc qua 100 phén tri¢u (Phu lyc 9.4.14).
Dung dung djch S dé thur.

Miit khoi lwgng do 1am khé
Khéng duge qué 0,5 % (Phy luc 9.6).
(1,000 g; chan khong; 60 °C).

Tro sulfat
Khéng duge qua 0,1 % (Phy luc 9.9, phuong phép 2).
Dung 1,0 g ché phém.

Pinh lrgng

Phwong phap sic ky long (Phy luc 5.3). Diéu kién sic ky
duge md ta trong phan Tap chat lién quan.

Tién hanh séc ky v&i dung dich thr va dung dich déi chiéu (1).
Thé tich tiém: 5 pl.

Kiém tra tinh phu hep cua h¢ lhéng Trén sic ky d6 cua
dung dich ddi chiéu (1), do 1éch chuan twomg déi cia dién
tich pic fenofibrat thu dugc sau 6 lan tiém 13p lai khong
duge qua 1,0 %.

Tinh ham lugng phén trim cua C20Hy CIO, trong ché phim
dua vao dién tich pic thu dugc trén sac ky do cua dung dich
thir, dung dich ddi chiéu (1) va ham lugng ctia CyH,,ClO,
trong fenofibrat chuén,

Bdo quan
Tranh 4nh sang.

Loai thudce
Diéu hoa lipid mau.

Ché phim
Vién nén, nang.

FLUOCINOLON ACETONID

C,H;0F,04 P.t.1: 452,5

Fluocinolon acetonid la 6a,9-difluoro-1103,21-dihydroxy-
16a,17-(1-methylethylidendioxy)pregna- 1 ,4-dien-3,20-
dion, phai chia tir 97,5 % dén 102,0 % CaHyoF,0,, tinh
theo ché phim da lam kho.

Tinh chit

Bot két tinh mau trang hodc gan nhur tring, da hinh. Tan
trong aceton va ethanol khan, thyc té khong tan trong nudc
va heptan.

Pinh tinh
A. Pho hap thy héng ngoai (Phu luc 4.2) cia ché phim

phai phi hop vai phé hdp thy hong ngoai cua fluocinolon
acetonid chuan.
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FLUOCINOLON ACETONID

Néu pho hong ngoai ¢ trang thai rin ciia mau thir va mau
chuén khac nhau thi hoa tan neng ré (.he pham va chuén
trong ethanol (TT), boc hoi t6i cin rdi tién hanh ghi pho
cua cin méi.

B. Trong ph?m Binh lugng, pic chinh trén sic ky do cua
dung dich thir (2) phai c6 thdi gian luu twong ty thoi gian
lru cua pic fluocinolon acetonid trén sic ky dé cia dung
dich déi chiéu (4).

Gdc quay cuc riéng

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

Hoa tan 0,100 g ché phim trong ethanol (TT) va pha lodng
thanh 10,0 ml vé1 cung dung moi.

Tap chit lién quan

Phuong phép sac ky long (Phu lu:, 5.3). Tién hanh trong
diéu kién tranh dnh sang va chuén bi cdc dung dich ngay
trurde khi dung.

Dung dich dém: Hoa tan 5,68 g dinatri hydrophosphat
khan (TT) va 3,63 g kali dihydrophosphat (TT) trong nuéc,
va pha lodang thanh 1000 ml véi ciing dung méi.

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

Pha dong B: Nudc - acetonitril (40 : 60).

Hén hop dung moi: Acetonitril - nuwoce (20 : 80).

Dung dich thir (1): Hoa tan 20,0 mg ché pham trong 20 ml
acetonitril (TT) va pha lodng thanh 100,0 ml bang nuée.
Dung dich thur (2): Pha lodng 1,0 ml dung dich thu (1)
thanh 10,0 ml bang hén hop dung méi.
Dung dich doi chiéu (1): Hoa tan 2 mg fluocinolon ace-
tonid chuan dung dé kiém tra tinh phu hop cua hé thong
(chira tap chét H, J va K) trong 2 ml acetonitril (TT) va pha
lodng thanh 10,0 ml bang nuwdc.
Dung dich doi chiéu (2): Hoa tan 2 mg fluocinolon acetonid
chuan dung dé dinh tinh pic (chira tap chit D va I) trong
2 ml acetonitril (TT) va pha loang thanh 10,0 ml bang nude.
Dung djch dbi chiéu (3): Pha loang 1,0 ml dung dich thir
(1) thanh 100,0 ml bang hén hop dung moi. Pha loang
1,0 ml dung dich thu dugc thanh 10,0 ml bing hén hop
dung mai,

Dung dich doi chiéu (4): Hoa tan 20,0 mg fluocinolon
acetonid chuén trong 20 ml acetonitril (TT) va pha lodng
thanh 100,0 ml bing nurge. Pha loang 1,0 ml dung dich thu
duge thanh 10,0 ml béing hén hop dung moi.

Diéu kién sac ky:

Cot kich thude (25 cm x 4,6 mm) dugc nhon pha tinh end-
capped acradecy!sdy! silica gel dung cho sdc ky (5 pm).
Detector quang phd tir ngoai dat & budc song 238 nm.

Tbc d6 dong: 1,0 ml/min.

Thé tich tiém: 40 pl.

Cach tien hanh:

Tién hanh séc ky theo chuong trinh dung méi nhu sau:
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Thoi gian Pha djng A
(min) (% t/tt)
0-2 100
2-42 100 —0

Tién hanh sic ky voi dung dich thr (1) va dung dijch d6i
chiéu (1), (2) va (3)

Str dung sac ky dd cung cip kém theo fluocinolon 3C€t0md
chuén dung dé kiém tra tinh phu hop cia h¢ théng v s
ky d6 cua dung dich déi chleu (1) dé xac dmh pic clia tap
chat H, J va K. Sir dung séc ky do cung cap kém lheg
fluocinolon acetonid chuan dung dé dinh tinh pic v3 sic
ky d6 cua dung dich ddi chiéu (2) dé xac dinh pic ciig
céc tap chat D va L.

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

Kiém tra tinh phu hop cua hé théng: Trén sic ky dd cia
dung dich dbi chiéu 4B ly s6 dinh - hdm (HD/H,) it nht
la 5,0; trong d6 H, la chiéu cao dinh pic tap chat T so véi
dudng nén va H, Ia chiéu cao tinh tr duong nén lén dén
day hom gitra pic tap chat J va pic fluocinolon acetonid.
Dé tinh ham lugng moi tap chét, sir dung nong dé cua
fluocinolon acetonid trong dung dich d6i chiéu (3) va nhén
dién tich pic cta tap chat K véi hé sb hiéu chinh 1a 1,3,
Giéi han: Trén sac ky dd cua dung dich thir:

Tap chat K: Khéong duoc qua 0,3 %.

Tap chét D, J: Véi ITIG] tap chat, khong duoc qua 0,2 %.
Tap chat H, I: V&i mdi tap chit, khong duge qua 0,15 %.
Cic tap chat khic: Vi mdi tap chit, khong duoc qué 0,10 %.
Tong céc tap chat: Khéng duge qua 0,7 %.

B6 qua cac tap chat c6 ham luong dudi 0,05 %.

Ghi chu:

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

Tap chat H: 9-fluoro-1 1B,21-dihydroxy-16a,17-(1-methy-
lethy-lidendioxy)pregna-1,4-dien-3,20-dion.

Tap chit I: 6a,9-difluoro-11p,21- -dihydroxy-16a,17-(1-methy-
!elhylldendmxy)pregna 1,4,14-trien-3,20-dion.

Tap cht J: 6B,9-difluoro-11p,21- -dihydroxy-16a,17-(1-methy-
Iethyl1dend10xy)pregna—l 4-dien-3,20-dion.

Tap chat K: 4,9-difluoro- 11pB,21-dihydroxy-16a,17-(1-methy-
lethylidendioxy)pregna-1.4-dien-3.20-dion.

Mt khoi lwgng do 1am khé
Khong dugc qué 1,0 % (Phu lyc 9.6).
(1,000 g; 105 °C; 3h).

Dinh luwgng

Phwong phap sic ky long (Phu luc 5.3). Bidu kién séc ky
dugc mé ta trong phan Tap chat lién quan véi thay doi
nhu sau:

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



GEMFIBROZIL

BAN BO SUNG DBVN v

Tinh ham qumg phin trim cua CasH3oF,04 trong ché
pham dua vao di¢n tich pic thu dugc trén sic ky do cua
dung dich thir (2), dung dich déi chiéu (4) va ham lrgng
cua CasHioF,O6 trong fluocinolon acetonid chuin.

Bdo quan

Trong d0 dung kin, tranh anh sang.

Loai thude

Thudc chdng viém steroid.

Ché pham

Kem, thuéc ma.

GEMFIBROZIL

H,C (o]
: :CHa
CisH2.04 Pt.l: 2503

Gemfibrozil la acid  5-(2,5-dimethylphenoxy)-2,2-
dimethylpentanoic, phai chira tr 99,0 % dén 101.0 %
C,5H,0;, tinh theo ché pham khan.

Tinh chat

Bot két tinh dang sap mau tring hay gin nhu tring. Thuc
t¢ khong tan trong nude, rat tan trong methylen clorid, dé
tan trong ethanol va methanol.

Dinh tinh

A. Phé hip thu héng ngoai (Phu luc 4.2) cta ché phim
phai phit hgp v&i phé hip thy hdng ngoai ciia gemfibro-
zil chuén.

B. Diém chay ciia ché pham phai tir: 58 °C dén 61 °C (Phu
luc 6.7).

HiC CHy

CoM

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dgng A: Hoa tan 0, 49 g kali acetat (TT) trong 400 ml
nueée, diéu chinh dén pH 4,0 bang acid phosphoric (IT),
thém 600 ml acetonitril (TT).

Pha déng B: Acetonitril (TT).

Dung dich thir: Hoa tan 40 mg ché pham trong pha dong A
va pha lodng thanh 10,0 ml ban;, pha dong A.

Dung dich d6i chiéu (1): Dung dich gemfibrozil chuin ding
dé kiém tra tinh phu hop cua hé t.hong (chira cac tap chat C,
D va E) trong acetonitril (TT) c6 nong dé khoang 0,1 mg/ml.
Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich thur
thanh 100,0 ml bing pha dong A. Pha loang | ,0 ml dung
dich thu dwoc thanh 10.0 ml bang pha dong A.

Dung dich doi chiéu (3): Hoa tan 5 mg 2 ' 5-dimethylphenol
(TT) (Tap chét A) trong pha dgng A va pha lodng thanh 10 ml
bang pha dong A.

Diéu kién sdc ky:
Cot kich thude (25 cm * 4,0 mm) duge nh01 pha tinh end-
capped octadecylsilyl silica gel diing cho séc ky (5 pm).

Detector quang phd tir ngoai dat & budc séng 276 nm.
Tée do dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:
Tién hanh sic k¥ theo chuong trinh dung méi nhu sau:
Thoi gian Pha djng A Pha djng B
(min) (% tt/tt) (% tt/tt)
0-5 100 0
5-20 100 — 0 0— 100
20-25 0 100

Sir dung siic ky db cung cap keém theo gemfibrozil chuin
dung dé kiém tra tinh phu horp ctia hé théng va sic ky dd
cua dung dich doi ch:eu (1) dé xéc dinh pic cia tap chit C,
D va E. Sir dung sic ky 6 cua dung dich ddi chiéu (3) dé
xac dinh pic cua tap chit A.

Thoi gian hru tuong ddi so voi gemfibrozil (thdi gian heu
khoang 7 mm) Tap chét A khoang 0,4; tap chat C khoang
1,3; tap chdt D khoang I, 5; tap chat E khoang 1,7; tap chat
1 khoang 2,0; tap chit H khoang 2.9.

Kiém tra tinh phit hop ctia hé thong: Trén sic ky d6 cia dung
dich ddi chiéu ( 1),do phan giai gitra pic cua gemfibrozil va
pic cua tap chét C it nhat 1a 6,0; do phan giai gitra pic cua
tap chit D va pic cta tap chat E it nhat 14 2,0.

Pé tinh ham luwong, nhan dién tich pic cua cac tap chét sau
véi hé s6 hiéu chinh twong Gng: tap chat A 13 0,5; tap chat
D la 1,8; tap chat E 1a 0,2; tap chat H 12 0,6.

Gidi han:

Tap chat E, I: Vi mdi tap chat, dién tich pic da hiéu chinh,
néu can, khéng duge 16n hon 2 lan dién tich pic chinh thu
duoc trén sic ky do cua dung dich dbi chiéu (2) (0.2 %).
Tap chat A, D va H: Vi mdi tap chat, dién tich pic di hiéu
chinh khong dugc I6n hon dién tich pic chinh thu dugc trén
sac ky do cua dung dich déi chiéu (2) (0,1 %).

Tap chét khac: Voi méi tap chat, dién tich pic khéng dugc
16n hon dién tich pic chinh trén sic ky do cua dung dich
dbi chiéu (2) (0,10 %).

Téng dién tich pic cua tit ca cac tap chit khong dugc 16n
hon 5 lan dién tich pic chinh thu dugc trén sic ky d6 cua
dung dich d6i chiéu (2) (0,5 %).

Bo qua nhimg pic c6 dién tich nho hon 0,5 1an dién tich pic chinh
thu duoc trén sic ky do cua dung dich déi chiéu (2) (0,05 %).
Ghi chu:

Tap chit A: 2,5-dimethylphenol (p-xylenol).

Tap chit B: 5-(2.5- -dimethylphenoxy)-2,2-dimethylpentanamid.
Tap chit C: 2-[3-(2-ethoxyethoxy)propoxy]-1,4-dimethylbenzen.

Tap chit D: Acid 5- [3.6-dimethyl-2-(prop- 1 -enyl)phenoxy]-
2.2-dimethylpentanoic,

Tap chit E: Acid 5-[2,5-dimethyl-4-(prop-1-enyl)phenoxy]-
2,2-dimethylpentanoic.
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