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THUOC TIEM HYDROCORTISON ACETAT

hiéu chinh 1a 0,7.

Giai han:

Tap chit D: Dién tich pic tap chit D khéng dugc 16n hon
5 lan di¢n tich pic chinh thu dugc trén séc ky dd cua dung
dich d6i chiéu (2) (0,5 %).

Tap chit B: Dién tich pic tap cht B da higu chinh khong
duge lon hon 3 lan Eiién tich pic chinh thu duge trén séc ky
db ciia dung dich dbi chiéu (2) (0,3 %).

Tap chat G, H: Vi moi tap chét, dign tich pic khong duge
I6n hon 1.5 1an dién tich pic chinh thu dugc trén séc ky 46
cua dung dich ddi chiéu (2) (0,15 %).

Tap chit khéc: V&i méi tap chat, dién tich pic khong duge
Iom hon dién tich pic chinh trén sic ky dd cua dung dich
déi chiéu (2) (0,10 %).

Téng dién tich pic cta tat ca cac tap chét khang duge 16n
hon 10 lan dién tich pic chinh thu dwoc trén sic ky dd cua
dung dich déi chiéu (2) (1,0 %).

Bo qua nhirng pic co dién tich nho hon 0,5 lan dién tich
pic chinh thu duge trén séc ky db cua dung dich dbi
chiéu (2) (0,05 %).

Ghi chu:

Tap chat A: I-(4-fluorophenyl)-4-(4-hydroxy-4-phenylpiperi-
din-1-yl)butan-1-on.

Tap chit B: 4-[4-(4-clorophenyl)-4-hydroxypiperidin-1-y1]-1-
(2-fluorophenyl)butan-1-on.

Tap chét C: 4-[4-(4-clorophenyl)-4-hydroxypiperidin-1-yl]-1-
(3-ethyl-4-fluorophenyl)butan-1-on.

Tapchat D: 4-[4-(4-clorophenyl)-4-hydroxypiperidin-1-y1]-1-[4-
[4-(4-clorophenyl)-4-hydroxypiperidin-1 -yl]phenyl]butan-1-on.
Tap chat E: 4-[4-(4'-clorobiphenyl-4-y1)-4-hydroxypiperidin-1-
yl]-1-(4-flucrophenyl)butan- 1-on.

Tap chat F: 4-[4-(3'-clorobiphenyl-4-yl)-4-hydroxypiperidin-1-
ylJ-1 ~({-ﬁu0r0phenyl)t}ulan- 1-on.

Tap chat G: Chua rd cau truc.

Tap chét H: Chua rd céu tric.

Mit khoi lwrgng do 1am khé
Khong duge qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat '
Khéng duge qua 0,1 % (Phu luc 9.9, phuong phap 2).
Ding 1,0 g ché pham va chén nung platium.

Binh lugng ) .
Can 0,300 g ché pham, hoa tan trong 50 ml hon hop gom
I thé tich acid acetic khan (TT) va 7 thé tich methyl ethyl
keton (TT). Chuan do bang dung dich acid percloric 0,{ N
(CB), ding 0,2 ml dung dich 1-naphtholbenzein (TT) }am
chi thi (Phu luc 10.6). Song song tién hanh lam mau Uang:
| ml dung djch acid percloric 0,1 N (CP) twong duong véi
37,59 mg C,H,;CIFNO;.

Bio quin '
Trong dé dyng kin, tranh dnh sang.

Loai thudc
An than.

Ché pham
Vién nén, nang.

THUOC TIEM HYDROCORTISON ACETAT

La hén dich vo khudn cua hydrocortison acetat trong dung
méi thich hgp.

Ham lugng hydrocortison acetat, Cy;Hy,O4, tir 95,0 %
dén 105,0 % so v&i lugng ghi trén nhan.

Tinh chit _
Hdn djch mau trang.

Pinh tinh

Léy chinh xéc mot thé tich hon dich tiém tuong img véi
khoang 50 mg hydrocortison acetat, chiet 2 lan, moi lan
v&i 10 ml ether khéong co peroxyd (TT), bo dich chiét ether.
Loc 16p nudc con lai qua phéu hut chan khong. Rira can
trén phéu loc voi timg lugng nuede nho. Say khé can ¢ 105 °C
trong 1 h. Phé hap thu hong n'goa%i (Phu luc 4.2) cia can
thu duge phai phu hgp voi phd hong ngoai doi chiéu cia
hydrocortison acetat,

pH
5,0 dén 7,0 (Phu luc 6.2).

DPinh lrong

Pha dong: Methanol - muede (50 : 50).

Dung dich thi: Hat chinh xac mot lugng dung dich thude
tiém c6 chira khoang 50 mg hydrocortison acetat vao binh
dinh mirc 100 ml, thém 70 ml methanol (TT). Lic cho dén
khi thu duwoc dung dich trong sudt va thém methanol (TT)
dén vach, lic déu. Pha loang 10,0 ml dung dich thu dugc
thanh 20,0 m! bing nuée.

Dung dich chudn: Can chinh xdc 25 mg hydrocortison acetat
chun, hoa tan bang 50 ml methanol (TT), thém nucc vira
da 100,0 ml, lac déu.

Diéu kién sac ky:

Cot kich thude (10 em x 4,6 mm) duge nhoi pha tinh C
(5 pm). )

Detector quang pho tir ngoai dat & budc song 240 nm.
Nhiét do cot: Nhiét d¢ phong.

Téc do dong: 2,0 ml/min.

Thé tich tiém: 20 pl.

Cich tién hanh:

Tién hanh sic ky v6i dung dich chuan. Phép thir chi co
gia tri khi do ]cf-:chﬂ chuan tuong dbi cua dién tich pic hy-
drocprti'son tir 6 1an tiém l@p lai khong 16n hon 2,0 % va
h¢ s6 d6i ximg cua pic khéng 1én hon 2.0.

Tién hanh sdc ky lin lugt véi dung dich chudn va dung
dich thir.
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HYDROXYPROPYLCELULOSE

BAN BO SUNG Dbvy BVNy

Tinh ham lugng C,;H,,0; trong dung dich thuée tiém dya
véo di¢n tich pic chinh trén sic ky d6 cia dung dich chun,
dung dich thir va ham lugng C;;H;,04 cia hydrocortison
acetat chuan.

Bido quan

Trong do dung kin, dé noi kho mat, tranh anh sang.

Loai thudc

Thube chong viém steroid.

Ham lugng thudng ding
25 mg/ml, 50 mg/ml.

HYDROXYPROPYLCELULOSE

Hyroxypropylcelulose 1a celulose durge O-2-hydroxy-
propyl héa mét phan. Chira tir 53,4% dén 80,5% nhom
hydroxypropoxy, tinh theo ché phﬁm da lam kho. C6 thé
chira cdc chit chéng dong banh nhir silica (silic dioxyd
Si0,).

Tinh chat

Hat hay bot mau trang hay tring nga, hoi hiit 4m. Tan trong
nudée lanh, ethanol 96 % va propylen glycol tao dung dich
keo. Thuc té khéng tan trong nurée nong.

Dinh tinh

A. Hoa tan 1 g ché phim trong nude va pha lodng thanh
100 ml v&1 cung dung méi. Trai 1 ml dung dich thu duge
[én mat kinh. Sau khi bdc hoi nude, mot I6p phim méng
duoc tao thanh trén mat kinh.

B. Pho hap thu hong ngoa1 (Phu luc 4. 2) cua ché pham
phai pht hgp véi phé hap thu hong ngoai cua hydroxy-
propylcelulose chuén, bd qua pic ¢ 1719 cm™. ’
C. Phén tan déu 1,0 g ché pham trong 100 m! nude s6i, khuay
hén hop bang may khudy tir c6 thanh khudy dai 25 mim.
Thém 50 ml dung d;ch thu duoc vao 50 ml nuoc trong che
thiy tinh. Dat nhiét ké vao trong dung dich. Khudy dung
dich bing méy khudy tir cé gia nhiét, dun néng vdi toc dd
2 - 5°C/min. O nhiét d trén 40 °C, dung dich tré nén duc
hodc hinh thanh két tua bong. Dung dich trong tré lai khi
1am lanh.

pH

Phan tan déu 1,0 g ché phim trong 100 ml nudc khong co
carbon dioxyd (TT) sbi, khudy hén hop bing méy khudy
tir. pH cua dung dich thu duoc phai tir 5,0 dén 8,0 (Phu
luc 6.2).

D6 nhot

75 % dén 140 % gia tri ghi trén nhan (Phu luc 6.3).

Vira khudy vira cho mét lwong ché phdm twong duong
véi 6,00 g ché pham di dugc lam khé vao 150 g nwoc
dd duge lam nong dén 90 °C. Khudy bing may khudy
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chan vit trong 10 min, lam lanh trong nuéc da va i

mc khuay trong 40 min dé hoa tan hoan toan. Dicu chipy
khéi lwong dén 300 g, ly tam dung dich dé dudi hét k hi
Didu chinh nhiét do dung dich khoang (20 + 0, l) . Xiis
dinh do nhat bang nhot ké quay & 20 °C vai toe do trugy
Jal0s’!

Vi che pham c6 do nhot thap, dung lugng ché pham di
dé chuan bi dung dich co nong d6 qui dinh trén nhan,

Silica

Khong duoc qua 0,6 %.

Néu trén nhin ghi ¢6 thém silica va néu luong cin dm;rc
tim thay trong phép thir Tro sulfat 16n hon 0,2 %, lam &,
luong can thu dugc & phép thir Tro sulfat biang nuwoc vi
thém tir tir 5 ml acid hydroftuoric (TT). Béc hoi dén khg [
nhlet do 95°C dén 105 °C, tién hanh cén than dé tranh mat
mau. Lam lanh va trang thanh chén platin béing 5 ml acid
hydrofluoric (TT). Thém 0,5 ml acid sulfuric (TT) va bic
hoi dén kho. Nang dan nhi¢t do dén khi bay hoi toan bg
acid va nung & 1000 £ 25 °C. pé nguoi trong binh hut am
va can. Llro'ng silica trong ché pham duoc tinh bang chénh
léch khdi lwong cua cin thu duge trong myc Tro sulfat va

khéi lugng cin cudi cung thu duge.

Mt khéi lwgng do 1am khd
Khéng duge qua 5,0 % (Phu luc 9.6 ).
(1,000 g, 105 °C, 4 h).

Tro sulfat
Khong dugc qua 018 % (Phu luc 9.9, phuong phap 2).
Diing 1,0 g ché phim va chén platin.

Pinh lugng
Phwong phép sac ky khi (Phu luc 5.2).

Dung dich chuan ngi: Hoa 1,0 ml methylcyclohexan (TT)
trong 10 ml o-xylen (TT), pha lodng vira di 50,0 ml bing
o-xylen {TT).

Dung dich thir: Can 30,0 mg ché pham d3 dwoc lam khd
va 60 mg acid adipic (TT) vao lo phan ung 5.0 ml. Thém
2,00 ml dung dich chuan néi va 1,0 ml dung dich acid
hydriodic (TT). Day kin bang nap kiéu septum chiu p
suét va can chinh xac khéi lugng 1o phan 1 trng (khéi lwong
trude khi dun). Dat lo phan ing vao trong 16 hoac dung
cu lam nong phu hop cé thé duy tri nhiét d6 bén trong &
115 + 2 °C trong 70 min va khudy lién tuc. D& ngudi lo
phan (g va cin lai (khéi luong sau khi dun). Néu chénh
Iéch khoi lugng trude va sau khi dun qua 10 mg, thi lam
lai mot dung dich thu méi. Dé tach Iép, dung bom tiém
da dugc lam lanh xuyén qua nap lo va lay mét thé tich lop
trén vira du lam dung dich thur.

Dung dich chudn: Lay 60 mg acid adipic (TT) va 2,0 ml
dung dich chuén ndi vio lo phan {mg 5,0 ml. Thém 1,0 ml
aczd hydriodic (TT), day kin bang nép kiéu septum chiu ap
suat va can chinh xac khéi lugng lo phan tmg. Tiém 25 pl



