https://nhathuocngocanh.com/

LEVONORGESTREL

Tap chiit lién quan

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

Tién hanh trong diéu kién tranh 4nh séng,

Ban mong: Silica gel GFs,.

Dung méi khai trién: Toluen - aceton - diethylamin (85 : 10 : 5).
Dung dich thir: Ly mét lugng bt vién twong img véi
0,1 g levomepromazin maleat, thém 10 ml hén hop
methanol - amoniac 18 M (99 : 1), lic siéu 4m 5 min, loc,
b6 dich loc dau.

Dung dich déi chiéu: Pha loang 200 lan dung dich thit
bing cling dung méi.

Cdch tién hanh: Chim riéng biét 1én ban moéng 10 ul méi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. Liy ban mong ra va dé khé ngoai khong khi. Quan sat
dudi dén tir ngoai & budc song 254 nm. Bit ky vét phu nao
trén sic ky dd cua dung dich thir ciing khdng duge ddm hon
vét thu duoc trén sic ky d6 cua dung dich dbi chiéu (0,5 %).
Khéng tinh dén cac vét tai diém chim séc ky.

P§ hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khuéy.

Moéi truong: 500 ml dung dich acid hydrocloric 0,1 M (TT).
Téc dé quay: 50 r/min.

Thoi gian: 30 min.

Cdch tién hanh: Lay mot phin dung dich méi truomg da
noda tan mau thir, loc, bé 20 ml dich loc diu. Pha loéng dich
loc thu dwoc bing dung dich acid hydrocloric 0,1 M (TT)
dé c6 nong do khoang 0,005 % levomepromazin maleat.
Po do hép thu (Phu luc 4.1) cia dung dich thu dugc &
bude séng 311 nm, cbe do diy 1cm, mau tring 1 dung dich
acid hydrocloric 0,1 M (TT). So sanh vé1 mét dung dich
chuén levomepromazin maleat c6 néng d6 twong duong
trong cung dung moi. Tinh lugng levomepromazin maleat
da hoa tan dya vao nong do levomepromazin maleat trong
dung dich chuin.

Yéu cau: Khong it hon 60 % (Q) lugng levomepromazin
maleat, C;gH,4N,0S.C4H40;, so vdi lugng ghi trén nhidn
dugc hoa tan trong 30 min.

Dinh lrgng

Tién hanh trong diéu kién tranh 4nh sang.

Cén 20 vién, tinh khéi Iugng trung binh vién va nghién
thanh bdt min. Can chinh xac mét lugng bot vién tuong
img véi 50 mg levomepromazin maleat, thém 15 ml dung
dich amoniac 0,2 M trong methano! (TT), lic trong 2 min,
loc 14y dich lgc. Tiép tuc chiét 3 lan, mbi lan véi 15 ml
dung dich amoniac 0,2 M trong methanol (TT), ding diia
thuy tinh nghién cén truéc mdi lin chiét. Tap hop dich
loc va thém dung dich amoniac 0,2 M trong methanol (TT)
vira dii 100,0 ml. Pha lo@ng 10 thé tich dung dich thu dugc
thanh 100 thé tich bing methanol (TT). Tiép tuc pha lodng
10 thé tich dung dich nay thanh 100 thé tich béng methanol
(TT). Bo 4% he‘lp thu (Phu luc 4.1) cua dung dich thu dugc
& budc séng cyc dai 254 nm, méu tring 13 methanol (TT).
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Song song tién hanh do dung dich levomepromazin maleat
chuén 0,0005 % trong dung dich amoniac 0,002 M trong
methanol (TT). Tinh ham lugng levomepromazin maleat,
C,oH4N,0S.C4H404, 6 trong vién dua vao ham lugng
C,oH4N,08.C4H,40, trong levomepromazin maleat chuén.

Bédo quan
Tranh anh sang.

Loai thudc
An than.

Ham lwgng thwong diung
25 mg.

LEVONORGESTREL

C,1H50, P.t.]:312,5

Levonorgestrel 1a 13-ethyl-17-hydroxy-18,19-dinor-17a-
pregn-4-en-20-yn-3-on, pl}éi chira tir 98,0 % dén 102,0 %
C,1H,30, tinh theo ché phﬁm da lam kho.

Tinh chit

Bot két tinh mau tring hodc gin nhu trang. Thuc té khong
tan trong nudc, hoi tan trong methylen clorid, khé tan
trong ethanol 96 %.

Pinh tinh

A. Phé hip thu hdng ngoai (Phu luc 4.2) ctia ché phém phai
phu hop véi phd hip thu héng ngoai ciia levonorgestrel
chuén.

B. Ché phim phai dap (mg yéu cau ciia phép thir Géc quay
cuc riéng.

Goc quay cuc riéng

Tir -35° dén -30° (Phu luc 6.4).

Hoa tan 0,200 g ché pham trong methylen clorid (TT) va
pha loang thanh 20,0 ml v&i cing dung méi.

Tap chét lién quan

Phuong phép sic ky long (Phy lyc 5.3).

Pha dong A: Acetonitril (TT,) - nudc ding cho sédc ky
(40 : 60).

Pha dong B: Acetonitril (TT)).

Hén hop dung méi: Nudc ding cho sdc ky - acetonitril
(TT,) (30 : 70).
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Dung dich thir: Siéu 4m hoa tan 10,0 mg ché phim trong
7 ml acetonitril (TT;) va pha lodng thanh 10,0 ml bang
nwde ding cho sdc ky.

Dungdich déichiéu (1): SiéuAmhoa tan 5 mg levonorgestrel
chuin ding dé kiém tra tinh phi hop ciia hé théng (chira
cac tap chat A, H, K, M, O va S) trong 3,5 ml acefonitril
(TT,) v pha loang thanh 5,0 ml bang nudc.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bang hdn hgp dung méi. Pha lodng 1,0 ml
dung dich thu dwgc thanh 10,0 ml bing hdn hgp dung méi.
Dung dich déi chiéu (3): Hoa tan 5,0 mg tap chét B chuin
cua levonorgestrel trong 35 ml acetonitril (TT;) va pha
lodng thanh 50,0 ml bang muéc ding cho sdc ky. Pha lodng
1,0 ml dung dich thu dwoc thanh 100,0 ml bang hdn hop
dung méi.

Dung dich déi chiéu (4): Hoa tan 5,0 mg norethisteron
chuan (tap chit U) trong 35 ml acetonitril (TT,) va pha
logng thanh 50,0 ml bang nuwdc ding cho séc ky. Pha loang
1,0 ml dung dich thu duoc thanh 100,0 ml bang hdn hop
dung moi.

Diéu kién sdc ky:

Cot kich thuée (25 cm *x 4,6 mm) dugc nhdi pha tinh
end-capped octylsilyl silica gel dimg cho sdc ky c6 chira
cac nhém phan cuc (5 pm).

Nhiét 39 cot: 30 °C.

Detector quang phd tir ngoai dit & buéc song 215 nm va &
bude séng 200 nm dbi véi tap chit O.

Téc d6 dong: 0,7 ml/min.

Thé tich tiém: 50 pl.

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung méi nhr sau:

Thdi gian Pha djng A Pha djng B
(min) (% tt/tt) (% tt/tt)
0-50 100 — 20 0— 80

Sir dung sic ky 6 cung cAp kém theo levonorgestrel chuin
dung dé kiém tra tinh phi hop ciia hé théng va sic ky db
cia dung dich dbi chiéu (1) & budc song 215 nm dé xéc
dinh pic cia tap chit A, H, K, M va S; va & budc song 200
nm dé xac dinh pic cua tap chat O. Sir dung séc ky do cia
dung dich ddi chiéu (3) dé xé4c dinh pic cua tap chit B. Sir
dung sic ky d6 clia dung dich d6i chiéu (4) d& xé4c dinh pic
cua tap chat U.

Thoi gian luu tuong ddi so véi levonorgestrel (thoi gian
Iru khoéng 20 min): Tap chit H khoang 0,5; tap chat U
khoang 0,8; tap chat K khoang 0,85; tap chit A khoang
0,91; tap chit M khoang 0,95; tap chét O khoang 1,16; tap
chit B khoang 1,26; tap chit S khoang 1.,9.

Kiém tra tinh phi hop cua h¢ thong: Trén sic ky d6 cua
dung dich déi chiéu (2), ti s6 tin hlcu trén nhiéu it nhat
1a 60 dbi voi pic chinh. Trén sic ky dd cua dung dich déi
chiéu (1), ty so dinh - hém (H/H,) it nhét 12 3,0; trong d6
H, 1 chiéu cao dinh pic tap chat M so véi duomg nén va
H 1a chiéu cao tinh tir duong nén lén dén d4y hom giira pic
tap chit M va pic tap chat A.

LEVONORGESTREL

Gioi han:

Pé tinh ham lugng, nhan dién tich pic ctia c4c tap chét sau
v6i hé s6 hiéu chinh trong tmg: Tap chit A 14 0,4; tap chét
M 14 3,1; tap chit O 12 2,6.

Tap chit A, K: V&i mbi tap chét, dién tich pic khong dugc
16n hon 3 14n dién tich pic chinh trén sic ky d6 cua dung
dich di chiéu (2) (0,3 %).

Tap chét B: Dién tich pic tap chéat B khong duoc 16n hon
3 14n dién tich pic twong tmg trén sic ky 6 cta dung dich
dbi chiéu (3) (0,3 %).

Tap chit O: Dién tich pic tap chét O khéng dwoc 16m hon
3 1an dién tich pic chinh trén sic ky db cia dung dich dbi
chiéu (2) (0,3 %) (0 buéc song 200 nm).

Tap chit M, S: Véi mdi tap chit, dién t1ch pic khong dugc
16n hon 2 14n dién tich pic chinh trén sic ky db cua dung
dich di chiéu (2) (0,2 %).

Tap chit U: Dién tich pic tap chit U khéng dugc 16n hon
2 1an dién tich pic twong mg trén sic ky @b clia dung dich
dbi chiéu (4) (0,2 %).

Tap chét H: Dién tich pic tap chit H khéng dwoc 16n hon
1,5 lan dién tich pic chinh trén sic ky do ciia dung dich dbi
chiéu (2) (0,15 %).

Tap don khac: Véi méi tap chit, dién tich pic khong dugc
16n hon dién tich pic chinh trén sic ky db cia dung dich
déi chiéu (2) (0,10 %).

Tdng dién tich pic cua tit ca cac tap chit trir tap chit O
khéng dugc qua 1,0 %.

Bo qua nhitng pic c6 dién tich nho hon hoic bing 0,5 lan
dién tich pic chinh trén séc ky d ciia dung dich d6i chiéu
(2) (0,05 %).

Ghi chu:

Tap chit A: 13-ethyl-17-hydroxy-18,19-dinor-17a-pregna-4,8
(14)-dien-20-yn-3-on.

Tap chit B: 13-ethyl-17-hydroxy-18,19-dinor-17a-pregn-5(10)-
en-20-yn-3-on.

Tap chét C: 13-ethyl-3-ethynyl-18,19-dinor-17a-pregna-3,5-
dien-20-yn-17-ol.

Tap chét D: 13-ethyl-18,19-dinor-17a-pregn-4-en-20-yn-17-o0l
(3-deoxolevonorgestrel).

Tap chét G: 13-ethyl-6a,17-dihydroxy-18,19-dinor-17a-pregn-
4-en-20-yn-3-on (6a-hydroxylevonorgestrel).

Tap chat H: 13-ethyl-6B,17-dihydroxy-18,19-dinor- 17a-pregn-
4-en-20-yn-3-on (6B-hydroxylevonorgestrel).

Tap chit I: 13-ethyl-10,17-dihydroxy-18,19-dinor-17a-pregn-
4-en-20-yn-3-on (10-hydroxylevonorgestrel).

Tap chét J: 13-ethyl-1 7-hydroxy-18,19-dinor-17a-pregn-4-en-
20-yn-3,6-dion (6-oxolevonorgestrel).

Tap chét K: 13-ethyl-17p-hydroxygon-4-en-3-on (18-methyl-
nandrolon).

Tap chat L: 13-ethylgon-4-en-3,17-dion (levodion).

Tap chit M: 13-ethyl-17-hydroxy-18,19-dinor-170-pregna-4,6-
dien- -20-yn-3-on (A6-levonorgestrel).

Tap chét N: 13- ethylgon-5(10)-en-3,17-dion (A5(10)-levodion).
Tap chit O: 13-ethyl-17-hydroxy- -5a-methoxy-18,19-dinor-17a-
pregn-20-yn-3-on (4,5-dihydro-5a-methoxylevonorgestrel).
Tap chét P: 13-ethyl-17- -hydroxy-18,19-dinor-17a-pregn-5-en-
20-yn-3-on (A5-levonorgestrel).
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Tap chit Q: 13-ethyl-3-methoxygona-2,5(10)-dien-17p-ol.

Tap chit R: 13-ethyl-3-methoxygona-2,5(10)-dien-17-on.

Tap chat S: 13-ethyl-3-methoxy-18,19-dinor-170-pregna-3,5-
dien-20-yn-17-ol.

TapchatT: 13-ethyl-3-methoxy-18,19-dinor-17a-pregna-2,5(10)
-dien-20-yn-17-ol.

Tap chat U: 17-hydroxy-19-nor-17a-pregn-4-en-20-yn-3-on
(norethisteron).

Miit khéi lwgng do 1am khd
Khong dugce qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khéng dugce qua 0,1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lrgng

Hoa tan 0,200 g ché pham trong 45 ml retrahydrofuran
(TT), thém 10 ml dung djch bac nitrat 10 % (TT). Sau
1 min, chuin d¢ bang dung dich natri hydroxyd 0,1 N (CD),
xac dinh dlem tuong duong bing phuong pha’lp chuan dé
do dién thé (Phu luc 10.2). Song song lam mau tring.

1 ml dung dich natri hydroxyd 0,1 N (CD) tuong duong véi
31 ,25 mg Cz[Hngz.

Bdo quin
Trong bao bi kin, trinh 4nh sang.

Loai thuéc
Progestogen.

Ché phim
Vién nén.

VIEN NEN LEVONORGESTREL

La vién nén chira levonorgestrel.
Ché pham phai dap Umg cac yéu cau trong chuyén ludn
“Thudc vién nén” (Phu luc 1.20) va cac yéu cau sau day:

Ham lwgng levonorgestrel, C, H,;0,, tir 95,0 % dén
105,0 % so véi lugng ghi trén nhan.

Pinh tinh

A. Trong phz“m Do dong déu ham lugng, thoi gian luu cua
pic chinh trén sic ky d6 cia dung djch thir phai twong tng
v6i thoi gian Iuu ciia pic levonorgestrel trén sic ky db clia
dung dich chuan.

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

Ban mong: Silica gel G.

Dung méi trién khai: Methylen clorid - ethyl acetat (80: 20).

Dung dich thir: Lic ky mot lugng bot vién da nghién min
c6 chira khoang 5 mg levonorgestrel v&i 10 ml cloroform
(TT), loc. Pha lodng 2 ml dich lgc thanh 10 ml v&i methylen
clorid (TT).

Dung dich déi chiéu: Dung dich chira 0,01 % levonorgestrel
chuén trong methylen clorid (TT).
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Cdch tién hanh: ChAm riéng biét 1én ban moéng 10 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. Lay ban mong dé khé ngoai khong khi va phun dung
dich acid phosphamolybdtc 10 % trong ethanol 96 % (TT),
sdy ban mong & 100 °C dén 105 °C trong 15 min. Quan sat
dudi anh sang thucmg ngay sau khi phun thudc thir. Vét
chinh tren sac ky d cia dung dlCh thir phai co hinh dgmg,
mau sic va Rf phu hop véi vét chinh trén sic ky db cia
dung dich d6i chiéu.

Tap chit lién quan

Phwong phép sic ky long (Phu lyc 5.3).

Pha dgng: Methanol - acetonitril - nuwée (100 : 240 : 500).
Dung dich thir: Thém 5 ml hdn hop dong thé tich methanol
(TT) va nwéc vao mét lugng bdt vién c6 chira khoing
0,18 mg levonorgestrel, lic siéu &m trong 30 min, khudy
k¥ trong 15 min, ly tdm va sir dung phén dung dich & phia
trén, lgc.

Dung djch 6i chiéu: Pha loang 1 ml dung dich thir thanh
100 ml v&i hdn hop dong thé tich methanol (TT) va nude.
Dung dich phan gidgi: Dung dich chira 0,004 % ethinyl-
estradiol chuan va 0,004 % levonorgestrel chuén trong hdn
hop dong the tich methanol (TT) va nucc.

Diéu kién sdc ky:

Cét kich thuée (25 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm) (Cot Spherisorb ODS 2 la thich hop).

Nhiét d6 cot: 30 °C.

Detector quang phé tir ngoai dit & budc séng 220 nm.
Téc d6 dong: 1,2 ml/min.

Thé tich tiém: 200 pl.

Cdch tién hanh:

Tién hanh sic ky véi thdi gian gip 2 l4n thoi gian lwu cia
levonorgestrel.

Kiém tra tinh phd hgp cia hé théng: Trén sic ky db cta
dung dich phén giai, ¢ phan giai gifra pic ethinylestradiol
va pic levonorgestrel it nhat 1a 12.

Gidi han: Trén séc ky dé cua dung dich thir:

Dién tich ciia bit ky pic phu nao kh()ng dugc 16m hon digén
tich cta pic chinh trén sic ky dd ctia dung dich déi chiéu
(1%)va tong dién tich cua céc pic phu do khong dugc l6n
hon 2 14n dién tich cua pic chinh trén sic ky db cia dung
dich dbi chiéu (2 %).

B6 qua c4c pic c6 dién tich nho hon hozc bang 0,1 1in dién
tich pic chinh trén séc ky d6 ciia dung dich d6i chidu (0,1 %).

D¢ hoa tan (Phu luc 11.4)

Vi vién ham lugng levonorgestrel dudi 100 ug

Thiét bi: Kiéu canh khudy.

Méi truomg hoa tan: 500 ml dung dich acid hydrocloric
0,01 M (TT).

Téc dé quay: 75 r/min.

Thoi gian: 30 min.

Cdch tién hanh

Phwong phap sic ky long (Phu luc 5.3). Pha dong va diéu
kién séc ky nhu mé ta trong phén Do déng déu ham lugng
v6i thé tich tiém mau 1 500 pl.



