s

https://trungtamthuoc.com/

\

ATRI BO SUNG
CILASTATINN _ BAN DBVNy
Bio quin Tap chét lién quan

Trong a6 dung kin, noi khdé mat, tranh anh sang.

Loai thudc _ |
Khang histamin. Doi khang thy thé H, .

Ham lugng thuong ding
5 mg, 10 mg.

CILASTATIN NATRI

HOZCY\S/\WCOZNBCHS
H N HN H\VL.
A CHy
o

CsHasN:NaOsS P.t.l: 3804

Cilastatinnatrilanatri (Z)-?-[[(R)-2-amino-2~carboxyethyl]
Sulph-‘m};]]-}[[[(I.S')-2,2-dimethylcycloprcnpyl] carbonyl]
aminoJhept-2-enoat, phai chira tir 98,0 % dén 101,5 %
C1sHsN;NaO;S, tinh theo ché pham khan.

Tinh chat
B6t vo dinh hinh mau tring hay hoi vang, hat 4m. R4t d3
tan trong nude va methanol, khé tan trong ethanol khan, rat

kho tan trong dimethyl sulfoxid, thyc té khéng tan trong
aceton va methylen clorid.

Pinh tinh

A. Phé hap thu hong ngoai (Phu luc 4.2) ciia ché phim
phai phil hop voi phd hap thu hdng ngoai ciia cilastatin
natri chuén.

B. Ché pham phai dap (mg yéu ciu cua phép thir Goc quay
cuc riéng.

C. Ché pham phai cho phan (g (A) cta natri (Phu luc 8.1).

Do trong va mau sic ciia dung dich

Dung dich S§: Hoatan 1,0 g ché pham trong nude khong cé
carbon dioxyd (TT) va pha loang thanh 100 ml v&i cung
dung méi.

Dung dich S phai trong (Phu luc 9.2) va khong dugc
c6 mau dam hon dung dich mau mau V, (Phu luc 9.3,
phuong phip 2).

pH

Tir 6,5 dén 7,5 (Phuy luc 6.2).

Dung dung dich S dé thir.

Goc quay cuc riéng

Tir +41,5° dén +44,5°, tinh theo ché pham khan (Phu luc
6.4). .
Hoa tan 0,250 g ché phim trong hdn hop gém 1 thé tich
acid hydrocloric (TT) va 120 thé tich methanol (TT), sau
d6 pha loang thanh 25,0 ml véi cung dung moi.
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Phuong phép séc ky 1ong (Phu luc 5.3).

Pha dégng A‘?Dzmg dich dém Pho“Ph“"PH 3,25 (T1).

Pha dong B: Acetonitril (TT)) - pha dong A4 (50 : 50).
Dung djch thir: Hoa tan 32,0 mg che Pharfl' trong nuie vy
pha lodng thanh 20,0 ml vO1 cung dung moi. ‘
Dung dich déi chiéu (1): Pha lodng 1,0 ml dung dich thy,
thanh 100,0 ml véi nwdc. Pha loang 1,0 ml dung dich (p,
duoc thanh 10,0 ml voi nuoe. ' .

Dung dich d6i chiéu (2): Hoa tan 3 mg cilastatin chujy
diing kiém tra tinh phi hop cua h¢ thong 1 {c6 chua g
chét A, B, E, F, G (epimer 2) va H} trong nudc va phy
loang thanh 2,0 ml v&i cung dung moi. . ‘ |
Dung dich d6i chiéu (3): Hoa tan 3 mg cilastatin chugn
ding kiém tra tinh pht hop cua hé thong 2 {cd chia tgp
chit C va G (epimer 1)} trong niroc va pha loang thanh
2,0 ml véi cung dung moi. _

Dung dich déi chiéu (4): Hoa tan 32 mg niesrtyi oxyd (TT)
(tap chat D) trong 100.0 ml nuoc. Ph'a loang 1,0 ml dung
dich thu dugc thanh 50,0 ml bang nuoc.

Diéu ki¢n sac ky: i

Cot kich thuée (25 cm x 4,6 mm) dugc nhoi pha tinh end.
capped octadecylsilyl silica gel diing cho sac ky twong hgp
véi pha déng 100 % la dung dich nude (5 pm).

Nhiét do cot: 50 °C.

Detector quang pho tir ngoai dt ¢ budc song 210 nm.
Téc d6 dong: 2,0 mI/min.

Thé tich tiém: 20 ul.

Cach tién hanh:

Tién hanh sic ky theo churong trinh dung moi nhur sau:

Théi gian Pha djng A Pha déng B
(min) (% tt/tt) (% tit)
0-3 100 0
3-28 100 — 90 0—10

28 -38 90 10
38-63 90 — 50 10 — 50
63 -78 50 — 30 50 — 70
78 - 88 30 70

Sir dung sic ky d6 cung cap kém theo cilastatin chuén diing
kiém tra tinh phu hop cua hé théng 1 va sic ky d6 cua dung
dich déi chiéu (2) dé xac dinh pic cic tap chit A, B, E, F,
G (epimer 2) va H. Sir dung sic ky d6 cung cap kem theo
cilastatin chuan dung kiém tra tinh phu hop cua hé thong
2 va sic ky d6 cua dung dich déi chiéu (3) dé xac dinh pic
cac tap chat C va G (epimer 1); sir dung sic ky @6 cia dung
dich déi chiéu (4) dé xac dinh pic tap chat D.

Thei gian luu tuong ddi so véi cilastatin (théi gian luu khoang
50 min): Tap chat E khoang 0.2; tap chat A (epimer 1) khoang
0,60; tap chat A (epimer 2) khoang 0,62; tap chat D khoang
0,9; tap chit F khoang 0,98: tap chit G (epimer 1) khoang
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1,02; tap chat G (epimer 2) khodng 1,05; tap chét H khoang
1,06; tap chat B khoing 1,17; tap chit C khodng 1,23.

Klem tra tinh phu hop cua hé (hong sic ky:

T)rso dinh - hom (Hy/H,) it nhat la 10; [trongdo H, la chiéu
cao dinh pic tap chat F so vei dudng nén va H, 1a chleu cao
tinh tir dudng nén 18n dén diém thip nhat clia dudmg cong
tach pic tap chat F khoi pic cilastatin trén sic ky db cia
dung dich d6i chiéu (2).

Tyso dinh - hom (Hy/H,) itnhat 1a 2,5; trong do H, la chleu
cao dinh pic tap chit G (eplmer 1) so véi du’b’ng nén va
H, la chiéu cao tinh tir duong nén Ién dén diém thap nhat
cia dudng cong téch pic tap chat G (epimer 1) khoi pic
cilastatin trén sic ky do cua dung dich déi chiéu (3)

Tinh ham lugng phén tram céc tap chit dya vao nong do
cua cilastatin trong dung dich d01 chiéu (1). Nhan dién tich
pic ciia cac tap chat sau véi hé sb hleu chinh tuong (mg;: tap
chit C1a 1,3; tap chat E 14 3, 3; tap chat G (epimer 1) 1a 1,6;
tap chit G (epimer 2) 1a 1,6.

Gioi han:

Tap chit A (téng cic epimer): Khong duge qua 0,5 %.

Tap chat C: Khong duoc qua 0,4 %.

Tap chat E: Khong duoc qua 0,3 %.

Tap chat B, F, H: Vi méi tap chét, khong duoc qué 0,1 %.
Tap chat G (d6i voi mdi _epimer): Khéng dugc qua 0,1 %.

Cc tap chat khéc: Véi mdi tap chét, khong duge qua 0,05 %.
Téng céc tap chat: Khoéng duge qué 1,0 %.

Bd qua céc tap chit c6 ham luong dudi 0,03 %.

Bd qua pic tap chat D c6 thoi gian luu tuong ung voi pic
trén sic ky d6 cua dung dich dbi chiéu (4).

Ghi chu:

Tap chat A: Acid (Z)-7-[(RS)-[(R)-2-amino-2-carboxyethyl]
sulfinyl]-2-[[[(1S5)-2,2-dimethylcyclopropyl] carbonyl]amino]
hept-2-enoic.

Tap chat B: Acid (2)-7-[[(R)-2-[[(1RS)-1-methyl-3-oxobutyl]
amino]2-carboxyethyl]sulfanyl]-2-[[[(/S)-2.2-dimethyl-
cyclopropyl]carbonyl]Jamino Jhept-2-enoic.

Tap chit C: Acid (2)-7-[[(R)-2-[(l,]-dimethyl-3-oxobutyl)
amino]2-carboxyethyl]sulfanyl]-2-[[[(15)-2,2-dimethy]-
cyclopropyl]carbony!]aminoJhept-2-enoic.

Tap chét D: 4-methylpent-3-en-2-on (mesityl oxyd).

Tap chit E: Acid 7-[[(2R)-2-amino-2-carboxyethyl]sulfanyl]-2-
oxoheptanoic.

Tap chit F: Acid (2)-7-[[(2R)-2-amino-2-carboxyethyl]
sulfanyl]-2-[(2,3-dimethylbut-3-enoyl)amino]hept-2-enoic.

Tap chit G: Acid (E)-(2RS)-7-[[(2R)-2-amino-2-carboxyethyl]
sulfanyl]-2-[[[(15)-2,2-methylcyclopropyl]carbonyl]amino]
hept-3-enoic.

Tap chét H: Acid (2)-7-[(2-aminoethyl)sulfanyl]-2-[[[(15)-2.2-
dimethylcyclopropyl]carbonyl]Jamino]hept-2-enoic.

Tap chit D, aceton va methanol
Phuong phap sic ky khi (Phu luc 5.2).
Dung dich chudn néi: Hoa tan 0,5 ml propanol (TT) trong

nuéc va pha lodng thanh 1000 ml véi cung dung méi.
Dung djch thir: Hoa tan 0,200 g ché pham trong nudre,
thém 2,0 ml dung dich chudn ndi va pha lodng thanh
10,0 ml véi nwoc.

Dung dich déi chiéu: Hoa tan 2,0 ml aceton (TT), 0,5 ml
methanol (TT) va 0,5 ml mesityl oxyd (TT) (tap chat D)
trong nwrdc va pha loang thanh 1000 ml véi cung dung moi.
Ly 2,0 ml dung dich thu duge, thém 2,0 ml dung djch
chuén noi va pha lodng thanh 10,0 ml véi nwdc. Dung dich
nay c6 chira 316 ug aceton, 79 ng methanol va 86 pg tap
chat D trong | ml.

Diéu kién sac ky:

Cot silica nung chay (30 m x 0,53 mm) phu pha tinh ma-
crogol 20 000 (TT) (16p phim day 1,0 pm).

Khi mang: Heli ding cho sac ky khi.

Tbc do dong: 9 ml/min.

Nhiét dé:

Thei gian Nhiét dj

(min) (°C)

0-25 50
Cot 2,5-5 50—70

5-55 70

Budng tiém mau 160

Detector 220

Detector ion hoa ngon lta.

Thé tich tiém: 1 pl.

Cach tién hanh:

Tién hanh sic ky voi dung dich thir va dung dich déi chiéu.
Tinh ham lugng % cua aceton, methanol va tap chéat D theo

cong thire:
( ¢ ) {Ru ]

— | X

w R,
Trong do:
C la ndng dd cua dung méi hitu co c6 trong dung dich ddi
chiéu (pg/ml).
W la lugng cilastatin natri (mg) c6 trong dung dich thir.
R,: ty I dién tich pic dung moi hitu co tuong tmg va dién tich
pic propanol trén sac ky d6 thu dugc ciia dung dich thur.
R,: ty 1€ dién tich pic dung moi hiru co tuong Umg va dién
tich pic propanol trén sic ky d6 thu dwogc cua dung dich
doi chiéu.
Gioi han:
Aceton: Khéng dugc qua 1,0 % (k1/k1).

Methanol: Khong duoc qua 0,5 % (kl/kl).
Tap chat D: Khéng dugce qua 0,4 % (kI/kl).
Nuée

Khoéng duoc qua 2,0 % (Phu lyc 10.3).
Dung 0,50 g ché pham.
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Noi ddc té vi khuén

Khéng dugc qua 0,17 EUfm‘g (Phu luc 13.2).

Néu ché pham dugc ding dé san xuat cac dang thudc tiém
ma khong c6 phuong phap hiru hi¢u loai bo néi doc té vi
khudn thi phai dép img yéu cau cita phép thir nay.

Pinh luong

Hoatan 0,100 g ché phim trong 30 ml methanol (TT), thém
5 ml nuwdc. Thém dung dich acid hydrocloric 0,] N (CP)
dén khoing pH 3,0. Tién hanh dinh lugng theo phuong
phap chuan d¢ do dién the (Phy lyc 10.2), ding dung djch
natri hydroxyd O.I'N (CB:). Qua trinh chuén d¢ trai qua ba
buéc nhy dién thé. Chuan d6 dén diém twong dwong thir
ba. Tinh thé tich thue thir tiéu thy giira diém uén thir nhét
va tha ba.

| ml dung dich natri hydroxyd 0,1 N (CP) tuong duong
voi 19,02 mg cua C,4H,sN,NaO;S.

Bdo quin

Trong d6 dyng kin, & nhiét d 2 °C dén 8 °C. Néu ché phim
vo khuan thi phai bao quan trong d6 dyng kin, vé khuén,
Loai thudc

Uc ché men dehydropeptidase-I, e ché chuyén hoa
imipenem & than.

Ché pham

Thuoc tiém.

NANG CLARITHROMYCIN

La nang cirng chira clarithromycin.
Ché pham phai dap Umg céac yéu cau trong chuyén luan
“Thudc nang” (Phu luc 1.13) va cdc yéu cau sau déy:

Ham llrgfng C[arithrﬂmy(:in, C33H60N0|3, phéu tur 90,0 %
dén 110,0 % so vi lugng ghi trén nhan.

Dinh tinh

Trong phan Dinh lugng, pic chinh trén sic ky d6 cua dung
dich thir phai ¢ thoi gian luu tuong img vdi thoi gian luu
ctia pic clarithromycin trén sic ky 4o cua dung dich chuan.

Nudée

Khong dugc qua 6,0 %.

Can chinh xac khoang 0,25 g bot thudc, sdy trong chan khong
dudi ap suat S mmHg & 110 °C trong 3 h (Phu luc 9.6).

D) hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

Mai truong hoa tan: 900 ml dung dich dém naui acetal
0,1M.

Dung dich dém natri acetat 0,1 M: Hoa tan 13,61 g natri
acetat trihydrat (TT) trong 1000 ml nuoc, diéu chinh dén
pH 5,0 bfmg dung dich acid acetic 0,1 M (TT).

Toc do quay: SO r/min.
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Thoi gian: 30 min.

Cdch tién hanh:

Phuong phap sic ky long (Phuluc 5.3). |
Pha dong, dung dich chudn va diéu kién sac ky thuc hi¢n
nhu trong phan Dinh lugng. _ .
Dung dich thir: Sau thoi gian quy dinh, ldy mot phan dich
hoa tan, loc, bo 20 ml dich loc dau, pha lodng dich loc véi
pha dong dé thu dugc dung dich c6 nong a0 clarithromycin
khoang 125 pg/ml. . .
Yéu cau: Khong it hon 80 % (Q) lugng clarithromycin,
CasHeoNO 5, 50 véi lugng ghi trén nhan dugc hoa tan trong
30 min.

Tap chat lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha déng A: Hoa tan 4,76 g kali dihydrophosghal (TT)
trong 1000 ml nwoe, diéu chinh dén pH 4,4 bén_g dung
dich acid phosphoric loang (TT) hoac bang dung dich kali
hydroxyd (TT) 4,5 %.

Pha dgng B: Acetonitril (TT).

Dung méi pha mdu: Acetonitril - nwée (1:1).

Dung dich thiz: Can chinh xac mot lugng bot thudc twong
duong v6i 75 mg clarithromycin vao binh dinh mirc 50 ml,
thém 25 ml acetonitril (TT) dé hoa tan, pha lodng va vira
du thé tich biang nwde, tron deéu, loc.

Dung dich doi chiéu (1): Pha loang 5,0 ml dung dich thu
thanh 100,0 ml bing dung méi pha méu.

Dung dich doi chiéu (2): Pha loang 10,0 ml dury:g dich dbi
chiéu (1) thanh 100,0 ml bang dung mdi pha mau.

Dung dich @oi chiéu (3); Hoa tan 15 mg clarithromycin
chuén dung dé dinh tinh pic trong 5 ml acetonitril (TT).
Thém nude vira di 10 ml, tron déu.

Diéu kién sdc ky:

Cot kich thude (10 cm x 4,6 mm) duoc nhoi pha tinh C
(3,5 pm).

Nhiét do cot: 40 °C.

Detector quang pho tir ngoai dat tai budc song 205 nm.
Téc d6 dong: 1,1 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh sac ky theo chuong trinh dung méi nhu sau:

Thei gian Pha djng A Pha dong B
(min) (% ti/tt) (% t/tt) |
0-32 75 — 40 25—60 |

32-34 40 60
34 - 36 40 — 75 60 — 25
36 -42 75 25

Tién hanh séc ky v6i dung dich thir, dung dich déi chiéu
(1), (2) va (3).

Thai gian luu trong d6i so véi clarithromycin (thoi gian
lwu khoang 11 min): Tap chat I khoang 0,38; tap chit A
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