https://nhathuocngocanh.com/
DUGQC PIEN VIET NAM VI

96 % - nuoc (4 : 6). Nhiét do nong chiy ciia tinh thé thu
dugc, sau khi da duoc siy kho trong chin khong, phai tir
118 °C dén 121 °C.

D. Ché pham phai dap img phép thir Géc quay cuc.

D§ trong va mau sic ciia dung dich

Dung dich S: Hoa tan 2,50 g ché pham trong 10 ml ethanol
96 % (TT) va pha loang thanh 25,0 ml v&i cing dung moi.
Dung dich S phai trong (Phu luc 9.2) va khéng mau (Phy
luc 9.3, phuong phap 2).

Gi6i han acid - kiém
Thém 0,1 ml dung dich phenolphtalein (TT;) vao 10 ml
dung dich S, dung dich phai khéng mau. Mau phai chuyén
sang hong, khi thém khong qué 0,2 ml dung djch natri
hydroxyd 0,1 N (CD).

Goc quay cwre
Tir -0,15° dén +0,15° (Phu luc 6.4).
Ding dung dich S d¢ do.

Tap chit lién quan

Phuong phap sic ky khi (Phy lyc 5.2).

Dung dich thir: Hoa tan 50 mg ché pham trong hexan (TT)
va pha loang thanh 50,0 ml véi cing dung méi.

Dung dich déi chiéu (1): Hoa tan 50 mg ché phdm va
50 mg bornyl acetat (TT) trong hexan (TT) va pha lodng
thanh 50,0 ml v&i cing dung moi.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 200,0 ml bing hexan (TT).

Diéu kién sdc ky:

Cot (2 m x 2 mm) dugc nhdi diatomit ding cho sdc ky khi
dd duogc tm 10 % (kI/kl) macrogol 20.000.

Khi mang: Nitrogen ding cho sdc ky.

Tdc d dong: 30 ml/min.

Nhiét do cot 1a 130 °C. Nhiét do budng tiém va detector
la 200 °C.

Detector: Ion h6a ngon lra.

Thé tich tiém: 1 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gip 3 1an thoi gian lru cia
camphor.

Kiém tra tinh phii hgp cua hé thong: Trén sic ky do cua
dung dich d6i chiéu (1), 36 phan giai giira pic ctia camphor
v pic cta bornyl acetat it nhit 1a 1,5. Trén sic ky d6 cua
dung dich dbi chiéu (2), ty sb tin hiéu trén nhidu it nhét 1a
5 d6i véi pic chinh.

Gidi han:

Tap don bat ky: Vi méi tap chat, dién tich pic khong dugc
Iém hom 2 % dién tich pic chinh.

Téng dién tich pic cua tit ca cac tap chit khong dugc 16n
hon 4 % dién tich pic chinh.

B6 qua nhimg pic c6 dién tich nho hon hoc bing dién tich
pic chinh trén sic ky d6 ciia dung dich di chiéu (2).

CAMPHOR THIEN NHIEN

Halogen

Khéng duge qua 0,01 % (Phu luc 9.4.5).

Hoa tan 1,0 g ché pham trong 10 ml 2-propanol (TT) trong
binh chung cat. Thém 1,5 ml dung dich natri hydroxyd
lodng (TT), 50 mg hop kim nhém - nickel (TT). Pun trén
cach thily dén khi 2-propanol bay hoi hoan toan. Dé ngudi
va thém 5 ml mrde. Khudy déu va loc qua gidy loc w6t da
dugc rira bing muwde dén khi hét clorid. Pha loang dich loc
thanh 10,0 ml bing nuede. Thém timg giot acid nitric (TT)
vao 5,0 ml dung dich thu dwgc dén khi tia tao thanh tan
trd lai va pha loding thanh 15 ml bing nude. Dung dich thu
dwgc phai dap ing phép thir gidgi han clorid.

Nuée
Hoa tan 1 g ché phim trong 10 ml ether dau héa (50 °C dén
70 °C) (TT). Dung dich thu dugc phai trong (Phy luc 9.2).

Cin sau khi bay hoi

Khong duoc qua 0,05 %.

Dé bay hoi 2,0 g ché phim trén cach thuy va sdy kho &
100 °C dén 105 °C trong 1 h. Khéi lirgng cén con lai khong
dugc qua 1 mg.

Bdo quin
Trong bao bi kin, dé noi khé mat.

Loai thube ‘
Chong kich tmg, giam dau, chéng ngira.

CAMPHOR THIEN NHIEN
Long ndo thién nhién

CHj

: 0
HsC -
HaC~

H

C[nHmo P.t.l: 152,2

Camphor 1a (1R,4R)-1,7,7-trimethylbicyclo[2.2.1]heptan-
2-on.

Tinh chit

Bot két tinh ho#ic phién mau tréing hodc gin nhr tring, khoi
két tinh khong mau. Thing hoa ngay & nhiét 49 thudng.
Kh6 tan trong nudc, rat tan trong ethanol 96 % va ether
dau hoa (khoang s6i tir 50 °C dén 70 °C). Dé tan trong déu
béo, rat khé tan trong glycerol.

Khi tién hanh cdc phép thir sau phdi cén ché pham nhanh.

Pinh Finh
C6 thé chon mdt trong hai nhém dinh tinh sau:
Nhém I: A, D.

211



https://nhathuocngocanh.com/

CAMPHOR THIEN NHIEN

Nhém I1: B, C, D.

A. Phé hap thu hong ngoai (Phu luc 4.2) cia ché phdm
phu hop voi phd hép thu hf‘mg ngoai ciia camphor racemic
chuin.

B. Diém chay tir 175 °C dén 179 °C (Phu luc 6.7).

C. Hoa tan 1,0 g ché phim trong 30 ml methanol (TT).
Thém 1,0 g hydroxylamin hydroclorid (TT) va 1,0 g natri
acetat khan (TT). Pun s6i hdi luu trong 2 h. D& ngudi va
thém 100 ml muwde. Tua tao thanh, loc va ria tia véi 10 ml
muedre va két tinh lai bang 10 ml hén hop ethanol 96 % -
mede (4 : 6). Say kho tinh thé trong chan khong.

Nhiét d6 néng chay cua tinh thé thu dugc phii tir 118 °C
dén 121 °C.

D. Ché phim phai dap tmg phép thir Géc quay cuc riéng.

D) trong va mau sic ciia dung dich

Dung dich S: Hoa tan 2,50 g ché phim trong 10 ml ethanol
96 % (TT) va pha loang thanh 25,0 ml vdi cung dung moi.
Dung dich S phai trong (Phu luc 9.2) va khong mau (Phu
luc 9.3, phuong phap 2).

Giéi han acid - kiém
Thém 0,1 ml dung dich phenolphtalein (TT;) vao 10 ml
dung dich S, dung dich phai khong mau. Mau phai chuyén
sang hong, khi thém khéng qua 0,2 ml dung dich natri
hydroxyd 0,1 N (CD).

Goc quay cure riéng
Tir +41,0° dén +44,0° (Phu luc 6.4).
Dung dung dich S dé do.

Tap chit lién quan

Phuong phap sic ky khi (Phu luc 5.2).

Dung dich thir: Hoa tan 2,50 g ché phdm trong heptan (TT)
va pha lodng thanh 25,0 ml véi cung dung méi.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing heptan (TT).

Dung dich déi chiéu (2): Pha loang 10,0 ml dung dich déi
chiéu (1) thanh 20,0 ml bang heptan (TT).

Dung dich doi chiéu (3): Hoa tan 0,50 g borneol (TT)
trong heptan (TT) va pha lodng thanh 25 ml v&i cung dung
moi. Pha loang 5,0 ml dung dich thu dugc thanh 50,0 ml
vai heptan (TT).

Dung dich doi chiéu (4): Hoa tan 50 mg linalol (TT) va
50 mg bornyl acetat (TT) trong heptan (TT) va pha loang
thanh 100,0 ml véi cung dung moi.

Diéu kién sdc ky:

Cét (30 m x 0,25 mm) dugc phu pha tinh macrogol 20.000
(0,25 pm).

Khi mang: Heli ding cho sdc ky.

Ty 1é chia dong: 1 : 70.

Toc d6 dong: 45 cm/s.

Nhiét do:
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 Thoigian  Nhigtdp

(min) (°C)
0-10 50

" 10 -35 50 — 100

Ot 35 - 45 100 — 200
45-55 200
Bubng tiém 220
Detector 250

Detector: Ion héa ngon lira.

Thé tich tiém: 1 pl.

Cdch tién hanh:

Kiém tra tinh phil hop cia hé théng: Tién hanh sic ky véi
dung dich déi chiéu (4), d6 phan giai giira pic cua bornyl
acetat v&i pic cua linalol it nhit 1a 3,0.

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

Gigi han: Trén sic ky d6 cia dung dich thir:

Borneol: Dién tich pic bomeol khéng dugc 16n hon d1¢n
tich pic chinh thu duoc trén sic ky db cua dung dich ddi
chiéu (3) (2,0 %).

Tap don khac: Véi mdi tap chét, dién tich pic khong dugc
16n hon 0,5 1an dién tich pic chinh trén sic ky dd cua dung
dich dbi chiéu (1) (0,5 %).

Tédng dién tich pic cua tat ca cac tap don khac khéng dugc
16n hon 4 lan dién tich pic chinh trén sic ky d6 ciia dung
dich dbi chiéu (1) (4,0 %).

B qua nhimg pic c6 dién tich nhé hon hodc bﬁng 0,1 lan
dién tich pic chinh trén sic ky d6 cua dung dich ddi chiéu
(2) (0,05 %).

Ghi chu:

Tap chat A: 2,6,6-Trimethylbicyclo[3.1.1]hept-2-en (B-pinen).
Tap chdt B: 2,2-Dimethyl-3-methylenebicyclo[2.2.1]heptan
(camphe'n).

Tap chat C: 6,6-Dimethyl-2-methylenebicyclo[3.1.1]heptan
(B-pinen).

Tap chét D: 1,3,3-Trimethyl-2-oxabicyclo[2.2.2]octan (cineol).
Tap chét E: 1,3,3-Trimethylbicyclo[2.2.1]heptan-2-on (fenchon).
Tap chétF: exo-1,3,3-Trimethylbi cyclo[2.2.1]heptan-2-ol (fenchol).
Tap chit G: exo-2,3,3-Trimethylbicyclo[2.2.1]heptan-2-ol
(camphen hydrat).

Tap chit H: endo-2,3,3-Trimethylbicyclo[2.2.1]heptan-2-ol
(methylcamphenilol).

Tap chét I: exo-1,7,7-Trimethylbicyclo[2.2.1]heptan-2-ol (exo-
borneol).

Tap chit J: endo-1,7,7-Trimethylbicyclo[2.2.1]heptan-2-ol
(endo-borneol),

Halogen

Khéng dugce qua 0,01 % (Phu luc 9.4.5).

Hoatan 1,0 g che pham trong 10 ml 2-propanol (TT) trong
binh chung cét. Thém 1 ,5 ml dung dich natri hydroxyd
lodang (TT), 50 mg hop kim nhoém - nickel (TT). Pun trén
céch thity dén khi 2-propanol bay hoi hoan toan. Dé ngudi
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v thém 5 ml mede. Khudy déu va loc qua gidy loc w6t da
dwgc nira bing nude dén khi hét clorid. Pha loang dich lgc
thanh 10,0 ml biéing mwde. Thém timg giot acid nitric (TT)
vio 5,0 ml dung dich thu duoc dén khi tia tao thanh tan
tro lai va pha lodng thanh 15 ml bing nwdc. Dung dich thu

dugc phai dap img phép thur gigi han clorid.
Nuéce

Hoa tan 1 g ché phim trong 10 ml ether ddu héa (50 °C

dén 70 °C) (TT). Dung dich phai trong (Phu luc 9.2).

Cin sau khi bay hoi
Khong dugc qua 0,05 %.

Dé bay hoi 2,0 g ché phim trén cach thuy va sy kho &
nhiét &6 tir 100 °C dén 105 °C trong 1 h. Can con lai khong

dugc qua 1 mg.

Bio quin ]
Trong bao bi kin, dé noi khd mat.

Ghi chi

Tuong ky: Tao hén hop chay long (hén hop léng, dic
sét, trong sudt) vdi phenol, menthol, thymol, salol,
naphthol, resorcin, pyrocatechol, pyrogalol, acid salicylic,

phenylsalicylat, cloral hydrat, antipirin...

Loai thuéc
Thudc kich thich da, giam dau, chéng ngira.

CAPECITABIN
0]
AN
NT | F
Ay
CHy o
HO OH
C,sH,,FN;04 Pt.l: 359,4

Capecitabin 1a pentyl
5-fluoro-1,2-dihydro-2-oxo-4-pyrimidin  carbamat,

pham khan.
Tinh chit

Bot két tinh mau tring hodc tring nga. Hoi tan trong
nudc, tan trong acetonitril va ethanol 96 %, dé tan trong

methanol.

1-(5-deoxy-B-p-ribofuranosyl)-
phal
chira tir 98,0 % dén 102,0 % C,sH;,FN;0, tinh theo ché

CAPECITABIN

Pinh tinh

A. Phd hap thu hong ngoal (Phu luc 4.2) cia ché pham
phai phu hop véi pho hap thy hong ngoai cua capecitabin
chuén hoic pho d6i chiéu cua capecitabin.

B. Trong phan Djnh lugng, pic chinh trén sic ky d6 cua dung
dich thir phai c6 thoi gian luu tuong tmg vé&i thoi gian luu
cua pic chinh trén séc ky do cia dung dich chuén.

Goéc quay cyre riéng o

Tir 496° dén +100°, tinh theo ché pham khan (Phu luc
6.4).

Ding dung dich ché phim 1,0 % trong methanol (TT), do
d20°C.

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3) véi pha dong A,
pha dong B, dung méi pha méu, dung dich thr, dung dich
chuan, dung dich phu hop hé théng va didu kién sic ky
nhur m6 ta trong phén Dinh lugng.

Bang 1 dua ra cac thong sd thiri gian hwu tuong dm (gia tri
gan ding gidp xéac dinh vi tri cac tap chét), hé s6 dap img
tuong d6i va giéi han ciia cac tap chét.

Tinh ham lrong phéan traim méi tap chét trong ché phim,
néu co, dua vao dién tich pic tap chét trén séc ky db cua
dung dich thir, dién tich pic capecitabin trén séc ky dd cua
dung dich chuén, ndng d¢ capecitabin chuén trong dung
dich chudn va néng d6 ly thuyét cia capecitabin trong
dung dich thir. Chia dién tich pic tap chét cho hé sé dap
{mg twong ddi.

Gidi han:

Timg tap chit: Khéng dugc qua gidi han ghi trong Bang 1.
Téng céc tap chit: Khong dugc qua 1,5 %.

Bang 1
i Théi gian Hg¢ ésb  Gidi han
Tén chét lru dsp img  tap chit |
twong d6i twongddi (%)
Tap chit A 0,18 1,05 0,3 L
Tap chéit B 0,19 0,81 03 |
2'3"-di-O-acetyl-5'- i
deoxy-5-fluorocytidin 0g 59 ol |
"-deoxy-5-fluoro- ;
N4-(2-methyl-1- ‘|
butyloxycarbonyl)
cytidin + S'deoxy-5- 4% Lol &
fluoro-N4-(3-methyl-1- ;
butyloxycarbonyl)cytidin '
Capecitabin 1,00 1,00 —
1-[5-Deoxy-3-
O-(5-deoxy-f-D-
ribofuranosyl)-S- .
D-ribofuranosyl]- 1,06 1,00 0,3 |

| 5-fluoro-2-oxo-1,2- ?
| dihydropyrimidin-4-y1]- !
| carbamic acid pentyl ester :
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