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Pha dong, diéu kién sic ky nhu mé ta trong muc Tap chét
lién quan.

Dung dich chudn: Cin chinh x4c khoang 20 mg amiodaron
hydroclorid vao binh dinh m@c 200 ml, hoa tan va pha
logng vira du bing hdn hop acetonitril - nude (1 : 1).
Dung dich thir: Can 20 vién, tinh khéi lugng trung binh
clia vién, nghién thanh bot min. Cén chinh xac mot lugng
b6t vién twong Umg véi 20 mg amiodaron hydroclorid vao
binh dinh mirc 200 ml, thém 170 ml hén hop acetonitril -
nweée (1 : 1), 1ic siéu 4m 15 min dé hoa tan, dé ngudi, thém
hén hop acetonitril - nueée (1 : 1) téi vira du, lic déu, loc.
Cdch tién hanh: Tién hanh séc ky 14n luot véi dung dich
chudn va dung dich thi. S dia ly thuyét cua cot xac
dinh trén pic chinh cua dung dich chuan phai khéng nhé
hon 3000.

Tinh ham lugng amiodaron hydroclond C25H2912N03 HCI
trong vién dua vao dién tich pic trén sic ky 46 cia dung
dich chuén, dung dich thir va ham lugng C,sH,,I,NO,.HCI
trong amiodaron hydroclorid chuén.

Bdo quin
Trong bao bi kin, dé noi khé mat, tranh 4nh sng.

Loal thubc .
Thuoc chen kénh kali; chong loan nhip nhém III.

Ham lwgng thwing ding
200 mg.

AMITRIPTYLIN HYDROCLORID

. HCI

CyH2;N.HCI

Amitriptylin hydroclorid la 3-(10,11-dihydro-5H-dibenzo
[a,d][7]annulen-5-yliden)-N,N-dimethylpropan-1-amin
hydroclorid, phai chira tir 99,0 % dén 101,0 % CyoH,;N.HC],
tinh theo ché pham d3 1am khé.

Tinh cl}ét
Tinh thé khéng mau hoic bt tring hay gan nhu tring. D&
tan trong nudc, ethanol 96 % va methylen clorid.

Ptl: 313,9

Dinh tinh

A. Phé hip thy hdng ngoai (Phu luc 4.2) cia ché phim
phai phi hop v6i phd hip thy hdng ngoai ciia amitriptylin
hydroclorid chuin.

B. 20 mg ché phim phai cho phan img (A) cua clorid (Phy
luc 8.1).

AMITRIPTYLIN HYDROCLORID

P{ trong va mau sic ciia dung dich

Hoa tan 1,25 g ché phim trong nude va pha lodng thanh
25 ml bing ciing dung méi.

Dung dich phai trong (Phu lyc 9.2) va khéng dugc c6 mau dam
hon dung dich mau mau N, (Phu luc 9.3), phuong phép 2).

Gi6i han acid - kiém

Hoa tan 0,20 g ché phim trong nudc khéng cé carbon
dioxyd (TT) va pha lodng thanh 10 ml bang ciing dung
mo6i. Thém 0,1 ml dung dich do methyl (TT) va 0,2 ml dung
dich natri hydroxyd 0,01 M (TT). Dung dich phai c6 mau
vang. Thém 0,4 ml dung dich acid hydrocloric 0,01 M
(TT). Dung dich chuyén sang mau do.

Tap chit lién quan

Phuong phap sic ky 1ong (Phu lyc 5.3).

Pha dong: Acetonitril - dung djch dém pH 7,0 (35 : 65).
Dung djch dém pH 7,0: Hoa tan 5,23 g dikali hydrophosphat
(TT) trong 1000 ml véi nuce, diéu chinh dén pH 7,0 bing
acid phosphoric (TT).

Dung dich thir. Hoda tan 50,0 mg ché pham vao pha dong
va pha loang thanh 50,0 ml véi cing dung méi.

Dung dich déi chiéu (I): Hoa tan 5,0 mg dibenzosuberon
chuén (tap chit A) va 5,0 mg cyclobenzaprin hydroclorid
chuén (tap chit B) trong 5,0 ml dung dich thir va pha loang
thanh 100,0 ml bing pha dong.

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich dbi
chiéu (1) thanh 50,0 ml bing pha déng.

Diéu kién sdc ky:

Cot kich thuéc (15 cm x 4,6 mm) duge nhdi pha tinh
end-capped polar-embedded octadecylsilyl amorphous
organosilica polymer (5 pm).

Nhiét d6 cot: 40 °C.

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

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh sic ky voi thdi gian gip 3 1an théi gian lwu cua
amitriptylin.

Thoi gian luu trong d6i so véi amitriptylin (thoi gian
lwu khoang 14 min): Tap chit B khoang 0,9; tap chat A
khoang 2,2.

Kiém tra tinh phii hop ciia hé théng: Trén sic ky d6 cua
dung dich dbi chiéu (1), 4o phan giai giira pic ciia tap chat
B véi pic clia amitriptylin it nhat 1a 2,0.

Gidi han:

Tap chét B: Dién tich pic tap chit B khéng dugc lén hon
dién tich pic twong {mg thu dugc trén sic ky d6 cua dung
dich dbi chiéu (2) (0,1 %).

Tap chat A: Dién tich pic tap chit A khéng duge 16m hon
0,5 14n dién tich pic twong tmg thu dugc trén sic ky 46 cua
dung dich d6i chiéu (2) (0,05 %).

Tap don khac: Dién tich pic ciia mdi tap chit khong dugc
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16m hon dién tich pic amitriptylin trén sic ky dd cua dung
dich déi chiéu (2) (0,10 %).

Téng dién tich pic cua tit ca cac tap chat khong dugc 16m
hon 3 14n dién tich pic amitriptylin trén sic ky d6 cua dung
dich dbi chiéu (2) (0,3 %).

Bo qua nhimg pic ¢é dién tich nhé hon hoic bang 0,5 lan
dién tich pic amitriptylin trén sic ky b cua dung dich déi
chiéu (2) (0,05 %).

Ghi chu:

Tap chit A: 10,1 1-dihydro-5H-dibenzo[a,d][7]annulen-5-on
(dibenzosuberon).

Tap chit B: 3-(5H-dibenzo[a,d][7]annulen-5-yliden)-N,N-
dimethylpropan-1-amin (cyclobenzaprin).

Tap chit C: 3-(10,11-dihydro-5H-dibenzo[a,d][ 7]annulen-5-
yliden)-N-methylpropan-1-amin (nortriptylin).

Tap chét D: 5-[3-(dimethylamino)propyl)]-10,11-dihydro-5H-
dibenzo[a,d][7]annulen-5-ol.

Tap chit E: N,N-dimethyl-3-(1,2,3,4,4a,10,11,11a-octahydro-
5H-dibenzo[a,d][ 7]Jannulen-5-yliden)propan-1-amin.

Tap chit F: (5EZ,10RS)-5-[3-(dimethylamino)propyliden)-
10,11-dihydro-5H-dibenzo[a,d][ 7]annulen-5-ol.

Tap chit G: 10,11-dihydro-5H-dibenzo[a,d][7]annulen-5-ol
(dibenzosuberol).

Kim loai nidng

Khong dwoc quéa 20 phan triéu (Phu luc 9.4.8).

Liy 1,0 g ché phim tién hanh thir theo phuong phap 6.
Dung 2 ml dung dich chi mdu 10 phan triéu Pb (TT) dé
chuén bi mau déi chiéu.

Mit khéi lwong do 1am khé
Khong duoc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C, 2 h).

Tro sulfat
Khong duge qué 0,1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Dinh lrong

Hoa tan 0,250 g ché phim trong 30 ml ethanol 96 % (TT).
Chuén do b?u,]g dung dich natri hydroxyd 0,1 N (CP). Xac
dinh diém két thic bing phuong phap chuin d6 do dién
thé (Phu luc 10.2).

1 ml dung dich natri hydroxyd 0,1 N (CD) twong duong
vai 31,39 mg C,,H,4CIN.

Bédo quin
Béo quan tranh anh sang.

Loai thudc
Thube chéng trdm cam 3 vong, irc ché tai thu nap monoamin.

Ché phim
Vién nén.
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La vién nén chira amitriptylin hydroclorid.
Ché pham phéi dép (mg cac yéu cau trong chuyén luin
“Thudc vién nén” (Phu luc 1.20) va cac yéu cau sau day:

Ham lrong amitriptylin hydroclorid, C;0H,;N.HCI, tir
90,0 % deén 110,0 % so vdi lugng ghi trén nhan.

Pinh tinh

A. Lic mot lugng bot vién da nghién min tuong img
voi khoang 10 mg amitriptylin hydroclorid véi 100 ml
methanol (TT), loc va pha loang 10 ml dich loc thanh 100 ml
v&i methanol (TT). Pho hap thu tir ngoai (Phu luc 4.1) cia
dung dich thu dwgc phai phi hop véi phd cla dung dich
amitriptylin hydroclorid chuin c6 ndéng d6 tuong duong
trong cung dung mdi.

B. Trong muc Dinh lugng, pic chinh trén sic ky dd cua
dung dich thir phéi c6 thoi gian luu twong img véi thoi
gian luu ciia pic chinh trén sic ky d6 cia dung dich chuén.

Do hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gio quay.

Moi triecong hoa tan: 900 ml dung dich acid hydrocloric
0,1 M (TT).

Téc d5 quay: 100 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dich thir: Ly mét phan dung dich méi treémg di hoa
tan mau thtr, loc (b6 20 ml dich loc d4u). Pha loing dich
loc thu dugc t6i nng do thich hop véi méi truomg hoa tan
(néu cz"m).

Dung dich chudn: Dung dich amitriptylin hydroclorid
chuén trong méi trwomg hoa tan ¢6 ndng do twong duong
v6i ndng d6 amitriptylin hydroclorid trong dung dich thir.
Po d6 h:"ip thu (Phu luc 4.1) cua cdc dung dich thu duge
& hép thu cuc dai khoang 239 nm, céc do day 1 cm, mau
trang la moi truomg hoa tan. Tinh ham lugng amitriptylin
hydroclorid, C,oH,3N.HCI, hoa tan trong mdi vién, dua
vao d6 hdp thu do dugc cia dung dich chuan, dung
dich thir va ham lugng C,,H,;N.HCI cua amitriptylin
hydroclorid chuin.

Yéu cau: Khéng it hon 75 % (Q) lugng amitriptylin
hydroclorid, C,0H,;N.HCI, so véi lugng ghi trén nhén
dugc hoa tan trong 45 min.

Pinh luwgng

Phuong phép sic ky long (Phu luc 5.3).

Pha dong: Acetonitril - dung dich dém phosphat (42 : 58).
Dung dich dém phosphat: Hoa tan 11,04 g natri
dihydrophosphat monohydrat (TT) trong 900 ml mwdc,
diéu chinh pH dén 2,5 + 0,5 bing acid phosphoric (TT) va
pha lodng thanh 1000 ml bing nudc.

Dung dich chudn: Hoa tan mdt lugng amitriptylin
hydroclorid chudn trong pha dgng dé thu dugc dung



