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THUOC TIEM DIPHENHYDRAMIN HYDROCLORID

binh dinh murc 100 ml, pha lodng v&i nuwdc dén vach va
lic déu.

Dung djch chuan: Hoa tan mgt lugng cén chinh xac
diphenhydramin hydroclorid chuén trong nwde dé thu
duge dung dich cé ndng 4 khoang 0,5 mg/ml.

Dung djch phadn giai: Hoa tan khoang 5 mg benzophenon
trong 5 ml acetonitril (TT), pha lodng v6i nudc thanh
100 ml va lic déu. Ly 1,0 ml dung dich nay va 5 mg
diphenhydramin hydroclorid chuén vao binh djnh mirc
10 ml, thém mudc dén vach, lic déu.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) duge nhdi pha tinh silica
gel duge bién déi héa hoc gdn véi nhém cyano (5 pm).
Detector quang phd tir ngoai dit & budc séng 254 nm.
Téc do dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Kiém tra tinh phu hgp cua h¢ théng sdc ky: Tiém dung
dich phan giai. Phép thir chi cé gia tri khi d§ phan giai giira
pic benzophenon va pic diphenhydramin khéng nho hon 2.
Tién hanh sic ky v6i dung dich chuan, d¢ 1éch chuén trong
ddi cua dién tich pic diphenhydramin dép img tir cac 1in
tiém lap lai khong dugc I6m hon 2,0 %. Hé s d6i xtmg cua
pic diphenhydramin khéng dugc 16n hon 2,0.

Tién hanh sic ky lan luot v6i dung dich chuin va dung
dich thur.

Tinh ham lugng cua diphenhydramin hydroclorid,
C17HzNO.HC], trong ché pham dya vao dién tich pic trén
sic ky dd cua dung dich chuén, dung dich thir va ham luong
C,7H,,NO.HCI trong diphenhydramin hydroclorid chuén.

Bio quin
Tranh anh séng.

Loai thude
Thuoc khang histamin.

Ham lwgng thwong ding
12,5 mg/5 ml.

THUOC TIEM DIPHENHYDRAMIN
HYDROCLORID

La dung dich vé khuén cua diphenhydramin hydroclorid
trong nuéc dé pha thudc tiém.

Ché pham phai dép g cé.c yéu ciu trong chuyén luan
“Thuédc tiém, thuéc tiém truyén, thubc cdy” (Phu luc 1.19)
va cac yéu cau sau day:

Ham lwong diphenhydramin hydroclorid, C,,H; NO.
HCI, tir 90,0 % dén 110,0 % so v&i lugng ghi trén nhan.

Dijnh tinh
A. Trong phén Dinh lugng, thdi gian lru cia pic chinh trén
sic ky d6 cua dung dich thir phai tuong ung véi thai gian
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Iuru cuia pic chinh trén sic ky 6 cua dung dich dbi chiéu (1).
B. Trong phﬁn Dmh lugng, phd hép thy tr ngoai cuia pic
chinh trén séc ky d cta dung dich thu phél tucmg rng voi
phé hip thy tir ngoai ctia pic chinh trén sic ky d6 ctia dung
dich ddi chiéu (1).

pH
Tir 4,0 dén 6,5 (Phu luc 6.2).

Tap chit lién quan

Phuong phép sic ky 1ong (Phu lyc 5.3). Pha ddng, diéu
kién séc ky, dung dich déi chiéu (2) nhu mé ta trong phén
Dinh lugng.

Dung dich thir: Pha lodng ché phim véi nude dé duoc dung
dich c6 ndng d6 diphenhydramin hydroclorid 2 mg/ml.
Dung dich déi chiéu: Dung dich diphenhydramin
hydroclorid chuén trong pha déng ndng d4 0,002 mg/ml.
Cdch tién hanh:

Tién hanh sic ky dung dich thir véi thoi gian gip 10 1an
thoi gian luu cua pic diphenhydramin.

Kiém tra tinh phit hop ctia hé théng: Trén sic ky d6 ciia dung
dich dbi chiéu (2), 46 phan giai giira pic diphenhydramin
v pic tap chit A khong nhé hon 2,0. P léch chuén tuong
d6i cua dién tich pic diphenhydramin thu dugc tir 6 1in
tiém 13p lai dung dich d6i chiéu khéng 16m hon 5,0 %.
Thoi gian hru twong d6i so v&i diphenhydramin (thoi
gian luu khoang 7,5 min) cta tap chit A khoang 0,9; tap
benzhydrol khoang 4,3; tap benzophenon khoang 8,2.

Pé tinh ham luong cac tap chét, nhan dién tich pic caa céc
tap chét sau v&i hé sb hiéu chinh twong (mg: tap chit A la
0,91; tap benzhydrol 1a 0,67; tap benzophenon 1a 1,25.
Tinh ham lugng phin trim céc tap chat dwa vao dién
tich pic tap chét d4 hiéu chinh (néu cén) trén sic ky dd
ctia dung dich thir, dién tich pic chinh trén sic ky d6 cua
dung dich dbi chiéu va ham lugng cua diphenhydramin
hydroclorid chun.

Gioi han:

Tap chét A va tap benzhydrol: V&i mdi tap chét, khong
dugc qua 0,4 %.

Tap benzophenon: Khéng dugc qua 0,2 %.

Tap don khéc: Vi mdi tap chét, khéng dwgc qué 0,2 %.
Téng céc tap chit: Khéng dugce qua 0,8 %.

B0 qua céc tap chit c6 ham lugng nho hon hoac bang 0,05 %.

N@i dc 6 vi khudn
Khéng dugc qué 3,4 EU/mg diphenhydramin hydroclorid
(Phy luc 13.2).

Dinh lwgng

Phuong phép sic ky long (Phu lyc 5.3).

Dung djch dém: Hoa tan 5,4 g kali dihydrophosphat (TT)
trong nwdc vira da 1000 ml, diéu chinh dén pH 3,0 bing
acid phosphoric (TT).

Pha dgng: Acetonitril - dung dich dém (35 : 65).

Dung djch thir: Pha loang ché phim v6i mirde dé duge dung
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dich c6 néng 46 2 mg/ml diphenhydramin hydroclorid.
Pha loang 5,0 ml dung dich thu duoc thanh 100,0 ml bing
pha djng.

Dung dich doi chiéu (1): Dung dich chira 0,1 mg/ml
diphenhydramin hydroclorid chuan trong pha déng.

Dung dich déi chiéu (2): Dung dich chira 0,1 mg/ml
tap chit A chuin cua diphenhydramin va 0,1 mg/ml
diphenhydramin hydroclorid chuin trong pha déng.

Diéu kién sdc ky:

Cot kich thuée (25 cm x 4,6 mm) dugc nhdi pha tinh B
(5 pm). ]

Detector quang phoé fir ngoai & budc séng 220 nm. Detector
DAD cho phép thir dinh tinh B.

Tbc do dong: 1,2 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Kiém tra tinh 1 phu hop cia hé thong: Trén sic ky d6 cia dung
dich déi chiéu (2), 46 phan giai gira pic diphenhydramin
va pic tap chéit A khéng nho hon 2,0 (thdi gian luu twong
d6i cua pic tap chét A so véi diphenhydramin 1a 0,9). P
léch chuan tuong déi cua dién tich pic dlphenhydramm thu
duogc tir 6 1an tiém 13p lai dung dich déi chiéu (1) khéng
1om hon 2,0 %.

Tinh ham luong diphenhydramin hydroclorid, C;;H; NO.
HCI, trong ché pham dua vao dién tich plC thu duoc trén
sic ky d6 cua dung dich thir, dung dich déi chiéu (1) va
bam lugng cia C;;H,NO.HCI trong diphenhydramin
hydroclorid chun.

Bio quin
Noi khé mat, tranh anh sang.

Logi’ thude
Thuodc khang histamin.

Ham lurgng thwdng ding
10 mg/ml.

VIEN NEN DIPHENHYDRAMIN

La vién nén chira diphenhydramin hydroclorid.
Ché pham phai dap ing cac yéu cau trong ghuyén luén
“Thudc vién nén” (Phu luc 1.20) va céc yéu cau sau day:

Ham hrgng diphenhydramin hydroclorid, C;;H, NO.HCI,
tir 90,0 % dén 110,0 % so véi lugng ghi trén nhan.

Pjnh tinh

A. Liy mot luong bjt vién tuong dwong v6i 50 mg
dlphenhydramm hydroclorid, chnet bﬁng cloroform (TT)
2 lin, m&i lan 10 mL Loc dich chiét, béc hai dich loc dén
cin, ldy khoang 5 mg cén hoa tan trong 0,15 ml nworc,
thém 2 ml acid sulfuric (TT), mau vang duoc tao thanh.
Thém 0,5 ml acid nitric (TT), mau chuyén thanh d6. Thém
15 ml nude, 4é nguéi, thém 5 ml cloroform (TT), lic va dé
yén cho tach 16p, 16p cloroform cé mau tim.

VIEN NEN DIPHENHYDRAMIN

B. Trong myuc Pinh lugng, pic chinh trén sic ky db cua
dung dich thir phai cé thoi gian luu twong {mg v6i thoi
gian lru cua pic chinh trén sic ky d6 ciia dung dich chuén.

Tap chit lién quan

Phurong phép sic ky 16p méng (Phu luc 5.4).

Ban mong: Silica gel H.

Dung méi khai trién: Cloroform - methanol - diethylamin
(80:20:1)

Dung dich thir: LAy mét lugng bot vién tuong tmg véi
100 mg diphenhydramin hydroclorid, chiét 3 1in, mdi lan
10 ml cloroform (TT). Gop va loc dich chiét, dé bay hoi dich
chiét dén gan kho. Hoa tan cén trong 5 ml cloroform (TT).
Dung dich doi chiéu: Pha loang 1 ml dung dich thur thanh
100 ml bang cloroform (TT).

Céch tién hanh: Chim riéng biét 5 ul mdi dung dich trén
1én ban méng. Trién khai séc ky dén khi dung méi di duoc
10 cm. D& ban mong kho ngoai khong khi 5 min, phun 1én
ban mong acid sulfuric (TT) va say 6 120 °C trong 10 min
hoac dén khi xuét hién céc vét.

Trén sic ky do cua dung dich thir khéng dugce c6 vét phu
nao dam hon vét thu dwoc trén séc ky d6 cta dung dich déi
chiéu (1,0 %).

Po hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gio quay.

Méi truong hoa tan: 500 ml nuoc.

Téc dg quay: 100 r/min.

Thoi gian: 30 min.

Céch tién hanh:

Dung dich thir: Sau thoi gian hoa tan quy dinh, liy mot
phén dich hoa tan, loc, b 20 ml dich loc dau.

Dung dich chudn: Dung dich diphenhydramin hydroclorid
chudn trong nwde co6 ndng d6 tuong dwong ndng dd
diphenhydramin hydroclorid ctia dung dich thir.

Xac dinh lwgng diphenhydramin hydroclorid hoa tan biang
phuong phap sac ky long (Phy lyc 5.3). Sir dung pha dqng
va céc diéu kién sic ky nhu & phan Dinh lugng, thé tich
tiém la 50 pl.

Yéu cdu: Khéng it hon 70 % (Q) lugng diphenhydramin
hydroclorid, C;;H;NO.HCI, so véi lugng ghi trén nhin
dugc hoa tan trong 30 min.

Pinh lrgng

Phwong phép sic ky 16ng (Phu luc 5.3).

Pha dong: Acetonitril - nudc - triethylamin (50 : 50 : 0,5),
diéu chinh bing acid acetic bang (TT) &én pH 6,5. C6 thé
diéu chinh ty 1& néu cin.

Dung dich thir: Can 20 vién, tinh khéi lugng trung binh
va nghién thanh bdt min. Can mdt lwgng bt vién tuong
duong voi 50 mg diphenhydramin hydroclorid, hoa tan
bing nirde va thém nuede vira da 100,0 ml, loc.

Dung dich chudn: Hoa tan mdt lugng cin chinh xéc
diphenhydramin hydroclorid chuin trong nwéc dé thu
dugc dung dich c6 ndng dd khoang 0,5 mg/ml.
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