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DIPHENHYDRAMIN HYDROCLORID

Pinh lugng

Cén chinh xac mot luong ché phim tuong img véi khoang
0,1 g dimercaprol vao mét binh nén, thém 50 ml hon hop
methanol - ether (3 : 1), lic déu. Chuén d¢ bing dung dich
iod 0,1 N (CD) dén khi c6 mau vang bén vimg. Song song
tién hanh mAu tréng.

1 ml dung dich dung dich iod 0,1 N (CD) tuong duong vai
6 21 mg C3HgOSz

Xac dinh khéi lugng riéng (g/ml) cua ché phatn (Phu luc
6.5) dé tinh ham lugng dimercaprol ra phin trim khéi
hegng/thé tich.

Béo quan
Trong bao bi kin, & noi mat, tranh anh sang.

Logi thudc
Diéu tri ngd ddc kim loai nang.

Ham lurgng thwong ding
5 g/100 ml; 10 g/100 ml.

DIPHENHYDRAMIN HYDROCLORID

: s
N
O ° g \CHa

C,sH;NO.HCI

Diphenhydramin hydroclorid la 2-(diphenylmethoxy)-
N,N-dimethylethanamin hydroclorid, phai chira tir 99,0 %
dén 101,0 % C,;H,;NO.HC], tinh theo ché pham da 1am kho.

. HCI

P.t.l: 291,8

Tinh chét
Bot két tinh tring hay gin nhu tring. R4t d& tan trong
nudc, dé tan trong ethanol 96 %.

Pinh tinh

Cé thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A, D.

Nhém II: B, C, D.

A. Phd hap thu hong ngoai (Phu luc 4.2) ctia ché phim phai
phit hgp véi phé hap thy hong ngoai cia diphenhydramin
hydroclorid chuin, chuén bj miu do dang dia nén.

B. Hoa tan 50 mg ché phim trong ethanol 96 % (TT) va
pha long thanh 100,0 ml véi ciing dung méi. Po phd hip
thu (Phu lyc 4.1) cua dung dich thu dugc trong khoang
budc song tir 230 nm dén 350 nm. Phé thu dugc ¢ 3 cuc
dai hip thy & cic budc séng 253 nm, 258 nm va 264 nm.
Ty sb 4 hap thu cuc dai do & budc séng 258 nm so v6i
6 hép thu cuc dai do & budc séng 253 nm trong khoang
tir 1,1 dén 1,3. Ty sb d¢ hap thu cuc dai do & budc séng
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258 nm so vai 4o hép thu cuc dai do & buéc séng 264 nm
trong khoang tir 1,2 dén 1,4.

C. Piém chay tir 168 °C dén 172 °C (Phu luc 6.7).

D. Ché phim phai cho phan {mg (A) cta clorid (Phy luc
8.1).

Pd trong va mau sic cia dung dich

Dung dich S: Hoa tan 1,0 g ché phim trong nudc khong
¢6 carbon dioxyd (TT) va pha lodng thanh 20 ml véi cling
dung moi.

Dung dich S va dung dich pha lodng 5 14n tir dung dich S
phai trong (Phu luc 9.2). Mau cua dung dich S khéng dugc
ddm hon mau VN (Phu luc 9.3, phuong phép 2).

Gi6i han acid kiém

Thém 0,15 ml dung dich do methyl (TT) va 0,25 ml dung
dich acid hydrocloric 0,01 N (CD) vao 10 ml dung dich S.
Dung dich thu dugc c6 mau hdng. Dung dich nay phai
chuyén sang mau vang khi thém khong qua 0,5 ml dung
dich natri hydroxyd 0,01 N (CD).

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha déng: Acetonitril - dung dich kali dihydrophosphat
0,54 % dwoc diéu chinh dén pH 3,0 bang acid phosphoric
(TT) (35 : 65).

Dung dich thie: Hoa tan 70 mg ché phim trong pha déng
va pha loang thanh 20,0 ml véi ciing dung moi. Pha loang
2,0 ml dung dich thu dwoc thanh 10,0 ml bing pha dong.
Dung dich doi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 10,0 ml biang pha déng. Pha lodng 1,0 ml dung dich
thu duoc thanh 20,0 ml bang pha dong.

Dung dich doi chiéu (2): Hoa tan 5 mg tap chét A chuin
cua diphenhydramin va 5 mg diphenylmethanol (TT) trong
pha dong va pha loang thanh 10,0 ml véi cing dung méi.
Pha lodng 2,0 ml dung dich thu duoc va 1,5 ml dung dich
thir thanh 10,0 ml bang pha dong.

Piéu kién sdc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh base-
deactivated octylsilyl silica gel ding cho sdc ky (5 pm).
Detector quang phé tir ngoai dit & budc song 220 nm.
Tbc 46 dong: 1,2 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh séc ky véi thoi gian gip 7 14n thdi gian luu cia
diphenhydramin.

Théi gian luu trong ddi so véi diphenhydramin (thoi gian
luu khoang 6 min): Tap chit A khoang 0,9; tap chat B
khoang 1,5; tap chét C khoang 1,8; tap chét D khoang 2,6:
tap chit E khoang 5,1.

Kiém tra tinh phi hop cua hé théng: Trén sic ky db
cua dung dich ddi chiéu (2), d6 phan giai giira pic cia
diphenhydramin va pic cua tap chit A it nhat 1a 2,0.

Gioi han:

Pé tinh ham lugng, nhan dién tich pic cia tap chét D véi
hé sé hiéu chinh 12 0,7.
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Tap chit A: Dién tich pic tap chit A khong dugc 16n hon
dién tich pic chinh trén sic ky d6 cua dung dich d6i chiéu
(1) (0,5 %).

Tap don khac: V&i mdi tap chét, dién tich pic da hiéu
chinh, néu cin, khong dugc 16m hon 0,6 14n dién tich pic
chinh trén sic ky dd cua dung dich d6i chiéu (1) (0,3 %).
Téng dién tich pic cua tit ca cac tap chit khéng dugc 16n
hom 2 14n dién tich pic chinh trén sic ky dd cia dung dich
déi chiéu (1) (1,0 %).

Bo qua nhimg pic cé dién tich nho hon hodc bﬁng 0,1 1an
dién tich pic chinh trén sic ky d6 ciia dung dich dbi chiéu
(1) (0,05 %).

Ghi chu:

Tap chat A: 2-(diphenylmethoxy)-N-methylethanamin.

Tap chat B: 2-[(RS)-(4-methylphenyl)phenylmethoxy]-N,N-
dimethyl: ethanamin.

Tap chat C: 2-[(RS)-(4-bromophenyl)phenylmethoxy]-N,N-
dimethyl—ethanamin.

Tap chat D: diphenylmethanol (benzhydrol).

Tap chat E: diphenylmethanon (benzophenon).

Mit khéi lrgng do 1am kho
Khéng dugce qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khoéng dugc qgé 031 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Dinh lrgng

Hoa tan 0,250 g ché phim trong 50 ml ethanol 96 % (TT)
va thém 5,0 ml dung dich acid hydrocloric 0,01 N (CD).
Chuén d6 bing dung dich natri hydroxyd 0,1 N (CP). Xéc
dinh diém két thic bang phuong phap chuin do do dién
thé (Phu luc 10.2). Poc thé tich dung dich natri hydroxyd
0,1 N (CP) thém vao giira hai diém udn.

1 ml dung dich natri hydroxyd 0,1 N (CP) tuong duong
véi 29,18 mg C,;H,,CINO.

Bio quin

Tranh anh sang.

Loai thudc

Thudc khang histamin, chit d6i khang thy thé histamin H,.
Ché phim

Vién nén, nang, thuoc tiém, kem b6i, dung dich uong.

DUNG DICH THUOC DIPHENHYDRAMIN

Ladungdich thubc uéng chira diphenhydramin hydroclorid,
¢6 thé chira cic chit tao mau va mui vj phi hop.

Ché pham phai dap dng cac yéu cau trong chuyén lun
“Dung dich thuéc” (Phu luc 1.3) va céc yéu ciu sau diy:

DUNG DICH THUOC DIPHENHYDRAMIN

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

Pinh tinh

A. Phuong phiap sic ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel G.

Dung méi khai trién: Ethanol 96 % - acid acetic bang -
nuoc (50 : 30 : 20).

Dung dich thir: Acid héa mot thé tich dung dich thudc
tuong (mg 50 mg diphenhydramin hydroclorid bang dung
dich acid hydrocloric 2 M (TT), lic 3 lan, mdi lan vél
20 ml ether (TT), bo 16p ether, chiét 16p nuéc 2 1in, mdi
1an véi 20 ml cloroform (TT). Lac dich chiét cloroform thu
dwoc v6i natri sulfat khan (TT). Loc, bdc hoi dich loc dén
kh. Hoa tan can da dé ngudi trong 5 ml cloroform (TT).
Dung dich doi chiéu: Chira 1 % diphenhydramin hydroclorid
chuén trong cloroform (TT).

Cdch tién hanh: Cham riéng biét 5 pl mdi dung dich trén
1én ban mong. Trién khai sic ky dén khi dung méi di dugc
khoang 15 cm, ldy ban mong ra, & kho ngoai khong khi
va phun dung dich kali iodobismuthat (TT) (Thubc thir
Dragendorff). Vét chinh trén sic ky do cia dung dich thir
phai tuong {mg véi vét chinh trén sic ky 6 cia dung dich
d6i chiéu v& vi tri va mau séc.

B. Béc hoi 1 ml dung dich thir & phép thir A, hoa tan cén
trong 0,15 ml nwoc, 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 nuéc, dé ngudi, thém 5 ml
cloroform (TT), lic va dé yén cho tach 16p, 16p cloroform
c6 mau tim.

Tap chit lién quan

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

Ban mong: Silica gel H.

Dung méi khai trién: Cloroform - methanol (80 : 20)
Dung djch thur: Stt dung dung dich thir & phép thir A & muc
Pinh tinh.

Dung dich doi chiéu: Pha loang 1 ml dung dich thir thanh
100 ml bing cloroform (TT).

Cdch tién hanh: Chim riéng biét 5 pl m01 dung dich trén
1én ban mong. Dé khé ban mong va trién khai sic ky dén
khi dung méi di dugc khoang 15 cm, 1y ban méng ra, dé
kh6 ban méng ngoai khéng khi va phun dung dich kali
iodobismuthat (TT). Bit ky vét phu ndo ngoai vét chinh
trén sic ky d6 cua dung dich thir phai khong dugc dim
mau hon vét chinh trén sic ky db cua dung dich déi chiéu
(1,0 %).

Pinh hrong

Phuong phap sic ky 16ng (Phu lyc 5.3).

Pha déng: Acetonitril - nuoc - trtethylamm (50:50:0 5)
dleu chinh bang acid acetic béng (TT) &én pH 6,5. Co thé
diéu chinh ty 18 neu cén.

Dung dich thir: Lay chinh xac mgt thé tich ché phém tuong
duong véi khoang 50 mg diphenhydramin hydroclorid vao
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