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Experimental Requirements
LR EKR

The separation between ketotifen fumarate and impurities C, D and G should meet the requirements.
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Reagent information

BAE R
Reagent Name Grade Brand Product Number
B4R Z| st iR L k)
Water Ultrapure water Welch -

B BFDHUHE, BRSERRIZNAFRAR, ARSRELDFA, FIKH,

Add: LigmT X BR85S BIBETR (PIW) BEEZMREIOS# P4 201600
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Methanol HPLC Welch
00814-01008
FH (N Hia
Triethylamine AR Macklin
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Instrument Information
BB R
Test instruments Instrument Model
R NE & Tt
High Performance liquid chromatograph
o Agilent 1260 1I
e AR L A

1. Test process:

REEFE
1.1. Chromatographic conditions:
i %At
Chmma“’g;gg coll Xtimate Polar RP  (4.6>150mm,3.5um) PN: 00118-27041
=]
Mobile phaseA: Water-triethylamine (500:0.175)
s A /K-=Z%(500:0.175)
Mobile phaseB: Methanol-triethylamine (500:0.175)
s B - — £, 1% (500:0.175)
Flow rate: .
s 1.0 mL/min
Injection volume:
R 20uL
Column temperature: o
KO 30 °C
Detector:
For pY
Detection wavelength :
R 297nm
T(min) A(%) B(%)
0 60 40
5 60 40
Gradient program ;,(2) jg gg
e F
Bh AP 20 10 %0
45 10 90
47 60 40
55 60 40

El: BRFRBHM, WREERNAZWAHERAZ, ARERELTFA, FUEH,

Add: LT X R85 5 /5 10802 (i) HEE.ZHEI0SHE fib4i: 201600
Add:ATE £ Eh ¥R ERMAEHR1685 b4 : 321000
AddSIHERRBAE KX HB225FH4% WP4s: 211500

Tel:400-810-6969

Web:www, welchmat.com




& AeRBE(EERNERAT

Report No (#7445 ) : 20260104-004

Notes /
E R

1.2. Solution preparation (/A& ACH])

1.2.1. Preparation of mobile phase CiizhHAECH]) -

Mobile PhaseA : Measure 0.35ml of triethylamine and add it to 1000ml of water, mix thoroughly, and
ultrasonicate to obtain the result.

MBI A: BHU= 2% 0.35ml i\ 1000ml /KH, MRS, AR

Mobile PhaseB : Measure 0.35ml of triethylamine and add it to 2000ml of methanol, mix thoroughly,
and ultrasonicate to obtain the result.

BN B: BEL=Z % 0.35ml i\ 1000ml g, Fa5rR5], AR,

1.2.2. Blank solution. Diluent (Z¥ W MR -
Diluent :Methanol-Water (50:50)
FMoREF: FIEE-ZK (50:50)

1.2.3. Test solution CIRIER) -

Test solution: Weigh 0.375g of ketotifen fumarate tablets (ground into fine powder) (approximately
equivalent to 3mg of ketotifen), place it in a 10ml volumetric flask, add diluent to dissolve and dilute to the

mark, shake well, filter, and take the filtrate for injection.
P VA RIS SERER & 25 (WFRAIRS) 0.375g (A4 TEREZF 3mg) , H 10ml &
A, INRRERVA R B R 2R, RRAY, B, ENSRIEGIAE.

Reference solution: Measure 1ml to 200ml of the test solution in a volumetric flask, dilute to the mark

with the diluent, and shake well to obtain the solution.
SFREAW : =BRSSBT Aml & 200ml S A GBI 220, oS,

System applicable solution: Weigh an appropriate amount of ketotifen fumarate reference substance,
impurity C, impurity D and impurity G, and dissolve and dilute them with a diluent to prepare a mixed

solution containing approximately 0.3mg of ketotifen fumarate, 1.5 1 g of impurity C, 1.5 1 g of impurity

D and 1.5 1 g of impurity G per 1ml.

El: BRFRBHM, WREERNAZWAHERAZ, ARERELTFA, FUEH,

Add: LT X R85 5 /5 10802 (i) HEE.ZHEI0SHE fib4i: 201600
Add:ATE £ Eh ¥R ERMAEHR1685 b4 : 321000
AddSIHERRBAE KX HB225FH4% WP4s: 211500
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MR R Iml £955 0.3mg & B EREA & L 1.5ng 2551 C. 1.5pg 2%/ D M 1.5ug 24 G VR 5.

2. Chromatogram and data GEEIFI¥HE)
Analysis spectrum of Test solution CIRIER T &) -
BiEE X
Qe [EEMWIE £L KBY =setzses- &

pEIT-RP-FH | DADIA, 8ig=297, 4 Ref-off
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EEFE [=
&
HEFER X
g |iC2
[ # & EFR RT (min) | EEE BEE% | BS USP HEE USP $EtRaT E=E

Figure : Acquired Results of the Test Solution-Blank solution
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BiEE X

Qe [BELEWIE £ & i Q =xezmes - &
pET-8P - %4 | DaDla, 8ig-297, 4 Refoff
x101 -~
G
4.0 P =
35
3.0
T 25
2 2.0
= 15 8z
1.0 - gy Bg
0.5 Y =3 g2
0.0 L A XAl | N
0.5
5 10 5 20 25 30 35 0 13 50
R [min]
A ==
S X
=
[ # A EFR RT (min) EEE (mAU-s) | IBEEE % | ES (mAU) USP HEE Usp iy BEE
1 ZED 9.289 68.468 0.447 4,946 12860 1.29
2 ZEEC 17.634 35.543 0.232 1.068 13.84 6448 0.96
3 FEG 20.606 52.986 0.346 1.767 3.60 11384 1.22
4 FES 24,260 15175.432 98.976 655.664 5.48 29909 212

Figure : Acquired Results of the Test Solution-System suitability solution
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BiEE X

Qe [EEWIIA £FL [ =smexzmss- &
pET-RP -85 | DAD1A, 815—297,4 Raf-off
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EEEE [min]

=
T+ # Pt - RT (min) EEE (mAU-s)  EEE % ES (mAU) USP 5EE USP 1EtRET =R
1 EE= 24.230 15092.616 100.000 653.887 30137 210
Figure : Acquired Results of the Test Solution-Test solution
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EiEE X
Qe Bl WilA £ & i ssex(Emssc] &

pAT-RF - EAf | DAD1A, 81g=297,4 Raf-off
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EEE(E] [min]
Al
HIFE X
g =
I # & EFF RT (min)  E@EHE (mAlUs)  IEEE %  ES (mAlU) USP 5EE USP =i =R
1 EEE= 24.783 70.108 100.000 2.260 16915 1.68

Figure : Acquired Results of the Test Solution-Reference solution

B AR RS R % HR VYR
3. Conclusion (%)
Using the Welch Materials Xtimate Polar RP chromatographic column (4.6><150 mm, 3.5 um) under
these chromatographic conditions, The separation of ketotifen fumarate from impurities C, D and G all
met the requirements.

181 F H T (438 4 Xtimate Polar RP(4.6X150mm, 3.5um) fEM 4T, & D EHH 2258 A2
Jii C 280 D 24 G Z Al 14y B 1 I 32 35 iR 23K
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Reviewer(# 1%): Daniel  (Z=2%4 1) Date (H#1) : 2026/01/27
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