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(MEIEN . A LEHRNERT B T EIRE(ROX) 5 H &4 J A EH R AEE EZHR BB EHR BB ESRA
10% ¥ B ¥ st e Aneg a2 bk, ik 2R ROX 5 5 A dtifi s , £ 58 (25£1) CAHE(40+1) CHMH T, T0.1.2,
4.6.8.12 24 h BHF WA X BARR 69 SPULE AL M E pH A A RIS AcE 40, R A B m e En 2 ROX 945, &R,
ELREMNT , SBRARRIA R EFEN RO F £, & Buliik pH ALY K1 ,RSD<2% (n=8), E4 A ROX 5 #
F 4B FACAN E SR AR A BLAR R F R 12 h 24h pH A %14 3.96.3.91, %% 8 h.12 h .24 h JEBetaik pH A5 % 4 3.95.3.92,
3.86, - fBeia ik pH 1A /E 4.40 ~6.31 Z 8], 24 h W &FARR G RIEERAE R B3 40, 2HA ROX 5 K45
EHR RAR RS R AR ESR 10% ) FARESIR AR A BLAER 24 h A A T <5% ,RSD<2% ; 5 ) E 4 A AL
ERRARAEALR ST ETEASR 24 h B4 FE>10% ,RSD 531 4 4.52% (£i% ,n=8) 4.43% (5% ,n=8), &it:
ESHR ROX 5 RABBLZ 4R RABESHR LB IE 0% 10% B A4 246G B4 24 h WER 53 F 8 mEfi
Befm AR 12 h AR A,
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Compatible Stability of Roxatidine Acetate Hydrochloride for Injection with Common Solvents
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[ Abstract| Objective: To investigate the compatible stability of roxatidine acetate hydrochloride ( ROX) for injection with glucose
sodium chloride injection, xylitol injection, fructose injection, invert sugar injection and 10% glucose injection. Methods: After the
combination of ROX for injection and five solvents, samples were taken at 0, 1,2, 4,6, 8, 12, 24 h at room temperature (25+1) C
and high temperature (40+1) °C, the appearance of the mixed infusions were observed, the pH value and the number of insoluble
particles were measured, and the content of ROX was determined by high performance liquid chromatography. Results: Under the above
conditions, the appearance of each of the compatibility solution was clear and transparent, no bubbles and precipitates were produced.
There was no significant change in pH of each compatibility solution, RSD<2% (n=8). However, the pH of the compatibility of the
drug and glucose sodium chloride injection solution were 3. 96 and 3.91 after 12 and 24 h at room temperature, the pH values were
3.95, 3.92 and 3. 86 after 8, 12 and 24 h at high temperature, and the pH values of other compatibility solution ranged from 4. 40 to
6.31. The insoluble particles of compatibility solution did not increase significantly within 24 h, and all met the requirements. The drug
content changes in the mixture of ROX and xylitol injection, fructose injection, invert sugar injection, 10% glucose injection within 24 h
were <5% , RSD<2% . The content of the combination of ROX and glucose sodium chloride injection showed the downward trend, the
drug content changed by >10% within 24 h, the RSD was 4. 52% (room temperature, n=8) and 4.43% (high temperature, n=8).
Conclusion: ROX for injection combination with xylitol injection, fructose injection, invert sugar injection and 10% glucose injection
should be used within 24 h, and combination with glucose sodium chloride injection should be used within 12 h.
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1.2 %%

ROX S B8 5 ( DU 1148 2 5 25 A 0 RHE A BR A A it
5 nkql17010901 , 4 99. 5% ) ; 1 5 H ROX (I 24 4 [
SREIME 2L A B R i 20151003, Bk 75 mg) 5 #i
AP AR S G AL AR R B 2 A IR ST A R,
5 WA1509002 , #i4% 250 mL, & #i%i0E 12,5 ¢, ALk
2.25 g) s AMHE S S (Ll AR R R 2k 4 A BR A D
5 216122906 , MA% 250 mL : 25 g) ; BT S (V105
1E R 254 BRI 1610151, BEAK 250 L -
12.5 ) s AR T G W (DU )1 28 R AR 2k A5 BR A
AL S 18060211, KA 250 mL, &5 M 6. 25 o, i % b
6.25 g) 3 10% HZPHEE ST (EIALARA [E] 5 245 A BR 54T
AT S WAL608005 , HiLkS 250 ml. © 25 g) ; Z I Ky i
ali, AR i 4l 2585 7oK e R el Rl = Al
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2.1 ROX &ZM ket

2.1.1 @58 Ol Eurosphere-100 C (250 mmx
4.6 mm,5 pm) ; FSIAHR LM ¢ 0. 02% B R 2% b ik (X
0.1 mL BUBEBRIA TR , % T 500 mL UZEM/K T RIH=2
JieET pH N 5.46) = 22 : 78 K I K 230 nmj; 7 #
1 mL/min; #:¥E 35 °C ; #AEE 20 pl,

2.1.2 B &Eke i RSB ARIC 10 mg ROX X
i T 10 mL 25 P, N S A A, 8 2 S B
BB R 1 mg/mL (T RSG50, BT 4 °C UKFR DR AT
#H,

2.1.3 BrRksmmikagded  KERES mg T
ROX 3£ 5 £y, % T 10 mL 22, 73 5 A S & # 45
WEE BRI R AR RS 0 R B AR v
ST 10% %5 05 1 55 W, TR & 450 22 58 e 0 i, 7
BERZIB, 11 0. 45 wm AL UE B 38, 7531 ROX Wk B2 h
0.5 mg/mL A A A VA T

2.1.4  FRMEEE HUH ERE AL TS AR BE
TSV RWETE ST % AW T S L 10% i 25 8 T S0
T A RS O IR 43 S IBGE B % BB A T B At
W2, 1. 37 BN B 8RS Sk A AR A 1 SR
%, SRR ROX (BB WA OR B B H) R 9 min A4, 3
WEEMREL>3 000, 5 2% A i b i ) o 06 4 2 R4, AT
Pt ROX WIINE | B ASIA IS I ik T Jm kR A, WAL 1,
2.1.5 ARpEWZAH L A2, 127 TR B ROX
Xif B S A5 VRO B 2 10 mL 2, IR sh AR R
Z B | T ) A v BE 43 5] A 200. 000 . 100. 000, 50. 000 |

25.000,12. 500 .6. 750 3. 375 wg/mL f4 28 51 b5 15
FEIE <2, 117 TR A 7 vk A7l o, e sk g 1L, DL
ROX [T AR B AL AR () , ROX MR FE B AL b () 2
ATEAERH 1538 T By =9 922. 2x+6 539.9(r=
0.999 9) , 45 KB ROX ¥ FETE 3. 375 ~200 pg/mL i
Rl N 50 T AR R R,
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2.1.6 MEEEER  HullGE . P AR E (100. 000
25.000. 6.750 pg/mL) A9 ROX XF B & ¥ W, 4% I8
“2 11T IR BT IR AT G | R B T S R S IR,
S T AR T 06 T AR A RH X BR U D 2% (RSD) |, 4
R MR B A ROX U 1T AL RSD 43 il A 0.78%
0.69% .1.02% , FRIANEHE % T R AP 45 600w 22K
2.1.7 AREMWEER e, Rk EE (100. 000,
25.000.6. 750 pg/mL) A ROX X FE S IA TR, IR 1 F
TF0.1.2.4.6.8.12 .24 h BOdE Fe 8«2, 1. 17 TR 17k
PEATINGE 0 s T AR, 8 RSD, 45 9w b (R MR
ROX W& TH FX RSD 4334 1.34% 1.59% 1.72% .

2.1.8 wAtenlc kg A FREUE S ROX & &,
BCHIR BE R 25 we/mL WVEWE 9 17, B T 10 mL 25 & il
W 2RI 20 .25 .30 we/ml 2 3 SRR 9 ROX
Xof B T4 1 mL AV R IR [ 300 e v, TR A 3950
J& IR SR B A B R E 2. 1L U IR ik
W e SR, 255 3 Aot it vk B A 1 249 Il i 32 433l
H99.69% | 99.33% . 99.10% , RSD 4% %l K 0.74% .
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1.01% 1.07% , W% 1.
F1 MEEKERIGER (n=3)

AR AR, R/ [Pk, FHRE RSD/
B/(mg/mL)  (mg/mL) (mg/mL) % R/ % %
0.0253 0.0210  0.0461  99.05
0.0253 0.0210  0.0462  99.52 99.68  0.74
0.0253 0.0210  0.0464  100.48
0.025 1 0.0250  0.0502  100.40
0.025 1 0.0250  0.0497  98.40 99.33 1.0l
0.025 1 0.0250  0.0499  99.20
0.0250 0.0300  0.0551  100.33
0.0250 0.0300 0.0545  98.33 99.11  1.07
0.0250 0.0300  0.0546  98.67

2.2 BARASE M LK

2.2.1 BeARR A H & S IR 25 Wk B, B 9
ROX 3t 5 32 (KA 75 mg) , 2R FH— UM 3 5 25 4l BORE 17
VIS B ATO MO N , $25) TR 25 W) 58 S ), FRIR
142853, 43 37 A 250 mL ABEBEE SR 250 mL %)
B LB S 250 mL BT R 250 mL #5 AL BETE
P 250 mL 109 #4565 1 SRR A4S b S BNR IE N

0.5 mg/mL M ELAAE, 0 B T2 (251) C K=
(40+1) CARAF, BRAE R A SRR AHXHR R 55% 5%

2.2.2 SPULE pHAE  HUECIRWEEE &, 53 9 in A B ZE [
o EERMEERAF T, T0.1.24.68.12.24h
WG W S WAL AL 6] i ] pH 30 5 BC AT ) pH
L, S EAREE M 2 3 K BOFEME, 43R BR,24 h
PN ALY 4 4 0 2 T 2 38 BH 6 <3 L U3 7= 4 5 ROX
435 5 R AL R BCAR R pH ¥ JE B A48 1k, RSD<
2% (n=8) , T HH ROX L5 % % 0 Sl fb 4k 13 5 i 4 %
PRI 2 IR T 12 h 24 h pH {4510 3.96 3.91, &
T8 h 12 h 24 h J5 BRI pH {E 5%~ 3.95.3.92,
3. 86, ALK pH fH1E 4. 40 ~6.31 JEREIN, WK 2,

2.2.3 FphsoEs WEA 20 mL, S BOPEZ
BY (2015 R ) DU R I Hp < AN OoRAS A vk SR ADG
BELI 0 5 b 45 4 T AN [) s ] o5, 9 A4 AN 5 1 fkir
B, A TR B E 4 W, 3555 1 e 8, BUS
2L 3 AR AT AEAE e 25K, S5 A E . R Tt
B ST TP oREAR =10 m BIBCRLBOR 1 25 R, RiA
=25 wm MIRCRIBCR T 3 R0 455K, 45 24 h N
BCATLV A AN T P Ao R W S 38, B 5 e, W36 3,

®2 T5A ROX 5REEAESS pH BEEK

R B I Oh 1h 2h 4 h 6h 8 h 12 h 24 h RSD/%
PN NE R 6.28 6.25 6.29 6.31 6.28 6.24 6.27 6.23 0.43
A RSB R 4.05 4.04 4.01 4.05 4.03 4.01 3.96 3.91 1.23
EiR o RS 5.58 5.62 5.61 5.63 5.59 5.56 5.54 5.57 0.56
AR S 4.89 4.80 4.87 4.88 4.85 4.86 4.82 4.83 0.64
10% i % W 5 4.47 4.45 4.48 4.46 4.42 4.44 4.45 4.40 0.59
A B S 6.25 6.24 6.22 6.25 6.28 6.27 6.24 6.22 0.34
AR A AN SR 4.03 4.06 4.03 4.02 4.01 3.95 3.92 3.86 1.71
il RBEESTR 5.55 5.57 5.58 5.56 5.60 5.62 5.61 5.64 0.56
TR 4.82 4.86 4.83 4.79 4.84 4.88 4.87 4.89 0.70
10% 5 25 W 1 4 1l 4.50 4.46 4.47 4.46 4.48 4.41 4.44 4.51 0.72
# 3 5 ROX SR EEMABEARBHEMAITEL Hi/mL
W BiAE/ pm 0h lh 2h 4 h 6h 8 h 12h 24 h
o =10 10.3 9.9 9.5 10.7 8.0 8.2 6.9 7.1
T S TR
ABRB A =25 1.3 1.2 1.0 0.9 0.8 0.5 1.1 0.9
=10 14.6 15.3 12.1 12.8 16.9 17.4 15.0 18.2
A LN T TR
B RAHES =25 1.9 1.1 1.7 1.8 2.0 1.9 1.8 2.0
=10 9.8 11.4 11.9 10.7 11.0 12.3 9.1 8.6
%:EI \%:‘A B cﬁ
B R =25 0.9 0.9 1.0 0.8 0.7 0.9 1.3 1.6
=10 7.2 5.8 10.1 9.6 9.2 8.0 11.4 7.7
SRR SR
i # =25 0.6 0.5 0.9 1.2 1.3 0.7 0.6 1.1
0% HATHEE S =10 15.8 16.4 16.2 15.1 17.2 14.8 13.1 13.7
v ; =25 1.1 1.5 1.4 0.9 0.8 1.0 0.8 0.7
=10 9.4 10.8 10.2 9.0 6.5 7.0 8.1 5.3
OB I TR
ABEREE S =25 1.1 1.1 0.9 1.1 0.8 1.0 1.2 0.9
=10 13.3 15.4 16.0 14.9 15.2 16.8 13.1 14.7
2 B S A B SR
o =25 1.7 1.6 1.7 1.7 2.1 2.0 1.8 1.4
. i =10 11.1 9.4 9.8 11.2 10.4 11.0 12.5 14.2
=a=| PR B
iR R =25 1.2 0.7 0.8 0.7 1.1 1.0 0.9 0.7
=10 9.5 8.3 10.4 11.3 9.7 6.1 7.9 10.7
SRR S
% 5 =25 0.7 0.5 0.6 1.0 0.8 0.7 0.4 0.4
=10 17.1 15.4 15.0 11.8 10.9 9.8 10.7 8.6
10% i % B SR
’ =25 0.5 0.6 0.8 0.8 0.7 0.5 0.4 0.8
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2.2.4 MMELHATEA TEEREFMT, 45 HIHHE
W 500 pl B 10 mL 285, T ACKE X 7 ) 7 A7 T
B IRA,H0.45 pm FALIERE L U8 2 IR<2. 117
TR R kil , A M2 3 WK, BOF{E, L0 h ROX
TN 100% |, kil AS [8] B (8] 550245 0 A0 X 4 o 1 A8
b, ZRER AEERSSIRAMT, FHH ROX 5K

WHBSETE SR RWEE S VR e AR s T S R 10% 1 B e
SR ECATIR 24 b 259 & A b4 <5% ,RSD<
2% (n=8) , -5 % % Wi S Ak 40 1 S5 VR 4 B 1Y) B ARV 25 )
R FRFEEE12 h N2 & 88 <5% ,24 h 12y
YA >10% ,RSD 2098 4.52% (E i, n=8)
4.43% (& ,n=8) , L% 4,

x4 FHAROX 5EREERGEEHEMNEBSEETNH %
W 0h 1h 2h 4 h 6 h 8h 12 h 24 h RSD
AR B 100 100. 41 101. 60 99. 82 99. 57 98. 06 98. 95 98. 11 1.19
H A RS ER T SR 100 100. 63 100. 37 99.15 97.26 95.59 91.38 89. 05 4.52
FE RS 100 99.55 101.24 99. 63 99. 10 101. 59 100. 22 97.36 1.31
AU SR 100 101.71 102.33 99. 40 100. 27 101. 65 98.70 97.62 1. 62
10% M 5 100 99. 82 98.75 101. 91 100. 52 98. 61 97. 14 96. 06 1.89
AMEREE 100 101.26 100. 05 99.79 99.25 100. 14 98. 43 98. 50 0.94
2 R SR AP 100 99.73 101. 38 98. 85 96. 29 95.15 92.96 88. 62 4.43
(R Y - E 22 100 100. 22 99. 58 98.97 98. 69 98.43 99.01 98.75 0. 66
AR SR 100 99. 84 100. 36 99.25 97.21 96. 97 97.32 97.30 1.48
10% 25 Wik E S 100 100. 39 97. 89 98. 05 96. 54 96. 38 9. 14 95. 81 1. 80

3 wip 4 PR A A BT AR R A LM (PVC) ILHE R R

EH LR SN BBEY TRk, ®R L
i -7K-= e -vKBETR (17.5 : 82.5 : 0.5 : 0.25) K sh
AL R T 25 5 ROX B4R B I T 4840 21 min, 2
TG R P, e 2R SL G, BEREIE XS W T sl A, P
H ) pH AE B AR, 8 2 G 3% 2140 B 2 0. 02%
FRZZ W ( = ZJHVHY pH M 5.46)=22 : 78 MR 35 C,
AT ROX W IR 34T, £ BA B[R] 3 v, SV AN
PR S SN KON S % AR B G 3, RS
B/ rb i ORI, 3 S 28 0 il 0 25 7 A — BB NS
M AN VA PRSI 2 25 58, TR L, 7e A e A vh S
BB TR PR AR AR AMRE | G 43 B AR P e I IS 15 R
FEAR T R S T B A BRRE AR i B 2 min, AU/
XN S5 T, 4550 8K, 24 h NECAR A IR PE
BTG 25 HRE . HAT, B R AMA S AR 1T i 32 5 i
1) pH BB 4 ~ 9,4 pH {8 H 10 3E B, 251 & ik
2100 pH (EBAR , Tk R e A bk, FE A ROX 554
AL SR R BRI = R 12 h )5 =i 8 h
& pH<4. O, A5 FE M SRAF T i, 2338 hn s 25 e AL i ik R
(R RV o X AL B e IR AN =R R 24 h N pH (A 2%
Wik RS, 43 Hr ] BB R R ROX 25 44 v 11 £ T8 Jie 3
KBS TR TR FEAE MR 25 10 T KM, R, 25 <0h COo, 78R
WO T R, S8 0T BB 1 A W pH (R AR, AT A
ROX 5 A &AL SR BC L 259 & i 52 T R
12 h WE R >5% , AE /A EPR E259) & &>
95% FRE"  MBAF G i >90% I 1L 27 B s PE bR
HES S HA R R SRR T RE N BRI A 1E T 20K i, L
K ROX S50 R R BE 34 b A B SE 25 L7, 5 B A AL R
B RN PR, W 2 ) S e B, TSI SRR Y
REL , 2838 A X 24 T AT e o0 B, A o Ttk — 2505
LN RN N LR S N TR BN B ISR 0 T

HEBR IR AR AR A 258 S iR S H W B4 T
A WO 7R BERES 2 B PP A AU 1, 45 2R R AL S
R ZEF TG R S PR RN AR PVC L5t ik
AR ROX TCMEBHE T

25 B RnA VS ROX 5 AR B VR SR SR AT
T AW T S 109 %0 I S EC AL L AE 24 b Y
T, AN, S AR A0 2 A R BRI A XU, 32 23
ROX 5 % F S8 AL A T S R BCALLRETE 12 h AR,

SE Ak
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