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Effect of Stearyl Alcohol from Different Suppliers on Critical Quality Attributes of

Morphine Hydrochloride Sustained — Release Tablets
DONG Zemin',YU Chunmei' , XIONG Liping' , XU Jie' ,LUO Lijun’,ZENG Linggao®
(1. Southwest Pharmaceutical Co. ,Lid. ,Chongqing,China 400038; 2. Chongqing Institute for Food and Drug Control -
401121)

NMPA Key Laboratory for

Quality Monitoring of Narcotic Drugs and Psychotropic Substances,Chongqing , China
Abstract: Objective To investigate the effect of stearyl alcohol from different suppliers on the critical quality attributes of Morphine
Hydrochloride Sustained — Release Tablets. Methods
excipient compatibility study. Morphine Hydrochloride Sustained — Release Tablets were prepared by melting granulation method, the

Mixed stearyl alchol from two suppliers with morphine hydrochloride for

critical quality attributes of products prepared by stearyl alcohol from two suppliers were compared and the stability study was
carried out. Results Stearyl alcohol from the two suppliers had good compatibility with morphine hydrochloride, the critical quality
attributes  such as crystal form, hardness, fragility, content, related substances, and dissolution profiles of all products showed no
significant differences and all products exhibited good stability. Conclusion Stearyl alcohol from two suppliers can be replaced with
each other,ensuring the quality of Morphine Hydrochloride Sustained — Release Tablets was stable and controllable.

Key words:stearyl alcohol; Morphine Hydrochloride Sustained — Release Tablets;ecritical quality attributes; stability ; compatibility test;
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Tab.1 Results of the compatibility test of stearyl alcohol from two suppliers with morphine hydrochloride

Hon R BB E (%) PR - AAHE (%) ‘ -

KA RRB RRC RRAD FRE ZRF HwEMR EER

L 0d - EER S # 0.07 * 0.06 0.08 * 0. 09 0.34
KRS d - EER/ Y * 0.06 * 0.06 0.08 * 0.08 0.33

X104 - aéEH kR # 0. 06 * 0.07 0.07 * 0.08 0.31

1304 - LR * 0.05 * 0.07 0.08 * 0.08 0.33

BiRHESd -0.07 ke B * 0.05 # 0.05 0.04 * 0.08 0.36

HiEZE 10d -0.13 IES 4xitA * 0.05 * 0.05 0.03 # 0.08 0.25

HiRHE30d 0.37 ke B * 0.10 * 0.06 0.05 # 0.09 0.34

HEDEER AN 0d - aéenk * 0.09 * 0.06 0.08 # 0.08 0.35
B (1:5, 88 kmBs5d - aéenk * 0.09 * 0.06 0.08 * 0.09 0.37
BA) HEE10d - CERY * 0.07 * 0.07 0.08 * 0.08 0.34
H 304 - EER S 3 ¥ 0. 06 * 0.11 0.15 * 0.07 0. 44

BiRFHESd 0. 86 La &3k * 0.07 * 0.05 0.04 * 0.08 0.29

HiEREE 10d 0.61 La &3k # 0.07 # 0.06 0.03 * 0.08 0.27

5i%EE30d -1.32 5L &3k * 0.09 * * 0.04 * 0.08 0.22

AFDEEA AN 0d - aéEhk * 0.12 * 0.06 0.08 # 0.07 0.37
(15,8 £BS5d - aéEhk # 0.07 * 0.06 0.08 # 0.09 0.34
HB) F10d - CER ¥ * 0.05 # 0.06 0.07 # 0.07 0.30
F130d - EER ¥ * 0.05 * 0.10 0.15 * 0.07 0.42

BHEGHE5d 0.54 L8 & HIK * 0.09 * 0.06 0.04 * 0. 09 0.33

BEEHE10d 0.36 L8 &SR # 0.10 * 0.06 0.03 * 0. 09 0.31

HiR5HE30d -0.018  slaéikik # 0.05 * 0.07 0.04 # 0.09 0.25

Ero- ARAEW A REE E2EER3R,

Note:— refers to not detected. * refers to the item is undetected (for Tab.1 — 3).

14



2023412 4 5 H 5532 #5523 )
Vol. 32,No. 23,December 5,2023

¥ %

China Pharmaceuticals

2.2 HERMMHIZERRfI&

0 T M e e L AR, AR FH 4l o ey
P A ER PR G ME L B B f R R ME R DY H 2R 4 R
FTRR , InFA /B , AR RS T 3 Y i 28 o
SIEAE, AR ER NG ME TN H AT 4k K BUR Y , AW
FE 2 RN ST B0 Yok AW L3 57
Vo ) 28 2 [ AR I FH 425 42 TR AL DAL, o R0 R f
T AR B R BE R AT BT, e TR i AL TR Bk,
FERSER R, B Je R 8 s 0 3 0 4 TR 791 o 4 L A
WA TR
2.3 F\EEXTEERIDHEER R KB RERE NG

i 280 T X A AR AT S SRS ) R R e -\
it Ko 3 TR P ME 2 66 R 118 8 o I3t 25 1 SR L, 6 PR O
740 mA B HLE R 40 KV, 2K 0. 0130, S A
3° ~ 450 R S 385 AR R O ICACRE A R
M 235 % 2 AN R R B /s R AR ], AR A B R
N Il 7 6 v o 2 A ) 5 6 1 N e 2 e iy o AR
CRRRERTT aVAN - (= R RN ¥ ¢ ol B s = O
RURRAE G 58 2 PR B8, 32 B h IR N e 751 o) 4 2o At v
e \BEELEE B T BEAER LA 1,

B < BCEEL IO, B A DB A ) N T o) 5 R M M 22
FER R R4 10 7, (8 7 750 22 FH 0 S0 o A Bl
S5 20 3 By F- B B 43530 5. 80, 5. 87 kg, RSD 41
R 3. 65%,3. 24% (n = 10) , B 2 6 R R A9+ /i
JIT il & B TR M P 2 o 1) e T i 25 25

J AR < 2020 4T g € [ 247 i (U ) )3 0 0923
70 B AR A A S AG A, BRI 7 A T B A
JIT il £ R RN MEZE RS R R 45 6. 5 o AE B FRE W 4 5T
i, B 2 I AR £ v, 2 2l (B 38858 25 v/ min)
4 min, BUH AR A M B oL o, TS8R T A
WEEA TOWT S | 58 KRy TR I o 265 5% 2 B 390 1 ik 2K
[R50 0. 17%,0. 15% , C 8. %25, H¥W MR 5
W, 22 2 AL Ry i/ T T ] 2 %) 1 P P 2 8k

() REIES e =
i IR (2020 4 i € 25 (PO S ) ) ) 0512

HPLC 100 5 L 31050 700 5~/ \ bt R ko B 5 e I 5
SlIAH A H - 0. 05 mol / LSRR — S HAW (1:4,V/ V)5
Fer % 47 280 nm o BUHLR F A F1B A9+ /N BT il 25 1)
ERFRNGMELE RS A 10 RS AR, FOS FLAR A, BBGE
(MY FERRSME 35 me) AHEHRE, B 250 mL 245 &2
S mKGE B SR R FR A R K e AL RS
0. 45 wm JE ST, K5 % BUEL U 20 L, VEAVRAR
TEASCIN A, 1 57 €03 (5] 5 Dy R M Xof JHE 5t 305 o, s %
SE I SN ARV i O AR R AE 1 mL 3% 0. 1 mg FY%F
W, FEAUTT (035 A5 A R I, 42 A i A T AR A5

RFRUERA
Special Report
il
10000
5000
O e T - . 20/°
10 20 30 40
A
HRIE
8000
6000
4000
20007, . w5
0 T TTE o200
10 20 30 40
B
Gl
10000
5000
VS A e 5/
10 20 30 40
C
il 3
8000
6000
4000
2007 J_
0 = — e e =20/
10 20 30 40
D
R
3000
2000 l |
1000 , ; A,
|\--—-----——-'I R LW A [y (I TR W, ,‘f_\/“__.‘_ B e
0 a7
10 20 30 40
E

A - B. BRERDHEEE R AT ANB S AR THE A BAA)
C-D TAB(SAARERHBIA) E. LoD
Bl1 XHEMKRLTHE
A - B. Morphine Hydrochloride Sustained — Release Tablets (prepared
by stearyl alcohol from suppliers B and A respectively) C - D. Stea-
1yl alcohol (suppliers B and A respectively) E. Morphine hydrochloride
Fig.1 X - ray powder diffraction pattern

i AT 1. 317, VAR A S v i £ R M
S5 LR 2, T 2 A BER 7 Y /N BT £ A AR R R
MEERR S BT E 2R

BRI A 2. 1T A P T vk D o 4
TRV 2, FEBH 2 A R 5 A I o 14 1 e el
G A Y T 2 2 5

vt il 2 < B2 AR R R A /N BT 25 G R R
MEZE B R, 1R 2020 4 bz € 25 31 (Y ) )38 T 0931)
st B 5 R R U S 7 1812 5, AJK (pHL 1. 2 ER RV
T pH 4. SEERRERZZ v . pH 6. 8 BERREL 2% R4S 500 mL
g A B, B N 50 ¢/ min, RIEERVE, 30T 1,2,

15



BRI
Special Report

¥ %

China Pharmaceuticals

20234 12 H 5 H %5 32 &5 23 1)
Vol. 32,No. 23, December 5,2023

3,4,5,6 hINFHUZEUEW 1.5 ~ 5. 0 mL( [ ShIRURE , IURE 11
TN 10 om 23 98 3k ) 1 R BB S, I ST AE I AR
rh b 78R IR IR R B9 A BT 1.0 ~ 5.0 mLo 75 8 % i
BB g 0 2 P10 X R G i, 43 ) T Sl AR R
1 mL 0. 05 mg {90 HE S IA W, BGE &, IR 2517 &
B TTRAE S AN TR B] 3 1 2 SR FH AR RS 7R 11
AEARL PR () Ml 5 2 2% 0 i 2 R AR RLEE L 4% 2 3K (1)
THE o, (2 T 100, TA Sy 2 4% il 2R AR 0L o — 15 10
T AR T 50, ik 2 2k il 2k 2 I

fo=50log {[1+~ 3 (R - T)]*x100) (1)
R B A /BT 0 1 U4 2% 40 e 3
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Tab.2 Determination results of the content and related substance

of tablets prepared by stearyl alcohol from two suppliers (%)

A BT A R B
ERa 99. 12 99. 31
R R IR A 0.03 0. 02
2B 0.09 0.08
x5 C * *
XD 0.07 0.07
EREE 0.07 0.07
ol A e 0.09 0.11
ERR 0.47 0.48

R3 2 MBI\ BERHERFINEEEERER
Tab.3 Results of the stability test of tablets prepared by stearyl

alcohol from two suppliers

. BERA KRAB
OMA 3R 6 OAA 3AA AR
A%(%) 9912 98.89  99.43  99.31  99.52  99.03
FRE b .13 3120 3074 3.9 33.85 3406
$E(%)  2h 50.07 4917 4856 5235 53.96 5322
3h 6421 6168 6295 65.68 67.08 66.57
4h W33 B0 AU T581 184 TG
5h .00 8122 8209 8518 86.23  86.01
6h 89.08 8818 9011 917 9L87  92.97
B EFA 0.0 0.02 003 0.02 003 0.0
R(%)  %&B 0.09  0.09 010 0.08 0.09 0.09
RARC * * * * *
ERD 0.0 0.08 0.07 007 007 0.08
*RE 0.07 010 0.08 0.07 0.07 0.09
ERE * * * * 0.01
EEMER 0.09 012 010 011 013 0.10
BER 0.47 050 049 048 052 0.5
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Fig. 2 Dissolution profiles of tablets prepared by stearyl alcohol

from two suppliers in different media
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