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[ Abstract] Objective: To develop an extemporaneous oral vehicle suitable for dose-splitting administration
in special populations and to evaluate its clinical feasibility. Methods: Based on analysis of reference product and
formulation screening, an oral vehicle was prepared and evaluated for critical quality attributes (CQAs) and stability.
Using spironolactone tablets as a model drug, the solubility, content stability, and dispersion uniformity of the drug
in the vehicle were investigated. A preliminary subjective assessment of palatability was also performed. Results:
The prepared vehicle met the specifications for appearance, pH, relative density, preservative content, and microbial
limits. It remained stable under accelerated and long-term storage conditions, enabling a 24 -month shelf life
for routine stocking in medical institutions. Spironolactone was uniformly dispersed in the vehicle and remained
physicochemically stable for 60 days, with drug content maintained above 90% and a dispersion uniformity relative

standard deviation (RSD =1.29% ). Subjective palatability evaluation showed improved palatability. Conclusion .
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The developed oral vehicle demonstrates robust control of critical quality attributes and system stability, enabling

the model drug to maintain uniform dispersion and physicochemical stability during dose-splitting compounding. It

holds promise for providing a feasible approach for individualized dose-splitting administration in special populations.
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AH X 5% B 1.071 7 £0.000 5 0.05 0.143 0.423
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OB TR A (20 mg- Jr ) AR Bl A (20 mg -
FD# 10 B 4008 T 25 C IR B A LR
DRI B e P 12 LIRS A B (4% 100 mL) R
FHBE 1 BEFEA T 3 Pk 18 05 1 WLEE o O 1) o 25 R 5k
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) R BT 4 71 B+t W 14 P B /v min ! F3h Pk #%/min R4 U/ IR
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Gk T
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TR A 10 min 31 s 2 000 10 746
Wk RE =1:1 7 min 33 s 2 000 8 900

3.2 BAEESOMREF TR E R E AR
E

e Rk SRS DRI B 12 RS E A
BAFBS R MR N TR A, BE A 2 mg - mL ™ 253, DL AR A
R I ] 245 41L) 2025 4F hit — 303l 0] 0512 HPLC 343
E RN T A RN 2B A 25 AR L B A
PR AR . SR RN (WL 8) RN IR A 1% TR

B 60 d AR AR AL BN, AR IR 25 D TR
WR YLD I W RGP . 08 B 0 A I A
) 8 o A P 24 ) 155 0, R U TR ) Y 24 S B A
IR 5] R B i B HOR L B A, AR TS IR 60 d FRE
Ve 42, B A8 #5770 A AR E M B, D I R A 42
AT e A B S H o

&8 URPNMERS ORI A 5l R G S A BE A AR E PR 5T

oz 0 5[] AN pH fif B/ mPa-s X %
3d WYL AN 3 W 2 M VA TRl Ok 4.34 997.0 1.032 1
74d WYL (A W B P A (R i OR 4.41 945.3 1.0357
14 d Wy LL AN 375 W PR W A TR T ok 4.35 969.2 1.030 9
28 d 2T 0, R 7 W 6 T A R T IR 4.45 984.5 1.0312
34 d Ty 41 63 W1 B PR R TR 4.38 932.4 1.034 8
60 d i EAN GV AT AL NN AN 4.47 917.5 1.036 6

3.3 BABSOREANRIGEHFREHESER
E

B R R SR E D IR R A Bk 1 LRGSR A
BF I (4 SR N T 4T, LA S mg-mL ™ 2530 P AT R4 2

frEEah, 20 T 25,5 CAEAE , £ A [ I [ 5 00 &5
HEEME. S5RER(WEI),60d N2 FEET
LY E R T 90% .

F9RNERS BRI A Bl VR IS A S AR E TS %
BE S A7 HOR 0d 7.4 14 d 21 d 28 d 60 d
25 C 100 99. 40 98.60 97.60 96.41 94.21
5% 100 99.60 99.00 97.80 9.81 95.21

0 d F BN 100% |, 5 2545 I [ K 0 8 LAk oA 8 il 355 3% 4 (% )

3.4 BANES ORGSR  BRGE R E R S 8
SRR

CIR P9 IR 7 B T R B b T e T R R ) A0 R
( F PG £ B DA R R 4 3% 20, G P Bk sl AR )
I3 BB A 110 3 500 9 S5 Al gk K 2R B ER UK
s A AR VR E S 2 mg e mL T RS, T 25 C 2%
PET AR 4 A A5, WEERL IR B T R 23 ) kS

WAL mL, AR b A N RG24 i) 2025 4R
030 ) 0512 75 A% AR €0 35 ok ) MR A TG 5
TR O & B AFEIE & RSD. Z525R R (W3R
10) RPN R 7E 2l 4L 7K (RSD = 168. 28% ) 1 /4= B EL 7K
(RSD =168.84% ) HiLkE 7 )= , i 7E TR A H IR 55 4
B i 21 (RSD =1.29% ) , i1 BURE % 2 7 IR
i P 249 2 73 HICHR 28, W36 2 e AR )81 ol FH 7 3K o
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=10 SRR AE DT DR R A B L b R ERIURE 2 B S VRIS

s AL e e e i S, T

T /iffr:f‘ /L;ii:fl /T;j;f‘ /;jsn?f‘ /rj; TLE ! RSb/9%
2P EE + IR A R R 2 1.94 1.92 1.97 1.941 1.29
W2 g + 4l kK 2 0.10 0.13 11.91 4.051 168.28
BN i + A B R K 2 0.13 0.11 14.05 4.76 168. 84

3.5 ORFEM#HIIE

WL DA TR R LA B B R S A B SRR . )
A E PR A 5% 245 9 11 R g ok e RO AR F
FER I B B B Rk D M . B S AR 1k O B
SR BT 5 ok 1 s R0 A AR A TRl E LG R B H
JRHAE , B J5 SR FH T 43 1 b AS [R) 9 1R R 1
R,

VEAR 5 4 ) fa B AR AR T (25 ~45 % 2 B
2 2r) W ICUR B BB A, T 2 JA T R e
JRRL Bl T S, TG WA sl S B0 A i P S e R

(259 , ELXEICJ7 1o i il o RE W BB AL 4 5 s
B4, A2 B B =2 min, 31 E] DL 26K 5S4k
FEGFEIR R 10 23l (1~ 10 43, 73 4 g 3R 7 1
SRS ) o

TS IR b o 98 P9 i JORE 23 00 i A A [
P A1 2R I 250 5 3R A 10 I 9 0 A Jo ke Ak K v T A
J S mgemL "R, X SRR AE SEAT R A, 45
R R (UL L) H B 7: 350 1 1 R GE H A
BT o LR 5 TE T R AR B R o R T B B
1 VA IE J7 I T J5 223720 sk

= A1 R[A] A R R A o A b R T

B i LE 5]

Tic i ¢ 12

BPF i

BRTE + SRR R (3:7)
BRNTR + SRk R (7:3)
BRHE + Rk R (1)
2Py + glifkk

1 000 mg—200 mL
1 000 mg—200 mL
1 000 mg—200 mL
1 000 mg—200 mL

T IR DA B R R
T ST T TG R S R
PR AT 0, G o R SR IR
LR B i LA, X T T

FEVE SR T 46 822 P R DR 53 30 AR (7 A
b G A S mg - mL R R AT 4. R
Kruskal-Wallis 45 2 50K 50 97 45 4 4L 3] 9 11 5837 43
. GERER (LT 12) 4 4% 7 RA G

FX (P =0.004) , 7 iy F IR R A0 50 F 35 2F 70 i
e IS RV R0 A o, B e T Al A K R A PR
JK A B A i A A R P T 1RO G T 4
KA BRER K, 5 ORI 1R SR A BUAH 2

F 12 OR[E I E PR IE R 43
FE i 44 B ABl N N3 A4 WHE A
BN ER + 7 AR A (10 1) 9 10 9 10 38
BRER + [ AR A BT 9 9 8 8 34
2P EE + 4tk 3 4 4 3 14
IR PR + A TSR K 2 2 2 2 8
o A A B B A 1% B FE AR R )
it o3 B S ME LUK i 3RS, 2 S 8O0 20w 25 .

Fhy T e 2 3 B A 300 AR AR L L T4 R e 2y
gk P AR YR SRR R R B, HL i R R
TR B A 174077 S E0L A 26 5 R
KB 2. 73 45 L A L 2 ) e

<4
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FRILFE SN, & 4 AN HE AR 50 79 ik 25 25 19 5 22 0
Go BAFRENTE DREWGR , 25 W 0 S5 55 BRAE T
TR R R 2R AT o B
R, R oy R B A AE 60 2 LI AREL L 7. 1% ,



60 ~80 % F+ & 24.4% ,80 % Lk &K 23% , /R B 4F
XI5 25 Bl — e Tk ™Y [, AR
WA AT R D) RE AT, 4 5 A/ R R B B B
LN S A B RN e R N

A 50 R AR R AR AR B9 T 25 55K, i il 5
DA VIR 750 A S, 0 43k 2 5910 4 0 2 1) B 8 5 s
0 70 i Jo ] R T 24 9 o 0 3 P 94 £ 51
T, B AT PR 24 9 24 20 73 AR T 25 25 MER 1, 3L iE
UeRFIm PR E o XL R A T
P2 T4 245 A 5 BT 08 2 4R R, WA R R e A A
PRIXE , 3 TR B Pl 50 & . T 20t b AR
JELAIE 7= it 390 1) 3T, 45 L A LR S B AR N2
B RAE D8 AL B8R B R R SO Al AR o R
PEWFSE 7 I A TR A= W 2 ) s e ) 5
PSS il L MR EUE N I FL W N
B W], 12 A H NTE R BT R (pH 55 2 B Ff
T, BT 24 A~ A o

USRI D 9], % 30T 2 4 591 4 15 VRS 0 7
RO~6 % HIL& ik 93.63% , £ BRIE ILE 24
P20 FERER . AW h B S O
e Ao PR & )5 .5 & 25 CHRAF 60 d i & & 13
MR T 90% , BALFRAREESE s 70 HL I 2 1 (RSD =
1.29% ) 3 L T 4k K (RSD = 168.28% ) il /f B!
7K (RSD =168. 84% ) , A fif 1tk 5 LI 73 J2 1) [) AL
BEAh SRR Y 55 IR B R A i 1 1IEC T7 AT 4 3 83 P TR
F10 e R S A I SR 3 1 R AR A AN GE P T R
TR, o AT 1 S HG A R = L3 e 1500 B 24 1 9l 1
PETC A A BT R A 2 e M S e
Moo ARWFIE B 60 d 12 5E P 5 %, B 1 180k A
T Bl 5] FA P 24 20 5 2Rl A7 TR 0 B9 I R 3 4R
ez ih B o SCPs i A OB BE B AT, R R
il 52 52 o

it B AR AR SEANAEE— E JR R B
P R i AT IS 0 25 W) ki AR o T Il R 25 %
VB KA 0 48— b v 8 H RN A AR R B
A FE R R JE O F LA PR AIE 5 1 PR 25 484 1Y
—EME . ARORA AL BT ACRAR AT PR, DL T 4
VERIAREAL KT o FHO, EPE M AR A A R, H T
A 58 AN [ 590 A Joxh 2 PN g 11 R 08 B 3, Jis
S R TR AR ERAE R, &
Ja AR SE A T 8 UE A W A A e PR PRy
APAT A, DRI 0 S0 P R B IR X B2 R
AT, H TR S8 AR SN IE A 5 B, ROT IR
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2y JE RN 25 s 2E T . TRBL S 259 0 R P9 WA >

55 20 NAEE 2 5 A — L Rk
H AT, A0 5% 141 BA AR 96 € 36 [ 5 Ak 5 4 ) i
SR P24 it i O B, 8 D ST 0 R TG AT BN % .
H AT E 58K 47 A SR 5 0 A 5 B AR B ) 2
WFGT , A A 4k 52 58 B SR 1 88 /4> 24 it i 1) 1F
G, Ayl R $ 1 56 35 1 25 Wy IC AT A me , 4 3l 1 IR )
A 5 AE R R A N o

g5 LTIR 1 IR A E  B  25 W 4 7

WERGPE (DI IE TR R PRIE RS S T, O LB R AT R
BT —Fh OIS AT B 2 Ak S s . AHIE S L
PR AR IEAT T RGW AR, M HE Bh S Rk T 25
A ZR 0 24 2 A MR R AL T 0 45 1 4 R Sk
FIF ST MG (4 2 B2l - 35 10 67 52 0 9 92 0 5 2 g S A 4
T T8 WM 0 ST SR ;B R T £ T SO G
% T HEF FRME ME A ST BT 52 A SR R, o Ak
R A R A7 A 5 ) 3 0k 3R AR ST A R 7 R A A
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