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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 %% B 1.071 7 £0.000 5 0.05 0.143 0.423
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L PR W PR AR AR R 43 ) s 4 25 5
SEHOR A E AR 25 A5 R, AR BIF T LA SR P9
AT Z M, AL AR TR TR A JB R B 9 A 3 HE
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Bl CULER T)  HUAREE FF mT felt X 3 1 83 P4 15 /£ 10 min
WIS 2) R HEE B iR 25 W) o N T HR AR BRI
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ok RE =1:1 7 min 33 s 2 000 8 900

3.2 BAEES O MRS H TR E R R E AR
E

e Rk SRS DRI B 12 R R A
BAF IS R MR N R A, LA 2 mg - mL ™ 25, DL AR A
R LA 5] 25 41L) 2025 4F hit — 303l 0] 0512 HPLC 3453
E RN T 5 TR I 2B 4 25 AR pH L B A
PR AR . AR RN (WL 8) RN IR 1 1% TR

BB 60 d A AR AR AL A N, PR B 2k R
WR YLD I W RGP AR . 8 B 0 A S A
il ) 8 o AP 24 ) 155 0, P U TR ) Y 24 S B A
IR 5] R R A B R0R L B A, AR TS IR 60 d FRE
Ve 42, & A8 £ 57 90 A RS RE M B, D I R A 42
LRI A R S E o

F 8 URPNERS R A il R C S A BE A AR E PR 5T

oz 0 5 [E] LN pH fif B/ mPa-s A X %
3d Ty 41 6 3 W1 B PR A R TR 4.34 997.0 1.032 1
74 WYL (A W B P A (R i OR 4.41 945.3 1.0357
14 d Wy LL AN 355 W PR W A TR BT oA 4.35 969.2 1.030 9
28 d WYL AN 37 W 3 M VR A TR R 4.45 984.5 1.031 2
34 d Ty 41 6 W1 B PR R TR 4.38 932.4 1.034 8
60 d Ty 41 63 W1 B PR R TR 4.47 917.5 1.036 6

3.3 BABSOREANNRIGEHFREHESER
E M

B R R SR E D IR R4 Bidg 1 HRA R A
BF I (4 SR N T 4, LA S mg-mL ™' 253, P AT R4 2

Ty EEaD, 20 3T 25,5 CAEAR , £ A [ I [ 5 00 5
fRE . SR ER(WFE9),60d N 2 Bl ET
LY E R T 90% .

R BRNERS BIRIE A B VR G IS A SRR E TS %
BE S 7 HOR 0d 7 d 14 d 21 d 28 d 60 d
25 C 100 99. 40 98.60 97.60 96.41 94.21
5C 100 99.60 99.00 97.80 9.81 95.21

0 d F BN 100% |, 5 25 45 I i) K 0 8 LAk oA 8 vl 355 3% 4k (% )

3.4 BAEES O RS M N RIGEEEE 288
SR

IR P9 IR 7 B T R b S e T R R ) AR R
( FAUAS: A5 0 A R R A I 4 20, TG AT e s TR )
I3 A B A 10 R ¥ 500 9 S5 Al Kk B 2R B ER UK
L ARV E S 2 mg e mL T RS, T 25 C 2%
PET AR 4 A A J5 , WEERL R B i R R 23 5 RS

WAL mL, AR b A N R IE  E 2 i) 2025 4
FR P00 I OS5 12 755 A% AR €0 3% ok ) MR A TG 5
TR O & B BF I E & RSD. 2525 R (W3R
10) B2 P i 7E 40 AL /K (RSD = 168. 28% ) Al A Pl £k 7K
(RSD =168.84% ) HiLkE > = , i 7E TR H IR 550 4
B i 21 (RSD =1.29% ), iZ41 BURE % 2 7 IR
i P 249 2 73 HICHR 2, W36 2 e AR )81 ol FH 7 5K o
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=10 BRI A DT DR R A B L R R ERIURE 2 B S VRIS

Wis [SRHiFea

i i T Tl

s /mg-mL’l /mg~mL’1 /mg-mL’] /mg-mL" /mg-mL" RSD/%
RPN TR + R A VA A 2 1.94 1.92 1.97 1.941 1.29
W2 + 4l ik sk 2 0.10 0.13 11.91 4.051 168.28
BN i + A B K 2 0.13 0.11 14.05 4.76 168. 84

3.5 ORFEM#HIIE

WL DA TR R LA R B R S B B SRR . )
AU 1 IR A X 2 W 11 TR S AR, A B
FER I B B Rk DF M B S AR R O B
SR B A 5 R 1 R A AR A TR RC LG R B H
JRFAE , B J5 SR T 43 15 b AS [R) 3 1R R
R

VEAR 5 4 ) fa Fe AR R T (25 ~45 % 2 B
2 2r) I ICUR S BRI, T 2 JA T R GE
JERYL BT B s, JE W s 3 B A AR S e B i

*F 11

(259, ELXEBCJ7 o i il o KR W BB AL 4 5 s
H A, A2 B B =2 min, 31 E] DL 26K 5S4 K
FHEGFE IR R 10 20 (1~ 10 43, 73 g 3R 7 1
S ) o

FEF IR Vb o S8R P9 i JORE 230 i A A [
B A1 2R I 250 5 3R A 10 I 9 50 A Jo i Ak K T A
J S mgemL " R X SRR AE SEAT R A, 45
R R (UL D) R B 7: 350 1 1 bR GE H A
PR o LR 5 TE T R ROCR B R o R 1 R B
1 VA IE J7 1T J5 2237 20 sk

AN T Ee A9 i 38 500 A o4 3 1 T T

B i LL 51

Tic i ¢ 12

BPF i

BRE + SRR R (3:7)
BRI + SRk R (7:3)
BRHE + SRR A (1)
2P + gtk

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

T W R A B R R
T ST T G R S R
PRI AT 1T, G B R IR
IR B I L A X T

FEVEr I, 4 2 N 1R DRk 20 5 AN [R] A
Jot v B R Rk S mg°mL7175%7ﬁi&ﬁ?ﬂzﬁ’o * H
Kruskal-Wallis 45 2 50K 50 37 £ 4 4119 01 BT 43
PR RGO 12) 4 AU 2% 5 HA S

FX(P=0.004) , 7 iy IR R A0 50 F 35 2F 0 i
e T IEUIE IRV R A o, T e T Al A K R A PR
IK AT B A i A A R P T 1RO TG T 44
KA BRER K, 5 ORI TR SR A BUAH 2

F 12 OR[EE I E PRI R Ui
FE it 44 ABl AL 2 A3 A4 WHC A
BRI + O7 A R A BT (1 1) 9 10 9 10 38
BT + E AN R A R 9 9 8 8 34
2R + 4tk 3 4 4 3 14
R TR + AR K 2 2 2 2 8

it

1+t

H T e = 3 B0 R0 B RELAK L3 4 7 25
e LIRS PG VR A ZEFEIR IR R, HL Ik PR )
AR Z A R 174000 S8 )L w24 B
e BRI 2. 73 45 L A LT 2

<4
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A B B Y 1% A TR G R
Ao 7 ST R A LAOKS 5 3R A5, B BOR) B 25
BRLZE A1, 2 4 A IR 2 23 50 42 45 24 1) J 20
o BB NS D RE R | 25 Y QM5 3 bR BE
TR R R 2R R AT o B
7R, ARy R B A AE 60 2 LR AREL L 7. 1% ,
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A5 AR R R AR B9 T 25 55K, i il 5
DA VIR 750 A S, £ A3k o 59 4 2 1) B 8 5 s
1R 50 A Jo TR 24 9 o 0 3 P 94 £ 5
T, B AT PR 24 9 2 20 73 WO AR T 25 25 HER 1, 3L iE
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B RHE , AL BB R R R S A AR . iR
PEWFSE 7R I A TR B A= W 2 ) g e ) 5
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1.29% ) . 3 L T 4k 7k (RSD = 168. 28% ) Fil A B
7K (RSD =168. 84% ) , A fif 1tk 5 LI 73 J2 B 1] AL
LeAh SRR B 5 IR B R A i 1 1 IEC J7 AT 4 o 8 N TR
FR v R S A I R OR o 3% 1 IRV R A AN A T R
PR, o AT 1 S FG Al R = L3 & 500 B 25 1 19 e 1
JETC A A B T o R A 2 B e T S e
P, ABFSTBCE 60 d 2 P % 45, | 1 18
 af [5] F P 24 20 R BRIl A7 R 0 B9 i R 37 4R
ez i B, SCPs i A A OB BC B AT, R R
il FH 5 52

it B AR AR SEAAE E— E SR R B
P RN AT IS 0 25 W ki AR o T I R 25 %
VB KA TG G — b v 8 H RSN A R R
A FE R FLATE I O LA PR AIE 5 1 PR H 25 484 1Y
—EME . ARORAT AL BT ACRAR 2 AT VA, DL T 4
VERIARHEAL K o O, EPE M AR A A R, H T
A 58 AN [ ¥ 590 A Jo Xk 2 PN g 11 R 808 B 3, s
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