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B E. B8 BIfoett RETITEL B Gitraconazole, ITZ) #llki: I #L7. A& RHIL
A5k, e O/W BUR ITZ FL5R); € FLAIM pHAE . RARIR/NHL C AL, PPN HA AL 438
SEVE. BER TTZ FriikeE S FUn o Reoe tE AT, RIS 0.991 2 mgmL™", “FH49Hi4% K 152 nm,
CHALA—18.95mV, pH {EHA 7.64, 6 T RIFEE M5 5245 AR & T T L5 R A AR
B30 1TZ W KIS FU AR5 S0 A 5 v [ 24 3 2005 FO6S FLIA 2K o

KEEF: AR BAESG YWAREE: DR i R S L

HESES: R4 SCRRFRIREE: A

Gl M Citraconazole, 1TZ) Jh%8 “AR=MSEG R WEHTEL IR 2y, X TRY7 th B RIEG S 1)
PR HATIRIF 1097 20 HTpg) ™, myse ks, 2R P i i il Bt AT 55 = IR L s
G T BT A5 MR RTR T LS R SRR B g FEUE T Ry, Br, E L
W MR A ESE . TR RRITE . (i BEMEAE K Th OISR AR O T TpugmL ™), ARva b
e, R T S M DEEE NI Dtk JovR FH — M (0 L ) 2 g 2R il 4% ot B e L 79
BT, [ 40 Sk e )46 it BEmE L0010 7 125404 Miiller RH A1 Akkar A 25 A 3RIE (1 —FhSolEmuls
technology”™o AU R Al 4 LA T35, KA i BEMsb 46 iR PE R L (R L), ALE R
TR PR AR, [ LA R T AN AT S
1 HESHS

MC303 Z DiRefii 48 (H A Scinics 2w ); mAGBRAH G (L-7100 2, L-7420 ZAMGMIEE
H A Hitachi 24 7]); YSNM-1500 Nanomizer SYSTEM ( H A F 2 +w]); LS OGR4 HrAX(3E [ I
AT AN L CTEOR Z RSN Sartorius PB-10 2 pH i (Jb3T28 2 A
w MR AED; BDL-B R HARIARAL CEEETTR I ECARKMAES) ) ZIMM-Myerson 4 573 ¥
BIEE CHAZLRE S EETD .
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21 ITZ #EAFIRH &
211 AR

1SR PR 3225 408 b Ty T B SEE B Rl b, e Ay ALl (BT M H0: i BEME AT (1%).
KIS (15%). SPC (1.2%). By AL AE S Hl (2.5%).  VES KGR . HI&E~E R 85 C.
212 #l&7%

A i RE M ST S 1 g FIORE 20 15 g WA ALeiAl, K@ s Bh LA Hth 2.5 ¢ 71 1.2 g SPC
ST 80 mL VESTFHAKHE R ZKA,  PIARZ BTN 85 °C, HEARZZ I AAKAH, SRS 30 1%,
RSB, 1991, WIZLLAVESHHKAMNE S 100 mL G5 AN AI4E, GeRBLIKIZE6E )k 100 MPa,
T S K, Bk G R R HERE T 10 mL 228, A, B, KE, S ITZ #3000,
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Fig.1 Particle size distribution of ITZ intravenous emulsion
222 (adn. HiE/EA pH A
SN pH (HER S A S e, — MMk 4~9, L Sartorius PB-10 % pH 71, BDL-B %43
[T FAAX S ZIMM-Myerson %45 53838 RV BIISE 3 SEFLAIRER I ¢ iy BB pH A, 4
R 1o FURDRL 216 iE L ER GBI, BT FPEAR R, KPR RE, ihRETRE. W
K 1AE, 3 b ITZ FURE G IR ¢ LA pH ERGE, BIiEIE A% S .

Table 1 The results of Zeta potential ({), pH and osmotic pressure of ITZ intravenous emulsion (n=3)

Batch {mV pH ©/mOsm
I —18.56 7.64 287.6
II —19.32 7.68 287.3
il —18.97 7.60 287.5
medium —18.95 7.64 287.5
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PRI S A (35 FE: Kromasil Cig(150 mmx4.6 mm, 5 um); JizEhAl: FEE-0.5%I Bk -
2Bk AR A 70:20:6); Wi: 1.0 mL-min™'; KK 261 nm; KR 0 %3 .
231 ITZ #h&EiRe 4l &

FEEFRICITZ I 12.65 mg #1100 mL S, IAIG RS, &R e i,
RIGER BRI
232 ARk e &

BOITZ #ESLA (1 mgmL™") 0.2 mL BT 25 mL A&, LAGRSIARGERE, 80985, B8
30 min, FRHCHZEE 0.5 mL ¥RELEF, LL2 000 rmin” B0 10 min, HUCETE R 20 uL 34 .
233 HaeiSENE

WE 3 HEFLFAIRESL, P RIS N 0.991 2 mgmLs
24 KHIRREM

W3 4l ITZ FLAIREah, 7EQ5+2)CRBCE 6 AN H, HR kAR (PSD). { WA, pH {HLA K
TR, HIRHIE K 2. GRERW: JCE 6 NG, il EE MR K SR 7L A I A fR R AR
T, BH KRR,

Table 2 The results of ITZ intravenous emulsion long-term stability test (n=3)

Batch t/d PSD/nm {mV pH W/%
30 150 —18.85 7.64 98.2
60 155 —18.90 7.60 99.5
I 90 158 —18.96 7.59 98.7
180 152 —18.83 7.53 99.1
30 153 —19.02 7.68 98.7
60 156 —18.95 7.62 98.5
! 90 161 —18.90 7.60 99.2
180 153 —18.89 7.58 97.8
30 155 —18.90 7.60 99.2
60 153 —19.10 7.55 97.6
i
90 159 —18.94 7.52 97.7
180 153 —18.95 7.50 98.7
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Studies on preparation and properties of itraconazole emulsion for
intravenous administration

KONG Bei-beil, WANG Si-lingl, SU De-senl, DONG Jing2

(1. School of Pharmacy, Shenyang Pharmaceutical University, Shenyang 110016, China; 2. Shenyang
Yaoda Pharmaceutical Corp., Ltd., Shenyang 110016, China)

Abstract: Objective To design a stable emulsion formulation of itraconazole (ITZ) for intravenous

administration. Methods The ITZ O/W emulsion was prepared by a high-pressure homogenization
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method. Emulsion was characterized regarding particle size, pH and Zeta potential measurements. Results
ITZ intravenous emulsion was proved to have a good stability with drug content of 0.991 2 mg'mL'l.The
mean droplet size, pH and Zeta potential of ITZ emulsion was 152 nm, 7.64 and —18.95 mV, respectively.
No changes in the various physicochemical properties were observed after 6 months. Conclusion It is
showed that the formulation meets specification in the Pharmacopoeia of China.

Key words: pharmaceutics; physicochemical properties; drug stability; itraconazole; intravenous

emulsion

(KRoERE: = W)





