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W E: BM HI&IKERR (lactobionic acid, LA) &Ml O-# 52 EHME (O-carboxymethyl chitosan, OCMC) kg%
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CMBC, %4MEM BRI A ML T, BVEEERARREAR pH E &M FIREATN: MTT 55545 M6
EPE. AR ABEEUEET R R, #4473 FHUREER CMBC KR, RifR7E 164~215n1m, LA-CMBC #1 DOX/LA-
CMBC R BIRAR 5712928 156 nm #1180 nm. LA-CMBC KR H) CMC {E 2y (0.081£0.019) mg/mL. %24 i o Bl 25 2 (1)
AEHS (69.67E£3.87) %, BWEEA (16.08£0.25) %. HIMEMK Y DOX/LA-CMBC A ZRMA pH BUdit. 4R
PESEEG R ER, DOX/LA-CMBC X HepG2 FHmAifE K AR BEWMGIER. %42 H& ML EIK DOX/LA-CMBC
BiEBE) . BAREA, M 7RIS TGN, HRAG RG M pH GUsStrE  RpuEis .
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Preparation and in vitro evaluation of self-assembled micellar drug delivery
system of baicalin modified with lactobionic acid
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Abstract: Objective To prepare a self-assembled micelle of lactobionic acid (LA) modified O-carboxymethyl chitosan (OCMC)
coupled with baicalein (LA-CMBC), and investigate the feasibility of using it as a drug carrier for doxorubicin (DOX) and baicalein
(BC) delivery. Methods Using OCMC as water-soluble skeleton, CMBC and LA-CMBC were obtained by coupling BC and LA to
OCMC via amidation reaction. The structure of the conjugate was confirmed by '"H-NMR and IR. The self-assembled micelles were
prepared by dialysis-ultrasonic method. The critical micelle concentration (CMC) of conjugate was determined by pyrene fluorescence
probe. The drug-loading micelles (DOX/LA-CMBC) were prepared using LA-CMBC as the carrier. The encapsulation rate and drug
loading were measured by UV. The release behavior of DOX/LA-CMBC was investigated by dialysis method. MTT assay was used to
evaluate the antitumor activity of drug-loaded micelles in vitro. Results In order to investigate the effect of substitution degree on
particle size, CMBC micelles with three substitution degrees were prepared. The diameters of CMBC micelles ranged from 164 to 215
nm. The particle sizes of LA-CMBC and DOX/LA-CMBC micelles were about 156 nm and 180 nm, respectively. The CMC value of
LA-CMBC micelles was (0.081 + 0.019) mg/mL. The encapsulation efficiency of DOX/LA-CMBC was (69.67 + 3.87)%, and drug
loading was (16.08 + 0.25)%. In vitro release showed that DOX/LA-CMBC micelles had sustained release and pH sensitivity.
Cytotoxicity tests showed that DOX/LA-CMBC micelles had significant inhibitory effect on the growth of HepG2 hepatoma cells.
Conclusion The prepared DOX/LA-CMBC micelles have uniform particle size, good drug loading capacity, improved water

solubility of BC, and have good pH sensitivity and anticancer activity.
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T FE-O R I, 8 25 3 5 Ve ek e 24 . A 90 12
T, 2 FiE T m B B bk AR -2 (B-cell
lymphoma 2, Bel-2) ZX 8 [ 4l (43 C. Caspase-
3. Caspase-9 SFHEHFRIL, HRMEMBIHT. =
B BEAW 2, BHKEERZE, SR HE
KU HATE I K 7 — R YNBSS H g1,
BAEFEA TR R GKRL BRI R &Y. ILUTIEY. 9N
KA, HAEE T 2R AR . [T
## (doxorubicin, DOX) J&—Fh B IR N7
BEgFRaFR), wrdEd i Bel-2 B HRIALL LSS
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A SRR ISR, REGE MEVE R R PR IR S
RFREE . A2 2RI o 0 e RO 5 BE 798
KEAR/N S PRI AR 0410, mrilid F4E0E
AR RN T T KBS T AIBT & R . O-
FREFE R ME (O-carboxymethyl chitosan, OCMC) £
BT AR R R E AR, TH T
BATHOEN 1 T E SR R RN R A B AR,
FEZKAY 5T A I SR M 5 A o R R, 7 SR Hod
BB LIRAT BA pH ([ BURA 5T 5 41
RIS A AR FR o B WK B K A 25 W/ o AR R
OCMC ‘B J8 E Ay B 4L AT 24 R 0,

FHERR (lactobionic acid, LA) A4 -5 5 4 ffd
JEE F 1) ASGP-R SZAARE S R 1) a8 N A FH R
HEEH2122], A HAS G B B 42 b 2 G s A4 (1 5 )
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T [FI B Jes FF 56 B4 kA o
1 #RI5{EE

FTIR-8400S ZLAMGIE /T, HA DA T,

ZEN3690 BYOGRLEE 73 A, Je[E Malvern 25 2>
Al F-320 960 M T, R ARRHE A IR
AT AR 600 JRAZREILHRIEEA, A
IXAR AT JEM-2800F Y 5 AL XUR 14 H 1 R At
(SEMD, [ FEI{(# AR AH]; Lambda 35 %£4h
ALY FR T, R KBRS A IR A 5
iMark 4= H 3l FR1%, 3% E Bio-Rad A H].

ERY RESE>90%, 'S 21967-41-9).
N-$2IEHRFAMR % (NHS, 2r#ral). 1-2%-3-—
R R 58 ik — W £h g &5 (EDC-HCL, 43t
gy, FLBERR (gD, NN-— R HELZ (DMF,
SFraly. R (DMSO, 24l . K2
BE (o3l ¥WTRTR T AHRAR; OCMC, it
LB E>90%, WHTHN AR ARAF: iR
MR, oirdl, KRETHRRLSEA s DMEM
mpERFR %L (Eallbio, fit'S NG190320EL). fEf#
(Eallbio, #t5 N190823CF ). DY T 3 {5 4 M #5
(MTT, Eallbio, #t'5 190114) 3506 Tk 57 v A= BLFS
VR ARAR BRA4-E, RERIEADEAR
AR s NN HepG2 520 T 4203 TR 2%
(155 45 202 S 00 =
2 HESHR
2.1 CMBC BI& K

FRAE SCHk 7 U300 F EDC/NHS A1 S Bk etk
SN, B E SRR OCMC B4 & CMBC.
FREL (76~189 mg #& %+, 0.2~0.5 mol OCMC)
IS E T DMF b, A BRI INHE
60 ‘C, MIAMMTFEH 2 59 &R EDC Al
NHS #7354k, $Hi3E 30 min BI75 8 2%5H NHS ik
T& T - 57 FR B 200 mg OCMC ¥ T 2487k, 60 “C
PREEIAAR, INNEEE () DMF 78, fitkl5]. R
I IR i) £ 035 5 F S M ER AT, 60 °C UM
4h 5 EIR NS RN 24 he SSOBRHENTES X
43T 8000~14 000) 7EZL A /KA B HiZEHT 72 h,
RIS CMBC. @3S A OCMC 4%
EREG, AT DRI AS [F) 38 2 BRI CMBC.

2.2 LA-CMBC HI& R

FREL 76 mg (0.25 mol OCMC) HIFLHERRIA T 5
mL ZETK AR, I 2T AMEER 2 f545 1)
) EDC Al NHS it $E 30 min {8 FURHEL 1052 00
tho FAEWE T CMBC & T 281K, BiRd 7,
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Brim Ak JE B FUMERR 125 I 2 CMBC KIEWR T, =
IRAEEE 480 J5, N E AT ST R AR A R E
Mr 48 h, #%T-HEIE LA-CMBC. &4 LA 1.

COOH COOH
Il\IHz NH, n
OCMC BC
EDC, NHS
COOH COOH
(0]
CMBC LA
COOH COOH
| o)
gNH H n
LA-CMBC

OCMC HHFERACFME B 42, BT P SRR SR S BEAX B L 40 251y
the spheres in OCMC represent the sugar skeleton and the spheres in baicalin

represent the parent nucleus and part of the structure of flavonoids

1 CMBC 1 LA-CMBC B4 A3 72

Fig. 1 Synthesis of CMBC and LA-CMBC
23 BEYNRIERESR
2.3.1 BHFAREE CH-NMR) Kl 245 5% LUK
X DMSO # DO A¥H#, /A% #%E . OCMC
AT 'TH-NMR 73 #7; ARG (D,0-/7/ DMSO
1: 1) % CMBC #! LA-CMBC 4T 'H-NMR 77
ZERRPL, B2 OCMC 7E §3.29~4.00 &7 Hik
IE SRR TR TR AR . 6 2.00 AbFRFHEIE ) )R
T N-CEEE R LR EA. MET OCMC 7R
§6.75~8.00 H ILATH (RIS U, VA I T 2 T 2K B A%
EE, HAEE 0 6.11~7.40 AR IEIR_EA MR IL
U, GESE T FAH ISR T OCMC B4 k.
K 2 BRFPERMEEEE CMBC 25, fE 6 3.34~
432 WIL TR ZHH/NE, HJE T FURERR IR L1 E
L0
232 ZAMGEE (IRD Rl 58 KA IR X
OCMC. CMBC #il LA-CMBC #HT#AE. 4% (&
3) 7R, OCMC 7£ 1602 e AR AE R IS 15 Ak
Jiie T 4%47, %o B FHZ S b N-H (02 iR, Bk
11547 & C=0 M gaiRsn o fioid, PR (1650

OCMC

CMBC

\
LA-CMBC , '

E 2 OCMC. CMBC #1 LA-CMBC K] '"H-NMR
Fig.2 'H-NMR spectrum of OCMC, CMBC and LA-CMBC
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Fig. 3 Infrared spectrum of OCMC, CMBC and LA-CMBC
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U DU R S P SR IR i 94, UEIATE R T BE 2 I i
M, FEESHS OCMC B2MEEE. &7 LA-
CMBC 5 CMBC ik, 7T 1602 cm™ FIBERE 11 3
ity W SOV R P — D BRI, TR 1 1 i — 24
568, [R] Sk R A I 7L e th 2 i ke B 5 oCMIC
AR .
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2.3.3 CMBC HUREEII s K 25

(D) HETMENE: RALIM 0
FEVRI 2 B F IR . DLIEK SRR, i
il — 5 R IR BE (5 2 F VAW, 7E 200~600 nm i3F
ITRAIMEERH . b E OCMC. CMBC /KIE R,
a3 TG K & T A% R 48 08 2 R P AT s
i, AR WE 4.

0.8

0.6

0.4+
< .
027 “emBc
O VT R
T T T T j ! : l
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A/nm

4 EEH. CMBC #1 OCMC HRIMIEE L
Fig. 4 UV scanning atlas of baicalin, CMBC and OCMC

AUVEH, ESHH 2 AR, Bkl
MK SE 278 nm. [ OCMC 7 I3 il P9 2 TSI,
YL OCMC MBI 3 55 (1) 5 ARSI A AT AT 5
Wi, 1 H, fHEEY CMBC SR H T PR S I —
AR, BRI, AT CARAE K 278 nm AE AR
CMBC WS H & mIam &, Hit—B5iEm T
ST RRINMEME] T OCMC B 4848l .

(2) TR hRAE IR R ST LUTE /K S BENTEF
Bic i) J5R I FE 73 591N 4,104 5.13. 6.15. 7.18. 8.20.
9.23 pg/mL HIEH RYIFFHERW, T 278 nm 4k
e Z S PEE . FIEREN Y=0.074 1 X—0.043 3,
r2=0.997 4.,

(3) WEFFHUCEE M E SR SR R
FERLE NEE 100 A OCMC HHE oo h R LR
HH RN £ CMBC AR, i i s R
OCMC HIFEFEE AT LS 2AS R BUACEE (1) CMBC, RfI
CMBC-1. CMBC-2. CMBC-3. #H{ 3 flt CMBC £
1 mg & 5mL &fiF, TKLBEHEMER, 750E
278 nm FMEWOGEE, THEEULE.

BUARE =mMocwmc/(m wa—m)M s
m FGIBIT BT bRAE 25K CMBC (B IBE 2 %54
R, M oGS TFIORIXT 2 TRE: m wadE AT
CMBC R Jfig, Mocvc 16 OCMC HAHE 56 BE IR 7351

M1 PR, RS HHOR AR 0.35 1,

*F 1 HEZHM OCMC ¥R RASEHNEKE (X5,

n=3)
Table 1  Feeding ratio of baicalin and OCMC and
substitution degree of BC (Xt s,n=3)

b WEHS OCMC MiiE . BUUE/%
CMBC-1 0.20 0 1 8.3+0.8
CMBC-2 035:1 125+1.1
CMBC-3 0.50 : 1 142+1.6

C&f 2% 2 MRS EEE 7 ocMC k. ik,
TEAS E AL WE R I O 7 66 B 2 1 LW IR A8 K 3
CMBC /=¥ £, #H CMBC-2 H-T LR () ek
2.4 BERIRAHIE &R

K FHE AT P v % 3 25 R R . T CMBC
1 LA-CMBC S0 SRS, BT LA & 72K R
BT R P 2 5 AT AR R, T N
KR 508 5, PR RL U S TR VK %48 T
FEALTR 3 Yk, FERALFE 2 min, BAEREFIXE NI 2
s 4s, HAEHEN 120 W. R 0.45 pm 13
fi, BIEEHARERR (K S, T4 CIKFHRA.

R BOCRLEE AL 2 AT SO 8 IR IR kLA 2
SR (polydispersity index, PDI) £l Zeta HLf7,
SRR 2 FIE 6. KA SEM WMLER R IITES K
N, BERILE T,

3 Fft CMBC IR HRIAATE 164~215 nm, Pl HE
LR RUREE IR0, IR AR ZET Ik o IR
FKIERIZ , TR E K WAL R, kit
B/ LA-CMBC-2 K221 156 nm, A LA
SRR R IR, bR/ F CMBC-2 e, HE
ARG KIEEALFERR 5N OCMC B 22 P48
5, BE 5y M SRR AR S NIRE T, 2 413
A ERHAEN Zeta AL, BEIIYE A AL R
th, 5 HL SE K I OCMC AT DA 34 50 1 43 A

5 CMBC F{R (%). LA-CMBC F3R () # LA-
CMBC %F4 (B)

Fig. 5 CMBC micelles (left), LA-CMBC micelles (middle),
and LA-CMBC lyophilized products (right)
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*2 3MAFEEURER CMBC #1 LA-CMBC A9%i1Z . PDI
M Zeta BB (X+5s,n=3)

Table 2 Partical size, PDI and Zeta potential of CMBC and
LA-CMBC with three different degree of substitution
(Xxs,n=3)

§ B KA/ Zeta B/
FE i PDI
JE /% nm mV
CMBC-1 8.3 215.0%+4.8 0.112%0.030 —17.02£0.29
CMBC-2 12.5 181.1£3.7 0.094+0.021 —17.16£0.75
CMBC-3 142 164.7£6.5 0.163+0.035 —17.24£0.82
LA-CMBC-2 - 156.3%6.4 0.131+0.087 —14.47%0.51
A-1 B-1
1b I(I)O 10I00 1'0 1(‘)0 10‘00
RiAE/mm
A-TI B-II

100 -0 0 50 -100 -50 0 50
Zeta HLiZ/mV
E 6 CMBC-2 (A)» LA-CMBC-2 (B) HUKi25 % (I) #
Zeta AL (1)
Fig. 6 Particle size distribution (I) and Zeta potential (IT) of
CMBC-2 (A) and LA-CMBC-2 (B)

500 nm

7 CMBC-2 (A). LA-CMBC-2 (B) HyFA3E$E R
Fig.7 SEM images of CMBC-2 (A) and LA-CMBC-2 (B)

FEABIRYI IR T, IR HEIESE T H 4130k R K
Wi SEM RLELEIR H 4L A TR 26

BRI, AR KNS —, SERR SR B RIAR 2028 150
nm, FCRLE R BT G E RLAR A /o 1K 2 B
SEM H¥ i 7E TiAR B it F2 R )8 S SR 72K, A
M BT N EILRLAR AR EE A ORARAR RO
H RS B N — 2, IR S SRR IE — 502,
2.5 AR KE (critical micelle concentration,
CMC) HIMERER

LA-CMBC 7E/KH 1) H 2517 R R R
ERETESE . B EIREN 0.012 mg/mL [EE
EWA 1 mg/mL ) LA-CMBC BER. B 8 Mg ke
A, SN 100 pL BV, BT R S IAA
[F AR LA-CMBC BRI, Z81R/KEZ % 10 mL.
A BT 1] 1) 28 87 R VR FE 43 31l 0.001 1 0.005
0.010. 0.025. 0.050. 0.100. 0.250. 0.500 mg/mL.
KR 40 min, = EEDCHE 8h. W HILE
TR A 334 nm, 0 5E TR EE 6
W, WEEERIEE 3 ARSI 5 AR 1 AN Y
SRJE 2 LG (/1D X R B R U, A2 s A xf
L P R B R P B A S PR ) CMIC 1B

W73 LA-CMBC RHM CMC 1y (0.081+
0.019) mg/mL (K 8), #iiH] LA-CMBC fE/KH4 5
REF KL, FE N M 5 o] ST E R
MRFERE, & —Fh BRI I W R AR .

1.6 q

L395/I376

0.7 T T T T T T T T T T T T 1
1gC
8 BERGTIETORBELILE I MRRRERE (O
B XRE (Xts,n=3)
Fig. 8 Logarithmic relationship between pyrene emission
spectral fluorescence intensity ratio I3/i and micelle

concentration (Xt S,n=3)

2.6 EHZHRER DOX/LA-CMBC By#& . S EME
HRINER R AR

2.6.1 HARKAIGIS KRBT ER & DOX/
LA-CMBC K. #HL DOX-HCI 3 mg T 5 mL
DMSO, JIA 2 595 ()& 1 = Mt AT I Sh g Ab
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H, Behid . HE LA-CMBC 10 mg T 5
mL ZETHK, B A 2 78 IR A AR o BB RS 2
BRI N3] LA-CMBC ZKiEW T, Ak SR
FE 24 h JE X ZGEAGENT 24 he BRI L A Ak
, 3T 0.45 um JEEENTS .

2,62 FFEREENEEREY RAKIN
N P I Ji o i 77 P BT 2 2R ) & =

(1) B 25 2 0] i it £V B i 46 LA DMISO 2y
T FBCH] 200 pg/mL (165 260 HR g 25T, TBE
S H .

(2) R e : 4 i BOE BB 55 2 i A
i~ CMBC. LA-CMBC RH % H DMSO ik %
Y BRI, (E 280~600 nm I H AN IO
W Wi 9 AT UL, B RAE 481 nm b — ELETKI
FRAEWR A I, fBEEY) CMBC F1 LA-CMBC 7£ 481
nm LTI, WIIER LA-CMBC {EAEAA
2RO R 2 2 IR AN, R, GEFH 481 nm AFE N
R 27 25 5 5 DN ARG W K

0.8
0.6
1 |\ LA-CMBC ] 25 2%
X ="\
;Li 0.4
=
0.24
0 T T B S—— !
300 400 500 600
A/nm

B9 MEZE. CMBC. LA-CMBC ARSI B
Fig.9 Ultraviolet scanning atlas of doxorubicin, CMBC and
LA-CMBC solutions

(3) FRUERRZR AR ST . EH 2 20 HE o il 2 T
F1 DMSO 73 7l ¥ B RO il o B BE N 54 104 15,
20+ 30 40 pg/mL f) R FIXF IR WR . T 481 nm 4k
MEWOCEE, Zhlbriihzl, HATLMERIE, 15
FIP R R ARAE R ZE I A7 FEN Y=0.019 2 X+
0.004 5, R*>=0.999 4, AJJLREEZRLE 5~40 ug/mL
LR R R

(4) K% LRSS HUB 5% 25 i 4 VU DMSO i
RERL S 20+ 40 ng/mL MR &E R AU, FHEAME
AR WA IR E & 5 AR B H WK &
gEE 5d, BHIEREEE. (FEHK B &3 M
Jog &k B ) Pl A R A B H N RSD 43 il A

1.83%- 0.95%- 0.68%; H [ RSD 4374 1.98%-
1.52%- 1.27%, ¥J/NF 2.0%, 35 2 23 il i 25K

(5) [R5 4 AlBCH] 250, 1000, 2000
ug/mL PR RIS 5 4, S 0.2mL, AL
77 LAl LA-CMBC Jig IR S) J5 FH DMSO &
AE 10mL, PSR EREES 5N 5. 20 40 pg/mL
(IR R 2 A, AN S RO B, TR
IR, 73518 98.83%. 101.19%. 100.79%,
PR EE R S5 LA-CMBC I SR RAS & A= W B A
., AR EAOS 258 & & A e, %07
EAAT.

(6) FaEMhkye: % “2.6.17 Wi R 7k & ki
FHERIRIE N 5. 20, 40 pg/mL HI#E 25 A AR,
ISR T T 0. 2. 4. 6. 8. 10, 12, 24h ¥ll5E
LHMRUL . SR EIR, 3 P EIKRERAHAE 24
h NI RSD 7358 1.24%. 1.68%. 1.52%, FHWITE
24 h WA AR E E R 4T

(7) EEMRIE: % “2.6.17 W F7iE#HI#% 6
W FE SR, oy BTN E, THE RSD A, %
SEEME, 455 RSD N 1.49%, RUZIEEE M
R4t
2.6.3 HARHKPERNSENELEGR &I
#HMA 0.5 mL T 10 mL &I, A DMSO ##
PRSI ERRZE, % “2.6.27 TR0 E
W O BEAEL, A5 285 24 i o B 8 2 ) B B R OR
(69.67+3.87) %, HZEN (16.08+0.25) % (n=
3) CHH TR 22 LABK PNy R8T H 2R
W, ARSI ERIR, W5 AR/ 5l 2R
HEERIE.

BER=m/m;

LU E=mi/m »
my AR IR A AR AR R, mo AR R R R,
m o R A T
2.6.4 DOX/LA-CMBC #% 24 I o i # 4k P Jiit %5 52
FEER BUE EFA AR 28K R S,
FH S IR STRLEE AR, 25 5 LT 10 11753 DOX/LA-
CMBC #ZRIFIIRE N (180.246.7) nm,
PDI /4 0.140+0.003, Zeta AN (—16.14£0.25)
mV (n=3),

2.6.5 ANFA pH EIAE MR PIEHER. B
RSN R RALENTE, A R pH AE
(5.8 6.5\ 7.4) 11 PBS IEVRAE NBERA 0T, KHH %
F o 66 FE LI 58 B 25 2R AE 3 AN [H] pH A PBS ¥
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Fig. 10 Particle size distribution (A) and Zeta potential (B)

of DOX/LA-CMBC

W rbsEf 2, S5 R BT R R R OGIRSE (F,
pH5.8) =163.62X+2.4759, R2=0.9995; F (pH
6.5) =158.09 X+0.166 9, R*=0.999 1; F (pH
7.4) =143.06 X+1.257 1, R*=0.999 4; 455K
B[ 25 = (E 0.02~0.80 pg/mL %65 % 5 i Sk 2k
PR R AT o KR AN E B85 7E 3 Fh PBS ¥
bR 2, S50 Y (pH 5.8) =0.068 4
X—0.0061, R2=0.9991; Y (pH6.5) =0.066 8 X—
0.001 4, R*=0.999 0; Y (pH 7.4) =0.064 0 X+
0.0031, R?=0.999 1; &5RFIHEEHIE 0.1~20.0
ug/mL 261G R R AT

= DOX/LA-CMBC i 1 mL, & Ti&EHrE
W, BB IR S 20 mL B R AR R,
£ 37 C+ 100 r/min Fl B 564 R AT AR SN TR S
U o FE TR A] S EBORE 1 mL, 5] IRb 78 SRR T
BRI . THE RV, R &R
TSRO (B 11D, WREZGHZE 1,
JB TR R 2 2 RIS BN 18 RN, R R
BRI G . bR pH (ERURME, RITERUE pH (A %%
R 2, fEBGE pH MHRME T, BEBUR
o8 Higb o IR B 5(E pH 7.4 2610 T OB
T 26.16%, TEpH 6.5 %A FREAT 38.24%, &
SALE pH 7.4 NRERUE R, (HARRAE KR, i
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Fig. 11 Drug release curves of doxorubicin and baicalin in
drug-loading micelles in different pH release media (X £ s,
n=>5)
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*3 HEH. WEZH. CMBC. LA-CMBC #1 DOX/LA-CMBC %t HepG2 AR - KINHIZR (X+s,n=3)
Table 3 Growth inhibition rate of baicalin, doxorubicin, CMBC, LA-CMBC and DOX/LA-CMBC on HepG2 cells (X £ s,

n=3)

- 0 A= A 1 2R/ %
e 0.25 pg'mL™! 0.50 ug'mL"! 1.00 ug'mL™! 5.00 pg'mL™! 10.00 pg'mL™!
HETF 51+1.2 9.0+0.5 152+1.4 28.240.7 354+1.0
(¥4 35.0+2.4 534+1.5 62.3+2.0 73.1+1.6 792412
CMBC 104+22 121+£1.7° 20.6+2.5" 333+1.3 46.0+1.7°
LA-CMBC 142416 15.1£1.9% 25.6+2.4% 40.5+£1.0% 513+1.5"
DOX/LA-CMBC 283+2.1% 31.1+1.6" 47.6+£1.2% 63.5+1.8"% 70.2£0.9"*
B4 *P<0.05 *P<0.01; 5 CMBC 41HE: *P<0.05
"P<0.05 P <0.01 vs baicalin group; *P < 0.05 vs CMBC group
FH RS E T HESE (P<0.05), RAHSEE 3 i3ig

N 7K v B 2 i R R S R U R AR
H LA-CMBC 5 CMBC #tt, ZRrBEAEEE (P<
0.05), F[iAAH LA-CMBC H CMBC A # s fE
F, —EfEE LR T ARG R ERH .. 7R
JR RN 1~10 pg/mL N, DOX/LA-CMBC Kl
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e [F) 8305 P 25 2R A B B T AT .
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Fig. 12 Schematic diagram of DOX/LA-CMBC drug-carrying micelle formation
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