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W E: BW HI&BREEQZEETETE OX26 BIFHER B/ E ARG MMM (Sal B BA-NLC), FxfH ik
ITRICAMA BT 3% KM FAL-FE 1L %41 % Sal B/BA-NLC, H 2-TF & L5kt M2 & (2-iminothiolane hydrochloride)
# OX26 FATHRRE G EE: T Sal B/BA-NLC KiHl, LAIEA. Kiff. Zeta AL R EEFE NN IEIn S BT, JEH
ZoRHEEREIE (DSC) 5ERSHRIGE (NMR) #HTIHIE. LIEFEE E-6 (coumarin-6, C6) NOCIRE!, B MEH NS}
T ER B & 50, 0 P IR AR A S AR L P Y 4T HE. bEnd.3 ST B L. SR ATHI& R 0OX26 &4l Sal
B/BA-NLC ¥if&N (27.504+3.37) nm, PDI ¥ 0.39+0.04, Zeta AN (—7.06+1.85) mV. DSC 5 NMR Z5EEW, 254
R U R FOUKR AR R R . I R SR, B0 —80, bEnd.3 IR 3 HEmIE RN
WL N 0X26-C6-NLC>C6-NLC>C6-SL. £5i  Frifil %) OX26 &1l Sal B/BA-NLC W2/, 3 ARt55], HAadt
R, SEHEBAMKSMN NLC 4MLk, 0X26 &1 NLC HEH EEIHEAE,

KHBEIR: GRS MR AR, BrREYIA OX26: FHWER B BAFH; MMIFFEE; bEnd.3 4HM0; 4HMIEEA
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Research on monoclonal antibody OX26 modified salvianolic acid B/baicalin
nanostructured lipid carriers
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Abstract: Objective To prepare, characterize, and study cellular uptake of transferrin receptor monoclonal antibody OX26 modified
nanostructured lipid carrier loaded with salvianolic acid B and baicalin (Sal B/BA-NLC). Methods Sal B/BA-NLC was prepared by
emulsification-solvent evaporation method. OX26 was thiolated with 2-iminothiolane hydrochloride and then conjugated to the surface
of Sal B/BA-NLC. The morphology, particle size, Zeta potential, and encapsulation efficiency (EE) were evaluated for the
physicochemical properties, and OX26 modified Sal B/BA-NLC was verified by differential scanning calorimetry (DSC) and nuclear
magnetic resonance spectroscopy (NMR). Coumarin-6 (C6) was used as the fluorescent probe instead of baicalin and salvianolic acid B
to prepare the formulations in cellular uptake study. The cellular uptake study was conducted by brain microvascular endothelial cells
bEnd.3 using high content cell imaging analysis system. Results The prepared OX26 modified Sal B/BA-NLC had particle size of
(27.50 +3.37) nm, PDI 0f 0.39 + 0.04, and Zeta potential of (=7.06 £ 1.85) mV. The DSC and NMR results indicated that the drug was
encapsulated in the nanostructured lipid carrier in an amorphous form. The results of cell uptake showed that the fluorescence
intensities of the three solutions in bEnd.3 cells were: 0X26-C6-NLC > C6-NLC > C6-SL. Conclusion The prepared OX26 modified
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Sal B/BA-NLC has smaller particle size, uniform distribution, and high EE. The OX26-modified NLC group had a higher intake than

the solution group and the unmodified NLC group.

Key words: nanostructured lipid carrier; monoclonal antibody OX26; salvianolic acid B; baicalin; blood-brain barrier; bEnd.3 cells;

cellular uptake

FH#ER B (salvianolic acid B, Sal B) Fl#{%-1F
(baicalin, BA) ¥ HABEEMETiifmlERH LA
S oG dsf - P HEVE ARG BOVE A . Sal B @i PI3K/Akt
GBS IR T A I A, T BA BERS
BRI T a0 o gl T, 4 SalB 5
BA (IR EE N 5 0 3 BAAR S I, FEARANRERS
FERIEER, (R34, RS X AHETT
BOH B3GA,  eh iR i 45 4 % SRS 1) 7 ) e 12 R
JIAE RGBSR OGE A A 5
ORE (R B0, H T I B R ( blood-brain
barrier,  BBB) WJAZ7E, 15 2IIA MR I 259k
FEMAR, IRMERIELRL. & T raIT ks
FEALFAR . A VES NG, XA B
ok T MmN

PARIE, BARG Y RGHA BRI AN B &
b, RN DA AR SR B S, A
PIEIETE . GhRoR R A R R A 24 R B CUAR K
BB BRI AATE 78 b B PRI . AoK S R R BT
#AK (nanostructured lipid carriers, NLC) fl3 3% i
FE ey, BA AR R A YA 2
PO o 2 R BT A AR 43T 5 4Kkt
B, MR M GKEIFIE A E ST,
IS ARG G R R Bh 2t NN . EAT,
RN T 8127750 (receptor mediated transcytosis,
RMT) S5 25 N i i 5 Xz —17,
) & L B 2 K SR &R 3 A 0X26 fifkidt
TG, FHESY), SR ERENERNREEDIR
FEHE % I 4 0 25 e i oA fr 2 U,

BRI, A SZBGF) FH OX26 1 948 e AR 151 Sal
B/BA-NLC, P& K-6 (coumarin-6, C6) N
JEHRER, F bEnd.3 4HH00 HIEATIRABE AL, PRI
RANEE A, DIRTT 0X26-Sal B/BA-NLC £ BBB
TEFEVEA R M, PRI S BA AT Sal B VRYT N
950 B AR FH R T AT 1
1 #RIEEE
1.1 ##

XTI i BA (IS5 GR-133-140106, Jii &

E/\
98%). Sal B (#lt'5 GR-133-140929, Jfi&7

=
=

98%), BRI IEHEYH AR AR Sal B 2 H4)
(#'5 W16-6-6, i £ =90%). BA #2H (i
B =85%), KREFHZIAREYEA T
rhty; KEBRHEE (Lipoid S100, £ [E Lipoid 24 & );
Myrj52, BEBURM THRAF, #t5 20130706;
Ll &7 R H VMBS Compritol 888 ATO, 7£[E Gatteofsse
A ; mPEG-MAL (i1 £#47 %> 99.3% ) mPEG-OH
(#it'5 PO407A, JiESH(>98.0%), LHiERIGAE
VIRHEA R A SRR Tl =18 Miglyol 812,
R R A AR AR, #t5 1204115 F2k
RAZ R BEPIA 0OX26, Bio-Rad A, 4t
505155 /R E N R A gk bEnd.3, &
ATCC , CRL-2299 ; 2- 3 & 3 &% %¢ £h MR h
(2-iminothiolane hydrochloride, Traut’s i{7l]), %
[ Sigma A7, #it'5 100M1187V; Hitrap il 4,
GE Healthcare A%, L5 10041507; DMEM = b
RiE3E (LS C11995500BT). a4-1fiE (FBS).
0.25%J#lF+0.02% EDTA (k5 1606137). X
(#it 5 1430661 ), Gibco A @ ; DAPI (it 5
094M4053V). DMSO (#it'5 RNBD4071), Sigma
AF; C6 (L5 S2137139, FESH=98%), F
Acros 2~ H]; CCK-8 ikifl& (#t'5 GH688), H
A Dojindo Lab; HEE. ZME. =& W ke, KEHE
BHERH A RA R, =& bt oK BN Hr
afi, HEE, LN, C6, it MKBV4602V,
% [E Sigma-Aldrich A 7] .
1.2 {4

EMS-8B MW Jj4iidt, REERK A EACR A TR
FEAT]; SPD-10Avp Plus &7 i OB 3% X,
HA Shimadzu A F]; KQ-300B = iE s, Rl
THBAE A RAT; AX205 + 2 —HTR
*F, %+ Mettler Toledo A #]; FA124 Ji4r2 —HF
RV, RIEBAERFPAESA IR 27 s Milli-Q #aliK
4, %HE Millipore A7]; &R OHL, EHE
Thermo Scientific 2 #); Nano ZS OGN B4,
Yi[E Malvern AR ZEH T RS (TEM), HA
JEOL A #]; iR EE & .08, &[E Beckman A ] ;
ZoAMERAL (DSC), EE Jade A F;
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FORMA3111 CO, M 1fE iR 746, 35 E Thermo
Fisher Scientific A#]; Hi# G, HMMEERLLRE
HIRAF]; DMIL FIEAHZ BB, HE Leica 2
Fl; Z INREEEFR1X, 3£ [E PerkiElmer; InCell Analyzer
2000 /= IRA G i R4, 2 GE AF] .

2 FAEEHR

2.1 0X26-Sal B/BA-NLC 9% & 5iF M

2.1.1 0X26-Sal B/BA-NLC ] 4%

(1) Sal B/BA-NLC il #&: KH 7L 0%
#14% OX26-Sal B/BA-NLC. F&%#KH Sal B #ZH(4
3.5mg, I 2mL £ FKEM, FHFRE Myrj 52
300 mg JMIAZF] 9 mL £ &7 KH, Kk 74 CUEfE.
TERE I HE T, B e 41 Sal B KIEHINA 2]
Myrj52 o, RGNS, LR SOKAH. FRELBA #2
B4 1.5 mg HET 2 mL K ZEEH, BiRE ),
A 50 mg BREEAR, M RGNS HAMRE
Compritol 888 ATO 50 mg. Miglyol 812 20 mg A K&
i) mPEG-MAL 5 mPEG-OH, /il 1 mL 45 1#
R, IR OSSN EA IR, R, W
BOAH . AR AAHLE 74 CHRIZKIBS L 1 HiEE, b
A IRA TF AR AN BIK A . R RIETERT,
PRAREL I, AREEiRE 2 BARFRIY 1/3, VKOKIE 2 ho
A4 0.22 pm FLARJENEJE TS, 5 2] Sal B/BA-NLC.

(2) OX26 [MREE: K Traut’s 7% H58
BEPUABEAT AL K Bk 0X26 B T 0.15 mol/L
TR E4/0.1 mmol/L EDTA 227K (pH 8.5) . Vi
HYI5E, N Trauts W7, IIARRE 0X26 5
2-iminothiolane ¥ IR LN 1 ¢ 40 53K . #i
FBEET, PPE BEE. FIERN 1 he KRN
PUIRLE Hitrap TM Bt ERAELEL 2> 2, PR 0.01
mol/L ] HEPES 2 (pH 7.0 . ¢ Jr ¥ e it gk
ITRBIE RS ks (BRI 7 FEA 3 000D,
4 °C. 4000 r/min 2.0 30 min. B LEER)E, BN
B, BONBREEAL S 1 0X26.

(3) 0X26 5 Sal B/IBA-NLC fJi&4%: 4 ik
H5EAILN 0X26 5 Sal B/BA-NLC JR&, %M
Maleimide 5#i%EE RN 3 0 1 #HTIE G . RS EHIH
BT, A, WEJIHEE 8 he RS,
L 0.01 mol/L ] PBS 22K (pH 7.4 NI,
it Sepharose CL-4B #¥ AR 2530 55 (1) 85 1 0X26, B
15 PUAB I J5 1 98 K R IE B W R & 0X26-Sal
B/BA-NLC.

2.1.2 0X26-Sal B/BA-NLC ' Sal B & BA HI& &

M 73 S A 3 28

(D 2644 14 4 Diamond Dikmaods Cig
K (200 mmX 4.6 mm, 5pm); FiEIAHA FEE- 2 0E-
0.2%MEMR /KIS (22.5 2 22.5 1 55); kil 280
nm; A E 1 mL/min; A3 30 C; AR 20 pl.

(2) FrEti 2Rt 2k % FRHL Sal B X}
AT BA XPHE S OE =, HEVEMIEER, ERM
. WUG BRI, T BRI B Sal B IR
4 1.06+ 6.10. 10.16. 28.45. 71.12 pg/mL, BA
JREMREN 0.72. 432, 7.20. 20.16. 50.40 pg/mL
PR A ST IR S I F% IR R ik 25 1, JERE 20
ul, s AR, DUEIAR (4D XMREWE (O
. 433 Sal B BIREIEGFEAN 4=23 231 C—
6 393.4, r=0.999 9; BA H[RHJ5FE N A=72 709
C—11437, r=0.999 9.

(3) HEEEHL: EIUE. B, &3 ADREK
JE (1.06+ 10.16. 28.45 ug/mL) VR £ 5% IR S A
1d WEENE 3 K, 15 H AN RSD; #4LIIE 3 d,
5 HIE RSD. 4537, Sal B fl BA THN.
HE RSD #/NT 2%, F5%5 BERT& 755K

(4) QERMNE: SLUE I8 R ORI 2
HAaFZE, ¥ 02 mL g0KHIFINEE FKEER
3.0 mL, B THIIEECEH, 5000 r/min &L 20
min. &0 FRAME IR AT HPLC e, Bp
W e FIHL0.2 mL KA, IIAHEE 2.8 mL
#E, 5000 r/min B0 20 min, £ 0.22 pm JEMEE
i, HERpE A HPLC W€, BN W e. 1HH Sal B
K BA W3R [AEB=W «—W )W », HH
W s R NLC S 24, W s 825 NLC
R 1.

#E R IR, Sal B/BA-NLC # Sal B 5 BA £
FHERHN (99.7940.19) %M (89.60+3.53) %,
0X26-Sal B/BA-NLC # Sal B 5 BA R 535N
(95.77+2.42) %F1 (54.93+5.00) %.

2.1.3 hife K Zeta HALLIE  9KEIFIS 2 E T
KPR EIE BRI, T e il s 3 i e
Wiz M AL, 255 IR, Sal B/BA-NLC Kifz2 A
(12.83£1.41) nm, PDI 5 0.25+0.09, Zeta FEAIN
(=7.27+2.40) mV; 0X26-Sal B/BA-NLC if%ly
(27.50+3.37) nm, PDI 5 0.39+0.04, Zeta AN
(=7.06+1.85) mV.

2.1.4 JEEME  FIH TEM %f Sal B/BA-NLC I
0X26-Sal B/BA-NLC #ATTEAMEL . 7l LS & 1Y)
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Sal B/BA-NLC F1 0X26-Sal B/BA-NLC & T4
b, ZiRTERE, H 2%0MBa e Lk t, ik
HART . KM TEM WG, WA 1. 45
REIR, Sal B/BBA-NLC 1 0X26-Sal B/BA-NLC i
TZE2/Y, sHddr, HRNNS.

B

1 Sal B/BA-NLC (A) 5 0X26-Sal B/BA-NLC (B) BJiE
SFERRE

Fig. 1 TEM photos of Sal B/BA-NLC (A) and 0X26-Sal
B/BA-NLC (B)

2.1.5 ZoRAfEAGE (DSC) /i ZaRAfiE
#q: (differential scanning calorimetry, DSC) f&—
PN B B J7i, TS DSC B HdE o
BT s MR S IR SO PR 25 A S R 43 38 A S F 26 4 3
LRSS

HY Sal B [ BA X HE i DL K 1 35 (AT A 00 B
72 NLC #/5f. Sal B/BA-NLC. 0X26-Sal B/BA-
NLC VUK FR &0 TR 4T DSC .
WHE DSC X4, FR#EZEA 25 C/min, FAH
TN 30~270 Co DA EHRIE IR, S —3
WAFRE 5~10 mg BIFE M, 153 & FE 0 1) DSC K,
W 2.

AR BT H 8N it 1) R AT B R 20 E K
Wb AR TE AT W0 FI T . AL 2-A 1 B 1] LA
FH, Sal B £ 85~110 CH B #iE, BA 1
213 ChE I #E; B 2-D A A NLC, HEH
zipig B, JFHAE 50 ‘CH1 165 CAhbHIEL 2 Ab%s
SRR PR A R ARG, T T B T A R I I R D 1%
HIFHRFIEIE . 22 2-E F o, A gkl ) ks
TEVEAELE, T2 IR IR . PIEREY)
(K 2-G) 1, [FIRFEA Sal B Fl BA [ AR AEIE
A (I IR AR I . 25 BiRSE SR, B Sal
B Al BA {ENZH BT 9Kk, IF B2
PAGr 3 BORASAEAER, 11 3E UK i T XAEAE
2.1.6 MZEILIRIE (NMR) 047 =IREMH T,
Bl 5~10 mg OX26-Sal B/BA-NLC % T-# i &

3I0 I 9IO I 15I0 I 2i0 I 2&0
/T

2 SalB (A). BA (B). R&XESR (O =BHIF (D).
Sal B/BA-NLC (E). 0X26-Sal B/BA-NLC (F) FI¥I3ERE&
1 (ZEAFFISREXRM, G) B DSC

Fig.2 DSC diagrams for Sal B (A), BA (B), mixture of Sal B
and BA (C), blank NLC (D), Sal B/BA-NLC (E), 0X26-Sal
B/BA-NLC (F), and physical mixture (blank NLC mixed
with Sal B and BA, G)

mPEG-MAL CHX§ 4> FFi & 5 000) | CDCl; 8¢ D,O
TR JE AT IZ LR A, 19 BIRE AR R S5k
e, WE 3. B3 0 7.272 AVEFIE, K 3-A-H
W, 6 6.717 &I #UE A mPEG-MAL ) 5 K BE P %
A, PriREfE M geRR i (B 3-B-HD
IR IZIE R . SEHERT, mPEG-MAL 544
HH T SRR S R PR U S S S 9 2

il it —PUE ] 7 40K0L B mPEG-MAL 5
B PR 0X26 B M. B 3-A-C /1, 7 6 134.41
Ab BB 04y mPEG-MAL 454 v T SR i 3 i
I ERxE, R 3-B-C 1 6 134.41 A4 PG
PRIV, AWK, XFE—P Ui T mPEG-MAL 45
Py B SRV i R XU S 5 T R B B 3-A-C
5 58.00 AL A& K [ mPEG-MAL &5 Ky v () 37 F 3
gk S PuiAERE, S3IRE 3-B-C H 5 48.81
bk B 0X26-SH 5 mPEG-MAL ) 5 Sk Fik W Ji
PR S5 87 Ji FR = 42022

YR S0 SIS &, 7 T 9K
A ) mPEG-MAL S5#EEALPiiE 0X26 KA T
B, RIS R IR T B EUA 0X26 S5
Sal B/BA-NLC &K
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JJI “l i__/\_,l_._._~__._ A J.'k_,\_‘,' lv '\__A_-"\._L._L'u’ L L
80 60 40 2.0 0.0 8.0 6.0 40 2.0 0.0

P) P
A-C B-C

200 160 120 80 40 0
J

200 160 120 80 40 0
0

3 mPEG-MAL (A) 1 0X26-Sal B/BA-NLC (B) £ 'H-NMR (H) #1 *C-NMR (C) &
Fig.3 '"H-NMR (H) and *C-NMR (C) spectrums of mPEG-MAL (A) and 0X26-Sal B/BA-NLC (B)

2.2 0X26-Sal B/BA-NLC RUZARIR AR

2.2.1  # Co6 M KEE MR EA R Hl%  H C6
VERZOCIREY, HARMRMRFFAE, KR iR &
TEHITRE Co MIAKREMIMR R A (C6-NLC).
FESLIERS FAEIREEAL S Bk OX26 5 NLC #z,
HI1F OX26 &1 J5 1 C6 K25 R iR i %k ik (OX26-
C6-NLC). (K C6 BAZIGRHE, Al E bR (G &
Co &, WEBMKIEKN 496 nm. KA KN 523
nm. W7F C6-NLC 2K 99.97%, 0X26-C6-
NLC MIEERA 99.83%. RHEAE2IMEE R,
FREGE R C6 T DMSO H, Fc#l| C6 1wl
(C6-SL).

2.2.2 bEnd.3 405 5% 4 bEnd.3 AR
I JE ) R B B, R TR R, T
37 C, 5% CO, IR 7E, LRl &2 80%
eI AT AR AR R

2.2.3 0OX26-C6-NLC X bEnd.3 4 g iE P 152
KH CCK-8 V2% i B PEEAT A . 4% bEnd.3 4H
MICLZBEN 5 000 AN/ALEFR T 96 FLIR b, MET
BRI, HEFE 24 he KRR NA GG LIS
) DMEM FERlE 27, SHaieitfrFBik. R
1612 h J5, W BRE IR, R IR ERLFE A 35 600,
3560+ 356, 35.6+ 3.56 ng/mL 2524, SZUGE X
4. C6-SL 4. C6-NLC 415 0X26-C6-NLC 4.
FLHINN 100 uL 253, FHEZH%5 T DMEM itk

T TIGFRAE T YRR 24 h J5, W25, H
PBS JE Ve 2~3 3k, [7] &N FLA I 100 pL 10%
CCK-8 Wikl . 37 CH:FRfEHTIEF 1 h J5, THEEbs
AXCAIINEAE 450 nm ARG REME,  IAS I 40
P gRNE 1. NLRGEEATLUEH, C6-SL.
C6-NLC 5 0X26-C6-NLC3 425 1E 3 560.
35 600 ng/mL J5i & B2 2 I B R A 4 i FE
HHRRAFIE FIITE 90%LL N o MW EWR BN 356,
35.6~ 3.56 ng/mL I, ZHMAFEZRILE 90%LL L,
TR EEPE. Rk, %M 356 ng/mL {1 A4 FR L
2.2.4 DbEnd.3 X# C6 A KKMBANIR ¥
bEnd.3 ZHAE 55 5 000 N/ FLEERE] 96 FLE A,
T 37 C. 5% CO, Hi FRAA N7 . frdlifml & =4
60%I0, W LRI, AN E A MG DMEM £&

F=1 #H Co B9&IFIXT bEnd.3 HPSEMRIEE (n=5)
Table 1 Effects of C6-loaded preparations on activity of
bEnd.3 cells (7 =5)

JR R HHAES 2 /%
(ng'mL™) C6-SL C6-NLC  0X26-C6-NLC
356 99.97+5.70 100.78+3.12  99.18+5.17
356 97.74+529 99294528  94.12+8.26
356 9122+6.17  9855+3.62 97.84+4.55
3560 83.13+5.09  57.69+5.14  62.35+3.67
35 600 18294038  31.24+1.04 30.86+2.18
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Bl 3G TR A0 B AT R B E . M4k 120 )5,
AT AR LSS . SEER 48 C6-SL 4. C6-NLC
HY5 OX26-C6-NLC 4. H 4 &M o 75 11 S 646 e 25
25 )R BIRE N 356 ng/mL. &FFLANA 100 pL 253,
WHEEZWAA 2. 4. 8, 12, 24 h, AZ)EET
37 C. 5% CO, B 774 . WA 4w )G, WH 257,
FEF LA 100 pL A1) PBS e v, LA
LRI FE . SR)E LA PBS 1S VR4 3 i,

DL 2B C6 M GIF (o {8 FH 4% 2 58 F R I VNS
Y1 f SR G FE R AT [ %, 20 min J5, W REE TR
PO A ATIE ¥, BERE S min 3506 1 IR, THBE
2 K. B FLHI 40 uL 0.20 pg/mL () DAPI B,
S A% AT Yt kb, 10 min J5, PBS &7k 2 .
e, F&FLINN 150 pL PBS Z23f Eh TR . $ab 38
LFH] 96 FUARTBN 1 P IRASCES H o 0 248 B PRI\ A7 450
ST EM S EE ST, WK 2 5K 4.

K2 TREETEEAMHMEREARLEE (x+5,n=3)
Table 2 Fluorescence intensity of different coumarin-6-loaded formulations in bEnd.3 cells at different time intervals (x * s,
n=3)
C6-SL C6-NLC 0X26-C6-NLC
o PR E RSD/% PR E RSD/% PR RSD/%
2 3.63£0.35 9.66 92.18+4.47" 4.85 157.15+ 7.46" 475
4 3.13£0.30 9.46 104.50£7.15" 6.84 161.07+ 9.57" 5.94
8 8.34£0.20 2.34 168.69+1.44" 0.85 241.78 £11.87" 491
12 12.03£0.11 0.95 232.02£6.25" 6.25 350.08 £48.27" 13.79
24 9.47+0.23 2.41 210.83+£2.24" 1.06 286.03+ 2.52" 0.87

5 C6-SL 4L HA:: "P<0.01
P <0.01 vs C6-SL groups

Kl 4 B, [Fl—I (Al Bt Y OX26 1211 ) C6-NLC
RS LB B BT TR A B SEmd. b5
B[R] RE K, IR PR S o B B8k, HLA
ANERN, JUTPMEARRIE, 1 Co-NLC 45
0X26-C6-NLC A ff I (A HERS, TSk 2 3
hn, Penm SR . WIS 2 g5 R,
KREEMESWER . £ 2~8 h, OX26 &ifiit
1) 4 KR P 5 ' it I 230 A5 e 4 Kok 28 A B R 1) 22
S, FFBEER P, OGN, 12h )5,
NG OLIRES 9 aom A PR
3 it

YRR/ T 2P0 Ik RO EZE . WA
FH, RAR/NT 100 nm 99Kk A F 17 BBB
I PEP  AHIE R iR PR IR A T 3
Sal B J& BA HIZUKEE I R # Ak, FIA
2-iminothiolane R FX} OX26 PUATEREE LA,
SRJE VIR T YR R AR R . Bl 1
0X26 f&1fift) Sal B/BA-NLC %iftly (27.50+3.37)
nm, PDI A 0.39+0.04, Zeta Hi{i7}y (-7.06+1.85)
mV. &%t DSC i, kR 7 itk 0X26 5 Sal
B/BA 4K &5 04 i o s AR 42 1 ), H Sal B A1 BA
YERZIMICA T BUR SR E T Kk .

I I ) AR AT AR RLR TS, 7T DAk
2591 BBB 2% 1% . T OX26 H. 5 [E B 77E
T 106 4 L P R A R R Sk R A 2 AR (TIRD
HA e B0, e DL 02 F TR 4R Ko P i 42
4425 52400, T BBB WY ERERIA,
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Fig. 4 Cellular uptake of C6-loaded formulations in bEnd.3 cells at different time intervals
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