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Figure 1. Schematic illustration of the EPR effect.
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Figure 2. Molecular structures of the amphiphilic block polymers, and size distributions determined of Lactosome by

TEM image and DLS measurement.
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Figure 3. Bright field, luciferin bioluminescence, and ICG fluorescence images of HepG2 hepatocellular carcinoma cell

bearin mouse at liver, and its isolated liver.
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Figure 4. Molecular structure of the amphiphilic block polymer (a). Schematic representation of preparation of the ¥F-
labeled Lactosome (b). (Reprinted from ref. 18, Fig. 1 with permission of Elsevier.)
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Scheme 2. Synthesis of BF-BzPLLA5, (a). Attempted synthesis of PLLA-®F (b). (Reprinted from ref. 18, Scheme 1

with permission of Elsevier.)
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Figure 5. Typical PET images of the tumor bearing mice
after injection of 8F-labeled Lactosome. (Reprinted
from ref. 18, Fig. 4 with permission of Elsevier.)
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Figure 6. In vivo imaging of subcutaneous pancreatic cancer-bearing mouse using three types of ICG-Lactosomes (a).

Graphical image of three of ICG-poly (lactic acid)s used for Lactosome labeling (b).
fluorescence signal intensities detected at three ROIs as illustrated in Figure 6a (c).

with permission of Elsevier.)

Time-courses of near infrared
(Reprinted from ref. 20, Fig. 2
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Figure 7. Time-courses of fluorescence intensity ratio at tumor against background (a) and liver (b). (Reprinted from

ref. 20, Fig. 4 with permission of Elsevier.)
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Figure 8. Pharmacokinetic change of Lactosome on the multiple administrations. (Reprinted from ref. 21, Fig. 1 with

permission of Elsevier.)
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Figure 11. Competitive inhibition assay of various compounds by ELISA with using blood serum containing anti-Lactosome
antibodies. (Reprinted from ref. 21, Fig. 5 with permission of Elsevier.)
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Figure 13. IgM productions upon the administrations of the AB-type and the AsB-type Lactosomes (A). Pharmacokinetic
change (near infrared fluorescence images) upon multiple doses of AB-type (B, D) and the As;B-type (C, E)
Lactosomes. The images (D, E) were taken at 7 days after the first administration of the AB-type and As;B-type
Lactosome. (Reprinted from ref. 31, Fig. 2 with permission of publisher.)
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Figure 14. In vitro anti-tumor activity on 4T1 cell at 24, 48, 72 h after addition of ®!I-Lactosome (a) and [BI]Nal (b).
*p<0.01 (Reprinted from ref. 32, Fig. 3 with permission of Springer.)
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Figure 15. Time courses of a RTV and b body weight gain without PEIT (n=5 per group). Filled circle control (saline),
filled square Lactosome, filled triangle [®'I]Nal, and inverted triangle *'I-Lactosome (100 ulL) was, respectively,
intravenously administrated. Time courses of ¢ RTV and d body weight gain with PEIT (n=5 per group). Filled
circle control (saline), open circle PEIT only, open square PEIT in combination with Lactosome, open triangle PEIT
in combination with [*3!I]Nal, times PEIT in combination with B3I-Lactosome. *p<0.01 (Reprinted from ref. 32, Fig.

6 with permission of Springer.)
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Figure 16. Time courses of a relative tumor volumes and b body weight gain (n=6 per group). Filled circle control
(saline), filled square ®Y-DOTA-Lactosome (1 time), filled triangle ®Y-DOTA-Lactosome (2 times), and inverted
filled triangle “Y-DOTA-Lactosome (three times) was respectively intravenously administrated at day 0 (1 time
group), day 0, 2 (2 times group), and day 0, 2, 5 (3 times group), respectively. The black arrows show injection
days. Time courses of ¢ relative tumor volumes and d body weight gain (n=6 per group). Filled circle control
(saline), filled square Y-DOTA-Lactosome (1.5 MBqg/mouse), open triangle **Y-DOTA-Lactosome (3
MBgq/mouse), and inverted open triangle *Y-DOTA-Lactosome (4 MBg/mouse). *p<<0.05; *p<<001 (Reprinted from
ref. 39, Fig. 5 with permission of Springer.)
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Figure 17. Time courses of a relative tumor volumes and b body weight gain (n=5 per group). Open circle PEIT only,
open square PEIT in combination with ®Y-DOTA-Lactosome (®Y-Lactosome), open triangle PEIT in combination
with doxorubicin, inverted open triangle PEIT in combination with DOXIL. Time courses of ¢ relative tumor volumes
and d body weight gain (n=5 per group). Open circle PEIT only, filled triangle PEIT in combination with doxorubicin
and PY-Lactosome, and inverted filled triangle in combination with DOXIL and Y-Lactosome. *p<0.05; *p<0.01
(Reprinted from ref. 39, Fig. 6 with permission of Springer.)
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Figure 18. Time courses of a relative tumor volumes and b body weight gain (n=5 per group). Open circle PEIT only,
open square PEIT in combination with “Y-DOTA-Lactosome (*Y-Lactosome), open triangle PEIT in combination
with doxorubicin, inverted open triangle PEIT in combination with DOXIL. Time courses of ¢ relative tumor volumes
and d body weight gain (n=5 per group). Open circle PEIT only, filled triangle PEIT in combination with doxorubicin
and PY-Lactosome, and inverted filled triangle in combination with DOXIL and *Y-Lactosome. *p<0.05; *p<0.01

(Reprinted from ref. 39, Fig. 6 with permission of Springer.)
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Figure 19. SPECT/CT images of the tumor-bearing mice at 24 h after the injection of "In-DOTA-Lactosome. SPECT/CT
images of the coronal plane (a, ¢) and the axial plane (b, d) were obtained with In-DOTA-Lactosomes composed
of (P <Sar33> )3»b]OCk—PLLA3Q/Psar33-b]OCk—PLLAgo <a, b) and (P (Sar50) ) 3-b]OCk»PLLAgo/PsaI'M-b]OCk»PLLASO (C, d) .
4T1 tumor cells were transplanted at the femoral right leg indicated by dashed circles. (Reprinted from ref. 39, Fig.

2 with permission of Springer.)
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