Supplemental Data

Supplemental Table 1. Acute toxicity effects of alone PNP on hematological and blood chemical indices

in mice
Groups Control PNP PNP PNP
M 325 mgkeg 625 mg'kg 125 mg/kg
Animal Weight (g) 243+22 22+£33 234+£2.6 23.4+27
RBC (Millin/mm®) 6.08 £0.2 6.5+0.9 7.6+ 06 8.8+ 0.6
HCT (%) 364+ 1.5 36.7+ 1.8 38.6 2.7 40,1 £2
Hgb (g/dl) 10+ 12 11.6+1.9 12.8+1.9 14.6 + 1.6
MCV (FL) 51407 51.1 +0.9 49.9 £ | 521+ 12
MCH (pg) 165 +£0.2 16.5 +0.4 16.5 + 0.6 16.3+ 0.5
MCHC (mol/l) 323 +0.7 312.6 0.6 32.6 £ 0.8 32.4+ 04
Plt (1000/mm’ ) 567+ 50 560 + 71 570+ 46 578 £ 66
WBC (1000/mm”") 6.7 0.8 7.5+2.1 78+ 1.8 79424
Neutrophils (%) 355+2.3 36.7+5 39 +6 41 +7
Monocytes (%) 2.1+04 2204 32+1 J1+08
Lymphocytes (%) 565+£6.7 55+ 7 S6+£6 54+6
Na (mM/1) 150329 152 £3 154 £2 169.1 +£5
K (mM/1) 52405 5.3+1.2 6.3+ 1.8 77+2
Cl (mM/1) 111+4 115+ 4 114 +£5 119+ 4
HCO™ (mM/1) 226432 21242 19.6 £2 153423
Osm (mOsm'kg) INT£47 08 £35 02 £5 125+ 6
Ca (mM/1) 0.72 +£0.14 0.66 + 0.2 0.75 £0.3 088+ 03
Mg (mM/1) 0.29 +0.04 0.31£0.02  034+005  036+004
Glu (mg/dl) 194 + 33 190 + 56 210+ 39 214 + 45
Lac (mM/1) 54+12 5.3+1.4 5.5+£23 584109
Urea (mg/dl) 212+£26 24.3+£2.6 27+6 U8 £9
Cr (mg/dl) 0.48 + 0.08 0.52+0.2 0.56 £ 0.2 1.06 £0.2
AST (L) 455+ 45 438 + 80 529 + 66 1500 = 165
ALT (U/) 68+ 8.8 73.6+9.7 116 + 55 377 + 87
ALP (U 763+ 50 788 + 55 843 + 46 1200+ 76
GGT (U/) 55405 5.4+0.3 5.7+ 04 8.2+0.9
ALB (mg/dl) 3402 3.2+0.3 2.7+ 05 35405
T.BIL (mg/dl) 0.5 +£0.03 0.45£0.13 055+0.1 059+ 0.09
D.BIL (mg/dl) 0.35 +0.05 0.39£0.09  035+0.1 0.3 £ 0.09

Values are means + SEM. P<0.05 compared to control. PNP = The polymeric nanoparticle, RBC= Red
blood cell, HCT= hematocrit, MCWV = Mean Corpuscular Volume, MCH= Mean Cormpuscular
Hemoglobin, MCHC= Mean Cormpuscular Hemoglobin Concentration, WBC= White blood cells, Plt=
Platelets, Na= Sodium, K = Potassium, Cl = Chloride, HCO™ = Bicarbonate, Osm = osmolarity, Ca =
Caleium, Mg =Magnesium, Cr = Creatinine, Lac = Lactate, Glu = Glucose, AST = Aspartate
transaminase, ALT = Alanine transaminase, ALP = Alkaline phosphatase, GGT = Gamma-glutamyl
transpeptidase, ALB = Albumin, T.BIL = Total bilirubin, D.BIL = Direct Bilirubin.



Supplemental Table 2. Chronic toxicity effects of PNP on hematological and blood chemical indices in

mice
w Control PNP PNP PNP

15.63 mg'kg 3125 mglkg 62 5mgkg
Parameters W W ] W
Animal Weight (g) 24322 B+22 23825 1.2+ 31
RBC (Millin‘'mm”) 608+ 008 6.5+ 0.1 6.7+04 I +0.5
HCT (%) 364+ 1.7 IHRE26 37522 422433
Hgb (g/dl) 1H+12 115+ 1.4 108+ 1.4 14.5+2
MCV (FL) 51+0.7 521407 512+1.5 525+ 1.3
MCH {pz) 16.5+ 02 16.6 0.6 16.7+0.8 16.6+ 0.7
MCHC (mol/T) 323+ 07 325+0.5 32307 327+ 08
Plt (1000/mm”) 367 + 30 570+ 86 555+ 50 S84 £ 8T
WBC { 1000/mm’) 6.7+0.8 7.4+ 1.1 72+1.9 7T3+1.8
Neutrophils (%) 325+2 ®+0 3537 3046
Monocytes (%) 21 +£3 33+ 21 2EE1.3 29+£12
Lymphocytes (%) 6b.5 + 6.4 57+£12 63672 5E+11
Na (mM/1) 1503 +2.9 1497 +3.2 1512+ 38 1642 +55
K (mM/1) 52405 57+ 1.6 49+04 TA4£1.6
Cl (mM/1) 111 +4 1136 +3.1 113.7+ 28 1195+25
HCO" (mM/1) 226+ 3.2 16.7+4.9 199+32 169+ 27
Osm (mOsm/bkg) 07T +47 3034 £ 10 FI09+93 JITRLD
Ca (mM/T) 0.72+0.14 0.63 +0.24 0.71 £0.27 0.87+ 0.09
Mg (mM/1) 0.29+ 0.04 0.31 £0.05 0.33 £0.06 037+ 003
Glu { mg/dl) 194 + 33 214+ 35 182 +45 RO + 32
Lac {mM/T) 54+12 49+ 12 54+1.3 47+1.8
Urea (mg/dl) 212+ 26 214 £33 2528 385+ 3
Cr (mg/dl) 048+ 008 0.47 £ 0.06 0.57£0.05 120+ 0.1
AST (UM 455 £ 45 460 + 69 513 +£43 7RO + 55
ALT (U) 68+ 88 743+ 7.9 703415 102+ 10
ALP (UM 763 + 50 640+ 73 TRO + 75 207 +£23
GGT (U1) 55035 5.7+ 04 5.8+0.6 R5+09
ALB (mg/dl) 302 3.4+04 3.5+05 1504
T.BIL (mg/dl) 0.5 +0.03 0.5+ 007 0.55+0.1 0.56+ 0.09
D.BIL {mg/dl) 035+ 005 0.36 + 0.06 033 £0.04 037+ 007

Values are means + SEM. P<0.05 compared to control. PNP = The polymeric nanoparticle, RBC= Red
blood cell, HCT= hematocrit, MCV = Mean Corpuscular Volume, MCH= Mean Corpuscular
Hemoglobin, MCHC= Mean Corpuscular Hemoglobin Concentration, WBC= White blood cells, Plt =
Platelets, Wa = Sodium, K = Potassium, Cl = Chloride, HCO = Bicarbonate, Osm = osmolarity, Ca =
Calcium, Mg =Magnesium, Cr = Creatinine, Lac = Lactate, Glu = Glucose, AST = Aspartate
transaminase, ALT = Alanine transaminase, ALP = Alkaline phosphatase, GGT = Gamma-glutamyl
transpeptidase, ALB = Albumimn, T.BIL = Total bilirubin, D.BIL = Direct Bilirubin.



Supplemental Table 3. Chronic toxicity effects of PNPC (31.25 mg/kg) on hematological and blood
chemical indices in mice

roups Control PNPC PNPC PNPC PNPC

Parameters 1 W 2W 4w 12W
Animal Weight (g) 243+£2.2 26.3£34  28.1£3 30.2+ 3.1 323+£32
RBC (Millin/mm’) 6.08 +0.08 6.9+0.3 6.3+0.5 6.8+ 08 72+09
HCT (%) 384 +1.7 374 +1.2 39.4 £ 3.1 39.1+£2.2 394+27
Hgb (g/dl) 10+1.2 9.8+0.9 1.7+ 1.6 12,1+ 2.5 11.5+2.6
MCV (FL) 51+£0.7 504 +2 49,5 0.7 49 + 1.1 50+0.9
MCH (pg) 165+£0.2 15.7+£0.9 16.2 0.2 16.8 0.5 16.1+0.3
MCHC (mol/T) 323 +0.7 32+0.7 32.6 0.2 323+ 0.7 32.3+07
Plt (1000/mm”) 567+ 50 539+ 53 525+47 580 +£70 570 £ 58
WBC (1000/mm”) 6.7 £0.8 6.5+ 1.8 8.4+2.1 7.1+09 73+009
Neutrophils (%) 325+£2 38.5+11 39+ 4.1 37.5+4 35.5+09
Monocytes (%) 21+£3 18+1 3.5+ 1.5 3.1+1.2 37+1.2
Lymphocytes (%) 66.5 6.4 608 +5.8 58.2+7.1 60.5+54 61.5+5.7
Na (mM/1) 1503+29 151.2+3.8 153.5+2.2 153.3+28 154.1+33
K (mM/1) 52405 4.9+0.4 6.1+2.0 6.2+ 08 6.5+ 0.7
Cl (mM/1) 111+4 1127+ 1.8 110.5+3.2 115+6 115+5
HCO™ (mM/1) 226+3.2 199 +3.2 228+25 25.5+4.2 266+ 54
Osm(mOsm/kg) 307+ 4.7 3069+82 309+6 312 +5.7 313+5.2
Ca (mM/1) 0.72+0.14 0.74+£0.07 081 +0.2 082+0.2 0.85+0.15
Mg (mM/1) 0.29 +0.04 032+0.04 029+0.02 033+£007 035+06
Glu (mg/dl) 194 + 33 172 + 40 208 £ 27 214 + 35 204 + 30
Lac (mM/1) 54+1.2 51+1.1 6.2+2.1 52+1.1 50+£22
Urea (mg/dl) 212+2.6 20+ 2.6 25.7+3.5 25.2+3.6 244+34
Cr (mg/dl) 0.48 +0.08 053+0.03 058+0.15 062009 061+0.07
AST (UM 455+ 45 503 +33 568 £ 61 495 + 55 555+ 60
ALT (U 68+ 8.8 763 +£12 77 + 18 84 +17 78 £23
ALP (U 763 + 50 666 + 85 872+ 98 863 +90 843 + 75
GGT (UN) 55+0.5 - - 52406 56+05
ALB (mg/dl) 3+02 - - 3.1+03 32+04
T.BIL (mg/dl) 0.5+0.03 - - 048004 052+0.03
D.BIL (mg/dl) 0.35 £0.05 - - 036004 037+006

Values are means + SEM. P<0.05 compared to control. PNPC = The polymeric nanoparticle curcumin,
RBC= Red blood cell, HCT= hematocrit, MCV = Mean Corpuscular Volume, MCH= Mean Corpuscular
Hemoglobin, MCHC= Mean Corpuscular Hemoglobin Concentration, WBC= White blood cells, Plt =
Platelets, Na = Sodium, K = Potassium, Cl = Chloride, HCO" = Bicarbonate, Osm = osmolarity, Ca=
Calecium, Mg =Magnesium, Cr = Creatinine, Lac = Lactate, Glu = Glucose, AST = Aspartate
transaminase, ALT = Alanine transaminase, ALP = Alkaline phosphatase, GGT = Gamma-glutamy|
transpeptidase, ALB = Albumin, T.BIL = Total bilirubin, D.BIL = Direct Bilirubin.



Supplemental Table 4. Acute toxicity effects of high dose of PNPC and PNP on hematological
and blood chemical indices in mice

'\H\R_Groups PNP PNP PNPC PNPC
Parameters—__ 62.5 mg/kg 125 mg/kg 62.5mgkg 125mg/kg
Animal Weight (g) 234+£26 234427 247+£25 232+£22
RBC (Millin/mm’) 7.6+0.6 88+£0.6 72+0.5 82+04
HCT (%) 38.6+2.7 40.1+2 385+25 42.5+2
Hgb (g/dl) 128+1.9 146+1.6 11.7+1.3 134+1.6
MCV (FL) 499+1 521412 493+1.5 49.1+£1.2
MCH (pg) 165+£0.6 163+0.5 155+04 153+£0.3
MCHC (mol/1) 326+0.8 324+04 322=x04 325+03
Plt (1000/mm*) 570 £ 46 578 £66 570 £45 540 + 38
WBC (1000/mm”) 7.8+£1.8 79+24 7.9+1.5 8.1x£22
Neutrophils (%) 39+6 41+7 385 382+6
Monocytes (%) 32+1 31+£038 3.1+1 21£0.8
Lymphocytes (%) 56+6 54+ 6 57245 57+4
Na (mM/1) 154+2 169.1£5 1542+21 1571+15
K (mM1) 63+£1.8 77+2 6.1+1.7 82+£22
Cl (mM/1) 114£5 119+4 114 +2 117+3
HCO™ (mM/1) 196+2 153+23 17.5+22 16.3+2.7
Osm (mOsm/kg) 31025 325+6 312247 320+ 8
Ca (mM/1) 0.75+0.3 0.88+0.3 0.65+0.2 0.66 £0.3
Mg (mM/1) 0.34 +£0.05 0.36+0.04 025+004 031+0.03
Glu (mg/dl) 210+ 39 214 +45 182+ 30 176 £ 25
Lac (mM/]) 55+£23 58+£1.9 52+£2 57+£1.8
Urea (mg/dl) 27+6 48+ 9 26£5 43+ 7
Cr (mg/dl) 0.56+0.2 1.06+£0.2 0.55+0.07 092+0.12
AST (U 529 £ 66 1500 + 165 777 +£80 1280 + 152
ALT (U 116 £55 37787 86 £21 258 £ 86
ALP (UN) 843 £ 46 1200 + 76 825 +£36 1187 £ 92
GGT (UN) 5704 82+09 - 6.2+ 0.6
ALB (mg/dl) 2.7+0.5 3.5+£05 - 28+04
T.BIL (mg/dl) 0.55+0.1 0.59 +£0.09 - 0.47 £0.05
D.BIL (mg/dl) 0.35+0.1 0.3+£0.09 - 0.32+£0.04

Values are means + SEM. P<0.05 compared to PNCP. PNP = The polymeric nanoparticle, PNPC
= The polymeric nanoparticle curcumin, RBC= Red blood cell, HCT= hematocrit, MCV = Mean
Corpuscular Volume, MCH= Mean Corpuscular Hemoglobin, MCHC= Mean Corpuscular
Hemoglobin Concentration. WBC= White blood cells. Plt = Platelets, Na = Sodium. K =
Potassium, C1 = Chloride, HCO™ = Bicarbonate, Osm = osmolarity, Ca = Calcium. Mg
=Magnesium, Cr = Creatinine, Lac = Lactate, Glu = Glucose, AST = Aspartate transaminase,
ALT = Alanine transaminase, ALP = Alkaline phosphatase, GGT = Gamma-glutamyl
transpeptidase, ALB = Albumin, T.BIL = Total bilirubin, D.BIL = Direct Bilirubin.



Supplemental Table S. Chronic toxicity effects of high dose of PNPC and PNP on hematological
and blood chemical indices and the organs weight percentage in mice

'E.M\(\}foup s
-H\HH""‘\.

Parameters T

PNP

31.25 mg/kg

PNP
62.5 mg/kg

PNPC

31.25 mg/kg

PNPC
62.5 mg/kg

Animal Weight (g)
RBC (Millin/mm’)
HCT (%)

Hgb (g/dl)

MCV (FL)

MCH (pg)
MCHC (mol/l)
Plt (1000/mm’)
WBC (1000/mm®)
Neutrophils (%)
Monocytes (%)
Lymphocytes (%)
Na (mM/1)

K (mM/1)

Cl (mM/1)

HCO* (mM/1)
Osm (mOsm/kg)
Ca (mM/1)

Mg (mM/1)

Glu (mg/dl)

Lac (mM/1)

Urea (mg/dl)

Cr (mg/dl)

AST (U/)

ALT (U/l)

ALP (U/)

GGT (U/)

ALB (mg/dl)
T.BIL (mg/dl)
D.BIL (mg/dl)

238+£25
6.7£04
37.5+£22
10.8+1.4
512+£1.5
16.7+£0.8
323+0.7
555+£59
72+£19
35347
28+£13
63.6+72
1512 +3.8
49+04
1137+ 2.8
19.9+£3.2
3109+93
0.71+£0.27
0.33+0.06
182 + 45
54+£13
25+28
0.57+£0.05
513+£43
79.3+£15
789+ 75
5806
3505
0.55+0.1
0.33+0.04

182+3.1
85+05
422433
14542
505+13
16.6+0.7
327+08
584 + 87
73+18
39+6
29+12
58 £ 11
1642+55
54+16
1195+25
16.9+2.7
3178+9
0.87 £ 0.09
0.37+0.03
89 +32
47+18
38543
1.20+0.1
789 + 55
102+ 10
211 £33
85+009
"1.5+04
0.56 £ 0.09
0.37+0.07

v,

233+34
69+03

374+1.2
98=+09
5042
15.7£0.9
32+£0.7
539 £53
6.5+1.8
385+ 11
1.8+1
60.8+58
151.2+£38
49+04
112.7+£1.8
199+3.2
306.9+8.2
0.74 £ 0.07
0.32+£0.04
172 £40
51+1.1
20+£2.6
0.53£0.03
503 £33
763+ 12
666 £ 85
59+038
34+06
0.47+0.13
0.38 £0.08

183+2.7
7.7£04

403 +£32
123+£1
495+£1.5
15.6 £0.5
322+006
594+ 41
7.7+2.1
42+£9
38+£22
51+13
1574+£1.5
43+£0.8
1155+£23
18.9+2.7
31587
0.97+£0.6
0.35+0.03
212+ 30
43+1.5
245+38
0.98 £0.08
585+ 36
923£5
207+23
6.4+1
23+£03
0.56£0.1
0.34 £0.05

Values are means = SEM. P<0.05 compared to PNPC. PNP = The polymeric nanoparticle, PNPC
= The polymeric nanoparticle curcumin, RBC= Red blood cell, HCT= hematocrit, MCV = Mean
Corpuscular Volume, MCH= Mean Corpuscular Hemoglobin, MCHC= Mean Corpuscular
Hemoglobin Concentration, WBC= White blood cells. Plt = Platelets. Na = Sodium, K =
Potassium, C1= Chloride, HCO™ = Bicarbonate, Osm = osmolarity, Ca = Calcium, Mg
=Magnesium. Cr = Creatinine, Lac = Lactate, Glu = Glucose. AST = Aspartate transaminase,
ALT = Alanine transaminase, ALP = Alkaline phosphatase, GGT = Gamma-glutamyl
transpeptidase, ALB = Albumin, T.BIL = Total bilirubin, D.BIL = Direct Bilirubin.



Supplemental data Fig. 1.
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Supplemental data Fig. 2.
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Supplemental data Fig. 3A.
a)

260+ 0-—>
0v0°0-~"

i

™S
T
ppm

-2
0.4

o
~"0ocH,
2
0\/\
OCH;,
n
e o o
\/{o ~"0cH,
n-2
T
0.6

n

6v8°
L98"
£88°

0
1.0 08

N1

1.2

6ve”

—

1.4

AV
0es*
ors*

N2
b
b

7
d A 0\/{0/\%

1.6
|

d
d
1.8

0Le"
686"
000"
120°
6LE"
86¢°
91€"
LOG”
Z1s8”
916"
126°
9¢s”

Oleate
Linolate
Linolenate

d

DMSO| "\~ ~
a
b
d
— =
b
d f

T
20
&

22

T
24

N N\

NN NN NNNNN A
f




Supplemental data Fig. 3B.
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Supplemental data Fig. 3C.
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Supplemental data Fig. 4.




Supplemental data Fig. 5.




Supplemental data Fig. 6.




Supplemental data Fig. 7.




