Supplementary Materials for
Developing Protein arginine methyltransferase 1 (PRMT1) inhibitor TC-E-5003 as an antitumor drug using INEI drug delivery systems

Extended Data Table1| Experiment animal group information
	Sex
	Group
	Dose（mg/kg）
	Number of animals
	Animal number

	Male
	Control group
	0
	4
	1M01-1M04

	
	Intravenous paclitaxel injection group
	10
	4
	2M01-2M04

	
	INEI low dose group
	10
	4
	3M01-3M04

	
	INEI high dose group
	20
	4
	4M01-4M04

	Female
	Control group
	0
	4
	1F01-1F04

	
	Intravenous paclitaxel injection group
	10
	4
	2F01-2F04

	
	INEI low dose group
	10
	4
	3F01-3F04

	
	INEI high dose group
	20
	4
	4F01-4F04




Extended Data Table2| Hematology test index table
	Indicator name
	Abbreviation
	Unit
	Detection method

	White blood cell count
	WBC
	109/L
	Peroxidase staining / two-dimensional laser scanning

	Neutrophil
	NEUT
	%
	Calculation: (NEUT / WBC) * 100%

	Lymphocyte
	LYMP
	%
	Calculation: (LYMP / WBC) * 100%

	Monocyte
	MONO
	%
	Calculation: (MONO / WBC) * 100%

	Eosinophil
	EO
	%
	Calculation: (EOS / WBC) * 100%

	Basophil
	BASO
	%
	Calculation: (BASO / WBC) * 100%

	Red blood cell count
	RBC
	1012/L
	Optical laser scattering

	Hemoglobin
	Hb
	g/dL
	Peroxidase staining

	Hematocrit
	Hct
	%
	Calculation: (MCV × RBC) / 10

	Mean red blood cell volume
	MCV
	fL
	Optical laser scattering

	Mean hemoglobin content
	MCH
	Pg
	Calculation: HGB / RBC * 103

	Mean hemoglobin concentration
	MCHC
	g/dL
	Calculation: HGB / (MCV * RBC) * 106

	Platelet count
	PLT
	109/L
	Optical laser scattering

	Reticulocyte count
	RET
	109/L
	Optical laser scattering




Extended Data Table3| Effect of single administration of different paclitaxel preparations on animal body weight
	Group
	Sex
	Weight(g)

	
	
	D1
	D3
	D5
	D7

	Control group
	♂
	241±5
	264±9
	285±7
	306±9

	Intravenous paclitaxel injection group
	♂
	240±10
	244±27
	265±24
	285±22

	INEI low dose group
	♂
	240±11
	267±14
	281±16
	296±15

	INEI high dose group
	♂
	239±8
	253±16
	270±16
	284±15

	Control group
	♀
	208±10
	224±15
	237±22
	247±24

	Intravenous paclitaxel injection group
	♀
	207±7
	195±20
	210±11
	219±13

	INEI low dose group
	♀
	208±6
	213±12
	219±9
	223±6

	INEI high dose group
	♀
	210±6
	222±16
	218±13
	228±12


[bookmark: _GoBack]Note: Compared with the control group, all P> 0.05; compared with Intravenous paclitaxel injection group, all P> 0.05.
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Extended Data Table 7-2| Effect of single administration of different paclitaxel preparations on relative brain
weight coefficient of organs

Group Sex Heart Brain Testis Epididymis Ovary
Controlgrowp & 53.0725:4.6104 146.5004:8.0881 25.630843.7125

Intravenous

paclitxel 3
injoction group 52.1600:6.6979 24.050942.8245
WElowdose \

eroup 52.094343.0179 23.512342.0541
INE high dose

sroup d 534230019483 152.9634+6.8061 27.749942.3256
Commolgrowp  Q  43.7067+63195 59319411078 254611463539
Intravenous

pactitaxel 9
injoction group 44.551844.0120 66078412791 32.2570+0.6874
INEllowdose

eroup 9 414135:0.8088 6.6234:04653  28397847.2855
INELhighdose

group @ 43.6736+7.4855 58004513248 27.8439:4.8499

‘Note: Relative brain weight cocfficient of organs = absolute organ weight / body weight * 100,%.
Compared with the control group, all P> 0.05; compared with the commercial group, #: P <0.05.
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Extended Data Table 7-1| Effect of single administration of different paclitaxel preparations on relative brain
weight coefficient of organs

Group Sex Spleen Liver Adrenal Thymus
Commolgowp & 377231444357 470.6777+50.0502 22058201696 32.964643.0223
Intravenous

paclitxel @
njection group 4455784255875 442.9199+50.7222 1232022458927 21511403665 1212254113865
INELlow dose

eroup G 343661610249 4439244367656 111169945.6909%  2.1186:03487  28.1489:3.0346"
INEI high dose

group d 382967133565 442.3310:49.8671 119.605247.0878 22347403373 24.8989:5.2945"
Commolgowp  ©  210344:132688  3974520473.1883  10254154217251  28818:04463  327158:10.2946
Intravenous

paclitaxel 2
infoction group 251110460874 3393245431685 89.83386152308  3.2190+0.5796 57898423762
INELlow dose

eroup 9 282806415093 357.8488+33.0274 82.600748.1596 28865:0.5437 219753416359
INELhighdose

group 9 257514485020 379.2452481.0590 93.6542+13.8981 27154204566 24.849142.0098

Note: Relative brain weight cocfficient of organs = absolute organ weight / body weight * 100,%.
Compared with the control group, all P> 0.05; compared with the commercial group, #: P <0.05.
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Extended Data Table 4-1| Effect of single administration of different paclitaxel preparations on hematological

parameters
WBC %NEUT %LYMPH  %MONO  %EOS %BASO RBC
Group Sex
aoL % % %) % % (107/L)
Controlgrowp & 5534135 13.141.6 833+1.4 3.0£08 07402 0.00.0 6.000.38
Intravenous
paclitaxel 3 4498182 69431 86.443.7 58433 10407 0.00.0 6.1940.20
injection group
INEI low dc
owase g qmeam 235475 720478 32405 1.140.4 0.0£0.1 6.30:0.36
group
INEI high de
RS g 8612030 377463 SBALTET 50413 0.940.1 0.1£0.1 5.98+0.32
group
Controlgroup @ 430£1.89 7.1£0.8 90.3£1.6 L6£1.1 11408 0.00.0 6.5540.49
Intravenous
paclitaxel 9 3654149 54457 89.147.3 48439 07402 0.00.0 6.640.35
injection group
INEI low dc
owdose o 7.00£2.18 26.749.6% 70.1£10.1% 21402 11203 0.0£0.0 7.11£0.50
group
INEI high de
ighdose o 646+1.26 27065  683+50™%  42:15 1.040.6 0.0£0.0 6.53£0.27
group

Note: Compared with the control group, *: P<0.05; **: P<0.01;

P<0.01; ###: P<0.001.

#+%; P<<0.001; compared with Intravenous paclitaxel injection group , #: P<0.05; ##:
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Extended Data Table 4-2| Effect of single administration of different paclitaxel preparations on hematological

parameters
Hb HCT Mcv MCH MCHC PLT H#RETIC
Group Sex
(g/dL) ) L (Pg) (gdL) 10L) 0L
Controlgrop & 12.6£05 36.5£1.7 61.0+2.3 21.0£09 344403 1059585 429.7£33.6
Intravenous
paclitaxel 3 12.9+0.8 39.0+1.1 63.0£1.4 208£09 33.0£14 11245179 636.0£3005
injection group
INEI low d
ow dose 3 12.840.8 376822 50.8:0.6 203202 34080.6  1,498:140"%  419.6:48.0
group
INEI high de
ighdose & 12240.8 36426 609433 204£0.9 33.5:04° 1432438 38074352
group
Control group ? 131205 37209 56.942.9 20108 352404 987493 333.2450.5
Intravenous
paclitaxel ? 131204 37.0¢11° 55.8+4.1 197415 35309 1,185:32"  368.3:1433
injection group
INEI low d I
ow dose ? 13.4£0.3 376513 531155 18.9£1.7 35.6:0.5  1,353+105%  264.4+59.3
group
INEI high de c
et dose ? 133£0.3 37.9:0.6 58.0:2.0 203:0.4 35.080.5  1,745:437%  2702:74.8
group

Note: Compared with the control group, *: P<<0.05; **:

P<0.01; compared with Intravenous paclitaxel injection group, #: P<0.05.
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Extended Data Table 5-1| Effect of single administration of different paclitaxel preparations on organ weight

Group Sex Spleen Liver Kidney Adrenal Thymus
Controlgroup & 0.723+0.088 9.024:0.972 2.430:0.124 0.042:0.003 0.631:0.048
Intravenous
paclitaxel injection & 0.827+0.511 8.085+1.032 2.248:0.146 0.039:0.006 0.225:0214°
group
INEI low d
oW 3 067320032 8.67540.531 2.17540.124" 0.041£0.007 0.55140.063*
group
INEI high dc
ighdose 1 0.72940.079 8.417:1.082 2275:0.181 0.042:0.006 0.475:0.109°
group
Controlgroup @ 0.3930.256 7.329+1.104 1.899£0.420 0.053£0.007 0.611£0.214
Intravenous
paclitaxel injection @ 0.455£0.112 6.13720.424 1.625£0.256 0.05820.010 0.1050.042"
group
INEI low d
OV 9 0.503£0.039 6.382:0.876 1473£0.204 0.0510.008  0.392:+0.046%
group
INEI high dc
Ehdose o 047420184 6.777:1.088 1.678£0.170 0.049:0.004 0.4480.051
group

Note: Compared with the control group, *: P<0.05; **: P<0.01; compared with Intravenous paclitaxel injection group, #: P-<0.05; ###: P<0.001
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Extended Data Table 5-2| Effect of single administration of different paclitaxel preparations on organ weight

Group Sex Heart Brain Testis Epididymis Ovary Uterus
Control group 4 101760079 191760040  2811£0213  0492:0.076
I 1 1
IVENOUSPACAXEL g 0.05040.104  1825£0.083  2.5490304  0.440£0.069 \\
injection group
INElowdosegroup 102080076 1957:0053 262540056 0460:003%4 T T
INElhighdosegroup & 1015£0.046  1901£0.046  2.9080.162  0.528+0.052
Control group 9 081050.120  1853:0084 0.100:0.017  0475:0.134
travenouspacliuxel o o g9640,061 1.813£0.077 \\ 0.119:0021  0.585£0.029
injection group
INEllowdosegroup 9 0736K0019 177980081 T T 01180003 0503:0.120
INElhighdosegroup @ 0.78240.101  1.80520.169 0.106:0.031  0.506:0.115

Note: Compared with the control group, all P>0.05; compared with Intravenous paclitaxel injection group, #: P<0.05.
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Extended Data Table 6-1| Effect of single administration of different paclitaxel preparations on relative body
weight coefficient of organs

Group Sex Spleen Liver Kidney Adrenal Thymus
Control group d 02559100302 3.1904:03117 0.8594:0.0390 0.0150£0.0012 0223420.0172
Intravenous
paclitaxelinjection  J'
group 03135:0.1870  3.0930:0.1759 0.8630:0.0221 0.0152:0.0034 0.0829:0.0740"
INEllowdoscgrowp & 02476+0.0244  3.18010.0573  0.7985:0.0458¢ 0.0152:0.0026 0.2026:0.0267*
INElhighdosegroup & 02772400161 3.1979:0.2350 0.8665:0.0348 0.01630.0030 0.17940.0309"
Control group 9 01723401047 32867:0.5972 0.84360.1407 0.0239:0.0044 0.2682:0.0699
Intravenous
paclitaxelinjection
growp 02280:0.0487  3.0809:0.1795 0.8120:0.0828 0.0291:0.0037 0.05210.0187"
INEllowdosegroup @ 02465400136 31224403416 0.7209:0.0841 00251200045 0.1917:0.0178%
INElhighdosegrop @ 02221300836 3.1882404406 0.7902:0.0608 0.0229:0.0021# 0.2108:0.0168"

it P<0.001

‘Note: Compared with the control group, *: P<0.05; **: P<0.01; compared with Intravenous paclitaxel injection group, #: P<0.0:
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Extended Data Table 6-2| Effect of single administration of different paclitaxel preparations on relative body
weight coefficient of organs

Group Sex Heart Brain Testis Epididymis Ovary Uterus
Comrolgroup & 03593+0.0182  0.6788£0.0317 09959200975  0.1744:0.0300
Intravenous

pacltaxelinjection
group

INEllow dose
group

INEL high dose
o

0.3640+0.0249

0.374720.0321

0.387840.0269

0.702320.0515

0.719540.0517

0.725420.0307

0.979740.1121

0.9639:0.0408

1.1085:0.0350

0.168420.0182

0.168720.0125

0.201340.0189*

Control group

“o

Intravenous
paclitaxel injection
group
INELlow dose
group
INE high dose.
group

“o

?

0.3607:0.0392

0.404520.0197

0.360940.0015*

0.368120.0378

0.828720.0450

0.913840.0994

0.871620.0170

0.850420.0619

0.049140.0094

0.0597:0.0086

0.057740.0031

0.0499:0.0141

0210420.0514

0.294940.0345"

0.247240.0625

0.238540.0548

"Note: Compared with the control group. all P=0.0¢

"compared with Intravenous paclitaxel injection group,

P<0.05.




