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SUPPORTING INFORMATION: FIGURE AND TABLE CAPTIONS

Fig. S1. Linear regression analysis for plasma citrulline versus IR dose per day. Linear
regression analysis for a given day from plasma citrulline versus IR dose where inset displays
linear regression equation, R?, and p-value. A.) day 1, B.) day 2, C.) day 3, D.) day 4, E.) day 5,
F.) day 6.

Fig. S2. Linear regression analysis plots for mean values from plasma and jejunal citrulline at
specific IR doses. Linear regression analysis plot for jejunal and plasma citrulline at a given dose
with 95% confidence intervals. A.) 8 Gy, B.) 10 Gy, C.) 12 Gy, D.) 14 Gy.

Fig. S3. Linear regression analysis for CCN versus IR dose per day. Linear regression analysis
for a given day from CCN versus IR dose. Inset displays linear regression equation, R?, and p-
value. A)) day 1, B.) day 2, C.) day 3, D.) day 4, E.) day 5, F.) day 6.

Fig. S4. Linear regression analysis for temporal variation of plasma citrulline versus CCN per IR
dose. Linear regression analysis at a given dose for plasma citrulline versus CCN over days 1-6,
except for 14 Gy and 15 Gy which are over days 1-5. Inset displays linear regression equation,
R?, and p-value. A.) 6 Gy, B.) 7 Gy, C.) 8 Gy, D.) 9 Gy, E.) 10 Gy, F.) 11 Gy, G.) 12 Gy, H.) 13
Gy, 1) 14 Gy, J.) 15 Gy.

Fig. S5. Linear regression analysis for radiological variation of plasma citrulline versus CCN per
day post IR. Linear regression analysis for a given day for plasma citrulline versus CCN over 6-
15 Gy, except day 6 which is over 6-13 Gy. Inset displays linear regression equation, R?, and p-
value. A.) day 1, B.) day 2, C.) day 3, D.) day 4, E.) day 5, F.) day 6.

Table S1. Tabular representation of the number of mice per radiological dose and time point in
the TBI mouse model for plasma citrulline. The number in each box represented the number of
mice per the specific radiological dose and time point. Plasma samples for day 6 at 14 and 15 Gy
were not accessible due to euthanasia criteria and were sampled on day 5. In a few cases plasma
was not obtained from the mouse due to euthanasia criteria. In those cases, the number in the
parenthesis corresponded to the actual number of mice whose blood plasma was collected. There
were a total of 315 mice in the experiment and a total of 302 mice whose plasma was analyzed
for citrulline.

Table S2. Plasma citrulline concentrations expressed per radiological dose and time point.
Plasma samples for day 6 at 14 and 15 Gy were not accessible due to euthanasia criteria and
were sampled on day 5. Concentrations were expressed in uM; sem, standard error of the mean;
N, number of independent plasma samples.

Table S3. Tabular representation of the number of mice per radiological dose and time point in
the TBI mouse model for jejunal citrulline. The number in each box represented the number of
mice per the specific radiological dose and time point. There were a total of 74 mice in the



experiment whose jejunal tissue was analyzed for citrulline. Jejunum samples for day 6 at 14 Gy
were not accessible due to euthanasia criteria and were sampled on day 5.

Table S4. Jejunal citrulline concentrations expressed per radiological dose and time point.
Jejunal samples for day 6 at 14 Gy were not accessible due to euthanasia criteria and were
sampled on day 5. Concentrations were expressed in pmol/mg of tissue; sem, standard error of
the mean; N, number of independent tissue samples.

Table S5. CCN values expressed per radiological dose and time point. CCN values for day 6 at
14 and 15 Gy were not accessible due to euthanasia criteria and were determined on day 5.
Values were expressed as mean; sem, standard error of the mean; N, number of independent
plasma samples.



IR Dose (Gy)
"
s

Day 1

0.0005
0.2226
Equation| Y =-0.1704*X + 17.08

101
9
8-
7
64 o oo o0
20 25 30 35 40 45 50 55 60
A ) Plasma Citrulline (uM)
Day 3
154 ”»e
P value < 0.0001
141 ®oe © Rsquare | 05725
134 Equation | Y = -0.2465*X + 13.66
=
9/12
@ 114
w
o B
g 10
x 99
P
74
61 (L1 L]
T T T T d
0 10 20 30 40 50
C ) Plasma Citrulline (uM)
Day 5
154 @
1ad - <0.0001
08212
3] [Equation] Y = -0.1335°X + 13.63]
712
e
@ 114
w
o B
g 10
x99
8
74
64 L] L 1)
0 10 20 30 40 50 60 70 80

E.)

Figure S1.

Plasma Citrulline (uM)

IR Dose (Gy)
-
e

IR Dose (Gy)

IR Dose (Gy)
=

Day 2
s - <0.0001
05868
Equation | Y = -0.3579*X + 17.63

104
94
8-
74
64 ° °
T T T T T T T 1
10 15 20 25 30 35 40 45
B ) Plasma Citrulline (pM)
Day 4
15 @
i - [Pvalue _[< 00001
[Rsquare 07088
13 @e

[Equation] Y = -0.1355*X + 12.74]

T
20 30 40 50
Plasma Citrulline (pM)

10

Day 6

<0001

0.7272
[Equation] Y = -0.1151*X + 12.89]

T T T 1
20 40
Plasma Citrulline (uM)



8 Gy

3001

2501

2001

15019

1004

Jejunum Citrulline
(pmol/mg of tissue)

507 .-"'.'. '.""-...
0 T — T T T T T 1
10 15 20 25 30 35 40 45 50
A-) Plasma Citrulline (uM)
12 Gy
1757

150

12519

1001

Jejunum Citrulline
(pmol/mg of tissue)

0 T T T T T 1

0 10 20 30 40 50 60

Plasma Citrulline (uM
c) (uM)

Figure S2.

Jejunum Citrulline
(pmol/mg of tissue)

Jejunum Citrulline

(pmol/mg of tissue)

2001

17549

1501

1254

1001

751

501

251

10 Gy

R square .

0 5 10 15 20 25 30 35 40 45

Plasma Citrulline (uM)

14 Gy

R square o

0 10 20 30 40 50

Plasma Citrulline (uM)



Day 1
151 L] L) L]
149
139
121
e
° 111
by
3
0107
24
L
0003
7| [Rsware_[02253 oo
o] [Equation[Y=-01541°X+23.73] , o o¢ o
60 70 80 90 100 110
Corrected Crypt Number
Al)
Day 3
1549
ik [Pvalie_[<00001
[Rsauare 08797
137 [Equation] Y = -0.08433*X + 13.11]
=
e
@
3
3
o
x
0 20 40 60 80 100
Corrected Crypt Number
c)
Day 5
151
- [Pvalue [<0.0001
0.8908
131 -
[Equation] Y = -0.08242*X + 13.75]
R 12] wee
e
o 111
a
3
o 109
o
£,
s
74
6
0 20 40 60 80 100
Corrected Crypt Number
E)

Figure S3.

151"

1441 @

139

124

114

IR Dose (Gy)

Day 2

Y = -0.08788*X + 13.38]

[[Equation]

144

13

12

11

IR Dose (Gy)

40 60 80
Corrected Crypt Number

Day 4

55023

[Equation] Y =-0.07879*X + 13.32]

[
o kN W A a

IR Dose (Gy)

©

40 60 80
Corrected Crypt Number

Day 6
<0.0001

ORI

[Equation] Y =-0.06602*X + 13.03]

20

40 60 80
Corrected Crypt Number



6 Gy

110

Corrected Crypt Number

. e K]
03T

Equation | Y = 0.2544*X + 78.70
[Equation

20 30 a0 50 60 70 80 0 100 110

>

Plasma Citrulline (M)

100

Corrected Crypt Number

o008
[
V=0.7640°X + 4342

10 20 30 40 50 60

Plasma Citrulline (uM)

(@]

10 Gy

50

50 . e
5
£
E
Z 60
2
S
<
H
o 40 .
= . .
3 30 . .

. . [Pvalue <0000
L
20 A [Rsaare 05909
[Equation| ¥ = 1.178°X + 10.04
'

Plasma Citrulline (uM)

m

12 Gy

Corrected Crypt Number

<0001

.
01 W [ (Rsauare_[0.528
[Equation| Y = 1538°X - 6.670
———
o 10 20 30 0 s0 50

Plasma Citrulline (uM)

@

14 Gy
o0
o
5 70
2
E
Y
2
:;sn
5
e
2
%
)
B
S 2
[Pae <0001
10 [Rsaae _Tosst
- . PGSt
o 5 10 15 20 25 30 5 d0 a5 w0
| ) Plasma Citrulline (uM)

Figure S4.

Corrected Crypt Number Corrected Crypt Number Corrected Crypt Number Corrected Crypt Number

Corrected Crypt Number

o
N

7 Gy
120
.

110
100
90
e 0.0013

. 0.3141

Y =03943°X + 7899
10 20 30 40 50 60

Plasma Citrulline (uM)

9 Gy
100
.
.
90 .
.
80
70
D .
50 .
. .
. .
s0 .
LIRS 4 .
. . <0.0001
40
. 0.7535
Y= 1347X = 2371
10 20 30 40 50 60

Plasma Citrulline (uM)

<0001
(RsqareToi654]

Equation] Y =2.224*X - 1.197
[Edtaton

o 10 20 30 40 50 60
Plasma Citrulline (uM)

13 Gy

<0000

[Equation[ ¥ = 363X 1545

o 5 10 15 20 25 30 35 40
Plasma Citrulline (uM)

15 Gy

[Pae <0001
[Rsqae 08007
-, . [Equation| ¥ = 2.650°X - 14,59

o s 10 15 20 25 30 35 40 45 50
Plasma Citrulline (uM)



e [Pvalue 03675
o e 0.01695
o
g 100 o ® o [Equation]Y =-0.1512*X +91.67]
=]
z . ° ¢’ . 3 .
b LN )
g 90 [ ° P F}
O A . oo
©
o 80 . o o
o o’ o ° : °
= o
5 70 °
[$)
60
20 30 40 50 60
Plasma Citrulline (uM)
A)
Day 3
1007
~ 907 .
o L4 .
o 80
€
=} 70
z
‘S 601
2
S 501
E 401
o 304
= * <0.0001
S 2 [Rsquare_[0.6962
101 [Equation] Y = 3.023*X - 7.810]
0 “.‘ T T T 1
0 10 20 30 40 50
C.) Plasma Citrulline (uM)
Day 5
1107
1001 .
2 904 .
§ 801
z
Z 704
o
> 607
© 504
=]
8 404
o
2 301 -
5 o- K <0.0001
© 0.9014
107 [Equation] ¥ = 1.617°X + 1.594]
0 T T T 1
0 20 40 60 80
Plasma Citrulline (pM
E.) (UM)

Figure S5.

1001

©
o
1

801

701

60

501

40

30

204

Corrected Crypt Number

10

<0.0001
05996

[ Equation] Y = 3.850*X - 43.88]

1107
1004
901
801
701
601
501
404

301

Corrected Crypt Number

201
101

D.)

1201

i

o

o
1

©
o
1

Corrected Crypt Number
B [=2]
o o

N
o
1

T T
15 20 25 30 35 40
Plasma Citrulline (pM)

<0.0001
08713

[ Equation] Y = 1.811*X + 5.733]

NS

20 30 40 50 60 70
Plasma Citrulline (uM)

<0.0001
0.6395

20

[Equation]Y = 1.611*X + 6.295]

30 40 50 60 70 80
Plasma Citrulline (M)



Radiological Dose
(Gy)

Table S1.

Control

10
11
12
13
14
15

Day Post IR

-7 1 2 3 4 5 6 Total # of Mice per dose
5 5 15
5 5 5 5 5 5 30
5 5 5 5 5 5 30
5 5 5 5 5 5 30
5 5 5 5 5 5 30
5 5 5 5 5(4) 5 30 (29)
5 5 5 5 5 5 30
5 5 5 5 5(3) 5 30 (28)
5 5 5 5 5() | 5(4) 30 (28)
5 5 5 5 5@) | 50 30 (23)
5 5 5 5 5(9) | 5(0) 30 (29)
Total # of Mice 315 (302)




Day Post IR

Day -7 Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 6
Conc sem n Conc sem n Conc sem n Conc sem n Conc sem n Conc sem n Conc sem n Conc sem n
ul uM (uM) M) (uM) (uM) M) (uM)
Control| 385 [ 19| 5 [ 414 [44] 5 380 ]24] 5
o 6Gy 494 | 18| 5| 336|195 |32|17|5|578|17]|5|651[38]|5]|671]93|5
8 7% 371 | 10| 5 | 237 | 12| 5[ 199 [16]| 5| 4.0 |30| 5| 481|295 445([35]|5
0O 8oy 302 | 19| 5| 225|175 127 [09]| 5] 193] 11| 5| 325|28[5]|32([56]|5
Tg 96y 436 | 17| 5| 216 (06| 5] 107]02|5|169]|19|5[284]|20] 5] 281][26]5
‘> 106y 44| 18| 5| 168[05]| 5] 102]08[5 ]| 86 |09|5([197|29] 4]339][56/[5
% 116y 347|415 | 166|115 85 [03]|5]| 56 |08|5]|102]|07|[5]170[19]|5
- Loy 47| 20| 5| 26[05]| 5] 8401|553 ]|03[5]([ 49 |06]3]|167][15[5
§ 136y 253 10[ 5] 123] 09| 5[ 6105|536 [03[5] 42 03| 4] 64 ]09]4
4Gy 370 (235|162 |12 5] 78 (07| 5] 38 [02]|5]| 44 [04] 3
115Gy 329|275 |154|09|5| 77 [03]|5] 37 ]02|[5]| 38 02[09

Table S2.




Radiological Dose
(Gy)

Table S3.

Control
8
10
12
14

Day Post IR

1

Total # of Mice per dose
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Control

8

10 Gy
12 Gy
14 Gy

Radiological Dose

Table S4.

Day Post IR

Day -7 Day 0 Day 1 Day 3 Day 6

Conc Conc Conc Conc Conc
(pmol/mg) sem (pmol/mg) sem (pmol/mg) sem (pmol/mg) sem (pmol/mg) sem
173.8 13.5 144.5 171] 5 181.7 12.0
177.1 12.3 71.0 6.6 134.4 18.2
128.4 16.5 45.9 5.1 115.3 8.1
136.7 23.8 35.1 6.1 59.3 6.2
114.7 12.2 55.5 13.6 52.8* 11.9




Day Post IR

Day -7 Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 6

CCN sem n CCN sem n CCN sem n CCN sem n CCN sem n CCN sem n CCN sem n CCN sem n

Control[ 1086] 06 | 5 [ 1064 20 5 1062]17] 5

6Gy 900 14| 5] 836 |14]| 5] 85]|14] 5 [9e1]28]5][9]24]5][w7]24]5

§ 70y 1023[16] 5[ 867|205 87|25 5]o01[16]5[e7[11]5 [1000[36]5

O 8oy 859 [21| 5] 481|265 | 524|265 602]27]5[504]|28]5][7m7]19]5

T 90y 912 [ 23| 5 [ 446 [ 26| 5 [433[21] 5[ 48828553205 ]621[10]5

‘S 106y 775 |09 5[ 225245 [ 2225527016 5] 240225 ]31[13]5

2 ug 905 |20 5[ 228185 [146[08]5[107]26[5]240][08[5][268[09]5

5 126y 727 |10 5] 04 14] 5] 36 [o08]5] 85 ]0o3[5]80]15[5]175[04]5

g Bo 874 [30[ 5[ 55 [04] 5[ 29 [o6] 5] 37 [o2[5] 81145 ][125[10]4
14Gy 74510 5] 28 o155 08 o1]s5] 14a]o2[5] 230310
156y 86324 5] 17 Jo2] 5[ 03 ]o1]5]00fo2[5]13]o1]10

Table S5.




