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Figure 2b

Frequency of Nr4al-GFP+ cells (out of P14 cells)

dpi 1 2 3 7 14 21 28
mouse_1 83.94 68.6 49.2 47 245 23.3| 4.25
mouse_2 90.32 75| 471 55.2| 27.5| 25.7| 3.32
mouse_3 36.2| 288 13.5( 1.99




Figure 2c

Expression of Nr4al-GFP (normalized medians) in Nr4al-GFP+ cells

dpi 1 2 3 7f 14 21 28
mouse_1 86.11| 16.53| 15.522| 10.953| 8.14| 2.41| 1.847
mouse_2 83.8| 17.67| 15.504( 12.512 8.3] 2.3] 1.989
mouse_3 10.113| 8.57| 1.79] 1.96
mouse_4 2.7] 1.605




Figure 2d

Expression of Nr4al-GFP (normalized medians) in Nr4al-GFP+ cells

blood | spleen| BM LN lung liver | kidney |d1 (spleen)
mouse_1 9.1] 13.533 11.033] 10.567 10.7| 9.533| 9.9333| 85.58207
mouse_2 | 10.667 10.4 9.3 10.4( 11.033| 9.667 10.4| 83.80058
mouse_3 11.2 12.6| 9.2667| 11.067| 11.333| 9.567| 10.567
mouse_4 12.2| 13.067| 8.9667| 11.567| 11.667| 9.267| 10.267




Figure 3

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

PD-1 medians
acute degr+ | chronic degr+ | acute degr- |chronic degr-
679 7269 565 3761
538 8171 477 5824
568 8467 506 2911
Nr4al-GFP medians
acute degr+ | chronic degr+ | acute degr- |chronic degr-
5103 3151 750 444
4841 3539 1040 534
4623 2040 980 624
CD107a medians
acute degr+ | chronic degr+ | acute degr- |chronic degr-
12698 8208 28.2 62.9
12101 6226 57.8 108
11854 6363 88.7 771
IFNg medians
acute degr+ | chronic degr+ | acute degr- |chronic degr-
3539 1080 135 266
3476 556 171 263
2712 480 202 217




Figure 4c

Nr4al-GFP medians of primed cells

mouse_1
mouse_2
mouse_3

BM

kidney

LN

liver

lung

blood

spleen

43.45699

66.71423

66.42886

51.54912

62.96372

31.00285

65.91928

50.75418

65.12434

66.97921

54.54545

64.34978

38.34081

69.56788

49.40889

65.6543

65.51162

56.93029

58.86669

35.69099

71.28007




Figure 5c

BM blood kidney LN liver lung spleen
mouse_1 0.52439 0.75 0.577231 0.462842 0.583009 0.521053 0.447356
mouse_2  0.455598 0.642202 0.55334 0.462264 0.573858 0.502577 0.390244
mouse_3  0.429268 0.82904 0.613648 0.526171 0.62273 0.578358 0.425926



Figure 5d

BM blood kidney LN liver lung spleen
mouse_1  0.252101 0.2 0.914236 0.272629 0.918818 0.786601 0.418118
mouse_2  0.086957 0.230263 0.890716 0.304124 0.910936 0.796117 0.384314
mouse_3  0.093851 0.5 0.899001 0.373786 0.931784 0.707418 0.497253



Figure 6¢

mouse_1
mouse_2
mouse_3

oPD-L1
26.4
28
34.2

ctr

5.45
22.5
17.8



Figure 6d

aPD-L1 ctr
mouse_1  9.664727 7.780549
mouse_2  8.888889 7.337213
mouse_3  9.598227 8.379052



Figure 6e

mouse_1
mouse_2
mouse_3

oPD-L1
4913
3959
4057

ctr

2319
3214
2843



Figure 7c

mouse_1
mouse_2
mouse_3
mouse_4

pulsed
0.039027
0.002074
0.006305
0.061505

unpulsed
1.04831
0.958852
1.038819
0.954018



Figure 7e

mouse_1
mouse_2
mouse_3
mouse_4

unpulsed pulsed
290
306
278
289

406
312
378
392



Figure 7f

unpulsed pulsed

mouse_1 12.2
mouse_2 10.8
mouse_3 6.45
mouse_4 10.2

16.5
19.1
18.7
22.5



Figure 7g

blood spleen
mouse_1 7.95 3.5101
mouse_2  7.357 3.1206
mouse_3 9.465 3.4712

BM LN lung liver kidney
4.0988 3.12 419 4.27 7.635
3.5598 3.04 4.29 4.48 6.944
45276 3.44 419 4.88 7.022



Supplementray Figure 1a
GFP median after in vitro stimulation

hours mouse 1l mouse 2
0 112 95.1
2.2 1842 1509
4.516667 2136 1828
5.766667 1906 2006
20.76667 2193 2219
24.26667 2136 2107
29.26667 762 848
39.6 685 703
53.76667 463 455
65.26667 233 236
71.85 204 207

96.65 156 148



Supplementray Figure 1d

Nr4al-GFP frequency

2w
blood
mouse_1 6.04
mouse_2 417
mouse_3 11.1
3w
blood
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mouse_3 244
mouse_4 3.6
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58.2
31.4

LN
32.9
33.8
24.3
441

LN
28.9
5.13
15.2
11.2

LN
8.75
8.636364
7.855114

LN
7.244318
8.565341
6.832386
7.642045

LN
6.875
7.017045
6.207386
6.576705

lung
41.6
52
44

lung
34.3
40.7
41.2
44.7

lung
26.3
22.9
33.5
37.1

lung
6.676136
6.931818
6.960227

lung
6.903409
6.676136
7.201705
6.960227

lung
6.676136
6.40625
7.059659
6.633523

liver
201
29.8
30.2

liver
3.33
2.54
1.32
10.3

liver
2.39
2.93

liver
5.340909
5.653409
5.752841

liver
6.903409
7.272727
5.454545
5.355114

liver
5.397727
4.673295

kidney
30.1
26.7
29.3

kidney
6.54
12.4
11.7
14.8

kidney
16
5.68
9.85
6.03

kidney
6.25
6.71875
6.221591

kidney
6.448864
6.193182
5.142045
5.653409

kidney
5.909091
5.042614
5.113636
5.696023



Supplementray Figure 2
Nr4al-GFP medians

tissue

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2
mouse_3

blood
acute degr+
5640
4872
5202
BM
acute degr+
6777
6703
6133
LN
acute degr+
7562
7414
6733
lung
acute degr+
7317
6200
6733

liver
acute degr+
6777
7284
5849

kidney
acute degr+

7704.488

8705.326

CD107a medians

tissue

mouse_1
mouse_2
mouse_3

mouse_1
mouse_2

blood
acute degr+
10895
10772
10846
BM
acute degr+
11746
12582

chronic degr+
2168
2539
2231

chronic degr+
2266
1860
3157

chronic degr+
2391
2227
1920

chronic degr+
1591
3476
1758

chronic degr+
1784
2160
1976

chronic degr+
1156.33
2809.795
1984.157

chronic degr+
10870

9280

10483

chronic degr+
9642
7765

acute degr-
255
301
244

acute degr-
360
204
265

acute degr-
387
454
490

acute degr-
399
384
358

acute degr-
506
464
421

acute degr-
453.334

435.8138

acute degr-
48.8
68.1
62.9

acute degr-
39.8
62.9

chronic degr-
134
249
211

chronic degr-
244
355
153

chronic degr-
356
427
468

chronic degr-
383
320
377

chronic degr-
202
355
199

chronic degr-
438.0038
429.2438
310.9827

chronic degr-
50.1
55.2
51.4

chronic degr-
113
103



mouse_3 13388
LN
acute degr+
mouse_1 12934
mouse_2 8244
mouse_3 13419
lung
acute degr+
mouse_1 11171
mouse_2 11908
mouse_3 11827
liver
acute degr+
mouse_1 11800
mouse_2 12073
mouse_3 10945
kidney
acute degr+
mouse_1 6097.208
mouse_2
mouse_3 9331.484
IFNg medians
tissue blood
acute degr+
mouse_1 1312
mouse_2 1057
mouse_3 1285
BM
acute degr+
mouse_1 2447
mouse_2 2509
mouse_3 2894
LN
acute degr+
mouse_1 3004
mouse_2 3547
mouse_3 3345
lung
acute degr+
mouse_1 2359
mouse_2 1784

15241

chronic degr+
7381
4841
4751

chronic degr+
5616
4721
3259

chronic degr+
9664
8913
7852

chronic degr+
6714.117
9331.484
16339.08

chronic degr+
376
617
347

chronic degr+
383
434
343

chronic degr+
1086

1114

962

chronic degr+
1006
1453

73.2

acute degr-
66.8
123
121

acute degr-
55.2
59.1
55.2

acute degr-
88.7
113
92.5

acute degr-
84.45053

92.23675

acute degr-
187
156
181

acute degr-
171
181
230

acute degr-
224
229
254

acute degr-
178
190

126

chronic degr-
80.9
53.9
57.8

chronic degr-
38.5
23.1
424

chronic degr-
162
38.5
39.8

chronic degr-
161.7138
107.8092
76.66431

chronic degr-
245
200
216

chronic degr-
229
285
170

chronic degr-
278
261
229

chronic degr-
213
211



mouse_3 1609

liver
acute degr+

mouse_1 3634
mouse_2 3208
mouse_3 2804
kidney
acute degr+
mouse_1 1086.386
mouse_2
mouse_3 1561.031
PD1 medians
tissue blood
acute degr+
mouse_1 817
mouse_2 671
mouse_3 652
BM
acute degr+
mouse_1 868
mouse_2 851
mouse_3 755
LN
acute degr+
mouse_1 869
mouse_2 912
mouse_3 722
lung
acute degr+
mouse_1 634
mouse_2 685
mouse_3 544
liver
acute degr+
mouse_1 633
mouse_2 625
mouse_3 516
kidney
acute degr+
mouse_1 1071.574

mouse_2

556

chronic degr+
458
496
510

chronic degr+
246.1506
475.6834
580.583

chronic degr+
8716

10435

10364

chronic degr+
10087
11693
13544

chronic degr+
5925
6573
6674

chronic degr+
5862
5257
4903

chronic degr+
8208
8355
4903

chronic degr+
7250.985
6636.956

170

acute degr-
212
185
258

acute degr-
217.0695

184.8726

acute degr-
692
610
594

acute degr-
597
625
775

acute degr-
750
952
817

acute degr-
717
690
646

acute degr-
391
460
493

acute degr-
642.9445

195

chronic degr-
258
275
221

chronic degr-
267.9614
273.1544
201.4903

chronic degr-
9449
7269
5713

chronic degr-
7817
10225
10506

chronic degr-
4955
5427
5257

chronic degr-
4604
2624
3671

chronic degr-
6390
5370
3671

chronic degr-
4912.232
3951.217



mouse_3 920.193 7371.75 534.0862 2639.814



Supplementray Figure 3a

blood spleen BM LN lung liver kidney
mouse_1 1.13 15.8 1.79 6.8 33.2 11.9 13.8
mouse_2 3.07 15.9 2.1 9.48 30.6 12.7 14.5

mouse_3 4.11 22 1.81 9.56 18.2 13.3 15.1



Supplementray Figure 3b

blood spleen BM LN lung liver kidney
mouse_1 75.7 44.9 50.3 20.2 55.2 73.9 73.2
mouse_2 66.1 38.4 42.9 19.6 53 74.8 69.6

mouse_3 83.6 41.9 41 26.1 59.6 78.5 71



Supplementray Figure 3c

PD-1 frequency

mouse_1
mouse_2
mouse_3
mouse_4

mouse_1
mouse_2
mouse_3
mouse_4

mouse_1
mouse_2
mouse_3
mouse_4

2w
blood
99.6
98.6
100
99.7

3w
blood

100
92.7
99.1

4w
blood
98.1
99.5
98.6
96.8

spleen
99.6
99.6

99.5

spleen
97.8
97
97.3
97.6

spleen
94.9
99.5
98.5
98.9

PD-1 CD39 TIM-3 frequency

mouse_1
mouse_2
mouse_3
mouse_4

mouse_1
mouse_2
mouse_3
mouse_4

mouse_1
mouse_2
mouse_3
mouse_4

2w
blood
90.636
88.1484
91.8
93.2195

3w
blood

54.6
43.9398
68.7754

4w
blood
43.0659
46.168
45.1588
54.8856

spleen
71.9112
69.1224

72.436

spleen
62.2008
65.281
64.8018
56.5104

spleen

51.4358
68.058
55.948

64.8784

BM
99.6
100
93.3
99.6

BM
99
98.1
100
99.6

BM
100
100

99.4
100

BM
64.0428
69.5
46.65
69.5208

BM
61.281
67.9833
60.4
67.5288

BM
36.4
42.8

39.0642
51

LN
97.3
95.6

58
88.6

LN
90.2
84
80.3
93.9

LN
95.6
71.8
79.7
78.9

LN
59.2557
63.3828

16.008

66.45

LN
73.7836

62.328
50.2678
52.0206

LN
62.8092
33.3152
33.3943
43.9473

lung
99.1
98
73
98

lung
95.8
94.4
96.8
95.6

lung
92.7
95.5
94
92.7

lung
76.4061
78.204
55.553
73.402

lung
80.7594
83.4496
75.6976
74.8548

lung
63.1287
50.5195

59.972

71.379

liver
99.9
99.8
86.7
99.9

liver
95
100
99.6
99.6

liver
99.4
99.8

liver
79.6203
82.2352
53.3205
76.8231

liver
63.365
45.8
55.1784
50.6964

liver
29.5218
35.6286

kidney
99.9
99.3
97.1
99.9

kidney
98
99.3
99.7
99.5

kidney
98.4
94.8
97.6
95.8

kidney

72.1278
74.5743
64.7657
66.6333

kidney
63.994
71.6946
72.8807
63.3815

kidney
55.596
60.198

53.9728

62.3658



Supplementray Figure 4a
no blockade aPD-L1

mouse_1 0.8 33.3
mouse_2 0.78 23.6
mouse_3 0.54 27.7

mouse_4 1.24 42.8



Supplementray Figure 4b

aPDL1 ctr
mouse 1 2 3 4 1 2 3
BM 6.01 6.49 15.5 11.2 4.89 6.83 6.3
blood 10.5 4.94 4.14 5.79 0.28 2.18 2.67
kidney 26.1 29.6 31.7 355 11.6 22.7 23
LN 541 41.2 39 54.2 24.9 31.5 23.4
liver 5.9 4.62 8.43 4.01 0.68 1.79 0.77
lung 44.8 33.9 414 51.4 33.6 37.5 32.7
spleen 24 16.3 294 21.6 7.19 16.4 17.2




Supplementray Figure 4c

aPDL1 ctr
mouse 2
BM 394 384 427 413 405 413 398
blood 460 366 424 538 535 546 465
kidney 502 483 481 458 370 402 431
LN 630 487 500 565 486 474 434
liver 440 474 409 387 389 374 434
lung 567 528 518 543 507 507 543
spleen 532 507 518 426 448 491 537




Supplementray Figure 4d

aPDL1 ctr
mouse 1 2 3 4 1 2 3
BM 30743 38910 34497 30160 25641 24683 32099
blood 7479 11429 17449 10945 21260 13327 22932
kidney 36110 35421 37892 36812 27280 29236 30597
LN 32099 21010 25824 20862 17946 16382 15100
liver 26321 26573 26196 26010 15348 21411 19165
lung 15312 10970 16004 19761 19948 14054 14283
spleen 19347 19854 24801 19995 13235 12073 10821




Supplementray Figure 5c¢

aPDL1 co-blockade ctr
mouse 1 2 3 1 2 3 1 2 3
BM 6.44| 6.31| 5.18] 5.28| 8.63| 3.92] 2.64| 4.41| 2.91
blood 7.08] 18.5| 24.6] 29.5 27 18.4 3| 2.33 6.9
Kidney 25.5( 30.6 401 422 34.9] 329] 5.66| 154| 16.6
LN 43| 49.9| 52.4] 38.8| 51.6| 38.8] 21.6 43| 46.8
liver 1.35( 2.48| 3.38 29| 3.51] 2.16] 0.42( 1.12| 1.69
lung 35| 48.1| 49.3] 40.7| 52.8] 49.1] 31.9| 39.1] 38.5
spleen 26.4] 28| 34.2] 28.6] 31.2| 19.5| 545 22.5| 17.8




Supplementray Figure 5d

aPDL1 coblockade ctr
mouse 1 2 3 1 2 3 1 2 3
BM 7.29| 7.03( 7.271) 7.29| 7.47| 7.69] 6.584| 7.09| 7.76
blood 8.14| 8.29( 8.889] 9.6| 8.91| 8.91] 7.093| 8.38| 8.82
Kidney 9.441 9.75( 10.93] 12.2| 10.7] 10.2] 7.958| 8.29| 8.45
LN 9.241 9.75( 10.13] 9.47| 10.5] 9.24] 7.869| 9.22| 8.76
liver 712| 7.94( 7.781) 7.43| 8.18| 7.69] 7.204| 7.63| 7.54
lung 8.73] 9.66( 9.82] 9.33| 10.4] 10.1] 8.778| 8.73| 8.73
spleen 9.66| 8.89( 9.598] 9.33| 9.6] 9.13] 7.781| 7.34| 8.38




Supplementray Figure 5e

aPDL1 coblockade ctr

mouse 1 2 3 1 2 3 1 2 3

BM 8505 8794| 7333] 5533| 10530| 9906] 8392| 7939 7663
blood 2013 2593| 1771] 2588 2136| 2177] 6502| 4453 2029
Kidney 10156| 8027| 7629] 5039 9218| 10064] 7731| 5370( 5676
LN 5451 4444 3723] 6120 5246| 5664] 4841| 3083 4142
liver 10578| 6674| 5213] 6987 7852| 8639] 3663| 3671 3902
lung 5291 5701| 5862| 4444 5616| 7446] 3107| 3266 3855
spleen 4913| 3959| 4057] 4575| 5474 5093] 2319| 3214| 2843




Supplementray Figure 6a

mouse_1
mouse_2
mouse_3
mouse_4

blood
0.034135
0.004924
0.016498
0.035288

spleen
0.039027
0.002074
0.006305
0.061505

BM
0.028099
0.005955

0.0038
0.033969

LN
0.042316
0.008624
0.002541
0.066815

lung
0.102981
0.066489
0.067363
0.116355

liver
0.035546
0.005254
0.025852
0.020569

kidney
0.112529
0.044434
0.065929
0.237082



Supplementray Figure 6b

mouse
blood
spleen
BM

LN

lung

liver
kidney

unpulsed pulsed
1 2 3 4 1 2 3 4
3.7 8.36| 10.6| 4.73] 4.64 9.21 9.89 5.26
12.2 10.8| 6.45] 10.2] 16.5[ 19.1 18.7] 225
2.61 419| 1.59| 3.35] 9.61[ 531 568 7.58
18.2 20.3| 23.1 19 11 248 25.3] 13.6
28.9 36.6| 39.9| 321 359| 455| 47.3| 43.8
0.69 1.22] 1.69] 0.49] 2.86 1.7 2.61 1.17
10.7 13.71 111 7.93] 6.01| 13.8/ 13.6] 5.38




Supplementray Figure 6¢

mouse
blood
spleen
BM

LN

lung
liver
kidney

unpulsed pulsed
1 1
273 320 336 366 308 335 325 286
290 306 278 289 406 312 378 392
331 279 278 269 431 324 360 387
317 312 332 347 328 332 335 322
321 331 340 350 454 363 377 413
286 290 287 278 337 317 321 305
298 312 317 308 324 314 318 366




Supplementray Figure 7b

killed targets

tagets + aPDL-1

lung (effector-like)
lung (exhausted)
liver(exhausted)
spleen (effector-like)
spleen(exhausted)
spleen(memory-like)
lung (effector-like)
lung (exhausted)
liver(exhausted)
spleen (effector-like)
spleen(memory-like)

0.329227
0.400372
0.422723
0.318058
0.434927
0.536269

0.43559
0.451627
0.455361
0.362652
0.102356

targets

0.116306
-0.00523
0.009889
-0.11936
0.166889
0.268346
0.164324
0.097374
0.175558
0.071697
-0.13771
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