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Annex Il Non-Confidential Annex of CLH report of SAS

Summary tables from the study report of Fraunhofer 2019 with histopathological findings induced by SAS 1 and 2 in the lymph nodes.

Table 1: After 3 months inhalation (KO)

Group 1 2 3 4 5 6 7 8 9
Dose \ir SAS1 SAS1 SAS1 SAS1 SAS2 SAS2 SAS2 SAS 2

' 0.5 mg/m? 1.0 mg/m’ 2.5 mg/m’ 5.0 mg/m? 0.5 mg/m? 1.0 mg/m* 2.5 mg/m? 5.0 mg/m’?

After 3 months inhalation (K0)

No. of mediastinal lymph
nodes/sex M| QF [(6)M | MF [6M | HF [6M | 8)F (1OM] ) F [(OM | OF [AOM| AOF [((1O)M| A0OF [ (M | () F
affected / mean severity
Granulomas 0 0 0 0 220 | 2Z1.0 | 520 | /1.3 0 423 | 927 | /24 | 10/3.8 | 9/3.8 | 10/4.0 | 10/3.9 | 1/2.0 | 5/34
Granulomatous inflammation 0 0 0 0 0 0 0 0 0 0 215 | 425 | 8/1.1 | 922 | 9/1.9 | 10/2.0 | 1/2.0 | 52.0
Lymphoid hyperplasia 0 0 0 0 220 | 1720 | 420 | 3/2.0 0 0 8/1.8 | o/1.5 | 10/20 | 922 | 10/2.2 | 10/2.2 0 4/2.0
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 0 0 0 0 210 | 9/1.0 | 5/1.0 | 8/1.0 | 6/1.0 0 3/1.0
Masson T: Fibrosis 0 0 0 0 0 0 0 0 0 0 0 1/1.0 0 1/1.0 | 3/1.3 | 6/1.2 0 21.0
No. of tracheobronchial
lymph nodes/sex (1IO)M| OF |(1IOM| (6)F | )M | 8)F [ (TIM | $)F |[(IOM| OF ((IOM| OF | (WM | (MF |[(10M]| (&)F [(1I0)M| ()HF
affected / mean severity
Granulomas 0 0 0 0 215 | 317 | 420 | /1.8 | 10/25] 927 | 430 | 625 | 220 | 522 | 3/30 | 4/2.8 | 10/3.8 | 9/3.6
Granulomatous inflammation 0 0 0 0 0 0 4/2.0 0 1/1.0 0 6/1.8 | 220 | 423 | 225 | 6/3.0 | 3/20 | 7719 | 82.0
Lymphoid hyperplasia 0 0 1/2.0 /1.0 0 1720 | 2715 | 215 1720 | 31.0 | 5120 0 220 | /1.0 | 520 0 10/1.8 | &2.2
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 0 0 0 1/1.0 | 21.0 0 3/1.0 | 2/1.0 | 21.0 | 271.0 | /1.0
Masson T.: Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 210 | 17220 | 6/1.0 0 913 | 813
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Table 2: After 3 months recovery (R1)

Group 1 2 3 4 5 6 7 8 9
Dose Air SAS1 SAS 1 SAS 1 SAS 1 SAS2 SAS2 SAS2 SAS2

' 0.5 mg/m* 1.0 mg/m* 2.5 mg/m® 5.0 mg/m? 0.5 mg/m’ 1.0 mg/m* 2.5 mg/m* 5.0 mg/m*

After 3 months recovery (R1)

No. of mediastinal lymph
nodes/sex M| F [ 3OM | HF (DM | 3HF | GHM | OHF | M| GHF | 2OM | (DF [OM | OOF | (OOM | 3HF | (HM | 2)F
affected / mean severity
Granulomas 0 0 0 0 0 0 220 | 17220 | 225 0 1/3.0 | 1720 | 1730 - - 2/3.0 | 1/40 | 2/3.0
Granulomatous 0 0 0 0 0 0 0 0 0 0o | 120 | w30 | 120 | - - | 230 | 130 | 210
inflammation
Lymphoid hyperplasia 0 0 0 0 0 0 0 /1.0 | 1/1.0 0 1/20 | 1/2.0 0 - - 0 1/3.0 | 2720
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 0 0 0 0 0 1/1.0 - - 0 0 0
Masson T: Fibrosis 0 0 0 0 0 0 0 0 0 0 1720 | 1/2.0 0 - - 2/1.5 1/1.0 | 2/15
No. of tracheobronchial
lymph nodes/sex SM | HF [ (M | JHF | OM | (HF | GIM | SHF | SHM | F [ GM| ®HF [GM | SHF | SM | GF [ (M | (5HF
affected / mean severity
Granulomas 0 0 0 0 2/1.0 0 518 | 320 | 423 | 522 | 330 | 528 | 5/32 | 530 | 43.0 | 4/3.0 | 536 | 3/27
Granulomatous 0 0 0 0 0 0 0 0 | 110 | 220 | 323 | 530 | 530 | 532 | 532 | 438 | 532 | 538
inflammation
Lymphoid hyperplasia 0 0 0 0 0 0 1/1.0 0 2/1.0 1/2.0 /2.0 | 520 | 420 | 420 | 3/20 | 420 | 520 | 5122
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 1/1.0 0 0 /1.0 | V1.0 | 510 | 210 | 21.0 0 0 0
Masson T.: Fibrosis 0 0 0 0 0 0 0 0 0 0 210 | 514 | 2710 | 3720 | 21.0 | 42.0 | 3/1.7 | 5/1.6
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Table 3: After 6 months recovery (R2)

Group 1 2 3 4 5 6 7 8 9
Dose Air SAS 1 SAS 1 SAS 1 SAS1 SAS2 SAS2 SAS2 SAS2

' 0.5 mg/m? 1.0 mg/m? 2.5 mg/m? 5.0 mg/m? 0.5 mg/m? 1.0 mg/m? 2.5 mg/m? 5.0 mg/m?

After 6 months recovery (R2)

No. of mediastinal lymph
nodes/sex 3IOM | BHF | OM | HF | GM | SHF [4HM | HF | GM | 3HF [OM | OHF | M| HF [ SM | OHF | M| (WHF
affected / mean severity
Granulomas 0 0 0 0 0 0 0 /1.0 | 3/1.3 1/20 | 2/2.5 0 323 | 3/30 | #3.0 | 3/33 | 225 | 225
Granulomatous 0 0 0 0 0 0 0 0 0 0 | 225|110 | %30 | 330 | 425 | 333 | 230 | 235
inflammation
Lymphoid hyperplasia 0 0 0 0 0 0 2/1.0 0 2/1.0 0 2/2.0 0 LT | 31T | 428 | 320 | 225 | 215
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 0 0 0 2/1.0 0 210 | 3/1.3 | 3/1.3 | 2/1.0 | /1.0 0
Masson T: Fibrosis 0 0 0 0 0 0 0 0 0 0 1/2.0 0 220 | 3/13 /1.0 | 2/1.0 | 271.5 | 2120
No. of tracheobronchial
lymph nodes/sex SIM | 5F [(SHM | HF | SHM | HF | 5M | 5HF | M | (HF [ M| SOF [ (HM | HF [HM | (5HF | )M | 4F
affected / mean severity
Granulomas 0 0 0 0 0 0 510 | 1.3 | 418 | 220 | 5/22 | 425 | 418 | 428 | 3/20 | 3/3.0 | 5/28 | 327
Granulomatous 0 0 0 0 0 0 0 0 | 110 | 210 | 520 | 425 | 425 | 530 | 330 | 435 | 528 | 433
inflammation
Lymphoid hyperplasia 1/1.0 0 0 0 0 0 0 0 0 /1.0 | 3/20 | 3/20 | 317 | 420 | 320 | 320 | 524 | 3/1.7
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 0 0 0 3/1.0 | 1710 | 415 | 3/13 | 2710 | 21.0 /1.0 | 3/1.3
Masson T.: Fibrosis 0 0 0 0 0 0 0 0 0 0 3/1.0 | 2/15 | 4/15 | 3/13 | 310 | 4/15 | 4/1.8 | 3120
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Table 4: After 12 months recovery (R3)

Group 1 2 3 4 5 6 7 8 9
Dose Air SAS1 SAS1 SAS 1 SAS 1 SAS2 SAS2 SAS2 SAS2

' 0.5 mg/m? 1.0 mg/m? 2.5 mg/m? 5.0 mg/m? 0.5 mg/m? 1.0 mg/m? 2.5 mg/m? 5.0 mg/m?

After 12 months recovery (R3)

No. of mediastinal lvmph
nodes/sex M| QF @M | HF | (3OM | HF (DM | (HF | M | QF [ @M | QF | OM | QOHF [SOM | OF | M| 2)F
affected / mean severity
Granulomas 0 0 0 0 0 0 0 0 0 0 120 | /40 | /3.0 | 225 | 320 | 323 | 327 | 1/3.0
Granulomatous 0 0 0 0 0 0 0 0 0 0 | 220|120 | 30 | 130 | o | 130 | 120 | 225
inflammation
Lymphoid hyperplasia 0 0 0 0 1/1.0 0 0 0 0 0 0 0 0 0 1/1.0 | 2/2.0 | 3/20 | 1/2.0
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2/1.5 0 0
Masson T: Fibrosis 0 0 0 0 0 0 0 0 0 0 /1.0 | 120 0 2/2.0 0 1720 | 215 | 2720
No. of tracheobronchial
lymph nodes/sex GM | F | M| HF | @M | GHF | (M | HF | SHM | OHF | GM | GOF | M| HF | GM | HF | M| (5)F
affected / mean severity
Granulomas 0 0 0 0 0 0 1/1.0 /1.0 | 1/1.0 0 3/20 | 220 | 23.0 | 1/30 | 423 | 3/23 | 425 | 4/3.0
Granulomatous 0 0 0 0 0 0 0 0 0 0 [ 120 110 | 220 | 220 | 120 | 120 | 0 | 323
inflammation
Lymphoid hyperplasia 215 [ 0 0 0 |wmo| o [wo| o [wo]|] o Jwmo|aws|w2o]| o [420] o [317] o
Masson T.: Fibrogenesis 0 0 0 0 0 0 0 0 0 0 0 1/1.0 0 1/2.0 0 1/1.0 0 0
Masson T.: Fibrosis 0 0 0 0 0 0 0 0 0 0 /10 | 215 | 210 | /10 | V1.0 | 220 | 413 | 4120




