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BACKGROUND KEY PATHOLOGY DATA COMPARISON (DOWNSIZED SINCLAIR™ VS, GOTTINGEN™ MINIPIGS; MOST WITHIN 3-6 MONTHS OF AGE OR YOUNG ADULT)

Table 1. Hematology and Coagulation Table 2. Blood Chemistry and Urinalysis Outlier (parameter or value) _

NiNi i i I _ . Tukey Tukey Mean Fold
Minipigs (MP) are recognized as offering advantages over other established non-rodent —— T \ o 5 RAnge TuKey - Tukey N o o Range MEsFold Analyte Abbrev.  Units N Mean SD Range 1oy IQR oy N SD Change
models, such as beagle dogs, based upon substantial evidence of similarities to humans Y Y S Gottingen™ Sinclair™ Sinclair™)

: - - - - - Gottingen Min Max LL Q1 Median Q3 uL Sinclair Min Max sinclair 7/ s Min Max LL Q1 Median Q3 uL Male Min Max Gottingen™
with regard to anatomy, physiology, and biochemistry. Currently, MPs are used increasingly Male Male Géttingen g
. .. . . i . . . " A\G Ratio A\G N/A 107 2.8 0.7 16 55 11 23 2.7 3.1 4.3 51 13 0.3 0.6 1.9 05
in nonclinical contract research organizations (CRO) and the biopharmaceutical industry to Cesopnl ool o) PAS_ | QOIAD | %8 s S0 — o o 2 ul s o o o > .

_ _ _ g ( ) _ p o y Basophil Percent BAS % (%) 108 0.23 0.00 1.40 0.10 0.10 0.23 47 0.50 0.40 0.00 1.30 23 Albumin Al (g/dL) L ez L 2 £ =2 A0 ez e 2 e e e e e Lee
Support |nveSt|gat|0na| new drugs (IND)-enabllng tOXICOiogy studies. However, similarities Eosinophil (Absolute) EOS | (1073} /uL) 108 0.21 0.14 0.03 0.80 -0.09 0.12 0.18 0.25 0.46 47 0.28 0.27 0.00 1.47 13 Alkaline Phosphatase ALP (1UL) 107 1493 46.0 91.0 381.0 59.8 122.0 1420 1635 2258 51 102.0 26.0 51.0 168.0 0.7
) . . . eiys ™ Eosinophil Percent L %) e e T TR T T e oG G T i T T o0 0 o Alanine Aminotransferase ALT (IUIL) 107 35.4 15.8 21.0 171.0 155 29.0 33.0 38.0 51.5 51 32.0 8.0 20.0 55.0 0.9
and dlﬁer_ence_s_r:\? tOXICOlOgICal reference data between the commonly used GOttmgen Hemoglobin e (@/dD) 0 B 7 e B0 e T o e e e B e 50 G 0 Aspartate Aminotransferase AST (VL) 107 34.8 245 14.0 181.0 0.0 22.0 27.0 39.5 65.8 51 37.0 17.0 18.0 91.0 1.1
MP and Sinclair'™ breeds have not been reported. Hematocrit HCT (%) 108 39.51 3.80 18.50 47.10 30.78 37.45 39.60 41.90 48.58 47 42.40 3.80 35.30 51.30 11 Blood Urea Nitrogen BUN (mg/dL) 107 64 24 2.0 15.0 05 5.0 6.0 8.0 125 51 8.0 3.0 5.0 17.0 13
Lymphocyte (Absolute) LYM | (10%3}/uL) 108 _ 1.26 2.20 8.60 3.84 4.83 5.72 47 11.62 3.83 4.95 20.46 2.4 Sl G (mgfdL) — LD 05 85 — =: ok = b L0 o1 S dE 98 AL —
Lymphocyte Percent LYM % (%) 108 53.71 8.95 25.70 73.30 25.40 46.48 54.45 60.53 81.60 47 60.80 12.90 22.10 78.60 11 Cholesterol CHOL | (mg/dL) 107 708 17.0 32.0 120.0 26.0 59.0 68.0 81.0 114.0 51 79.0 14.0 47.0 110.0 11
O B J E CT IV E Mean Corpuscular Hemoglobin MCH (09) 108 16.47 173 13.50 21.70 11.86 15.20 16.15 17.43 20.76 47 17.90 1.10 15.00 19.40 11 Chioride C (mmolil.) LY LUk = = L0 S sl Lodal il _UES 2L LU - =L L0 1L
Mean Corpuscular Hemoglobin Conc. MCHC (g/dL) 108 33.78 112 29.70 36.90 32.01 33.40 33.90 34.33 35.71 47 31.70 0.90 30.10 33.90 0.9 Creatinine CREA | (mg/dL) 107 0.7 0.1 04 10 0.4 0.7 0.7 08 1.0 51 0.9 0.2 06 14 12
: : e . : : : Globulin GLOB (g/dL) w7 [T 16 | o3 0.9 2.7 1.4 16 18 51 2.8 0.5 2.0 42 18

TO prOVIde SCIentIfIC Justlflcatlon for the Selectlon Of the most approprlate breed Of MP for Mean Corpuscular Volume MCV (fL) 108 48.76 4.90 39.80 62.70 36.70 45.70 47.75 51.70 60.70 47 56.40 3.30 49.40 62.00 1.2
ionts’ d q | q tthe Al ) i ol | Monocyte (Absolute) MONO | (103} /L) 108 _ 013 0.07 005 021 028 0.36 e SR 051 031 > 69 = Glucose GLU (mg/dL) 107 92.8 20.1 52.0 207.0 58.5 82.5 88.0 98.5 122.5 51 86.0 12.0 58.0 112.0 0.9
Bicarb HCO3 L 18 18.8 2. 13. 23, 12. 17. 20. 20. 26. 1 24, 4, 16. . .
clients rug deve Opment program, and as part or the tasciences Istorical Contro Monocyte Percent MONO % (%) 108 3.28 1.19 0.90 6.60 0.34 2.48 3.10 3.90 6.04 47 5.20 2.50 2.00 14.00 1.6 P:;ZLS?S:E - gxm_; — ) oz 3340 7320 270 453 5010 5078 7650 21 580 og 4610 38100 ii
Database Initiative, this StUdy was performed to compare reference baseline/ background Neutrophil (Absolute) NEU | (10%3}/uL) 108 3.60 157 1.26 14.05 -0.02 2.70 3.22 4.51 7.22 47 6.03 3.64 2.07 20.03 17 Lactate Dehydrogenase LDH (IUL) 102 449.6 131.0 253.0 980.0 151.9 363.0 423.0 503.8 714.9 51 538.0 172.0 338.0 1198.0 12
data for‘ a battery Of Standard toxicological parameters Obtained from SinclairTM and Neutrophil Percent NEU % (%) 108 39.37 9.28 17.10 70.00 10.09 31.58 39.30 45.90 67.39 47 30.50 12.50 12.90 73.70 0.8 Sodium Na (mmol/L) 107 142.6 2.6 136.0 153.0 136.5 141.0 143.0 144.0 148.5 51 144.0 3.0 137.0 151.0 1.0

o ) i . i Platelet Count PLT | (1073} /L) 108 505.17 181.27 7.00 951.00 119.13 417.25 533.00 616.00 914.13 47 459.00 123.00 149.00 669.00 0.9 PheEheE Phos (mg/dL) 107 78 11 a2 111 5o — — 84 99 51 95 08 73 106 12

GottlngenT'V' MP studies conducted at Altasciences Columbia site. Red Blood Cell Count RBC | (1076} /uL) 108 8.17 0.98 3.35 10.30 6.01 7.67 8.25 8.78 10.44 47 7.54 0.75 6.00 9.79 0.9 Total Bilirubin TBIL | (mg/dL) 107 e o1 o1 0.6 0.1 o1 o1 51 02 01 o1 0.6 17
Reticulocyte Count (Absolute) RET (209} /L) 103 167.55 100.08 24.10 521.90 -77.50 95.75 141.40 211.25 384.50 47 130.45 61.77 37.30 276.30 0.8 Total Protein TPRO (g/dL) 107 5.8 0.4 4.1 7.0 5.0 5.6 5.8 6.0 616 51 6.2 0.5 5.1 72 1.1
ST U DY D E S I G N A N D M ET H O D S Reticulocyte Count Percent RET % (%) 103 2.08 1.30 0.32 7.71 -1.23 1.18 1.63 2.78 5.19 47 1.76 0.90 0.46 3.77 0.8 Triglyceride TRIG (mg/dL) 107 29.0 11.4 12.0 73.0 1.5 21.0 27.0 34.0 535 51 50.0 27.0 18.0 139.0 1.7
White Blgod Cell Count WBC | (103} /uL) 108 _ 2.33 4.02 20.06 7.27 9.31 10.46 45 18.81 4.70 9.21 28.29 2.1 Urinalysis
o _ Coagulation pH pH N/A 76 7.63 0.86 6.00 9.00 4.75 7.00 7.50 8.50 10.75 51 6.91 1.01 5.00 9.00 0.9
Data for GottlngenT'V' MPs (3_7 months old:; Marsha”) was extracted from an electronic data Activated Partial Thromboplastin Time APTT (sec) 86 15.22 4.08 9.30 29.10 4.49 12.18 14.55 17.30 24.99 51 16.30 2.00 12.10 21.80 11 Specific Gravity SG N/A 77 10 0011 1.002 1.050 0.993 1015 1.024 1.030 1053 51 1.020 0.008 1.008 1038 10
. . . . . . Prothrombin Time PT (sec) 88 12.92 1.09 11.20 15.00 9.10 12.10 12.45 14.10 17.10 51 14.40 1.60 10.90 18.40 1.1 Urobilinogen UBG ma/dL 77 0.22 0.13 0.20 1.00 0.20 0.20 0.20 0.20 0.20 51 0.22 0.11 0.20 1.00 1.0
capture system (Pristima®) and compared with the reference data of downsized Sinclair™ Table 3a Organ Weight (Vale) — e
. ] . i ) able 3a. Organ Weig ale
MPs (2-4 months old; Book of Normals 2021; Sinclair BioResources), including body — I— Mean Fold Table 3b. Organ Weight (Female)
. . . . . . . Change
weight, clinical pathology (hematology, serum chemistry, coagulation, urinalysis), organ T -
weights and histopathology background lesions of a panel of tissues from 10 physiological Sottingen™ Male i e - of M ] @ UL ] St ele - vax | Gotingen™ I B Change
Gottingen™ . . Sinclair™ . Sinclair™/
. gt . . . . Adrenal (2) Min Max LL Q1 Median Q3 UL Min Max " ™
E Femal Gott
organ SyStemS- MUItlple statistical analyses, mcludlng mean and standard deviation (SD), Absolute Weight G 29 1.843 0.373 1.210 2.610 0.635 1.490 1.896 2.060 2.915 12 1.390 0.197 1.040 1.710 0.8 Adrenal ) e e S
range (min, max), fold difference of mean, quartile, interquartile range (IQR), and Tukey % Body Weight o = s G0 Loul L0z CEIe i Lot 0Ly el L2 B 0L g O o7 Absolute Weight g 29 1.842 0.390 0.950 2.440 0.680 1.550 1.970 2.130 3.000 12 1.230 0.150 1.040 1.480 0.7
.. . % Brain Weight % 29 _ 0.510 2.527 4.611 3.165 3.304 3.580 12 1810 0.260 1.320 2.300 0.5 % Body Weight % 29 0.015 0.003 0.011 0.023 0.007 0.013 0.014 0.017 0.023 12 0.010 0.002 0.008 0.015 0.7
fence (upper and lower Ilmlt)’ were used for data comparison. Brain % Brain Weight % 29 3.187 0.794 0.402 4.320 1.537 2.824 3.297 3.682 4.968 12 1.710 0.220 1.420 2.060 0.5
Absolute Weight G 29 [ s4esa [ 6410 40.750 64.230 51.080 54.966 58.490 12 76.700 4.780 67.700 85.200 14 Brain
R E S U LT S % Body Weight % 29 0.464 0.089 0.316 0.668 0.221 0.407 0.444 0.531 0.717 12 0.610 0.086 0.510 0.770 13 Absolute Weight g 29 [ 55805 [ 5576 42,530 64.098 52.650 55.930 60.040 12 72.200 3.160 64.900 77.900 13
% Brain Weight % 29 100.000 0.000 100.000 100.000 100.000 100.000 100.000 100.000 100.000 12 100.000 100.000 100.000 1.0 % Body Weight % 29 0.591 0.714 0.295 4.265 0.156 0.394 0.443 0.553 0.790 12 0.590 0.068 0.470 0.710 1.0
Heart % Brain Weight % 29 100.000 100.000 100.000 100.000 100.000 100.000 100.000 100.000 12 100.000 100.000 100.000 1.0
Body We|g hts were similar between these two MP breeds up to approximate|y three Absolute Weight G 29 65.295 14.608 39.360 92.966 25.630 53.590 65.300 72.230 100.190 12 59.400 8.750 43.400 73.100 0.9 :Ea”l — — — — — — — — — — — — — — —— — —
. .. .. % Body Weight % 29 0.544 0.074 0.355 0.697 0.344 0.496 0.526 0.597 0.749 12 0.470 0.033 0.390 0.520 0.9 Solute vveig 9 : : : : : : : : : : : : : :
months of age. There was considerable Overlap of mean and statistical clinical path0|09y % Brain Weight % 29 _ 18.915 92.342 162.241 107.258 114.766 125.536 12 77.300 9.670 62.000 89.200 0.7 goEDdyAeight % 29 0.501 0.063 0.389 0.654 0.340 0.461 0.494 0.542 0.664 12 0.430 0.029 0.390 0.500 0.9
. . vy . - % Brain Weight % 29 107.974 23.516 12.326 147.306 63.139 97.864 111.142 121.015 155.740 12 73.800 9.640 60.400 88.400 0.7
values between Sinclair™ vs. Gottingen™ MPs, except that basophil, lymphocyte, Kidney (2 <idney @)
) i e ) Absolute Weight G 29 65.794 20.871 17.470 125.420 26.338 56.120 63.970 75.975 105.758 12 58.900 6.920 48.300 72.600 0.9 FYSS v =3 YT TR —oi0 YR 0 yrEm e 0 EEY = =300 yET 5300 300 e
mOnOCyte, Wh|te bIOOd Ce”S (WB C); gIObU“n, and tOtaI b|||rUb|n Values were % Body Weight % 29 0.550 0.245 0.210 1.718 0.322 0.466 0.502 0.562 0.707 12 0.470 0.100 0.340 0.710 0.9 %BodyWeigit 30 > 0;502 0'100 0'359 07'61 0'243 0'426 0'488 0'548 07'32 o 0;130 0'050 oéeo 0520 0'9
Slgnlflcantly hlgher (2-5—f0|d) in Sinclair™ MPs as Compared fo GdttingenTM MPs. In %Bra;"GWITigrtdd % 29 121356 43.766 34.196 299.632 Shosict) AU L5200 CEL ] A {2 00 280 ElEOY S o % Brain Weight % 29 109.923 33.872 10.978 185.783 31510 90.883 114.582 130.466 189.840 12 73.800 5.560 63.000 80.700 0.7
Liver all Bladder ;
. . . . - TM . g gn ™ : Liver/Gall Bladder
addition, brain and thmeS WelghtS for Sinclair'™ MPs were hlgher than GOttlngen MPs Absolute Weight g 29 263.012 63.520 170.000 379.500 43.650 200.700 279.700 305.400 462.450 12 324.000 44,500 246.000 394.000 1.2 Absolute Weight g 29 261.007 72.042 166.500 124,300 73.870 204,640 264.400 291.820 422,590 2 312.000 29.100 268.000 363.000 12
: ; % Body Weigh 9 . . . . . . . . . . . . . . -
in bOth males (14_f0|d and 25_f0|d’ respectlvely) and females (13_f0|d and 1_4_f0|d’ 0 OOiy eigt % 29 2.173 0.346 1.700 3.647 1.730 2.022 2.147 2.217 2.509 12 2.590 0.520 1.760 3.670 1.2 % Body Weight % 29 2.061 0.265 1.773 2.899 1.475 1.901 1.954 2.185 2.611 12 2.530 0.310 2.090 3.130 1.2
; ) ) ) ) ] ] % Brain Weight % 29 480.508 100.386 322.269 692.789 205.011 396.731 482.927 524.544 716.264 12 423.000 56.100 332.000 516.000 0.9 % Brain Weight % 29 452,211 130.930 48.633 752.892 199.190 390.083 447.526 517.345 708.239 12 433.000 42.600 365.000 513.000 1.0
respectively). The sex differences in organ weight to brain or body weight ratio were also Pituitary Gland Ovary
. . . . Absolute Weight 29 0.091 0.038 0.026 0.225 0.012 0.067 0.083 0.104 0.160 12 0.103 0.034 0.072 0.191 11 Absolute Weight 29 2.045 1.068 0.530 3.820 -2.016 0.980 1.846 2.977 5.973 12 NA NA NA NA NA
Ob Served’ as the heart and adrenal WelghtS to braln ratio were |OW€I’, Whlle thmeS %;o:y Weigiit 0?0 29 0.001 0.000 0.000 0.002 0.000 0.001 0.001 0.001 0.001 12 0.001 0.000 0.001 0.001 1.3 % Body Weigit ‘30 29 0.022 0.035 0.007 0.199 -0.011 0.010 0.012 0.024 0.045 12 NA NA NA NA NA
Weight to body Weight ratio was higher InN male (only) Sinclair™ MPs as compared to % Brain Weight % 29 0.168 0.075 0.053 0.401 0.075 0.135 0.157 0.175 0.235 12 0.130 0.047 0.090 0.260 0.8 % Brain Weight % 29 3.640 1.837 1.217 6.891 -3.200 1.970 3.273 5.417 10.587 12 NA NA NA NA NA
. . . . Pituitary Gland
v ™ Spleen -
Gottlngen MPs. The relatlvely hlgher blood basophll, Iymphocyte, monocyte, WBC, Absolute Weight 3 > 18726 32,069 14760 139,300 8405 1020 = 282 23970 53300 o 22,600 15700 12500 56,100 09 Absolute Weight g 29 0.113 0.131 0.045 0.780 0.025 0.073 0.088 0.105 0.153 12 0.081 0.019 0.057 0.118 0.7
- . . . . . . . . . 0, i 0,
g|0bu||n Va|ues, and thymus We|ght in Sinclair™ MPs may indicate a potent|a| difference in % Body Weight % 29 0.372 0.222 0.112 0.801 -0.354 0.200 0.269 0.569 1.123 12 0.340 0.130 0.140 0.580 0.9 ;’quy\\jvve',g:; Oj’ iz 8'221 8'822 2'833 8'(2)(7)2 g'gzg 8'021 8'001 g'ogg 8'(2)0; li 8'001 0.000 0.000 0.001 11
. . . . . % Brain Weight % 29 89.231 62.361 27.484 253.429 -113.761 39.026 60.782 140.884 293.672 12 57.400 23.600 18.400 105.000 0.6 e > - : - - . 131 151 = 27 = 110 0.028 0.082 0.170 0.7
Immune system function (further validation study is warranted) ° - Spleen
. Thyroid (2) .
™ Absolute Weight g 29 1.422 0.570 0.630 2.381 0.084 1.160 1.380 1.877 2.953 12 1.220 0.274 0.744 1.730 0.9 QDEZE;GV\\:\; ?;Tt 3 22 507f6910 708'587690 1(:13470 4:31'230 '304'299870 205'107880 304'283670 605;1192:) 1255(1320 ﬁ 408;160000 107'125000 202'127000 702:2000 8'2
. = - . . = . - . 0 0 o a a o -U. a o o o a o a a a
The most common MICroscopic flndmg noted in Sinclair MPs was multifocal % Body Weight % 29 0.010 0.002 0.008 0.014 0.006 0.009 0.010 0.011 0.014 12 0.010 0.002 0.007 0.014 1.0 % Brain Weight % 29 80.023 50.707 25.741 207.617 -62.526 42.847 64.454 113.095 218.468 12 67.600 24.400 30.200 104.000 0.8
| mphohistiocytic infiltration in various tissues at low levels of Severity and incidence % Brain Weight % 29 2.598 0.950 1.500 4.155 -0.274 1.958 2.338 3.446 5.677 12 1.580 0.310 1.100 2.150 0.6 Thyroid (2
y i 7 L ] ] o ;ZS“IS (2)\/\/ — = — — s — - — = = Absolute Weight g 29 1.420 0.799 0.420 2.796 -0.615 0.960 1.200 2.010 3.585 12 1.040 0.282 0.653 1.510 0.7
Detailed descrlptlons of similarities and differences of background, hlStOp&thOlOg ical ” ;Z:;eWezitt 3 — = — — —— 0631550 300'253370 30 ‘3236 0'368560 600'680390 = 409'398000 109'161000 201'221000 708'552000 1‘21 % Body Weight % 29 0.009 0.003 0.007 0.015 0.003 0.008 0.009 0.010 0.015 12 0.008 0.002 0.006 0.012 0.9
AT - - . gy . 2 2 ' ' ' ' ' : ' ' ' ' ' ' ' ' % Brain Weight % 29 2.489 1.257 0.990 4.961 -0.382 1.729 2.200 3.136 5.247 12 1.440 0.380 1.000 2.060 0.6
flndlngs and incidence (Slnclaer'V' VS. GottlngenT'V') are discussed. % Brain Weight % 29 67.039 16.615 37.145 88.825 13.253 54.855 72.586 82.589 124.191 i 64.600 24.300 31.400 95.800 1.0 T;yrr:;ns = .
Thymus -
: Absolute Weight g 29 16.587 16.649 4.580 79.790 -5.585 8.560 11.240 17.990 32.135 12 22.500 8.580 13.100 44.100 1.4
Absolute Weight g 2 SO ELra e Oifles U200 (LA e 2500 200 et AEETY e % Body Weight % 29 0.130 0.122 0.032 0.606 -0.008 0.071 0.092 0.124 0.203 12 0.180 0.061 0.100 0.300 14
% Body Weight % 29 0.034 0.027 0.166 0:066 0081 0:099 L2 0L200 OlUEE) OIEE0 Uy 2 % Brain Weight % 29 26.075 24.187 8.918 138.829 -0.943 13.747 20.749 29.540 53.230 12 31.300 12.300 18.300 62.200 1.2
% Brain Weight % 29 19.467 9.819 6.404 52.569 -3.734 13.202 18.752 24.494 41.430 12 34.400 16.200 14.500 65.200 1.8 Drorus
. . . . - , , : . , , M NG Absolute Weight g 29 76.197 68.999 3.540 206.000 -185.400 7.800 63.000 136.600 329.800 12 NA NA NA NA NA
Based on. data comparison in th|.s study, IaII .ap.parent d|fferenc.es among chmcgl pathology, Table 4. Histopathology (Most Common Background Lesion Incidence in Downsized Sinclair™ Minipigs) % Body e 2 — — —— o — I —— . S —— — I = — — — — I =
organ WEIght and background mICf'OSCODIC flndlngS between SIﬂClaerM VS GottlngenT'V' MPS SYSTEMS / Organs / Tissues Sinclair™ Male Sinclair™ Female SYSTEMS / Organs / Tissues Sinclair™ Male Sinclair™ Female % Brain Weight % 29 124.279 116.629 7.273 358.448 -311.484 16.106 58.351 234.499 562.089 12 NA NA NA NA NA
were considered minor in magnitude and biological significance. This study, for the first — — — —
g g g . Y, CARDIOVASCULAR SYSTEM INTEGUMENTARY SYSTEM Comparison of the Sinclair™ vs. Goéttingen™ MPs (N=1,390; most 2-6 months of age; 2004-2015 US) background pathology reference data (incidence/severity) obtained from the Society of
: ; I CATAI : : Heart Skin - - ST PRI : .
_tlme, prov_ldes fasseslsme_nt crlte_rlg for minipig bre_ed se_lectlon, dat_a qual _|ty cc_)nTtl\r/loI and T e e e | ACRTH | - A O | - | i Toxicologic Pathology (STP) publication? revealed noteworthy similarities and differences:
interpretation of results in preclinical toxicity studies using downsized Sinclair™ MPs DIGESTIVE SYSTEM MUSCULOSKELETAL SYSTEM
: P . . P . y J e ™ ’ Salivary glands Skeletal muscle *  The most common organs with background findings
which have similar toxicological reference data vs. Gottingen'™, are more cost inflammation (lymphohistiocytic, multifocal) (mild) | 1(9.1%) | 0 inflammation (lymphohistiocytic, focal) (minimal) | 1(9.1%) | 0 L . . .
tHecti g dil labl ¢ diff A ] " ived studv desi Esophagus NERVOUS SYSTEM - Gottlngen : i(ldn_eys, Iymph nodes, testes3 and cardiovascular system, and integument lesions
eiteclive, ana readily avallabie a Irrerent ages ensuring customizea stuay design Inflammation (lymphohistiocytic, multifocal) (minimal) | 0 | 1(9.1%) Brain — Downsized Sinclair™: kidneys, spleen, lacrimal gland, and lung
for eaCh clients’ d rug development Strategy Stomach Inflammation (lymphocytic, ventricular, focal) (minimal) 2 (18.2%) 0
) Inflammation (lymphohistiocytic, muscularis, multifocal) 2 (18.2%) 0 Glial nodule (multifocal) (minimal) 1 (9.1%) 1 (9.1%) . o
Erosionl(fosal) 1(9.1%) 0 Lacrimal Gland «  The most common background lesions for all organ systems (most present only at low levels of severity in nature)
A * P — Small Intestine Inflammation (lymphohistiocytic, multifocal) (minimal to mild) 3 (27.3%) 3 (27.3%) — Gottingen™: inflammatory cell infiltrates, foci of inflammation, and hemorrhage (minimal to mild)
* o i€ or £ B ﬁ:;‘;’o‘::‘:': 'C”;rg‘;”ﬁlct'::{i;”;"”ates (enm; (Eleis | g | 1(9.1%) 2;2;}:‘;'?;?&2‘2;’%?;?”ra“"e’ 10 Bl (i ot 2 EliE) 8 181?;"; — Downsized Sinclair™: inflammation with multifocal lymphobhistiocytic infiltration (minimal to mild)
—_———- pper limit or fence . B0
f (Q3 + 1.5 x IQR) of data density Hemorrhage (multifocal) (minimal) | 0 | 1 (9.1%) Hypertrophy (multifocal) (mild) 0 1 (9.1%)
: - 'a,:::tgsthe data Liver I I MALE REPRODUCTIVE SYSTEM *  The most common organs with increased severity scores
; <— Maximum > i Inflammation (lymphohistiocytic, multifocal) (minimal) 1(9.1%) 2 (18.2%) Testes - tegys ™ .
1.5 < .IQR ENDOCRINE SYSTEM Hypoplasia/atrophy (tubular) (slight) | 1(9.1%) NA Gottlngen ' !ymp_h nodes and male reproductlve organs
i Adrenal glands RESPIRATORY SYSTEM — Downsized Sinclair™: lymph node and lung
: Congestion (medullary, focal) (minimal) 0 1(9.1%) Lung
v ’ Hemorrhage (capsular, focal) (minimal) 0 1 (9.1%) Hemorrhage (minimal) 1(9.1%) 0 . . seyas ™ _ . . . . . 5.
T <—75th, 3rd, or upper quartile Inflammation (lymphohistiocytic, multifocal) (minimal) o 1(9.1%) Microgranuloma (minimal) 1(9.1%) 5 In comparison, varying background pathology data of Gottingen™ MPs (N=835; 1995-2007 EU) reported in another STP publication included?:
4 i ¥ Mammary glands Interstitial inflammation (lymphohistiocytic, multifocal) (minimal to mild) 3 (27.3%) 1 (9.1%)
1 <— Median; 2nd or 50th quartile " — . — : = : : . 7 . . .. . .. . . .. . . . .
iar ¥ " 'T”r:';’jgga“on e e, (e (NTITTED, g Lol Bronenolinterstiiaipnenmania (suppurative, focalio m“'t'fOCf‘J%m‘; t?;”j;';egﬂ 1(9.1%) 4 (36.4%) < Spontaneous histopathological findings in the gallbladder (cholecystitis and hypoplasia/aplasia), skeletal muscle (myositis/myofiber necrosis), and adipose tissue (serous
i Cyst (focal) (mild) 1(9.1%) 0 Kidneys atrophy) in the bone marrow, with low incidence and in general focal and mild.
Y <— 25th, 1st, or lower quartile Cyst (follicular, focal) (mild) 0 1 (9.1%) Mononuclear infiltrate (minimal to moderate) 2 (18.2%) 3 (27.3%)
: Inflammation (lymphohistiocytic, multifocal) (minimal) 1 (9.1%) 0 Tubular basophilia (focal to multifocal) (minimal to slight) 3 (27.3%) 3 (27.3%) Downsized Sinclair™ MPs have a lower incidence of background pathology findings in all organ systems (at similar low severity), which are consistent with current INHAND criteria for swine.
: Atrophy (follicular) (minimal to slight) 1 (9.1%) 1 (9.1%) Inflammation (lymphohistiocytic, multifocal) (minimal to mild) 4 (36.4%) 3 (27.3%) Sinclair™ MP dil ilable f h inclair Bi f Al . | bi duci iability in back q hol findi .. f iff .
1.5 < 1QR Ectasia (follicular) (slight) 0 1(9.1%) Glomerulosclerosis (slight) 1(9.1%) 0 INClalr . , ale rea -I y avallable 1rom the Slnc_alr loresources _or use at_ tasc_:lences Columbia re_u_c:|_ng \_/arla_ ||ty IN backgroun pat ology finaings arising trom different StUdy site or
: ' HEMATOPOIETIC AND LYMPHATIC SYSTEMS +  Eleven clinically healthy and sexually mature downsized Sinclair™ Minipigs were microscopically examined consistent with geographic cohorts (United States vs. Europe). Going forward, Altasciences will continue to expand our minipig Historical Control Data (HCD) system.
: PRI CH:erwcarI] Iym?ili nhode . ) RGHES) ( ) international guidelines and/or criteria for toxicological research.
- < emorrhage (slight to moderate 1% 1(9.1% . Although this data should be regarded as a sample only, the most common microscopical lesion was inflammation with multifocal
. A Lower limit or fence Inflammation (moderate) 1 (9.1%) 0 lymphohistiocytic infiltration in various tissues at low levels of severity (minimal to mild), suggestive of a traumatic or non-
* (Q1 - 1.5 x IQR) Mineralization (slight) 1 (9.1%) 0 specific infectious etiology; Spleen, Lacrimal gland, Lung and Kidneys most commonly had increased incidence and severity Reference
Granuloma (moderate) 1(9.1%) 0 e s of hemorth q . b ifact of euthanasial. Oth ional findings in both ot 1. Helke et al, 2016. Toxicologic Pathology 44(3) 325-337.
Sp|een . eV\{ cases ol hemorrnage ana congestion may ne an artifact or eutnanasia-. €r occaslional Tindings In both sexes are generally 0 . . . _ - H
Coneson Gise) (moderad D | ED = mild and focal nature. 2. Jeppesen et al, 2015. Toxicologic Pathology, 43: 257-266. © 2023 Altasciences. All Rights Reserved.
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