Table S1: Lesion profiles in different brain regions of C-, H- and L-type BSE infected cattle (literature review)

BSE Brainstem Cerebellum Midbrain Diencephalon and Others brain regions Remarks
Cerebrum*
Brainstem: ++43 Vermis: Midbrain: ++43 Tha.: +H41161819]; +(+)143]; CS: +111; +(+)143] Preclinical animals with
DMNV: +(+)[20]; ++-+40,443] (+)[11,16,18,19,2043] Centr. Grey: ++40] Caud.: (+)l1618,19]; mild lesions in Nc. Sol.
Nc. Sol. Trac., Nc. Trigem:  Medulla: +143] ++HAOTLA617]; 4 (4)[19] Hyp.: ++11161819); 444[40] +F140] Trac., Nc. Trigem.,
+++11,16/18,19,17,20,40,44] Cortex: (+)43] Rostr. Coll: ++161819] Hip.: (+)43]; ++11] Put.: +1161819]; 4+++[40] DMNYV, Ret. Form.[41
Ctype  Ne Hyp.: (4161819 4120 Med, Gen. Ne: +1618391  Cortex: (+)11161509; +#085  Sept.: ()I61839 +11 yegt Compl. affected in
(field) Nc. Coch.: (+)1161819] Nc. Rube‘r: +++31; +(20] ++140] Claustr.: early diseasel>
Vest. Compl.: +1161819,2040]; Subst. Nigra: +(+)120 Negativel!61819] Two cows with a different
++17]; 44-+(3,40] OB: (+)431 . . .
Ret. Form. Olive: 445401 LoP: +143 lesion profile (Vermis,
0 ’ ! Tha, Cortex: B>A; MB:
A>B)uol
Nec. Sol. Trac., Nc. Trigem: ~ Vermis: (+)8] Centr. Grey, Rostr. Coll.,  Tha., Hyp.: +++28] Caud.: +28] Lesion profile comparable
+++28] Med. Gen. Nc.: +++28] Cortex: (+)128] Put: +++028] to natural infected BSE
C-type - (+)28] Sept.: (+)i! 2]
(I1C) Nc. Hyp.: (+)1 ept.: (+) cases
Nc. Coch, Vest. Compl.: Claustr.: (+)28!
++028]
Brainstem: +23 NA Midbrian: +123] NA NA No amyloid in
Nec. Sol. Trac., Nc. Trigem: brainstem22l
H-type
_ 210 4+[22]
(field) DMNYV: less severel?!]
Olive: +++21]
Brainstem: ++(+)127] Vermis: ++26; Centr. Grey, Rostr. Coll.:  Tha.: ++(+)127]; +++126] Caud.: ++26] Brainstem with mildest
Nc. Sol. Trac., Nc. Trigem: — ++(+)17] ++126] Hyp.: +++020] Put.: ++26] lesions in pons and Nec.
+HH126] Med. Gen. Nc.: ++(+)261  Hip.: +++27] Sept.: +(+)1 Hyp. 1
H-type Nc. Hyp.: +120] Cortex: ++25263031,29,, Claustr.: +26] C-Type with no lesion in
(IC)  Nc. Coch, Vest. Compl.: +H(+) BG: ++(+)127] Vermisl, with less

++[26]

LoP: +++027]

lesions in Cortex[3031.26],
Caud. and Put], but
more lesions in Sept. [2¢]




L-type NA
(field)

NA

NA

Tha.: +07
Hip., Cortex: negativel’

NA

Brainstem lesions are not
consistently seen!”!

Nc. Sol. Trac., Nc. Trigem.:

++4+[24,25,29]

Nc. Hyp.: Negativel?¥];
L-type (+)2529]

I
ac) Nec. Coch. Vest. Compl.:
(+)241+2529]

Vermis: (+)124; +12529]

Centr. Grey, Rostr. Coll.:
+4-412524,29]

Med. Gen. Nc.: ++241;

++4+025,29]

Tha., Hyp: ++1242529)
Cortex: (+)l6]; ++51011,14]

Caud.: (+)P241+2529)
Put.; (+)24]; ++12529)
Sept., Claustr.: (+)i24];

+[25,29]

C-type with less lesions in
Cortex3031]

C-type with distinctly
more lesion in Put. 24

L-type  Brainstem: +147)
(oral) DMNV: negative®]

Cortex: negativel#’]

NA

Tha.: +147]
Cortex: negativel*’]

OB: negativel?]

NA

Legend: Nc./Ncc. = nucleus/nuclei; DMNV = Dorsal motor nucleus of the vagus nerve; Nc. Sol. Trac. = Nucleus of the solitary tract; Nc. Trigem. = Nucleus of the
spinal tract of V; Nc. Hyp. = Nucleus hypoglossus; Nc- Coch. = Ne. cochlearis; Vest. Compl. = Vestibular nuclear complex; Nc. Cun = Nucleus cuneatus; Olive =
olivary nuclei; Ret. Form.: reticular formation; Centr. Grey = Central Grey matter; Rostr. Coll. = Rostral Colliculus; Med. Gen. Nc. = Medial geniculate nucleus; Tha.
= Thalamus; Hyp. = Hypothalamus; Hip. = Hippocampus; BG = Basal ganglia; CS = Corpus striatum; Caud. = Nc. caudatus; Put = Putamen; Sept. = Septal nuclei;
Claustr. = Claustrum; OB = Olfactory bulb; LoP = Lobus piriformis; (+) = weak, + = mild, ++ = moderate, +++ = severe lesions; NA = not available; *Frontal
Cortex11,161819,242528,2930,3143], or cerebral Cortex!”7.274047]; references are to the main text.



Table S2: PrPs profiles in brainstem described in literature for C-, H- and L-type BSE infected cattle (literature review)

Brainstem
BSE DMNV Nc. Sol. Trac. Nc. Trigem. Olive Ret. Form Brainstem in Others/Remarks
general
Prpse; +++4%] PrPse; +++45] Prpse; +++145] PrPse; +++431 PrPse; +++45] Prpse; +++171 Brainstem mostly
PARTM042], PARTIM04219], PARTM04219], PART+++44], PART 24+ [44], PART, affected®!
F-C-PART+++441 Agg.l9], C-PART-CoL#3), F-C-PART+#4, C-PART-CoL+3], F-C-PART +++41] Vest.Compl.:
C-PART-CoL#, F-C-PART+++44], ITMGl945] C-PART-CoL®3! C-PART+# F-C-PART-CoL®3, ITNRI94], TTMGH,
C-type CoL+44] C-PART-CoL#3l, ITNR945], ITMGI#51+[44], CoL42l+44], CoL++41], STELi*, PARTOS),
. ITMGl424514 [44], CoL+41, Agg. 11 TTNRI40.451 4+ [44] ITMGl4s1, STELI741], LINS!
(field) STEL++44 ITMGH5191+ 4], LIN-+44] STEL+441, ITNRUZ 43+ [41])
ITNRM0+ 4] Jess STELA++44] ITNR4042,15] LINPA43] Ne. Hyp: STELL™,
! ! ITNR940], PARTI]
ITNRE! ITNRM5191+ [44], PNER+441, PNER®1
PNERM 04 [44]) PNER+44 LIN425++ [44]
LIN+#1 LIN+#1
PrPse; +28] Prpse; +++28] PrPSe; +4+128] NA NA Prpse; +++128] NA
C;%’e PART, STEL,
ITNRI24]
Prpse; +123] PrPse: ++(+)122 or PrPse: +++22 or +1281  PrPsc; +123] ITNR2I F-C-PART2223, Nc. Cun.:
+23 F-PART™2], ITNR2 Agg. 1), ITNR22 +023]
H-type F-PART!22], PNER™, ITNR/ITMGI823], Nc. Hyp:
(field) PNER™2, LIN22 selected Ncc.: PrPSe +23]
LING22 ITNR22, PNER+?221
LIN(+)22
No ITNR~27 ITMGletl ITMGlell NA NA Prpse; +++127,30.26] Distinct
ITMGletl F-C-PART!?26], ITMG/STELBU or
CoL27, ITMGlell
i IMGH, g e
;Tl\ll\fﬂli[zé " No ITNR with
¢ SAF32 and B103
LINI2s]

(N-terminal) 126]




PrpPse: (+)18] Agg. 142] Prpse: (+)t8] NA Agg.142] Prpse: (+)I71 ITNR/ExNTRE!

Negativel” Agg. 122 No PLuel Similar to C-
L-type Agg. 142 Typet*l
(field) 1) .
consistent3% with
[46] L-type IC)
ITNR61 ITNR61 ITNR NA NA PrPse; +4+29:30] Similar to C-Typel®!
F-C-PARTI29:30], PNER prominent!*!
L-type
CoL0l
1) ITNRD461],
PNER[I2I
Lt PrPse; +147] NA NA NA NA PrPse; +++47] No PLi7
“ype F-C-PART®,
(oral)

Nc. Cun: PNERI¥]

Legend: DMNV = Dorsal motor nucleus of the vagus nerve; Nc. Sol. Trac. = Nucleus of the solitary tract; Nc. Trigem. = Nucleus of the spinal tract of V; Nc. Hyp.
Nucleus hypoglossus; Vest. Compl. = Vestibular nuclear complex; Nc. Cun = Nucleus cuneatus; Olive = olivary nuclei; Ret. Form.: reticular formation; Nc./Ncc.
nucleus/nuclei; PrPs = quantity of PrPs; (+) = weak, + = mild, ++ = moderate, +++ = severe accumulation of PrPs;; PART = PrPsc deposition on cell surface in different
appearance: F-G-PART-CoL = fine (F) and/or coarse (C) PART accumulation up to a coalescing (CoL) pattern; ITMG = intramicroglial; STEL = stellate; ITNR =
intraneuronal; PNER = perineuronal; LIN = linear; Agg. = aggregates; PL = plaques; NA = not available; anti-PrP antibodies used recognize the core region of the
protein: F9917.82223,2426,27,2942.47); R 450193031461, 6H412541.431; T1128451;,12F10181; C15S441; 1421431, SAF84140); F99/6C2I61; references are to the main text.




Table S3: PrPsc profiles in different brain regions described in literature for C-, H- and L-type BSE infected cattle (literature review)

BSE Cerebellum Midbrain Thalamus Hypf)thalamus and Cerebrum Othe1: brain Remarks
Hippocampus regions
Cortex: F-C- Prpse: +++2545] PrPsc: +++17,45] Hyp: PrPse +++143] Cortex: PrPse +7451  CS: F-C- Cerebral Cortex the
PART+!1; PART®™), E-C- PARTU194%] E-C-  JTNR094%I], E-C- PART®, (+)01941], PART®H4, CoLi*l  least affected®!
ITNR(+)141; PART-CoLi#4, PART-CoLi#34], PART-CoL®l, Agg.  F-PART®I STEL®.43, ITTNR®,
PNERM“143]; PART-CoL++41], PART-CoL++41] (191, STEL943] STELI7194514++[41], LIN41.45)
STEL++4143] STEL43H-+41], STELIZ19.43.45)4141] PNER19.45]4+-+41], ITNRU45(+) 19 OB/, LoP!7I: PrPs +
MLay: STEL++43  ITNRM414345)(Red ITNRI7194043,45] 4+ LIN(943] PNERM0, PART, STEL, ITNR,
Medulla: Nc.2) 41, PNER#H+41],  Hip: PrPsc ++4] LIN@Z194145, PLI0T  LIN
CPE poprci i, PNERF15) LINV19445+441],  F-C-PART in Caud-Put: TTNRI),
(field) F-C-PARTH345); LIN1.43), PLI5I PL40I, Agg. 119] GLay!*l, STEL41.4] STEL™I, PNERM940],
ITNRw®3451; Subst. nigra: in Str. Oriens / LIND9L, Agelidl
STEL®, PART® I MLay!*], ITNR®! in Sept.: ITNRIM™,
LINI4345] Centr. Grey: PLI%I Str. Pyr.#], STELI91, PARTI,
Vermis: STEL®], F-  (not inl'?)), PNER®4], LIN in LIN(, (+)PNERM),
C-PARTH ITNRI, STELR), Str. Oriens / (+)Aggl!
PART!MI], Aggl!®] MLay!*! Claustr.: STELLI
WM: PrPSc+++(28] NA PrPsc; +++128] NA Cortex: PrPsc OB, BG24: PART, NA
GLay: +(+)i2s8] PART®4, STELR4, +(+)028l STEL
C;Itge In general: ITNRE4 PART?#, STEL,
PART™4, STEL24, ITNR24
ITNRP4
H-type PrPsc: negativel®!  Prpse +2 Prpse; +123] Hip: PrPse Cortex: PrPs BG: PrPse NA
(field) PART, ITNR, PART, ITNR, negativel®! negativel! negativel!
ITMGI=I ITMG23)
Cortex: STELP] Prpse: PrPse+++271  F-C-PARTI29), Hyp: PrPse +++026] Cortex: PrPse BGI26l: PrPse +++ Extensive PART,
M/Lay: PrPs«(+)21  F-C-PART®, STELRsI F-C-PART®s], ++4+26] F-C-PART, STEL, but distinct
H-type or +], PARTE7, ITMGR7 in ITNR26], LIN26], STEL26] PART®R, E-C- ITNR, PNER, LIN  ITMG/STEL®BU
(IC)  multifocal®! WMEe, ITNR7 in -~ PNERI26] Hip: PrPse ++127] PART®R627, CoL?1,  CS: +PLI26I No ITNR with
different Ncc. CoLI27, STEL2627.30], SAF32 and B103
STELPs), ITMGP7], ITNR2]

(N-terminal) 1201




WM: negativel?’], WM: rarely!?7),

STELB0, ITMGP), ITMGI26], PL+26] PNERP627], LINel,

P1.126] PL.126]

Ncc.: PrPse WM: (+) C-

positivel?’] PART®, ITMGRs],

In general: F-C- PLE2I rarely!30]

PARTI

MLay: PrPse+7] NA PLD] NA Cortex/WM: PLI"] OB: PLVI No PLI, pattern
L-type PLU similar to C-typel],
(field) consistent!®! with

4l (L-type IC)

M/GLay: Centr. Grey: PrPse; +4+25] PNERP4 Cortex: F-C- BG: PL(+)] Like C-type

PrPSc+++130], F-C-PART™], PL PART®, F-C- PART, topgraphy!?!

homogenous*! () PART+++2 ITNR+2, PL in In midbrain and
L-type Ncc.: F-C-PART® ITNR++2, deep grey thalamus mostly

(IC) In general: PNER?24, PLI25: layers(242] periaquae-ductual
PNER®4 (H) WM: C-PART®, areas affected !
PNERPOZ, Extensive PART,
PLER0(0H) ) distinct PNERPY
L-type NA NA PrPsc: +++47) NA NA NA No PL detectablel*”]
F-C-PART®],

(oral) PNER¥!

Legend: Nc./Ncc. =nucleus/nuclei; MLay = Molecular layer; GLay = Granular layer; WM = white matter; Subst. = Substantia; Centr. Grey = Central grey matter; Hyp.
= Hypothalamus; Hip. = Hippocampus; Str. = Stratum; Pyr. = Stratum pyramidale; BG = Basal ganglia; CS = Corpus striatum; Caud.-Put. = Nc. caudatus-Putamen;
Sept. = Septal nuclei; OB = Olfactory bulb; LoP = Lobus piriformis; Claustr.: Claustrum; PrPS = quantity of PrPss; (+) = weak, + = mild, ++ = moderate, +++ = severe
accumulation of PrPs; PART = PrPs deposition on cell surface in different appearance: F-G-PART-CoL = fine (F) and/or coarse (C) PART accumulation up to a
coalescing (CoL) pattern; ITMG = intramicroglial; STEL = stellate; ITNR = intraneuronal; PNER = perineuronal; LIN = linear; Agg. = aggregates; PL = plaques; NA
= not available; anti-PrP antibodies used recognize the core region of the protein: F9917.82223242627,2942,471; R145019.303146]; 6H4I2541,431; T1[28451,12F10181; C15S1441; L4243
SAF841401; references are to the main text.



