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Summary of transmissions of vCJD (A) and BSE (B) prions to transgenic mice. The total number of prion-affected mice (both clinically and subclinically

infected) is reported for each inoculated group: 129MM Tg45 mice (black), 129VV Tg152 mice (white), and 129MV Tg45/152 mice (gray). Animals were scored
by clinical signs, immunoblotting for PrP5, and/or PrP immunohistochemistry. Transmissions to 129VV Tg152 and 129MM Tg45 mice have been published (10,
12). In transmissions producing distinct PrP5¢ types, the number of samples positive for a particular PrP5¢ type is reported as a proportion of the total number of
affected mice. *, only subclinical prion infection was seen. 1, use of sodium phosphotungstic acid precipitation to detect low levels of PrP5 precludes precise

assignment of PrP>¢ type (16).
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Plinston C, Hart P, Chong A, Hunter N, Foster J, Piccardo P, Manson JC, Barron RM. Increased susceptibility of human-PrP

transgenic mice to bovine spongiform encephalopathy infection following passage in sheep. J Virol. 2011 Feb;85(3):1174-81.
Epub 2010 Nov 17.
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TABLE 1. Transmission of cattle BSE, experimental sheep BSE, and natural scrapie to gene-targeted human and bovine transgenic mice

Mouse line

TSE isolate 129/0la Bové6 HuMM HuVV HuMV
isolate

Incubation No. Incubation No. Incubation No. Incubation No. Incubation No.

time” affected” time affected time affected time affected time affected

Cattle BSE (brain _pool) 447 + 27 8/8 551 +12¢ 22/22¢ =765 0/18¢ =793 0/22¢ =749 0/23¢
Sheep BSE inoculum 1 474 = 22 11/11 564 =8 17/17 >812 1/20 . >812 0/23 >812 0/23
Sheep BSE inoculum 2 403 = 17 23/23 487 =3 24/24 =750 16/23 . =650 0/23 =708 0/24
Natural scrapie 1 594, 705 2/15 >811 0/21 >0685 0/24 =776 0722 >671 0/23
Natural scrapie 2 510 £ 17 15/23 >647 0/24 >730 0/24 >710 0/24 >682 0/24

“ Measured as days * standard errors of the means and calculated from mice showing both clinical and pathological signs of TSE. ># represents the survival in days
of the

vz 2EYDTVAVIFEMIRET HATREMS XS, tDFEDBSET YA U MNEMIVRINH A AREME TR T,

¢ Data are Irom Bishop et al. (4).
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TABLE 1. BASE transmission in Tg{(HuPrP) mice

Attack rate as determined by:

Incubation time

Inoculum Clinical ~ Presence of Spongiform (days)
signs PrP5¢ degeneration
BASE-1 4/15 9/15 1 (focal)/8 649 = 34
BASE-2 6/15 9/15 1 (focal)/11 505 + 28
sCIDMM1 10/10 9/10 4/4 263 + 13¢
sCIDMM2 9/9 9/9 7/7 267 = 17

¢ Reported previously (13).
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Béringue V, Herzog L, Reine F, Le Dur A, Casalone C, Vilotte JL, Laude H. Transmission of atypical bovine prions to mice
transgenic for human prion protein. Emerg Infect Dis. 2008 Dec;14(12):1898-901.
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Table. Transmission of classical and atypical BSE isolates to transgenic mice expressing human prion protein (Met **)*

1st passage 2nd passage 3rd passage
Origin Total Mean survival Total Mean survival Total Mean survival
Isolate (identification no.) affectedt timet affectedt timet affectedt timet
BSE France (3) 1/6§ - 872 6/7 568 + 65 8/8 523 + 22
France (3) 2/6 | waizvcu®27, 842 LY KEHE &5I25aHE
Germanyq 1/4§ 802 6/6 677 £ 54 8/8 565 + 24
Italy (128204) 0/5 606—775
Belgium 0/4 696829
L-type Italy (1088) 9/9 B 607 + 23 1111 653 + 13  mamLAsL NA
France (7) 717 574 + 35 D/8# | mpuscn  >450
France (10) 8/8 703+ 19
France (11) 9/9 647 £ 26
H-type France (1) 0/6 iéléFEU;L\I&?G—?’N 017 350850 NA
France (2) 06|~ 313-626 0/8 302-755 NA
France (5) [0/10] 355-838 NA

*BSE, bovine spongiform encephalopathy; NA, not available (experiments still ongoing).

tMice with neurologic signs and positive for protease-resistant prion protein by Westem blotting.

i{Days + SE of the mean. For mice with negative results, only the range of survival time is given.

§First passage performed on hemizygous mice. Note that the pimary transmission of France (3) isolate was performed on both hemizygous and
homozygous mice.

fOne passage on transgenic mice expressing bovine prion protein (7).
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417  Table 1. Transnussion of BASE. BSE-H. CWD and atypical scrapie to human and

418  bovine PrP Tg mice. CWD, QIE;HEEBSE, SCI’apie(i

419 _
Mouse Line tFﬂTg77x'~rﬁ?%%E=é
HuMM HuMV HuvVv Bov6i 129/0laf fd: ll \
TSE Isolate Survival | No Survival | No. Survival | No. Survival | No. Survival | No.
Time affected Tiume affected Time affected Time affected Time affected
BASE (Roslin) | >687 0/24 ~672 0/24 ~763 024  547+18* | 24247 >687 1/247 «—
e — e
BASE (Milan) >753 0/23 =700 0/23 >726 0/19 na na na na —_
BASE# 1 'BSE'j:l: HJJZ7&)")
e =633 0/19 >680 0/14 >707 0/17 na na na na —
| — — - -JEFEEBSE. CWD.
i) -604 0/16 -854 0/29 >740 0/20 na na na na Scra p | e 0) t |‘ A~ 0) I J Z 7
BSE-C (Rome) >592 0/14 =856 0/15 =509 0/13 na na na na -
eI TgY O XA TR ET
BSE-H >722 0/24 >708 0/24 =708 0/24 @ 17/23% 675+19% | 5/237 < g *ﬁ a
— — m—p— z——’
CWD >680 0/24 =730 0/24 >722 0/24 =716 0/23 457,707 | 21247 ¢ _
Sheep passaged | _ s 3 -~ 9 B ‘, . ” IC ZOUI ’ 1 0-1 Hi)‘_(ll ‘?Lﬁu
Al s ~693 0/24 -693 0/24 =693 0/24 -693 0/24 -693 0/24 |C +ip(1 OOU|)
ﬁ}gﬂ;{ apie | g5 0/23 >724 0/21 >829 024 >781 0/24 753 0/24
: — JF1]
ﬁggi::gf‘ple 822 | 0n4 ~718 | 0/24 682 | 022 ~757 | o3 ~710 | o1 IFFE -+ BSE. CWD.
‘ Scrapield
Atypical scrapie | _ ‘ . p - p - ) NP p
ARR/ARR? >722 0/24 ~744 0/24 841 0/23 756 0/22 >673 0/12 E FTg?#Z/\G)T&@?&s
ﬁggﬁglﬂ”gzﬂpie ~786 0/22 768 0/23 ~700 0/24 ~805 0/24 ~779 0/21 rﬁ ;Ei‘ ) rﬁ: IE{% o A=Y (RAYA
Atypical scrapie _’{KEIJ:Z:EI
1 CTAP1 -~ 12 -~ / - - / ™ f ~ N N
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Cerebral cortex of the youngest monkey. a, PAS staining of a florid plaque; b-d, PrP immunohis-
tochemistry showing pericellular deposits, kuru-type PrP plaques associated with vacuoles (b)
and larger uni- or multicentric plaques (c). These plagues were also seen in the cerebellum,
together with multiple smaller plaques in the granular layer. Immunostaining in the thalamus
revealed intense widespread granular and perivacuolar deposition, as well as linear tract-like
deposits within the grey matter. PrP immunostaining was performed with the monoclonal anti-
hndv RF4 according ta a method nrevinuslv descrihed®
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Table 1. Signs and symptoms observed during the transmission : 'a.'{ ’ pnmary : ; G 's‘eCendar-}lf y
of BSE to macaques Rt 0T : g A
Transmission Primary = Secondary Wty M Y t'=_'-_-' AL SR vetd -
o $ _¢ < e 4 - 3 ¥ LER e
A0S B Sl LY P LRl ST Tl
Monkey # #7 #10 % 16 %17 TRTAY Al . ok 4 TR e i W
-P‘ ; ! p - -"l—..- 4o . k ;-' (T .. - 3
Inoculated age (mo 24 28 29 25 24 F S R iK' S T 0 e .
g ( ) A 5 s ;‘. .. R o e lf‘ 7| > “‘ : L i o iy B r.-—_-‘\.. 2@ E 0){%;@
A A, _\” * Vantin ¢ .liﬁ%ﬁ){kzl‘i o e AT o
Onset (mo) 44 is i WESEEATHELIETT=R LGRS anGa =T @IL LY SE
Disease duration (mo) 15 5 6 c 4 d - (215> t=,
Abnormal behaviors:
Depression el B Gy " E g &
Self harm behavior + - + - - '§ : o
Anorexia + e - - +
Scordinema - + — - - Florid plaque
Hyperekplexia HE A o+ ettt f :
e f g h
Neuronal symptoms: :
Ataxia +H+ kS
Tumor SEEE L R R 4 H4F
Myoclonus ++ + ++ - ++
Paralysis +H+ + +
Astasia S o R o R - +
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Ono F, Tase N, Kurosawa A, Hiyaoka A, Ohyama A, Tezuka Y, Wada N, Sato Y, Tobiume M, Hagiwara K, Yamakawa Y,
Terao K, Sata T. Atypical L-type bovine spongiform encephalopathy (L-BSE) transmission to cynomolgus macaques, a non-

human primate. Jpn J Infect Dis. 2011;64(1):81-4.
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mouse lemurs (R XZFYARH)L)

L-BSERRMB D 10%ELEIE5% T ILO—RATERLIR 5, 19-227 B & ICINAIETE Y ILA4EET R T
NG IK G, B O ES5mgD —EHRBRLGIEKRERL27 7 A TR EIE, SRR SR =X
B DOWBIEHER L, 1\ /N2—2 T2HEEHNEL, S EDBIKEX, RELEETIIDLEL,
MABIUBROEETLRIC, O FTRN\S—2TIHCE S, —SR X REEHR, B OEREY LI
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Table. Experimental transmission of cattle-denved L-BSE agent to 12 mouse lemurs, by 2 routes of inoculation*

L-BSE dose, Inoculated animals
Inoculation route mg No. inoculated (no. alive) Age at inoculation  Survival after inoculation, mo  Positive for PrPdt |
Intracerebral 5 4 1y 19; 19.5; 22; 22 4/4 |
Oral 50 3(11) 2moor2y 18%; 32 212
Oral 5 5(21) 2moor2y 27; 33; 34 2/3

*[-BSE, L-type bovine spongiform encephalopathy source, Prid, disease-associated prion protein. Source of L-BSE, 02—2528.
TResults obtained by Western blot analysis and/or paraffin-embedded tissue-blot analysis and/or immunohistochemical analysis.

Eﬂimals were inoculated at 2 z of :_age_ |
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