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Fig. 4. Prion infectivity of skin samples from sCJD pa-
tients. (A) Survival curves of TgNN6h or TgWV humaniz
Tg mice inoculated with skin homogenate from sCJD o
non-CJD patients. Six- to 8-week-old TgNN6h (n = 5) or
TgWV (n = 7) mice were intracerebrally inoculated with
30ml of 5% skin homogenate from patients with sCJDMM
or sCJDVV1. Five TgNN6h mice were intracerebrally ino
lated with skin homogenate from a patient with sCJDMM
(red diamonds), and seven TgWV mice were intracerebrally
inoculated with skin homogenate from a patient with
sCJDVV1 (blue squares). Seven TgWV mice were in
cerebrally inoculated with skin homogenate from a non
CJD patient as a negative control (green line). (B) Western
blot analysis of PrPScin the brains of TgNN6h humanized
Tg mice inoculated with skin homogenate from a sCJDMM
patient. Lanes 1 and 2 show samples of uninoculate
mouse brain (control); lanes 3 to 12 show brain sample
from five mice inoculated with a skin homogenate from a
sCJDMM2 patient; lanes 13 and 14 show brain samp
from two mice inoculated with sCJD brain homogenat
(brain) as a positive control; lanes 15 and 16 show bra
homogenates from sCJD type 2 (T2) and type 1 (T1) p
tients treated with PK and PNGase F that were used a
reference for PrPScbanding patterns. Samples in lanes 1
3, 5, 7, 9, and 11 were not PK treated, whereas samp
in the other lanes were treated with PK (50mg/ml) for
1 hour at 37°C. The immunoblot was probed with th
anti-PrP antibody 3F4. (C) Western blot analysis of PrPSc

in the brains of TgWV mice inoculated with skin homog
enate from a patient with sCJDVV1. Lanes 1 to 10 sho
brain samples from five humanized Tg mice inoculate
with skin homogenate from the sCJDVV1 patient; lanes
and 12 show brain samples from a mouse inoculated wit
brain homogenate from a sCJDVV2 patient (brain); lanes
and 14 show brain samples from a mouse inoculated wit
skin homogenate from a non-CJD patient as a negativ
control (non-CJD skin); lanes 15 and 16 show brain hom
genates from patients with sCJD type 1 or type 2 as a po
itive control. Samples in lanes 1, 3, 5, 7, 9, 11, and 13 w
not treated with PK, whereas samples in the other lane
were treated with PK (50mg/ml) for 1 hour at 37°C. Be
cause of the lower amounts of PrPScin the brain samples
of mice shown in lanes 2 and 4, more PK-treated mous
brain homogenate was loaded onto the gel for these two
mice compared to brain homogenate for the other mice
This could have resulted in the slower migration of the PK
resistant PrPSc in mouse brain samples in lanes 2 and
compared to the other lanes. The blot was probed with
the anti-PrP antibody 3F4. (D) Hematoxylin and eosin (H&E
staining and PrP immunohistochemistry of the cerebra
cortex of TgNN6h humanized Tg mice before and after i
oculation with sCJD patient brain homogenate. (a and
Brain sections from uninoculated mice as a negative co
trol; (b and f) brain sections from mice inoculated with
sCJD brain homogenate as a positive control; (c, d,
and h) brain sections from two mice inoculated with skin
homogenate from a patient with sCJDMM2. (E) H&E
staining and PrP immunohistochemistry using the ant
PrP 3F4 antibody of the cerebral cortex of TgWV Tg mi
inoculated with sCJD or non-CJD patient skin or bra
homogenate. (a and e) Brain sections from a Tg mou
om a
inoculated with skin homogenate from a non-CJD patient as a negative control; (b and f) brain sections from a Tg mouse inoculated with brain homogenate fr
sCJD patient as a positive control; (c, d, g, and h) brain sections from two mice inoculated with skin homogenate from a sCJDVV1 patient. Scale bars, 50mm.
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