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Figure 5 Western blot identification of the PK redstant activitiesof variouspurified PrP(PGn)
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Figuer 6 Western blot assaysfor PK redstance of the mutant PrPs with different octgeptide repeats

ater interacted with CU#* in various concentrations.

“ 47 :with PK;* - " :without PK. (). Theléeft part wasthe resultsof PrP(PGB) , wild type asacontrol , and the right part wasthe results
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Figure 8 Theinfluencesof Mr?* and Zn** on PK resstance of mutant PrPproteins PrP(PQ0) and PrP(PG)
(a). Mn?*; (b). zn?*. The PK concentrations used were 2@ ¢/ ml.
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Influence of the Numbers of Octapeptide Repeats within N-ter minus of
Recombinant Human Pr P Proteins on the Protease Resistance after Interacting
with Metal lonsand the Binding Ability with Tau Protein

GAO Jiarme', WAN Yanzhen', HAN Jun', WAN G Xiao-fan',

1,2 . . . . .
CHEN Lan ', Nie Kai', ZHOU Wei' , DON G Xiao-ping*
(1. National Institute for Viral Disease Control and Prevention, Chinese Center for Disease Control and Prevention, Beijing 100052, China;
2. Institute of Basic Medical Sciences, Chinese Academy of Medical Sciences, Peking Union Medical College, Beijing 100005, China)

Abgtract : About 10 % - 15 % human prion diseases are asociated with inheritance , including familial CJD , GSS
and FFI with insertion or deletion mutations within octapeptide repeats region of PrP gene ( PRNP). To ob-
serve whether the number of octgpeptide repeatsin rHuPrPs had effectson the interactionsof PrP with bivalent
metal such as copper , magnesum, or GST-tau, we constructed PRN P mutants with different number of oc-
tapeptide repeats with PCR technique and various PrP proteins were expressed succesfully in E. coli . The re-
sults demonstrated that al purified rHuPrPs with different octgpeptide repeats were senstive to PK digestion.
However , ater incubated with copper , the rHuPrPs acquired PK redstance. The number of octapeptide and the
concentration of Cu?* determined the acquisition and the intensity of PK resstance. In addition, PrP(PG0) do
showed the smilar PK res stance when incubated with various concentrationsof Mrf* but not Zn?* as that in-
duced by Cu?* , but the intendty of induction by Mn?* was dightly lower than that by Cu**. The taucoated
EL ISA demongrated that the recombinant PrP gopeared dgnificant ability of binding with GST-tau in a dose
dependent manner , moreover , it was associated with the number of octgpeptide, the more the octapeptides the
much stronger binding ability with GST-tau. These results suggested that the PK red stance of rHuPrPsinduced
by Cu?* was mediated through octapeptide repeat domains and the intensity of the effect was related with the
number of the repeats Moreover , the eficiency of molecular interaction between PrP and tau relied on the exis
tence and the number of octgpeptide repeats Besdes the octapeptide repeat domain, other regions within PrP
sems to be a0 repongble for binding with GST-tau protein.

Key words: recombinant human PrP; octapeptide repeat within N-terminus; liochemical characteritics
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