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[| 1.PBS 5gg (9/04/2003 KPi 50 mM + 100,00 214 nm 4,00
[ | agotazione 9.55.19 Na2S04 50 mM

c ph7.2

[2.PBS_5gg 08/04/2003 KPi 100 mM + 100,00 214 nm | 4,00
agotazione 13.53.06 Na2504 100 mM

: ph7.2

[| 3. PBS 5gg 09/04/2003 KPi 250 mM + 100,00 214 nm | 4,00
[ | agotazione 15.07.11 Na2804 100 mM

[ ph7.2

| 4. PBS 5gg 10/04/2003 KPi 200 mM + 100,00 214 nm | 4,00
[ agotazione 9.51.42 Na2804 200 mM

: ph 7.2
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PBS HUY "aY
PBS + 454 r—z 0,1 mM qY =L
PBS + kL/vB—235Y% aY 'Y
PBS + CHAPS 0,25 % #wL &=L
PBS+7z/h70 5% AU qY
Pi20mMpH 7,4 'Y "aY
Pi 50 mM, NaCl 0,3 M, #3542 b—Z20,2M p 'Y "Y
Pi20 mM pH 74 + L-7 L.+ =2 0,4M = 30
BBt 50 mM, NaCl 300 mM pH 5,5 'Y 'Y
4 T E 50 mM pH 6,5 "aY &
Tris 50 mM, 1 mM EDTA pH 7,5 "YU "aY
Tris 50 mM, 1 mM EDTA, 200 mM NaCl " &L
NaCl 500 mM pH 5,8 "HY &
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*4(a)
%B5214n111
0 [ 1|6 |13[271 55 [ 118 | 246
R BEE!BE|EB|EE|RBEB| BEE | BE | BHE
L 20mM, pH 7.4 | 2.90 2,80 2,53] 2,56 2,79 2,64 ppt 10
&  20mM,pH 7.4
+50mM FIL¥E= Lk 2,99 2,56 2.82| 2,500 2,87 2,82 3,04 ; ppt

[ 20mM, pH 7.4
+100mM 7ILF=>1 it 3,03 2,86, 2,94 2,69 2,94 3,08 3,29 | 4,26
1) LB 20 M, pH 7.4
+200 mM 7IILF= F1k 3,120 3,13 3,09 292 33 3,3¢ 3,79 | 4,65
1) o 20 mM, pH 7.4 -
+400 mM FILEZ Lt 3,640 3,58 3,53 3,400 3,800 4,11] 4,80 | 5,71

YT  20mM, pH 7.4

+ CHAPS 0,25% %1t 2,61] 2,31] 2,33 2,30) 2,18) 2,20 2,17 | ppt

Jo®  20mM, pH 7.4

+ CHAPS 0,25% & 5 2,61) 2,21| 2,231 2,20 2,12| 2,13 ppt 20

L
uooboooooobooobooboooboobocoboobooobooodan
oooooad

O00oogoao
F 4b) -
TR BYEITAvFaid
g 20mM,pH74 v = -0,0033x + 2, 8087 R2=10,291
B 20mM, pH 7.4+ 50 mM FILF =ik v =0,0025x+2,7218 R2=0,2749 30

)2EE 20mM, pH 7.4+ 100 mM 7ZILF=2 gt y=0,0054x +2,8192 k2=09181

) 20mM , pH 74+ 200 mM FILFZo85E [y = 0,0005x + 3,0439 k2 =0,9708

U 20mM, pH 74+ 400 mM ZIL¥F =55k [y =0,0092x -+ 53,5354 R2=0,9718

) oE 20mM , pH 7.4+ CHAPS 0,25% #%.E v =-0,0022x + 2,3684 R2=10,3759 10

) B 20mM, pH 7.4% CHAPS0,25% e 5 v =-0,0049x +2,3334 R2=0,3239
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% 5(a)
% Bs 214 nm
.’ 0 2 [ 5 [12]27]55[118]246
" RER HE |EH|EB|HE HE|HE|BE|BEH
B 20mM,pH 7.4
+50mM 7ILE= LR 3,57 2,63 3,24 2,95 3,54 340 3,53 ppt
Yo 20mM,pH74
+ 100 mM ZIL¥F= 81 3,51 2,68 3,27 2,92] 3,6 3,41 3,76/3,94
) 20mM,pH74
+200mM 7ILF =8k 3,65 2,73 3,12 3,16| 3,79 3,67 3,94/ 4,21
o 20mM,pH 7.4
+400 mM 7IL¥= L8 3,93 3,27 3,9 3,64 4,36 4,42 4,89 5,80
1) 28 20 mM , pH 7.4 + 200 mM
FILE=+ CHAPS 0,05% $1t 2,72| 2,78| 2,78 2,74 2,91 2,98 3,15 3,41
& 5(b)
R BRI vFa2Y
B +50mM 7 ILE= LI y = 0,0037x + 3,1542 R2=0,1999
)2+ 100 mM PILF L8t v=0,0035x5+ 3,1827 R2=0,5089
)28 +200mM 7 )L ¥ =81t v =0,0043x + 3,2841 R2=10,565
) ofE + 400 mM 7 )L A= Lt y=0,0087x+3,7714 R2=10,8792
1) 28+ 200 mM 7 L ¥ = 2+ CHAPS 0,05%
st | ¥=0,0027x +2,7739 R2 =0,9544
oooOoOoOoOoOoOoOoOooooao
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AJ BS 214 nm

R

3
BE

10
BE

24
AE

52
BE

115
HE

243
HE

)i 20mM ,pH 7.4
+ 200 mM 7 )L ¥ =+ CHAPS 0,05% 3.1

3,28

3.4

3,56

3,81

4,31

)E20mM,pH 7.4+ 200 mM 7LE=2 +
CHAPS 0,05% & &S

3,29

3,35

3,53

3,77

ppt

)28 20 mM , pH 7.4+ 200 mM 7 )L¥= +

CHAPS 0,25% %1t

3,29

3,39

3,57

3,78

4,18

B 20mM , pH 7.4+ 200 mM 7 )L ¥=> +

CHAPS 0,25% & 5

3,24

3,37

3,55

2

3,83

ppt

% 6(b)

RE®

wi

TILF¥F=2+ CIAPS 0,05% ¥t

YUB 20mM, pH 7.4 + 200 mM

y = 0,004x + 3,342

R2 = 0,9875

Y VB 20mM, pH 7.4 + 200 mM
7 L %=+ CHAPS 0,05% & 5

v =0,0041x -+ 3,3033

IR2 =0,9915

)28 20mM, pH 7.4 - 200 mM

TI-F=2+ CHAPS (,25% %1t

v =0,0035x + 3,348

R2 = 0,9852

L T T s T s T e T s T e T s T e T e T s T s T e T e T e B e R s T e T e O e Y e O e O e T e B e B e

()o@ 20 mM , pH 7.4 + 200 mM
PLF=2+ CHAPS 0,25% e >

y = 0,0049x + 3,2784

R2=10,9751
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[ x T(a)

[ % Bs 214 nm

[ 3 18 65 209

[ EER BE | BB | BE BE

([ UE 20mM,pH 7.4 + 200 10

M7 LF= Stk 6,97 7.02 8,08

(| UE 20mM, pH 74 +200 CHAPS &
mM 7 ILE=> + CHAPS 0,05% LOFAT 7

[ lagae 562 | 58 | 586 662 |{LhL—>

L[ U~ B 20mM, pH 7.4+ 200

[ mM 74=2 + CHAPS 0,05%

e S 567 | 584 | 5,09 6,7

([ Ut 20mM,pH7.4+200

c mM 7JL¥ =+ CHAPS 0,05% CHAPS &
1k 53 6,27 711 |Yosa77

[ USE 20mM, pH 7.4 + 200 b=

[ mM7i¥=> + CHAPS 0,05% 20

[ RES 535 | 6,09 | 6,34 7,29

[

: £ 7(b)

[

[ B BEZ1 T2y

[ U2 20 mM, pH 7.4 +200

[ mM  7ILE=L st y =0,0057x + 6,827 [R2=0,935

[ LB 20mM, pH 7.4 +200 CHAPS

| mM FLE=+ CHAPS 0,05% f‘;g?ﬁ

: it y = 0,0046x + 5,6321 [R2=0,976 |L=>3> 30

: 'y ~8 20mM , pH 7.4 +200

mM 7 ILE=> + CHAPS 0,05%

[ BES y =0,0051x + 5,4493 [R2 = 0,516

[ ) > 20 mM , pH 7.4 + 200

[ | mM7L%=>+ CHAPS 0,05% CHAPS

[ gt y =0,0083x + 54634 R2=0,930 |[HYDHA

: % 20 M , pH 7.4 1 200 L2e%s

' mM 7IF¥=2 + CHAPS 0,05%

[ FeS y = 0,008x + 5,6758 R2 = 0,885

[

[

[

[

[

[

L
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Figure 6: LTK 634 & 4> 7)1 0 SDS-PAGE 547
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Box Il QObservations where certain claims were found unsearchable {Continuation of ltem 2 of first sheet)

This international Search Report has not been established In respect of certain claims under Article 17(2)(a) for the following reasons:

[ E;i'arT.lieNoﬁ:y relate to sub?th-%gtter not required to be searched by this Authority, namely:
Although claims 47 and 48 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2. [¥] claime Nos.: 40-42
bacauss they relate to parts of the Intemnational Application that do not comply with the prescribed requirements to such
an extant that no meaningful Intermational Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. l:' Clalms Nos.:
because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a).

Box Il Observations where unity of inventlon is lacking (Continuatlon of Hem 3 of first sheet)

This International Searching Authority found multiple inventions in this intematienal application, as follows:

1. Ag all required additional search fees weare fimaly paid by the applicant, this International Search Report covars all
searchable claims,

2. D As all searchable claims could be searched without affort ustifying an additional fea, this Authority did not invite payment
of any additional fes.

3. As only some of the required additional search fees were timely paid by the applicant, this international Search Report
covers only those claims for which fees were paid, specifically claims Nos.:

4. D Ne raquired addiional search fees were timely pald by the applicant, Consaquently, this International Search Report Is
restricted 1o the invention first mentoned in the claims; it Is covered by claims Nos.:

Remark on Protest |:| The additional search fees were accompanled by the applicants protast.

|:| No protest accompanied the payment of additional search fees.
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FURTHER INFORMATION CONTINUED FROM  PCTASA! 210

Continuation of Box II.1

Although claims 47 and 48 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Continuation of Box IIL.2
Claims Nos.: 40-42

Claims 40-42, which relate to stabilising agents identified by the
(screening) methods of claims 37-39, are “"reach-through" claims which
attempt to define a product by an effect to be achieved. Such a
definition is in fact a mere statement of the problem underlying the
claims and is not considered to be a clear definition in the sense of
Article 6 PCT. Moreover, the skilled person would have to characterise
all potential agonists / antagonists, without any effective pointer to
their 1dentity and to test every known compound, as well as every
conceivable future compound, for this activity to see if it falls within
the scope of the claims. Moreover, the description dees not provide any
meaningfull disclosure of suitable compounds identified by the method of
claims 37-39.

Hence, it cannot ascertain whether or not a particular praoduct falls
within the scope of claims 40-42, so that a meaningfull search of the
subject-matter of said claims 40-42 is not possible.

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no International search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPD
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-¥I, 8.5),
should the problems which led to the Article 17(2) declaration be
overcome.
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