Figure 1

Mutations on GVTGWRLCKRISA Nipep
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Figure 2

NLpoly Mutations
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Figure 25
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Figure 47

73 5 min (soluble)
#8 30 min (soliuble)
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Figure 49
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Figure 59

Luminescence without NLpep
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Figure 76
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Figure 77
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Figure 78
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Figure 79
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Peptide Array 1 Screens
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Peptide Array 1 Screens

_ SEINATEMOSA
 SDOIMTEMOSA
 SDIMATYMOSA

——- SINLTHMOSA
E— SDDISTIMOSA
m SHIMYTHMOSA
SHINDTEMOSA
m SERINTYMOSA
:——-s SORINTHMOSA
SHINTIHAOSA
m SDITHAOSA
; SPDITYMOSA
m SHINHTIMOSA
——-—n SDINDTHMOSA
E—— ST MOSA

m SHINGTHMOSA

m SRIAVIEMOSA

m SDINAIYMOSA
| SHODIYMOSA
m SDDIAUMOSA
w—— 1)1 1HMOSA
m SDDIFAYMOSA
m SDMIEMOSA
‘ | SDDIATVMISA
: SE)!)H“IE!ME)S/\
| sonTDmesA
P U SDRITIMOSA
W 511195
n_‘ SEHNATHMSSA
: SHDITUMYSA
m— 5D TUMOHA
m SPDIATYMODA
—-g SHATUMOVA
. SDINTUMOIA
. SHTEMOIA
smm— 5D THMONA
SO THMOAA
M SHINATIMOSL
m— S 18MOSS
-—-g SR THADSD
-— SHINITYMOST
-M SDDIFTHAMOSH
SHITIMOSD
- SDINITHMOSY
‘ SPIX4TEMOSI
numvnvmm$ SIINSTHADLA
 w— SDDITYMOSA
——q HYIDTEMOLA

H

o tiass

10,000

<o i
o

1,000
100 -

{nu) px

84/204

:5P Kd

NLpoly

QTTRACTITTTTE CUULTT /DTTT T 74N

_ SAMAVIYADSA

-m SIHMVIUMOSY
m SINAVIHMOGE

w SADITTHMDSA
=_- SIANTTIMOSY
-—— SINTTHMODSE

m SANAINTHMDSA
w STANNTEMOSY

l-——- SINMINTEMOST

m SBDHAUADIA
—u SIMENHADLA
“ SDINFAYADIA
m SDDRILYADIA
I_l SEDIJAYADIA
—: SPRHRADLIA
l_ll SIINZTHASLA
“ SR THAVIA
M SHINATHADHA
m SRIN4THADDA
_ SDRIHTYADVA
“ SHDIFTHADIA
m SPOITHADIA
m SDHINATHADRA
-_ SPAMATHADAA
- LIEDIFTIMOSA
- HODATEMODSA
m DRRATHMOSA
m ADDIHTYMOSA
-—n IDDIHFTYMOSA
‘ IRLIZTHMODSA
m T TEMDSA
m SDMNATHMDSA
w SIMNITHMOSA
_-IE SDMNITHMOSA
‘ SYRAFTHMODSA
m STDETEMDSA
m SAMIATIMODSA
—_—: SIIHTEMOSA

m SIDIHTHMDSA

E— S0 T4 MOSA
[ R SINITYMOSA
—— S0 TEMOSA

e— S13{NATHMOSA
Em—— 51 LI THMOSA
-s SDIEATHMDSA
E—— 511 TYMOSA
m— 51\ TUMOSA

-——q SDIITHMOSA

10,000

o =i
i

1,000
100 -

{iu) py



Figure 85

Peptide Array 1 Screens
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Figure 87

Peptide Array 1 Screens
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Peptide Array 1 Screens
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Figure 92
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*All mutations listed are mutations to 5p*
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Flow through of NLpep78-HT lysate

8S lysate
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Figure 95
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Figure 101

Hela Lysates + 4nM NLpep
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Figure 102

# NiLpepWT
O NLpep738

il NLpep79

NLpep80

S e
t
. R .
& : 3
n- H H N
Es AR
B ———
s L
< T .
f; T
3 [
Bod
© s
L i
wd , i )
e TR,
m 3
gé {
L *“
x ; .
LTI
' -
s
5 § 3 3 3 S a
o & & & & & &
i = -t i - - P
Ny
102/204

QTTDRQOTTTTITE CLITTLT /DT T &N

5P 85 115
Nipoly

SA2

WT



9gdadiN 08dadin g/dadN grdad 1N Lamdadin
0
,
w:.\v-.ww:#: 2 - T
T
oo TN
sg= -+ 01
ds i
-4 00T
Zvsd
LA TN B8 - 000t
- 00001
000001

Anuiyy Buipuig

€0T 24n3I

{u) px

103/204

CTTRCTTTTTTE CUILLT /DTTT T a0



148,

T 24n314

104/204

CTTRATTTTITE CLITTT /DTTT T 74N



-4 D00'000'T

- 0000002
4. 000'00D'E m
- 000000y ©
-4 000'000'S

0000009
000'000°L

dadN Inoyum a3usdssuwng

GOT @4n314

000°s

- 000'0T
. 000'ST
00007 &

o

000'sT
000°0€
000's€
0000t

- 000005

- 000°000'T
-~ 0000057
- 000°000C :

0D0‘00S'E
000000t
000°00SY

ot

- 000°005C &
[ 000°000°E

105/204

QTTDATTTTTITE CLITTT /DTTT T 74N



o Y A
X &é )
Nl 3 $
& & & &
) G 3 w
X B B D
£ & & &
g \Y Y g
N v 5 & P
Q %t s 3 s : O
o 050005
000000 T e . 000°000'T
000°000°Z 000005
000'000° @ mmw.wwm,m =
000000y & ... 000.008.& &
000°000°S 000'00S'€
000'000'9 mmwnwmmaw
000'000"L 000°000'S
Ggns
{098‘€:T) 8£dadIN
A Y s
gt S g
N o \\d
& o \ ¥
& B P B
& v a2 v
g X &
&/V /n\#. acvv
© % N g
e : : s : 0
E Em e e b RE
....... g 00001
8 000'sT =
e 00002
000'sZ
000°0€

dadN 1noyiim asuadsaujwin’g

90T 24n3i4

106/204

QT TRQATTTTTTE QLIDLT /DTTT T a0



AMDLAT

£OT 94n3i

dadN Inoyim acuadsaujwng

HMDIAT Qsmt? IMIIA - dS . IMDIAF  HMOLA*  DMOIA+  NMBIA ds
poo'coz v
00000V
ooo'o0s B
, A
000°008
000'000°T
000'002'T
' ®
(000‘01:1) 6£dadN (098'€:1) 8zdadIN
IMOIA+  HMODIAH  DMOLA+ ds
O P : g 0
........ . 000'C
= 000"y
_ . 0009
. e
.. 0008
| 00001
000°ZT
0001

0
000°002
000°00%
000°009
000°008 o
000'000°T &
000°002'1
000°00Y'T
000°009°T
000°008'T

107/204

CTTRATTTTTTE QUTTT /DTTT T 74N



ST L8-did/aY4-dS
11 L8-dEN4/dS-gYd
01 £8-94d/daNd-dS
80 £8-94d4/dS-dE)ld

& >
B &
&

il JIRNRA
%‘%v%w&v%v

upAwedey 0l
apiyaA @

(uotonpuy upw ST)
LgdadN pue dsAjodin

P P

\&

00+30°0
L0+30°T
LO+I0'C
L0+30°E
L0+30'Y &
L0+30°S
L0+30°9
L0+30°L
L0+30°8
LO+30'6

44" 08-dgN4/au4-dS
T 08-did/dS-8Y4
0t 08-9Y4/de4-ds
1 08-944/dS-dDid

upAwedey 3
3PIYBA B

{uononpuy u ST)
08dadiN pue dsAjodIN

801 231

00+30°0
L0+30°T
L0+30°C
L0+I0°E
L0+30'7 £
LO+30°S
£0+30°9
£0430°L
£0+30°8
LO+30'6

108/204

QITDCTTTTTTE QUITTDT /DTTT T DAY



12 L8-did/aud-dS e 08-d9d/aud-ds
97 £8-d®id/dS-gYd 6C 08-de)i4/dS-aud
£1 £8-9ud/daNd-ds 12 08-gY4/daNd-dS
£1 £8-94d/dS-ded £ 08-944/dS-dDid

> o o N N\ /a««/% %.v«%
D & E D Y Y &Y N D NP SRR S S IR
PV S T v e e S 8 g% 8 B 3 8 8
Y O R A N A N FE HH P FESS
£ k1 g - E 2 3 H bo Q?NQ!G 5 M M 2 i M % 5 L. °°+m°t°
- £0+30°T - L0+30°T
- L0+30°C - L0+30°C
- £0+30°E - L0+30°E
L0430 £ L o430y £
L £0+30°S - £0+30°S
upAwedey [ F £0+30°9 upAwedey ] L £0+30°9
- L0+30°L EYRIICYY | - L0+30°L
SPEAR - £0+30'8 L z0+30°8
L 20+30°8 - L0+30°6
(uoponpuy upw gg) (uononpuj usu o9)
LgdadN pue dsAjodIN 0gdadiN pue dsAjodIN

601 2In31J

109/204

QTTMRCTTTTITE CUTTT /PTTT T 74N



¥'e L8-dd/add-dS
£ L8-dE)d/dS-aYd
81 L8-944/d8Md-dS
61T £8-944/dS-did

9'1 08-dad4d/g9ud-ds
4 08-did/dS-au4d
81 08-944/dax4-ds
1z

08-944/dS-ded

B & B P 3 D P P
P g &P P PG F g
> o o O A\ W » o 3 N AN AP W
R R A R A R U S gl
g E S EEFEEEGF P S &P S FSFFSSFES
. . ._...I. . . - 00+30°0 s . . .r‘. . - - 00+30°0
- LO+30°T - L0+30°T
- L0+30°C - LO+30°T
= L0+30°E - - LOHE0°E -
- L0+30°0 & - L0+30°V &
upsAwedey 3 [ LOH0'S upAwedey 3 F £0+30°S
' - L0+30°9 ' - L0+30°9
spiyspa @ = £0+30°4 aPIYsA R - LO+A0°L
- L0+30°8 - L0+30°8
- L0+30°6 « £0+30°6
{uonanpuy upw gZT) {uononpuy uiw oZtT)
LgdadN pue dsAjodN ogdadN pue dsAjodiN

011 2In31g

110/204

CTTMACTTITTITTE COLTET /DTTT T 74N



L€ L8-9Y4/dS-d9d
0L A4d-£8/dS-daN4
8y L8-9Yd/did-dS
8¢ QY4-28/d@id-dS
1€ £8-d9id/dS-gud
TS deid-18/ds-gud
9€ L8-dE9N4/a4d-dS
v did-£8/add-dS

>0 4

08-844/dS-did

St

HY4-08/dS-daNd

0¢

08-844/dMid-dS

v

gu4-08/dgid-ds

ve

08-daMd4/dS-aud

19

daM4-08/dS-a4d

£t

08-dei4/944-ds

T's

daX4-08/944-ds

«%.« v&w A A 2 S N P » PP PP P
LT T EE S $ F F G G
I P A G e .&«»%%&»@%&«v@%y««o@
& 5V & gV S 8 Y S R S
¢ & E F&E e & F &Fe&FTSFE P
i ] 3 ] L ] ] L NQ..TWQ...H [ 3 2 3 3 i [ 8 » NQ-TNQ.:H
- €0+30°T - £0+30°1
- PO+30°T ~ P0+30°T
2 )
- §0+30°T L o+30T €
- 90+30°7 - 90+30°T
upAwedey L 70+30°1 Auted .
PN E up Muﬂmwm - £0+30°T
£8dadN pue dsAjodiN 0gdadin pue dsAjodiN

[11 231

111/204

QTTRCTTTTTITE CLITTDT /DTTT T 74N



21 L8-d9dd
81 daM4-L8
0T L8-gud
L0 qud-L8
80 08-dexd
80 d€X4-08
0T 08-tud
80 gi44-08
1 dS-deid
91 did-ds
L0 dS-84d
Lo dyd-ds

upAwedey
IYSAE

suoisny [enpialpu] woij jeudis

C11 2In31g

20+30°1

£0+30°T

¥0+30°1

§0+30°'T

90+30°'T

LO+30°T

Bt

(o

1121204

CTTRCTTTTTTE CLITLT /DT T 4N



0'9 8uzeoo
L 8uzzo
2T Bugzz
6T uze

i3 Jad ¥NQ
8uzzoo 3Buzzo Buge

Buzz

upAwedey 3
PYaA

L8-dDid/dS-9ud

LE 3uzzoo
61 8uzzo
Lt duze
€1 duzz

Buzzoo Bugzo

l13m J18d yNaQ

Buze

duzz

- YO+I0°T v 4
- S0+30°T
]
- 90+30°T &
upAwedey [
- A0+30T 3PIYEA R
~ 80+30°T

€11 2In31g

08-de)4/dS-a4d

pO+30°T
50+30°T
90+30°T &
£0+30°T

80+30'T

113/204

QTTRCTTTTTTE CLITTT /DTTT T DA



8uzzo0

{1am Jod YNQ

3uzeo

Suzz

Buze

upAwedey ]
3Py @

AjuQ £8-da)d

- 00+30°T
- T0+30°T
- C0+30°T
- £0+30°T
- PO+30°T
- S0+30°T
- 90+30°T
- L0+30°T
- 80+30°T

iy

l1em J8d YNNG

8uzeoo Buzzo Buge Buzz
uphiwedey 3
apiyaps @
Aju0 ds-gu4
{1om Jad yNG
8u zzoo Buzezo Buze duge

o

upAwedey O3
SPIYSA B

P11 2In31]

AjuQ 08-dad

o

00+30°T
T0+30°T
20+30°T
£0+30°1
v0+30°7
S0+30°T
90+30°1
L0+30°T
80+30°T

00+30°T
T0+30°T
Z0+30°T
€0+30°T
vo+30°T
S0+30°T
90+30°T
L0+30°T
80+30°T

AL

iy

114/204

QTTRCTTITTTTE CLICTDT /DT T DAL



[ LTAY
9'0t st
S'E T4
Ve 082
¢ 00s¢

SZ°0 §

[4

{3d) j1am Jad NG

14

08¢

00s¢

upAwedey 3
SPIYsA@

L8-da)4/dS-g4d

- 20+30'T
- £0+30'T
- $0+30'T
- S0+I0°T E
- 90+30°T

- LO+30°T

- 80+30°T

Lo 870
9t 4
0z 14

SZ°0

{3d) 1o 13d YNQ

4

T4

0se

00sZ

upiwedey 0
spiysa@

08-did/dS-aud

G11 2Ing1g

20+30°T
£0+30°T
v0+30'T
§0+30'T 2
90+30'1
£0+30'T

80+30°T

1156/204

QTTMDCTTTTITTE QLITTT /DTTT T 74N



SC°0

E& __ss Jad yNG
0SZ

00s¢

_.uri_q-_.lr-

upAwedey 1
apiyan i@

AQ £8-deid

- Z0+30°T
- E0+30°T

- PO+30°T

- 90+30°T

- L0+30°T

- 80+30°T

1] 2In31q

- G0+30°T 2

50

(8d) jjam s8d yNG
‘z Sz 052

008z

=TINY

upAwedey I3
CIRIUENY

SC°0

Ao ds-gy4

(2d) :25 Jad yNG
$'Z 02

00sZ

LU NI NI Bt ]

upAwedey 3
PN S

AjuQ 08-dadd

£0+30°1
£0+30°T
¥0+30°1

S0+30°T &

90+30°1
L0+30°T

80+30°T

£0+30°'T
€0+30°7

v0+30°T

S0+30'T £

90+30°'1
LO+30°T

80+30°1

116/204

CTTDATTTTITTE CUTLOT /DTTT T &)



{unw) swy voanpuy

1748 09 0g sT S
upAwedey
CIEIUERY |
(1em/wNa 8u 22070}
ogdadiN pue dsAjodIN
{unw) awi) uonpnpul
0zt 09 (11 g
upAwedey 3
CIRIITERY |
{tom/yNQsu 2°2)
ogdadiN pue dsAjodiN

p0o+30°1T

§0+30°T

90+30°T

L0+30°T

80+30°1

60+30°T

v0+30°7

S0+30°7

90+30°T

£L0+30°7

80+30°T

60+30°7

o

N

{uw) s uopnpuj

1748 09 (113 ST 5
uppAwiedey [
SPIYSA R
{1am/yna 8u zz'0)
ogdadiN pue dsAjodIN
{unw) sl uoldNpuj
ozt 09 (113 ST S
r! 1] il 2 ]
uprAwedey 3
SPYBAE (jjem/ wNG Bu 22)
ogdadiN pue dsAjodiN

L11 2In31]

P0+30°T
S0+30°T
90+30°'T -

[ o
L0+30°T

1

80+30°1

60+30°T

v0+30°7
S0+30°1

90+30°T -

1

L
L0+30°T
80+30°'T

60+30°'T

1171204

QYTTMROATTTTITITER CLITLDT /DTTT T AN



174}

(uyar) awugy
09 0t -1

™

upAwedey
SpPiysA@

(13m/yna 8u z2o o)
L8dadiN pue dsAjodIN

(unw) suny
o€

upAwedey 1
SPRIYSA

{1em/yNg Su 2°2)
LgdadN pue dsAjodiN

- Y0+A0°T

- S0+30°T

- 90+30°T

- L0+30°T

- 80+30°T

- 60+30°T

- P0+30°T

- S0+30°T

- 90+30°T

- LO+30°T

- 80+30°T

~ 60+30°T

i

iy

{uiw) sy
0zt 09 13 ST

upAwedey 3
PIYIA R {ilem/wNQg 8u 7Z°0)
£8dad N pue dsAjodin
{un) swiy
0zt 09 ST
upAwedey 3
3PN

{(19m/wNQ Bu 2g)
LgdadiN pueggsAjodin

811 2In31]

o

y0+30°1

€0+30°1

90+30°1

L0+30°%

80+30°1

60+30°1

v0+30°'1

§0+30°7

90+30°1

L0+30°T

80+30°1

60+30°T

o

R

118/204

CTTRATTTTITTE CULET /DT T DA\



upAwedey 3
paleanung

59 L6
SV 96
A 56
e L8

L6

dadN-dshid
%6

96

i8

o8

dsAodInN-g4d yim Aessy AeQ €

000t

00001

.

oo

n

000001

0000001

upAwedey 3
pajeanun il

§'¢C L6
19¢ g6
L 56
144 L8

L6

dodiN-dg)d
S6

96

i8

08

dsAjodIN-gud Yyum Aessy Aeg Z

611 2In31J

oot

0001

00001

000001

0000001

2
c

119/204

QYTRCTTTTTITE CLITLT /DT T 24N



81 L6
6'LL %6
£'Te 56
Ve L8

dadiN-daMd
L6 96 S6 L8 08

»

upAwedey 3
pajeasun i@

ZuSAjodIN-gud yum Aessy Aeg €

0oot

00001

000001

0000001

0000000T

o

upAwedey 3

pajeaniun @

LT L6

009 96
72T 56
LS L8

dadiN-dgdid
L6 96 56 L8

ZysAjodIN-gud yum Aessy Aeg Z

0C1 2n31]

00t
000t

0000T _,

ot

000001

0000001

120/204

QTMDQCTTTTITTE CLUTTT /DTT T Y&



11 0Tt
[44 601
6 801
9 L01
14 X4 907
(443 501
101 ¥01
788 10T

dadN-dg)d

0IT 60T 80T LOT 90T SOT ¥OT
', 2

2

upAweday
pajeanun g

Iy

STTAj0dIN-gY4

dadiN-dad
101 O0TT 60T 80T LOT 90T SOT ¥OT 10T
- oa.ﬂ r '- '3 d k) £ 1}
- 0001
- 0000T
pe.v
=
Ly
- 000001 o
7
=} 0000001
X upAwedey ]
00000001 porEs N

[Z] 2131

(4 ort
gt 60T
£8Y 801
8LS L01
98 901
ort 1)
81 01
59 TOT

ZvshiodiN-gy4

001

0001

0000T

Y

000001

0000001

00000001

121/204

QTTLQTTTTTTE CUOLTLT /DT T 74N



88¢ €01
181 [44)
9€9 101
0T€ 00T
¢ 66
14 86
6L 96

dadiN-deid
€0T ZOT 10T 00T 66

T

upAwedey i3
pajeasiun @

86 96 L8

STTAjodIN-gY4

64C €07
SLE [44]
vEL 101
£6 00T
8T 66
8 86
L8C 96

- 00T L
- B00T
- 00001
=
Lo
- 000001
- 0000001 - -
upAwedey
- 00000001 pajeanun i

¢¢1 2In31g

dadN-deid
£0T 20T TO0T 00T 66 86 96 (8

ZvsAjodiN-gud

L]

001

0001

00007

00000T

0000001

00000001

i

122204

CTTOCTITTITTE CUICTT /DTTT T 74N



100

upAwedey WU 0S [}
paieaniun g

LordediN

o4
fod

0 514 LvE [A%3 L01

91 598 L81 68 [49)

961 509 {98 474" 107

uonanpuj pog

ZotdadiN 1o1dadiN

<)
ol|e
Tb

o
ole
fod | jead pod § pod

100

= b
) O

Ot

[y
W ) Joa

STTAjodIN-g44

€1 2In31g

Lgdadin

ot

001

0001

00001

T

[
000007

0000001

00000001

000000001

123/204

QTTRACTTTTITTE CULTT /DTTT T Y&



941

806

84

64T

£E

upAwedey WU 0 [
paiealiun @

LOTdad N

=]
ol
g RN Y

uondNpuy pio4

ZotdadiN

10°0

o
[y

w

Y
[l K =]

10TdadiN

©
ofl® ot
i =

ZvsAjodIN-gu4

@
[
o

LgdadiN

(=]

b

= 8

pC1 2Ingig

1]

001

0001

00007

4

{ =
000001

0000001

00000001

000000001

124/204

QTTOACTTTTTITE CULCLET /DTTT T AN



g5v2 ¢ 4
841489 Xi2iiigy
fpgu) upfuedey

113 004 12 i 1 Wwe

[PITEE RS TR W TS W TR TR

L8-dE8NdIdS-B8d

b 7§'2
520
i
-s0b 0}
R e

o 2 2

Rt

850 & P

S00+300¢ 2 Xeuig

{iu) vinedey

4oBi 004 1117 } Vi Vg
[T $002. 58 ton $S8 8.0 Kotk Dt 02 Al ol 32 Bl .
Rl et )
ool %%
R S
a5 A
08-d8Mdids-Heid

GZ1 2In31q

M

125/204

CTTRATITTTITE CLUDTUT /DT T 4N



{pgu} fepshuwedey)
90001 0001 O0F 0L & 1O

00 1000

-4
AU 66 = PY * @
m - 800002
m - 00000y
- GO0008
L8-dI4/STT-gHd
{piu} s faedey}

001 003 112 } £ 0 0 5080

WUugy=py ® o
- 000003
RULHEN A
- GGU00E
- DOO00Y

TOT-de4/STT-a44d

{pau} fupiwedey]
00Dy eBF B 3 b8 100

0ee

WUTZ = P K
g ®
- (on00E
£ 2
[ o
- 00000}
“uuid A8
L8-di4/TVS-qud
{pual fumAwedey]
8084 084 132 % 11 [Z1 R I %1 1 4 1]
~ 3
WU §'9 = p)|
- GOU007
] A3
m - 30000 m
- 300008
-BOH0G8

TOT-dEd/TvsS-aud

971 2In31g

126/204

CQTTDRDACTTTTTTE CUTDLDT /DT T DA



upAwedey )
pajeanun i

osy 1 uT0
GEg 91 8ut
9z 1€ 3ugr

BuzeWILINg LLEY

u:ﬁ.ow Sut _wcoa w:.n.i Sut _uca.m

TOT-dgXd YHM STT-gud

LT1 2In31]

ot
001

000t

N

0000t
000°00T
000°000°T

000°000°0T

127/204

CTTRCTTTTITE CUITTT /DTTT T 74N



{ug) sung
74 0z s1 ] S 0

BondindhocBoncfnociondboodbandbooBosnkionciiandhondhnndh
- 3

v Ay L 4

upsAIEd 2Y weine

PRIEB AU seeeipemns

L8-da)4/2vs-gyd -
{unw) swsy
T4 gz &1 01 -] (1]

BoedinchdbontimaloadonnceodioadooadbondoncloodhooloefoodooBodloodbonbocdSontbuclon

uprAuiede ) s b

PRIED AU sesouuns » @ & e

L8-dgN4/STT-94d

00001
00007
0000¢
0000y
0000S
00009
00004

00007
0000z
0000€E
0000V
0000s
00009
00004

Ny

iy

usAuied ey copes

PIIEDIIUS o B

{utw) awiy
§Z 0 91 01 & 0
T0T-da)4/2vs-aud -
{ugie) awang
Y4 0z g1 01 G

By

upALL ed ey ewdgm

PIILBIIU) epeme

TOT-dI4/STT-944

8C1 9In31]

00007
00002
0000E =
)
ooooy <
00005
00009
0000L

00001
0000z

- 0000E =
. oooov ©
- 00005
- 00009

- 0000L

128/204

QTTRCTTTTTTED QUILLT /DT T &N



{5} auny

ot ole 889 ooy 802 8 ol oo 909 oy e L
i 3 3 : 3 w . ¥ 3 3 3 @
bR E atdth5d
D ittt m
st L XY 2 ikl ey
ol %G 508 %8
LB RO d L - A8YHCY - EYd
{5} auny {%} L
311314 808 i3 L1 4 HE 4 £001 462 0% e 4 0174 8
3 5 3, 1 3 Q, $ 2 3 $. 3 ﬂ‘
B X0'G
- S 2
e L N
s
A
e aa 2 2 2 P P goll X5
o 15174
“sB1 %92 egefi 75
18 AGAHS b cdidnd FOL-dEMASE LY

6¢1 2In31]

AR

O

129/204

ATTRCTTTTTTE QUOLTLT /DT T 74N



deid/aud
[ I—
upAwedoy 3
paieasun @
b L T4
RINA XeAIO]D

gud/dedid
00T e — - 00T
000‘T ,
- 0001
. = upAwedey Dy W
ooo'ot & S =
- 000°0T
000°00T
XE9
000°000° - 000°001

ysejd ueysouep

0€1 2In31q

1307204

QT QATTTTTTE CUTLT /DTTT T 74N



Figure 131

131/204

CTTRATTTTTTE CLITTDT /DTTT T 24N



Figure 132

FRB-118/FKBP-101

Rapamyzin

L]

4 Bttt -

132/204

QTTMLATTTTITTE CLITTT /DTTT T D&

100 200 300 480 508 800 ?‘éﬂ 840G 200 1000 1400 1208

Time {8}



sOZN

6 sOn
vt 279H
11 LE6OMIH

e18H LEGTHIH

upAwedey 3
pateanun B

TOT-dei4/STT-g4d

001

000t

T

000°0T

000001

000°000°T

€€ 2Igrg

133/204

QTTRCTTTTTTE CUITLT /DTTT T &N



juaunealj 9osid Jo auly
us

9054+ upnAuiedey B
uphwedey (3

9064+ pajeasun
pajganun @

p€1 231

L

000°00T

000°000°T

134/204

CTTRATTTTTTE CLITTLT /DT T AN



{aasy sy

fupu) sung
7 E 09%F O0%F 0B or 4
i 3

. WBE 8% OBF 08 0% 8

E
M, DGV HIDAUNEY e
N oAEdey e
G056 Y4 1ohuedey e m T TR
IS PR @ w. PIERIRET e
e e
ok 90834 WY o1 ~oek 4y
: uoRgIul S0eMS WY 01
{uma) swig fuame} s
GhE o 481 ¢ 48 oF i 8 S 68F 3% o8 oF &
T L T ——_— o L i L] 1 | i o0
- 8%
. R
il o SOWid ushedsy  —a-
GOENS MOABRARY e Lo 0 WHABIDY  wew
SO POEBHLN e m, G4 DBIEBIIN
] RIEBIMN 6=
i it e o2 4
~§54
HOBIQRILE 908Md WY uoBIgY 909 wet

GET 231

135/204

QTTDRQCTTTTTTE CUITTT /DTTT T 74N



T0T-2vs
SuTtpl But

Suot

L8-TVS TOT-S1T

duto BupriButol Sut

£8-S17

dAV Ll
pajeasiun @

2audy-101/L8dad N pue STTAjodIN-HZA

9¢] 2IngIg

Su ﬁ.o_ ut _mc o1

0ot

0007

000°0T

iy

000°00T

000'0001

000°000°0T

136/204

AQTTRQATTTTTTE CLUOTTT /DT T AN



dny B
DOIRBILY i

dfy E
DG} 8-

fasas} sy
o o2 o4 9
[ ] 1 Q
-3 90T
puiss ik
- N8
=503 *0R
[ ]
BN
By 4T %
yMG oy Bay
PENUY-LBIS LI NTA
GHEHEVH T
82 174 13 i1 3 ¢
i i 1 1 1 L —@
503407
503 X0
<08
~s03X0'8
- 3450 )
ot 11 2

PERMEY-L0L/SLIATA

N7

R

diy B
DUESIRY -8

N
DEjESHY 8-

funu) sung

gz o5 g1 % g &
] i 1 i i mQ
-3 20°G
=34 %074
-of¥d %5
=B RGT
wrg Bu g

LHUHYY- L8 HIA

{uipae) aang
[ 4 (A 1) 83 E &
L i L 1 i i m
FS— S————— PU P

T

YHGBu g
TEMUY-LOLIS LI-NZA

L€] 931

T

N1y

137/204

CTTRCTTITTITTL CLITTLT /DTTT T DAL



{s) syl
008 0o OOy o0 OO 001 4

0
501 %0T
0L X0P
1B/YE - s
LOLZYS -
18/51L o
LOL/SHE -

50} %0}

CHHEY-HCA

Q€T AINSI

N

138/204

QTTRATTTTITTE QLIDTDT /DT T V&N



{8} anuyy (&} auy
o089 oDc  o0r o902 40T B4 g s w9 ofF  S0C 002 00l ]
- G058

L.l

Y

TAY LIS LU £ pmeonan e 00509
CAMUY-SLIAIL A o069

SLL-THMUYL0LUTA e

Re

dd v l§~§.
- Q008 ooty otpoodpoint - GO 00)

Lo00'0s R 717k 174
wpabs panosfiyoseg EBHYTBHSEVATA

{8} oty {=} suwsng

We o6 oy SR W 0l ¢
ERERIPC RPN PRI e e SO RS

— i 3
DHBDUT  oddw -G8 0% m ORI i
AAY e dAY e

o vy

U8 LA UTA LS LB UTA

6€1 231

139/204

QYTMATTTTITE QUITDT /DTTT T AN



01 SOIN
11 EoH
13 LE6DAIH

soIn

CAETT

LEGIMIH

dAYE]
poteanun i

Z9YYv-10TdadIN/STTAIOdIN-HZA

01 2In31g

L 3

000°T

0000t

Y

000°00T

000°000°T

140/204

CTTDRCTTITTTTE CLITTT /DTTT 0 74N



Figure 141
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Figure 142
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Figure 152
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Figure 154
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Figure 176
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Figure 189
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Figure 198
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Figure 201
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Figure 202
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