Tuberous Sclerosis Complex
TNV NMU0MN

"DOP21PMN TTIYV " T

T5' by n" 2191102
NOTN X191 1DIN

058-6581883
odedvo@hadassah.org.ll

"apdhlan



19-Nn NXNN = TS ¥ n"™MuDN

N?2?722 M2NN XN MNaIX v Xxann d
DMV DML ] 7Y D?VUN MVYXNK]
(1835)

Pierre Francols
Olive Rayer

 Vegatations Vasculatres = Small
vascular of papulous appearance,
widespread growths distributed on



19-Nn NXNN = TS ¥ n"™MuDN

DX YN 210 2 1Tn2?n noazina 4
NF-n Nn?Nn NX Max

TN LAY 211N 212 D10 WwN U
D217 INXN1 1NN "MW 1apn
N2 "N 2w nXN1" 2o 0e?n 1?2
MN1 "DO1N?pD" 2W DTN DA

Friedrich Daniel

Von
Recklinghausen

\_ J

"apdhlan



19-Nn NXNN = TS ¥ n"™MuDN

NZ2NNN NN IRNY "Maix a2 4
tuberous sclerosis-2 NNIWN?

212 DY NV 92NN Xann nna nnt WA
NN™Man Oy 0012191 "NINNann
NMAaIND

NN 0D"VIN?PD D'RXNN NNt A

D™Mpn DN D yN DYVanw avn 4

Desire-Maglotire
Bourneville

\_ J

&/ J—



20-N NXNN NS'NN =TS S nmMivoN

NNWYNI? AN DXVAVY 2N a2 O
NN XM D'NXNNN P2 N2'NN DX
— NV 2V NTRMLN

NDaA7aN e
MNNaNN 110V
Adenoma Sebaceum -

i SR , L 4ONSS
J ‘.z,i[‘.'.-};-.‘ r Ly J//J‘ ,.n

\Henrich Vogtj

vovn Nina v 11'an 70-n nMiva AN
NMIY? V1221 NX17N2 NTINMVN 2V DY
DML PN NN

"apdhlan



20-N NXNN NS'NN =TS S nmMivoN

NNavn D'MXN) NI N?2NNA 21T D N1an -1910 O
(MMT wi?v DV

™ nony (LAM) n'nxm nianvn 2w it =1918 O
DMN?2D D21 W MIMNA?

vNNwn? *2an) 0DMVDLIX DIMaNn v int-1932 A
D2910NN MIXN] DP?N2 D™MY DWA 2 10N (ML1]

D2910N] NV aOIN XV O MT-30-n MMy 4

019 noTh K



20-N NXNN v¥NXI NO'NN - TS S NnmMivo

121N D N1aN2 TSC-2 vy = n'yaaNn nay
(Sylvan Moolten) pp?2ampa

- Dvnnn nMvy 4
(Retder Eker, Norway) Eker rats
D'D1D192] 21907 DN NINM? NIXAIXN INT @

"2y 0N D72910N0N V2V 2Vn ) N7 - e Ny U
220 1Q

- 70-n nv U

Infantile spasms 2w Twpn N7 e

N Two hit hypothests

D'T9' N0TH D*21N1 (77) CT-1 (76) US-1 winw— »



20-N NXNN MO — TS S NMVOMN

19D 2w NNWK1? NRXIn =1979 U
NMNNNNN NN 22 DX 12NN

TUBEROUS "2 Mnwn DX Pam TSC apna

SCILEROSIS 2V NNYaNn NN DM7Nnn
"2 DMpPNn

COMPLEX NNTNNA D1D1a - 1988 U
DEVELOPMENTAL NINJAN? DML 2V NMIvin

PERSPECTIVES
IN PSYCHIATRY

nraxan ?2v nd1an na -
V1N NNANN NX 12W) NN
— M2 N1 1y

MANUEL RODRIGUEZ GOMEZ
JULIAN R. SAMPSON
Vicky HOLETS WHITTEMORE

(U Tl BT £ 20T

D'TJ'N0TH

Manuel Gomez



010 Y1Nnn

9 DiNMND2 DN Tscl 2 1t - 1987
16 DINNIND2 QD11 NPX W 2 T — 1992
Tsc2 2v 120 man — 1993

Tsc2 —tuberin 2v N22Nn "1 - 1995
hamartin N22m Tscl 1an 2w 10t — 1997
N2 MYaN? 1a1n v Nt - 2002

Cell

0T O



010 Y1Nnn

DDAV X7 IX 0?2 DMPN N7 IVaANN -
NYTN NXDIN2 121 NXNNDY -
NXLINN NX DN X? D'V 15%-1 -

NPNNN -

D'TJ' N0 TN



1221101 Nian

HAWAII !
{U.s.) "
PACIFIC
OCEAN
Easter Island
*
© 2009 EB, Inc.

* WorldH

eritage Site

n'TJ"

0T M T2

N0TH K




1N3A1N0N Ni1an

Growth Factors

Energy
(AMP/ATP)

Nutrients

(amino acids) @ O @ O

Protein
Synthesis

Autophagy

Cell Growth
Cell Proliferation

Wardhloan



1N3A1N0N Ni1an

a Growth
factor

receptor

Tyrosine kinase

Everolimus,
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Everolimus

(IR.9S12S5R,16E 18R 19R,21R,23S,24E,26E,28E,30S,
325,35R)-118- dihydroxy-12-{(IR)-2-[(15.3R 4R)-4-
(2-hydroxyethoxy)-3methoxycyclohexyl]-1
-methylethyl}-19,30-dimethoxy-15,17,21,23,29,
35-hexamethyl-11,36-dioxa-4-aza-tricyclo[30.3.1.0*7)
hexatriaconta-16,24,26,28-tetraene-2,3,10,14,20-
pentaone; C.,H,,NO,,;: M, = 958.2

Nature Reviews | Drug Discovery
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TSC (95% Cl)
UK Gen. Pop
(95% Cl)

UK General Population (N=130,266)

——=TSC Population (N=140)

47.5
41.2
302
23.0
Patient Age (Years)
18-24 25-34 35-44 45-54 55-64 65-74 75-84 285

32 51 28 17 12 0 0 0

0.1-16.2 2.2-18.9 8.3-41.0 18.4-67.1 9.9-65.1 - - -
0.1-0.2 0.4-0.6 1.5-1.8 2.7-3.2 9.5-10.4 22.3-23.7 37.3-39.2 45.9-49.2

Kingswood et al, Nephrol Dial Transplant. April 25, 2018.
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