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BB (PNET) ; BiBE (Gl) iR
IMEEE NEARERE

(SEGA) ML en I (EEMEBER B ME BN A 157 ( renal angiomyolipomas
associated with tuberous sclerosis) -

advanced kidney
cancer (mRCCQ) after
failure of either
sunitinib or sorafenib
(The RECORD-1
Study)

FDA (2009)

double-blind (2:1)
Pts with (N = 416)

everolimus 10 mg/d
(n = 277) vs placebo
(n =139) plus best

supportive care.

Cancer . 2010 Sep
15;116(18):4256-65.

months (placebo) (P
<.001)

ADR : infections (all
types, 10%), dyspnea
(7%), and fatigue (5%).

m OS : 14.8 months
(everolimus) vs 14 .4
months (placebo) ( P
=.162), with 80% of
patients in the placebo

arm crossed over to

US FDA et e e, . ——

— A EERET/EARAmA AlERAER FZEBIE
first treatment for Phase 3 trial mMPFS : 4.9 months everolimus
patients with (randomized (everolimus) vs 1.9 10 mg/d
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everolimus.

The survival corrected for
crossover was 1.9-fold
longer with everolimus
compared with placebo
only. Independent
prognostic factors for
shorter OS : low
performance status, high
corrected calcium, low
hemoglobin, and prior
sunitinib (P < .01).

Postmenopausal
women with
advanced hormone
receptor (+), HER2 (-)
breast cancer in
combination with
exemestane, after
failure of treatment
with letrozole or

anastrozole.

(FDA:2012)

Phase 3 trial,

724 pts, median age:
62 years, 56% had
visceral
involvement, and
84% had hormone-
sensitive disease.
Previous therapy
included letrozole or
anastrozole (100%),
tamoxifen (48%),
fulvestrant (16%),
and chemotherapy
(68%).

NEJM 2012 Feb

mPFS: 10.6 months
(everolimus plus
exemestane ) vs 4.1
months with placebo
plus exemestane,.
P<0.001).

ADR: stomatitis (8% ),
anemia, dyspnea (4%),
hyperglycemia (4% ),
fatigue (4% ), and

pneumonitis (3% ).

Everolimus
or matching
placebo (at
a dose of 10
mg daily), in
conjunction
with
exemestane
(25 mg qd
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9;366(6):520-9. OLERO-
2 ClinicalTrials

* mPFS: median progression free survival; ORR: Objective response rate;
DOR: duration of response, CR : complete response, MDR : The median
duration of response, DC : Disease control OS :overall survival, mOS:

median Survival
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5. KBARADLESA AR (15%-17% ) - MEREBIER D> (56% ) ~ [
BAEEERRED (8%-38%) - SEEBEME ( 66% -85% ) -~ & MHIEIE
(13%-75%) - 8HA=FME (27%-73% ) ~ BEEEEME (13% -
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> BERE . BREARENBENRE (BYRE - WIRE - 84 - WA
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5K AEF everolimus - 2 FHE 2GS F 57 S 1R El ks 2 H i % 5% {061 & s
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MIMEFEMAEARESE (CMV) B978F7 -

BlfER EiE
REMUZBERERI B EHEIKAFL (REBREH

BEEE) -

FEMEHRSE  EERE - FEMEEAESREEAN N BRI B - 2022

[1

n u.-{h Luu“ﬁaa 1(@{\

s e



BHERE  ERHeERIFEEZERELERE - EEMERNKERE - EiR
BEoRaENaRBEREAR - A/ RAREMFESKEENERE - RF
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dexamethasone ( 0.5 RELUSTRIEIE/ 50% EFEFE ; WWRRED
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4R/KR) OIBREOEXRE |® 44 KAFILEE -

BRENREERE -

_}

ZYMRZEFH
FEEENBEZEYXREER - FEFBHENAR - ISR/ EEZ R
% - FEREYREFRERNEURGSES ﬁﬁaﬂ% °

i R EAIIE

> CBCHIMIXETE ( EWE  HaENE—FEZ6EBH—R REEBF—R)

> BrInEE (EWREFMEH )

> [MBAE (EREMEH) - KE\ (ERENTH ) 7 BUN ( ERETE
) SeoRERENAE b“t%ﬂﬁﬁﬁfiﬁﬁl%%r/\%“ TNRE

> ZIRIE (FFRERBANERENESF R BREZEFERE ) -
HbAlc #lifs ( EWEMLEEEBFE—R) -

> FHEEIRIRRE (EDBERBRARBAE LA ) -

> BERIRCR ~ FERCRMERDE ~ CIREsR Ak S8 M SR RE T RO EAR

> ESREMIIRIEE -

g

Everolimus & macrolide 2% & HIHIHE - FRIS mechanistic target of
rapamycin,(mTOR) ¢E25 - EETMAMIEEMMMEEF Y - B LURD
MEEBHAENEREE - RAEARANED FKASE8 12 (FKBP-12) 4
ERESY - 1% mTOR serine-threonine BEEE Y - MBIV EBRES
ARANARRRIETE - EiEANHMEBRNRERREF (VEGF) MirEFERF
(HIF-1) pyREARR/DMEER - R TSC HEB ME BB+
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Everolimus,
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EXPression
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| Proliferation, cell survival, angiogenesis |
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@ Everolimus

(IR, 95125)5R J6E 18R 19R 21R, 235 24E J6E 28E 305,
325 35R)-118- dihydrony-12-{[1R)}-2-[[153R 4R)-4-
(2-hydroxyethoxy)-3methoxycyclohexy(]-1
-methylethy[}-1930-dimethoxy-1517.2123.29,
35-hexarmethyl-136-dicka-4-aza-tricycle[3031.0°7]
hexatriaconta-16,24,26 28-tetraene-2 310,4,20-
pentaone; CH,MO,, M, = 9582

Figure 1 | 5elected signalling pathways and drugs for RCC. a | A simplified overview of the
PI3K-AKT-mTOR pathway, together with points of action of drugs for RCC. b | Everaolimus.

Everolimus. Nat Rev Drug Discov 8, 535-536 (2009)
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