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Everolimus 2—&OREH—XM mTOR I&|HE - @AR&ERE HR+ - HER2-
FLERERmA ; BRIERRRAET KA WIERE (PNET) ; SBE (Gl) iR
METHMARNBIERE (NET) ; BREIBANRE ; WEEER NEARERRE
(SEGA) MEAEen g {CEAR BB ME BN AN ( renal angiomyolipomas
associated with tuberous sclerosis) -

US FDA B/ EARA L ERAE SR =27
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first treatment for Phase 3 trial mMPFS : 4.9 months everolimus

patients with advanced | (randomized double- | (everolimus) vs 1.9 months |10 mg/d
kidney cancer (ImRCC) | blind (2:1) (placebo) (P < .001)

after failure of either ) )
Pts (N = 416) ADR :infections (all types,

everolimus 10 mg/d | 10%), dyspnea (7%), and
(n =277) vs placebo | fatigue (5%).

FDA (2009) (n = 139) plus best
supportive care.

sunitinib or sorafenib
(The RECORD-1 Study)

m OS : 14.8 months
(everolimus) vs 14.4
Cancer. 2010 Sep months (placebo) (P
15;116(18):4256-65. | =.162), with 80% of
patients in the placebo arm
crossed over to everolimus.

The survival corrected for
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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
9;366(6):520-9.
OLERO-2 ClinicalTrials

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

* 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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3. DEOIEZRDR : ME(G%) - &MMEA4%) - LMEBZR(G%) « LRIE(1%) « /KIE
(25%) -

4, KEZ%  SERE (10%-22%) EEBRER (5% -22%) - HEREE
(12%-21%) ~ B2 (21%-59% ) &2 K% (13%) -

5. RERADBES : AL (15%-17% ) ~ MEWEEER> (56% ) M
BEEAEEARED (8% -38% ) ~ SEEREIE (66% - 85% ) - SMMIEE
(13%-75%) - @ HM=BI0AE (27% -73% ) ~ BEEBMAE ( 13% -
18% ) ~ E&5MAE (37% ) ~ EFPINAE ( 23% -27% ) ~ {BEHBEIAE ( 9% -
49% ) - iEBRE (10% ; #%% . <1% ) @ BREESLE (2% ) - REAKLEM
(6% -10% ) - (BN EN (3% ) - =REEREIMME (1% -4% ) -
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14% ) ~ BERATIE (6% -30% ) - B&E (14%-50% ) ~ REFEHE ( 5%-
19%) ~BEX (10%-12% ) ~ B0 (8% -26% ) ~ OMEXR (44-78% ;
3/4 8k 4% -9% ) ~ &AL (15%-29% ) ), BBEREL (5%- 28%), OBZIE
(8%) -

7. Mhizsg : MERaBEaZEBafiEHS (GPT, 18%-48% ) - ALP M5mtt
BEIEAS (32% £74% ) - MBERLaRaBZEREITS ( GOT, 23%-
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11. BhgZ4t : BEREZE(11%) - [MKR(12%) - EBK(1-10%) - BERIB(G%) - &
EETREF = (50%) -

12. IR 4% : WEIR Z 4% © 12 ( 20% - 30% ; BIFERE ) ~ IFIREE ( 20%-
24% ; B EE T IRAE ) - BHM (5% £ 22%) ~ 8K (<25%)
CIRYE (11%) ~ Bk (6% -19% ) ~ sk (1%- 17% ; eEEE Mk
fe i Hﬁﬁ@ﬁé - Wb ~ iORE - st - REVMEME ) - [FIRER
(31%) ~ B3K(s25%) ~ EFIRBERF(<25%) -

13. Mﬁéiﬁﬁ%&% c H&AH (10%-11% ) ~ E8FK (2%-18% ) ~ RIS
(9% -31%) EFF=HM (6% ) ~ FEMEE - B& (6%) ~EEnm
(8%) -

14. EAfth : 380 (20% £ 31%) -

A BREEYETIRAGRE - PRUENEIFR - 815  EYARSHNEIFR - REAERRRIVER -
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#£ (Common Terminology Criteria for Adverse Events, CTCAE) - & IR ME A BB A E 1§
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=1 50% EFRRAE IRV ESERTANRE
EE - Al BMRE4AZE - MRSME 3 ABEREIR - BIKX
FIEBE -

> 4% KABILARE -

FioH S HE > ErElFia2l BERIFEH everolimus ; AFEEEIEO
ROBEZAE - FAEMBREE22 B
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KBV EERITBENRERE - AIiARHGZEE -
B 44 ([M/)#]<25000/mm3) : ERPFEDSFEEZENZE0
&k 14K ; ISRIBEIER 50% Bkt ; IRBDHE S
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WEBERTRNREEE - AXARERE -
B 44 KAELEE -

MRS IS /K« everolimus BE B ER « MIESAOELEE - [ES
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Everolimus & macrolide 2% &IHI%E - fFRR mechanistic target of
rapamycin,(mTOR) #£3 - EEMARIE AR ME LSS - ELURD
MEF BN ERETE - BBEMAMANES FKASER 12 (FKBP-12) 4
BREEY - #lHl mTOR serine-threonine #fEE M - MBI/ VEBHES
A ARRRIEYE - ERBIHMENLERREF (VEGF) MREFERAF
(HIF-1) KB MEER - B TSC B MEF BN EF
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Everolimus,
temnsirolimus

@ @ Everalimus

(IR9512515R 16E1BRIZR 21R 235 24E 26F 2BF 305,

325 35R)118- dihydrony-12-[1RF-2-[[153R AR)-4-
(2-hydraxyethoxy)]-3methoxycyclohexyl]-1
-methylethy[}-19,30-dimethoxy-1517.2123.29,
35-hexamethyl-136-dioxa-4-aza-tricyclo[3031.007]
hexatriaconta-16.24,26,28-tetraene-2.310,14,20-
pentaone; C H,MO,,; M, =95832

Figure 1 | Selected 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 | Everolimus.

COOC Gené
lv EHDression

kﬁﬁfgfm__ ration, cell survival, angiogenesis

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