2010 45 6 A 29 HEKET
2010 4 6 A 25 HELET
20104 6 A 8 HELET
20104E 5 A 21 HEET
20104 5 A 18 HEET
20104 5 B 12 HEkET
2010 4E 5 A 6 HIRET
2010 4E 4 ABRET
2009 4 12 AERE (85 150

HEMIEEA] (mTOR HEH) HERIRRARES
B, BFeAEER @D
Bk ERRE, 2~8C CRAE —I ; 3E%& 25m ==o
B aaamm ey | TR bR R 25mg zEEs
Ik, (EEEBENTS C
oTh. é%é?m 24 TORISEL injection 25mg TRl
BRI BT, _ a
AERCENT A 2 o) FLYOULR A EE R
= 4] Ty s :

1ARBORELH 52 - T BRSNS TE 5 ERES
KBWT, PALREERICH LB - BREBOEHOD
ET. REEREVETCHB A BESICOVWTOHERT S
Tk, FhARERRBIETS. BENEZOFTEICEYS
EURBEE . BELBEROPEER. #540EE
BHE ETKE- A5 52 L SICETIER 54210
BEAL. BREEBIHPEIRETIZ &,

2. BERRBICLBVWT, AEO®E L), BEMESISR
HENTEN  XTUESLHFHREER TV, BEUE
LTEg. HREE RUASORKERIIEET 3D
. BENBURERITENICRE T BESEEBTS

EBID. BEHBROTEIC OWTEEICRET3 2 &, [[HB
- BBUEEY2EHLOEE]. [BEERERNITE]L
FTEA4BER] nESE

IFARTAAIIZ 2 UTOBETR. NHOKXRSIEDRICHEL
TANZIDEFRSLZEL HRRL S TICE SN
5. AEOBREHBEP X TSR T S, TR ICITEEE
BREZFTS5E.FAI1 M IOBEEELOBEBEREROR
BIEETS2 &,

1.

2.

(RHRE-SHRICBEE T 3 A LDEE
KEN OWABULEREL LT OEDIR VKL EHET
LTwizy,
[EEIRBUR) DEOWEERH L, FADEHRR LS
BWETHICHEE 2 ET EISEEOBRET ) 2 L, [
REE] OESHE]

(Ri%-FAE]

HEBEAMIETFAYTYARE LT 25mg 2 1882 1, 30
~60 FE T THIEBRNIKS§ 5, 2B, BEOREIZLD
BEBET 5.

(Bx-BECEET2EHEOEE
FA A B RS COREREES & OftHIcow
T, AERUEEERFET L TR, [[ZFOMoEE].
[ERFRER] DEBMRE]
PEMEESRERE LS. ik, BEEE LT, B
TOERZERL T, KEXZFLETZ L,

HREEMEE T 245 - TIEDER

BN BEOTGE
EE(ROBEICFRELENIO)] R CHIIRD | o
1. AFOBRSRE T 1Y) A2 FEECH LEEOBBED E¥0as Pt
BEEDD 5 BE BEOBRERE 9F | R
2. MERLGEEL T ST 2IA [, 2, 2o (BHEECE | ERVERTS T THRET S
BARE~ DR | DESHE] B L) °

EEDRIRIERED
ERHBH (HEERFIC

#Eh L,

(#ARE - 1K) XN D ). BEREE
= [rmT BT 3)
WR5E4 b=V eV SIREIER 25
Y- == BRER CHERR T
S B
(15471 1.0 mL FALYEYLR  25mg NE?\ fiiER B DET
(22 A0 D
S in 7 o7 M DEBERESD Y |
W e Tme ERER £ XS EERT R
(1754 7 W LomL ﬁﬁ;iifé; (3)%42‘20""5 DEALEBD 5
(®2) Fiii3 v .025mg = 2 A
R (E2) FHELY 7Y a1 503.325mg (F3) [PREEE. ComE
- R e ~ R AREHOK 3.
AR AYVN—b 80  0.720g
(1734 7V 1.8mL ERILY ) —) 0358g
) RYZFL YY) a—) 400 0.770g

(E D) FHIRARBFOHREEZRB AN BELXHESIN TR,
(@A LEDEE] OESBE]

(#hee- 2R ]
REDHRT R EB RO BN

(E1) RHEAEER  ZE—EMEOLGEAIL VERTS i_ &

BEMMREDAOEE (FL—F 3 0L oREREBREE
L725aE, BEE THREFIORSEARIE L, 3 BELAIICEE
FRHLN, BRSETIHACE. BEEE 1 LNVEE
LTHEETHIE@ED LRV . BEAE 25mg—20mg—
15mg—10mg) o

. infusion reactionZ FBi3 5729, AFDESHIZ, Fir A %

IVH @d-ruanTzmS5IvRVAVESE, YU e R

7 IVIEBIES) ¥R5 752 L, AFIKS P IZinfusion

reacionFER L -H A2, BEFELICHIET S &,
[EELERNEE]. [EX2EWER] 0ESE]

_______________________________________________________________




5. AR RHRET BRI, TTEHI L LT DEHP (di-(2-ethylhexyl) :
phthalate | 7 ¥ VEEV 2-TF b AF L V) #&LEEEY b !

SEEHALRC L, [[BALOEE] 0EHBE]

6. AHN G T AT, FE Sum MTOA 5407100

F—EHATHEIL,

7. BEOFBREEOS5BE T REEERT 5, (1% |

L meE) oEsE]

(FRLDEE]

1. EERES CROBHICIESICKBETE L)

() MicHEERELRO 285 [HEEMERFRE. EEL
THEBENYDH D]

Q) FREEEDCH 2 8% (FAHONTEENFERETLBFNIE
H5b. [EPBE! 0ESE]

(3) BIGELX AL T2 8F [REINFNIC L ) BREEFE/LT
LBINED D, [EELERNEE| OESE]

@ 7 A NA, BESEOBRELE [(BER LT 282095
%, [EELREAWEE] OEEBR]

2. BEELERNEE

(1) BEENER ES&HNLERELL22L2H3) Hbb
NEZevHbDT, HERERNECRSHERIIUTOS
REETLHIL, [[EXZEER] 0EESE]

1) FHESFNC, B CTHREZ EME L (R RS, %,
RS OBREROEETFHER L7 £ T, B5-FBOT
BrEEICHTAZ &,

2) FHESREHZE, EHNLRE CTRERE/HKL. M
DEEHMROFELEREICHET L &, RREE, %
Bk, BRESOBREERISERD b NGEIE, BEILL
UC, MitsaEiE (Mifngses [DLCo]. BhiRIMmEEE
BAEATESE) 2EBL. BIEE 5T ok,

3) BHEIHLTiE, MR, Bk, BHREOBRERS
HOONIBAITE B IGERTL XS TE

(2) infusion reaction & LT, XL, M. "R, KmE, £
M, Bk, 774 9% v —S0ERFHLDIAZ
EDHY, BHNRERELELIEFHHEDT, FE DK
B3 EE O infusion reaction {28 2 TREBIC T4 LIHED T
ELEBEIT oL L THIET A Z 8, 2 MEUBOXRHRS
B F)® TEK O infusion reaction # BT A2 L b H LD T,
AEWE S P IIERNEEOREICTSERET S 2 &, KRS
BIERENA Z VT AL VDR F Y VI RIT) R EBRBEOIR
A TS89 5 2 &, infusion reaction R L73B4A1C
., ETCORERVERPZEICEET 3 TREF 51
H=vs 2 b, T/, EE infusion reaction 75380 5 L7335
A, BESERIEL, BYLRREET) k. [[EXL2EHE
M1 DEZE]

BMEFH bND Z W D570, B FHERRUERSH
RS, EHNICEERIEEORNEZT) 2L, [[EX%
BER | nEEE]

BERBEE DO bhEI DD L0, FEAKRSHES
#ERIE, MEILATO—=N, P Z) ) FORELFT
9T &,
FHOREFEIFIER L b, MEH, EE. VA VADLHVIE
JREIC & 5 BREEE R A RGeS B B L E BAL 3 2 g tEas
HbB, Flo. FFRT A VA, BEEFBERT 2 TEeMEN
HB20, KEBSITET > TREDHFELHR TS I &,
BEREICBRL TV ARG, AFREMICED 2LE 2

LTHBL 2 &, FERSPILRIGEORHIIHECT5E
BEThZE, [[EXR2BUWER] 0ESE]

BB R T ED AU RELD B 720, TR+ hilr
THIEVET LY, FHBEOBRSERIIBEZOREBIILL
THE T2 L,
BEREFHLbN, BRGNRERE LD EFHL720,
FE OG- BHAR R RS- BEREEINIcmEs LT 7=
v, MPRFEFR (BUN) SOEFBBREEZTI 2L, [[E
REZEWER] OEHSE]

ARV Y ) —VEERT 720, MRETHRE SN
MeRA¥ I vHET7TVI— VOMELERIC X 3 bR ins|
e DIEROT Y H 5 DT, FHRSHEOBREDEE®
BEL, TVa-VEOREPELNIFEICIE, HBED
EEEEREE I BROBECRELSRRZVIIEETL

@3

~

4

~

IS

~

6

~

a

~

@8

Rl

Lo

©) &I Y LMEMRY P BRINEND L b ZEPH b0,
EFE T ERERERIT) 2 L,

3. HEMFH
(1) ERZERS BELEVWCE)

FHIESE BRRER-EERZE | #F - eBEAF
ET7UF (82185 | REWHTCEY | RENR T ALY
EEMUADIF | 2F 05 8BBT | 7F v 2 88T S
O ERBEERL | ERETAIBEFNR | LEEL, WEEE
ATIF BOE | ¥20THAL | 5 b T WM
RUATIF L & | BT, b,

12 BCG )
(2) HAEE BHICEET3 L)

EHeE BRERER - HEHE | BF - BRET
CYPIABEZFEMER | 700U AAR | ShbDERIL,
*H{T3EH U DRBPTH | CYP3AYS 2 FHET

AVNTEEY, | 23R ARAOQM | 22810k Y &H
Tz YN | FREFMETL.R | RUZ0RKBY T
VEY—VERR I HOFEHMESEBTE | 20 AXD
BE., V77 7F | TAHATMEEFDS, | LHBEEET &
YN UTTVEY CEBENSDH D,
PAUET -y o
Fy vy (St
John’s Wort, & >
Foa X -g—

b EFEm F

CYPIABXRRAE 1A
EHT 5EH
Tuy 7 —+¥H

FAYOA)AAR
TZzo#HHTH
50 AADIM

IS DEFN,
CYP3A4 #HET
A rick i, AH

EH (ANVT 4T | DBEFLERTE | REZFORBY T
Y, VR FEN | EESEHEDT, [ BT YLAD
) UEEH ([ | BEOREBZHEE | hhBREZP LR S
FFadV— WEHEL.BVERE | €5B8Fh0H 5,

FraFv—n, | Blet+orEdT s
FyaFrry—-n| &,
), v usdg

FRIEYE (=
nagwA4 v,
rsyauxA
Vg, BIRK
o b= YBE
DIAHEER (%
a¥EFr, TNV
FHEF I VE),
TV—=T7 NV
VT a—A, NI
NI, TTLE
A

TEETI7F (R

77 F v OB

REMFER I X

FB1270T | BB ER| o T2 F V123
YU F L) b, THRENEL R
BOBENED S,
ACE REZ=#i AF & ZOEHFO | BEAH
IFZTUN Y | BERICL ) EH
VTNV, X | BRRERE (B5
D2 Bt 2 WRARICE
BLBESERE
FET)PRE SR
—Cl/‘Z)o
4. BIfER

AR OEZEL TORERSORIRRIZ, LTOLBY TH 2,
ERRHtR (7 V7)) & I111BERRAER
ERzEtE THEBRHABICE VT, FEFRE S 2 fld

8161 (98.8%) WCEIEREI RO LN, 2DOELEERIZ. &S
48 B (58.5%). IN% 47 B (57.3%). &2 L A 70— VLK 35
Bl (427%). B U Z )Y FIE 326 (39.0%). BEARE 30
#1 (36.6%) . ALT (GPT) L8 27 1 (32.9%) . BILHE 26 B (31.7%)



TdHol,

B I FERRRERER

BN E THERREBR BT, LEBEEMmATs 208 FH, 195 4]
(93.8%) WEMERARRD SNz, +DEREWERIZESE 83 41
(39.9%). BE 706 (33.7%). Bl 68 B (32.7%). Bl 54 51
(26.0%) . BIRILEE 51 B (24.5%) . BEHRIE 47 61 (22.6%) .

B L AT O —VIE 4361 (20.7%) . ORI 41 61 (19.7%) . B

B4 3861 (183%) TH o7,

(1) EX4EER

1) BEEUHEE (17.1%)

BEMNEENEDObNBEZ DD, BHAWLERS-25
ZidHhbH, BEFABRIBELY 5TV, BESEOLN
A, RIS CTHREXRET % 4 CET R RE %
7oz,

2) EE® infusion reaction (EEEZRAR)
infusion reaction ¥ S5 bNBEZ EHH V. Bl eEREe -
5ZLbHBDT, BEEZTHIITI L, EED infusion
reaction DR H N7 FITIE L 1RSIk L., B2 RE
2152 &,

3) BRI TS (CREFESARMASEE . FHZRASES) . MieMESAR
£ (WThHEERRR)

FiRIeERE (BHREFRORE, HERES) ., IRMEEIRE
PHobbIEBHEDOT, BELTH TV, EEIFED
LNBEIE, B’ 2T IEOFENRMNEFITI Z &,

4) BFREL (EEAFR)

BEAERHOLNDL I ENHBDT, BERTHITV, BE
PR LNIBFE IS L FIE L., BOLRREERIT) Z &,

5) JH{LEZFF. (SEETAE)
HILEFIEHobNE T LI HEDT, BEZTHFITTV,
REPRDOONHEICREEEREL, BOLLEFTS =
o

6) DERETE (SEEAEE)

LERTEFD bR Z 25 5DT, BIEE 5TV,

BREVPROONTGEIEEEEPIEL. BULAEBEITI S
kﬂ

7) Bk (5%LLE)

BkDH 6D I EHHBEDT, BEELTHIIT., BEN
O OLNIFEITREEPIE L. BB LTI &,

8) EE# (SEEARR)
BENHLDNDEZ LD HLDT, BEL T, BES
ROLNLHETIESEFIEL, BULAEBETH 2 &,

9) B¥HMm (SEEARER)

BRI D 5bNDE ZeHFHbHDT, BEZ 5T, BEF
PRDLNIGEIIHEETFIE L., BYLRRELRITI 2L,

10) SM#E (31.7%)

BIFEDTH Lbd Z LD bEDT, BELTHIUT., BF
BED L NIIBEA T EU LR ABET = &,

1) BEE (13.4%

MREDEELRBEENSGLLND I LHE0T, BELX+
DTV, BEFRD O NBEICRRES I T L5, @Y
TEEIT) I &,

12) EEFRERIEIREE (Stevens—Johnson IE/EEE) (SEETRAR)
B EFSIERRSEERE (Stevens-Johnson JEIEEE) Fbbbh sz &
DhHBHDT, BELTFIIT., EEIRRD S NEA I3
S4&dikL, BULZRELRTHI Z &,

13) EREIRIRRE (SEETRAR)

MERUGRBIEDD bbb Z L 95dh 5 DT, BEY 451247\,
REFRDOONIGE RS FREL, BO20LEEIT) &
¢

(2) ZDieDEIEA

S BIE
[EZ ) g, %
Bk, MR
i3
Efbss OW% (7 | B, g
7 yHOR | FE. HRE
%, OKER
W, Ok
HNE* &
tr) (50%LL
+). BEAR
. TH,
B, B
Mm% g, b
R A IE
B I 2Rk iR 4
fE. PR
BAE, Y
v IRER B A
i
B iE ALT (GPT)
L& . AST
(GoT) Lk
F
Reg-mam | Ba1v 27 | ElE
0 — VI
( 40% DL
). &y~
Be I E ., K
RNl
i
= 2VT7F=
Pt
R TRERG | REERE | A%
REEE., @
BR &
te), WE -
YAV R
P (MeERK,
WIREE, B
RNV
REXR, B
Exat).
Eak. WE
] Bk HEX TREE
&)
EHERER | RERY NRAE REHE, 90
W &
B-8BR | HRE (F | TE
RS &
i), BIEE
% Dt FE . | MER. WE | KR, AVERER
ENIE, E &
-

BE | s 1~ %k SRR

B

Eg @Y 28 (%) | EERE
ERE. B
BERES.
& & % %
&) (50%
UE). Mo
EEx, £5
FiE, S

FIBLEZE %

- BWEROEER, BRER (7V7) EIMEERERRBICET,

(FE4) LEWSLT, EEREZZT2L)BERIRET L
Lo

5. ERMEADKS
BEAOBRRBIZB VT, BHETERE. TH. WEZ0a1E
&) 2 BB\ 2 REFBSCEBEINTWS, $77, —fF
CERE CRAEEREENETLTVADT, BEORELEEL
LRLBEIRSTLIE,

(F5) F# 25 mg HEHCREE 102 LOFEFRD S b,
65 MU EDBE TCORFEN 65 ERBOBED 2 B LD
Ay =70V o BEHEHD 65 R LEDBETORERD 65




RERHOBHED 2 ERBORIER,

6. iR, ER. BIBE 0SS

(1) HELIEIEL TR ATEEROH 2 AIIE. BELEWE
o [BMEER (5 b, U¥F) 2BWT, - JBRECE
DN, BREFTBENFRE E R TS, T/, BPER (v
FF) BT, BEREER BAV=T) PREENT
V5,]

Q) BHLTOBAIIESTHI L 2RIT, RUCLETHRSTS
BAIIIEA RIS ®E 2L, [BlbhoBR5 I ET %
ML TV, ]

7. ‘NREADES
EHAEFER, FrER, 3B, $BXI/NRIHT 2 2EMI3FH
LTy, (HRREIZW)

8. BHELNEE

(1) e AFORMIT, BRELERRVCARFETL L,
A, TEEEYEEEFT 2V I E R R VEST
5 Ik, o KF = H S5 B BRIk, DEHP (di-(2-ethylhexyl)
phthalate ; 7 % VEEV 2. LF VAF Y V) % & F RIS
v - KM, BlREy NEERTAIE,

@ FEIHEBFOBEEERICAN, TRIURT L) IGEETE
BEAT020T, T FREAKE 3) eV iEioRs
T 2 &,

BIRAZSZOT AT ) AARTI O Y 5 AQMLHEE-BE
R (P LEERE)

FTAYVAYAAD Cope RV T AAD Cuue B AUC ZHE
Ey dEVEESTER LY,

#F1 BANETHERREREICEIS747 0 AR 15mgm®
B U 45mg/m” BHIR IR SR DREYBIRE/ S5 A — %

INA T EFREE
b= )V EIEFER 25mg 12 mL
(FAu)AAELT) (30mg)
AR 22mL

3) FHROFEIZ, EEHIC. —EBROFRFLLYT,

S DI TRVCEMEATER 1.8mL B0, N4 T VE LS
WHEMNT 2, REPBIE 2L THL, HRNFHZVE
EFERICEVHEET AT, 20~25°C Tit, 24 BEE
EThb, 2B, FHLEE. IREBEERTHERLE
wZ e,

2) 1) THERLEEDS 25mL #EWY ., HEEEAHER

250mL IR BT 5, AFFEAMT 2B R

EI) LV L RBEBORFHDNICRSERTTLZ E,

@) FRBOXFNI, BETIDBENNDL7-0, MOER &
BRELRZWZ &,

9. ZDNIETE

(1) FH 15mgBBERPHEES 1A =F =7 25mg BOKS (1 B
~28 H) 2O L7-8 I HEERRII BT, 2B
LRLhPol,

(ZEWENEE]
1. MegE Y

ARANETHERBEE 7T A0 A X 15my/m? (P
58 242mg) E9 % 30 SREBRAKZS L2 E, mMABFAY
OY AL AREIISHEOHEER L2,

GE6) AR OEABRAE-HER. 740 ) A& LT 25mg #
1 M5 TH 2,

10000 3

—o TAYVITIJAR
—o YEIJLA

1000 3

100 3

I FEY i BE (ng/mL)

0 24 a8 72 %
B5BE D b OB 0D
1 BFRAETEERREREICBITE 7430 A X 15 mg/m?

15mg/m* 3% 58 | 45mg/m? & 5.5
(0=7) (n=3)
FAYEY LA
Crax  (ng/mL) 10144316 1793422
tuax (B 0.5120.0 0.340.2
tz (i) 14.80.68 13.5+1.09
AUCy.. (ngh/mL) 2873358 2750250
CL (L/hr) 8.48+1.73 27.2+6.37
Vis (L) 8411 163+27
) AR (REH)
Cmax  (ng/mL) 89.1+40.5 157.3+37.1
tmax  (hr) 7.53+11.3 1.87+1.9
tip  (hr) 67.0+17.4 59.2+28.9
AUCy... (ngh/mL) 8168+2089 135249763
CL/f, E?  (L/hr) 3.05+0.61 7.1123.41
Vas/fn ED (L) 190423 325+103
T - R

(E7) fn: 7YY AADE YT Y AANDORBE

2. 2% HBACSETZRE)

FAT T ARRIMERS D FKBP-12 L&A LEERENZSS
ZRT o £ OEME Kd (IR DL FKBP-12 D 50%55%4
BIBRE) 13 51130ngmL (EHIERRE) Th ol

UCHBER# T L0 AREER 20 RUT 100ng/mL (2B L7k b
MiE#% 37CT305MA ¥ Fa—Y 3y s XDMkymEs
AT I FNFN 36 RU 34 TH o7z (invitro RER) o

UCAERT LT 1Y AR % 10 R 100ng/mL &8 3 5 AR MRS
M (A< FZ Y v b 045) ITBWT, “CAE#@T A1) A
ADEBEEAHEEIIFNEFN DRV 8T%TdH o 7= (in vitro RER) o

3. K8 MEACSITIRE)

FAYRY AARITY ARIL CYP3A4 1T DS s RS,
FATR) AABRNESZICR OS2 E 2R8I o) 4
A (EHAEY) ThoriELLNS,

4.8 MEACS B3RS
B ERESRE I YCEHT A1) AR 25mg R EIRAES L
ol &, BEEHEED 18%HERIC, 4.6% 1 RHICHRE S iz,

5. HRERICHS I 3EMEE HEACETIRE)
BERUTEE &9 offgERERE (17HARC7H) 1274
Y1) AR 25mg T EHRAIRS Lz &, FAVRY L ADFY
AUCRFLESEXHHEEEEBE6RICRE LA &M 14
BRFHILIETHY., Y0 ARDFHY AUCREFNZTNH 1S
ERUH1TETH 7,
o EE @Y O BERERE TLICTF LAY T AR 10mg
O ZEHIRAES L EDF4H310Y AZDFER AUC EF i
5B BEE) O REEERE 1L BRI L L EDH 1T
THhH, 0V LADFEH AUC 12H 08 ETH o7,

(E6) AHOEZRE - AER,. 74V Y LR LT 25mg 8
1 M5 TH5,

(#£8) NCI-ODWG £:H# |2 X 2458

(ERERRLHE]
1. ERERERE

ERikRE (7V7) SIHEEERER

BAR, HERVEECTER L -ERER (7V7) £1HE
RREBICBWT, BITEEMREEL 28238 LT &
#) 20mg/m? =9 (6 41) X1d 25mg/body (76 B1) % 1B 1
[\, 30~60 7% CTHEBERAZE 21T A7 P2 — VT




G U728 20mg/m*#2 5-8 B0 12253 % < . 25mg/body
FeESHOREZBNL B (11.8%) THo7z,

(E6) AKIOEATEE - HER, 72312 AR E LT 25mg
BHI1ETH 5,

2. EHEERER
w4148 MARER R B
EURAZ B ORGEETRERRBES PR LS
HERRHBRIC BT, FEESE (25mg # 1 [ SiEE5IRP%
5) B, AvF =720 - o REBICHE LT, £EFE
DHERERFRD LN, 2B, KHE LAy —T 20
a & OFFRARITEREIME I TV RV,
(E 9 UTRRT 6 HEOFHRFD I 3 HEM EICHY
SRyt :
- BB L AN TOSERARBOEESETITET
1 4R
Kamofsky —A%{REE (PS) 7% 60%~70%
NEZ O Y EHEEEO TRKR
FHIEA V¥ AfE>10 mg/dL
FLEEB K FEBE%Z (LDH) EPEEEERO>15 6
SmBES1

£2 WHENAERARRAER (5 2 [ h TR

A F—=7 AFe L F
SffigiE T Y-a AEZEGHE | —TJxav-q
) i B5E (209 1) BERR S
(207 #1) (210 %)
EEFHE D
FOLE (HH) 73 10.9 8.4
(95% fEHEX (6.1,8.9) (8.6,12.7) (6.6,10.2)

i)
PN — R0

= 0.73 0.96
Fﬂ(?s% fRERK B (0.58,092) | (0.76,1.20)
pfE By — 0.0083% 2 0.6956

(#£ 10) Cox HBINF— FEFN (BFYBROFERTHIBIZL Y
=li))
(1 11) logrank #85%E (BYBROFER ORI X 1 B3)
(E12) REDSEUTREL-FEAE 00159 LY /8N
72O, MEAMENICAETH AL LHEL, 2B, REL-FE
JKHE I 446 Bl DFET-BIELREIZ 33T % O'Brien-Fleming boundary 12
£,
€ 0]
1. fiEEERYY
AFNEKREELHSAFERO . MEBMEE SRV (e ME
MBLE BBtk e LT, 786-0 #IBakk, UO-31 HHBakE.
TK-10 #Hfa#k. SN12C #lifaik, RXF393 #AZ4k. CAKI-1 Hi
BtRe &) 2BV in viro RBICBWT, b BB
HSRAIBR OB = HH Lize T2, in vive RBRICBWT,
X— RNy AL FEMREE R (A8 #
fatk) OBEREEIHIL 2,
2. ERKERE
FH)iE mTOR OEMHILEEEL, Z0ER. MEAHO G1
oS H~OBITEFINHIT A2 &, S50, EEMUNRIEIC
BITAMEHECEEL BEEZFTEEREERT (HIF) RO
MENEZEERTF (VEGF) OREHZHHTLILICLY,
[EEMROMEEIHT A LEZ LR TV,

(AR ICETHEEPHA]

—fg& T LYY AR (JAN)

Temsirolimus
b4
(1R,2R48)-4-{(2R)-2-{(35,6R,7E,9R,10R,12R,14S8,15E,17E,19E,21S5,2
38,26R,27R,34a5)-9,27-Dihydroxy-10,21-dimethoxy-6,8,12,14,20,26-h
examethyl-1,5,11,28,29-pentaoxo-1,4,5,6,9,10,11,12,13,14,21,22,23,24
,25,26,27,28,29,31,32,33,34,34a-tetracosahydro-3H-23,27-epoxypyrido
[2,1-c][1,4]oxazacyclohentriacontin-3-yl]propyl }-2-methoxycyclohexy
1 3-hydroxy-2-(hydroxymethyl)-2-methylpropanoate
g

HaC

FF3 I CssHyNOgs

STFE 103029

B AR EB~REBOBRTH D, KHdzry /-
(99.5) CHEFRT L, RIZIZLALBEIT R,

(a2 £]
BB 25mg X1 N4 TV (FHFREE X154 7 &)

(EEXE R U E R K]
(EBH)
1) Fujisaka, Y. etal : JpnJ Clin Oncol (FEFZH) 2010
2) HAER ETHBAREIEETESRE L-EERER (7
T7) S NHHEKRRE (2217-AP)
3) HAER HEEERICRET 2R (RATRENEIER (in
vitro) )
4y HRER FREBSERICETIRE (v NEEEkERE
X — F 9 2233 % BB X UTPN- « & OFEEER (in
vivo))
(ZEEER %)
[FEBX] ICEROLRERIC o2& LTL FRICITERT
SV,
77 A —ASH BERERtr -
T151-8589 FEABEARXAL 4K 3-22-7
FEIMEHRT A YV 0120-664-467
FAX 03-3379-3053

sEmE 77 A Y-S
FRERE AR AR 3-22-7

gz KEAERTRGASH
ARSI T 1 & 1 S



(%R - #h]
RIGUIBRABE I ER B 1 D B I

AN
EHBYPFRERDO L WTFHRAROETHEMEERE LR E L, 1 V¥ —7zarq (L
T, IFN) BHEESRICT S, 70y 2Ax (BT, A#) BEHRSHED LW IIERH &
IFN DB S HEOEFHMERVRESF BT LI L 2L Lz, BIEALSERILFSE
3B (304-WW HER) % 23 »H, 1stic 0 rozitLz, sEEOTFRY 2
HF (5B ® Memorial Sloan-Kettering Cancer Center D F A B RF I 2 THEBOEMH
DHE) DHH, SEHEULICHSTATFREAROBREENR L LT, 616F0RE IHE
SNz, WERIZ, PN BHRIRS5FE (K 1800 FHAL, A3 [, RT#HE) T200%), AKH
M58 25mg, A 10, HEHRAES) <2086, SHAKSE (K% 15mg, B 1M,
HiEEIRAR S, IEN &K 600 HEREA, H3E, ETHS) T2088THoiz,
SRR (0S) OpIMEIR, IPNBMBESHETTI3 2, AHBEHEEH 1097 A, Bt
FR%GH T84 7 B &%), REIBMIZ5H)S IFN BIRIR S L, MEtF0ICEEC
OS ZIERT 5 Z LAVRENTz, —F, BERAZSHCIL IFN B 58I, A& % OS
DEEWERDON Do, FL—F3XB4DFEEZORIEEIZ, KFEBRERER
U'IFN Bz SR cenen, EIE (RF © 11.1%, IFN : 26.0%) , HILEKBDE (K
% :05%, IFN :5.0%) , $&&L (K% : 0%, IFN :3.5%) RUOE#H (K% :0.5%, IFN :
3.5%) T, IFN B ERICHN, REBEMESHECORBEEIMED > 720
—77, BIKE (K#F :106%, IFN: 1.5%) , &Y VEEME (KA :53%, IFN:0.5%) , &
OMEA ) 7 LE  (RF| © 3.4%, IFN : 0%) T, IFN BEHRSEICIN, KEBEEE5E
TORBEEIB 272, HRREEHICBITL 7V - F3 N34 0EEELZORTEE
(10%EL L) 13, rHIRESRE, REBEMIESH, FNEMRSHEONEC, EDED 284%,
11.1%, 26.0%, A% 38.5%, 19.7%, 21.5%, FHERBRIED 15.4%, 2.9%, 7.0%, FWRE
HEDS 10.1%, 8.7%, 55% TRRH LN, MM HIRSEE CIIAR B 58 K& O IFN Bk
BEEREICHN, BEEORHAPRD LN,
304-ww 812567 LT, 20ffEr o kB BT BB RE E R L Lo 2 M
BUmI 5Bk (200-US #BR) #FEML, E22 3AETOAENERLEE B Lz,
M1 BIOBEIFEFRSN, 110FIHEE SNz, TEFMEE TH 28T, 25mgBT
5.6% (2/36) , 75mgBET2.6% (1/38) , 250 mgBET 8.1% (3/37) T o772, 0OS DHHLHE
X, 5mgHET138 7 A, 75mg#ET 1107 A, 250mgEHET1715 ¥ HTHh o7z WTHhD
AEFIIBWTO BIF2BROEREZR LY, AEENCX A2EEHMOEELEE
BREOONL o7, BREWIZOWTIE, HEOBVWEEFELRL LT, B2 /WRESIRE
B (16%) , KRR (11%) , EIE (56%) , Bl @7%) BRUEHPE (42%) RO 5
Nice Z7V—F3NIT40ELEEER (5D L) X, SiE 21%) , &) VERIMLE
(18%) , &Il (11%) , REH (10%) , BELE (%) , Wk (6%) , &iBHE
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(6%) THolze BEFROFEHRFIIOWTH, ﬁ/u@mgﬁi&ﬁﬁg%ﬁ@# L% (
(25 mg BET 36%, 75 mg BET 42%, 250 mg BEC 64%) 72%%, ThUMNOBEEESE K
BREEEFORHERBICELC, AERMICEELR2EZIROONE P o7, KEHOKRESEDN S
HAEIEE, AEERICLBEER RS ERO RS 2 @480 bz, 2B L
BWEZLEE LIZBER, 25mgh, 75mgBERT 250mg BT, #HEN 2%, 32%Kk T
2B TH o7, 2 ML EHGERELEL L2BEX, 25mg B, 75mg BER U 250 mg BT,
ENEN 42%, 5%/ 61%TH o720 M/IMREBA K MIELD, &d L AONBEN
BREBIERZVNEL LEEERTH o7,

16 Bl CEYBRENRET 217\, BHEETEVREEZ/RLLY, AEEHOBRZER
AT EBI LTt o oo JEHFEMIZIX, MVMURADE, %5 EE, SIEIME, Wik,
EFARICBWCE, 20RELBESICAE LMD SN,

[ P B R AR
BAEAN, BEANRUHEANOETEEMIBEE 2R E LAKIBEEERSIC X 2 EEREF
(727) E2MAER (2217-APRER) ©EMEL 2o GFF 2 BIOEITHEMIESE (F
BREDO 2 VEBENIEREDD 5 BE) r"AHBRICHAANLNTZ, 6BIOHERNEZ S
20 mg/m’® DB 1 [\@#H5 %, 7661 (AAA, BEAIHEN) OBHEH 25 mg DBF 1 @RS
2RIz ERFHEEE Th 2 RRIFIZEE (CR, PRIUS 24BME LD SD TH o 72 BH
DEE) BEAHRROLETOEETA.6%TH o720 5, 25mg B G SNz 16 HICBI 5
ERIREIFIZRERIE 47.4%TH D, 20 mg/m’ H5#x 5 S iz 6 FlIC BT 5 BRIOFIEEL 50.0% T
Holzo RREBOLTHEZICBIT 2 EMEAFIE (PES) OHRfEIX 73 # HTh o7,
¥72, 25 mg HGRITHBIT A PFS OREIX 73 2 ATH Y, 20 my/m’ 5B BIT B PFS
DWRAEE 8.7 7 A Tholzo BEMITOVTHE, FH L DRERREMb R WEESSI
82 Bl (100%) ICRH L7, Bd L ALNLEEERIE, %5 (585%) , OME
(573%) , BIVAFO—VIIE (427%) , BERFE 41.5%) , &) 7Y %Y FE
(39.0%) , FEHMRUERY) VERIE (& 37.8%) , &I, E¥H, 75=Y -7I/FFV2A
T 25— PEMENENE (£34.1%) , TANTEVETI ) NS VAT 25—V
(31.7%) L HEIE (30.5%) THolzo 7L — F3IRNIX4DEEFERII, 540
(65.9%) ICHHL, T 5% LOBWHE RO LN L —F 3 L 4 OFEFELII,
&Y VB (13.4%) , &l (98%) , Wik (85%) RUBIKE (7.3%) Tholzo KK
BIIRT TR, 356] (427%) THolz, &b L ALNER L, FREBOHEE (35
Bl 256l) Thot, BEFRICIAHCTHTH Y, WL, Mgk 26, EUHK
e, SHEA e, HEMEMER D) , BIRCLMREAESE 1HITH o7, B
&75$$% ;t/\{zkf 3061 (36.6%) WCRBEL, 709 LREERIEETCELVWEELEE
FRIL 166 (195%) Tholo EETSBULOBREFICEDOLN-BEELHFEERIL
iz (8.5%) BRUILD (7.3%) Tholz, WBRENKGEPILELELT2HEEERIL 236
(28.0%) THY, BD I ALNLZFERIOD (7H) THho7z,
HARANDETHEREEE 2SR E L7281 HER (131 JARER) T, 10BICKFI»4E
5&h, 15mg/m’ (FRERERE 173 m? & L7234, # 25 mg 1Y) OB BIEIN,
¥7z, 3BIORMEEMIERE CBVCE, RO SDORE (1138, 371 H, KU 24
H) "RDH6N, H5HEOREITH -7, FEEROBEH, BE, »5VIIERREER
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HEOREWITHET 5 R, B/ TERESNFRRRBRICB VTR SRR 0ReH
KT ARREBICKRELZEVEIROON o7,

s
e
p={{{
B

IGRED 2 WETHEE MR EE g & U728 3FEBRIC B\ T 25 mg BE 5 CORRK
MAERBESRO ON-Z L, AERES 2HRRICBE VT 25 mg DB S IIEREDD %
EITHEMRERE T LBRSR LR L2 &, RUBEKEKRE (7V7) E2M38RCE
W 25 mg DESRIRGIX, BHAAN, BEARCPEAOETHEMBEEE ICN L TEET
BAREEMTO7 7 ANV E BFREMEFROLNIZ L2b, HEBOFEICIIPLLT,
EATHEBEMIREO SIS LA TH 2 LW L7z, T/, EATHEMEICIE, RIGWE
RSl RIGWBRBROBEFES, F - i - RS~ OEBEEL, REUERTELY ¥ 5HR
UBZHGENORBEAPEIND 2 L2 b, ETEFMRBORREMEL, KH O -
RE RIGUIBRARIEREOTMIiE] e L,
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[(AE: - BHE]
BE. BRAIZRE T30 A AL LT25mg % 1AMIC 1H, 30~60
#53 5%,

TR T RERRA

TEARHL

B

e o EREEE 2R L Lz 2008 1HERIESRER (100-US, 101-BURER) #
EHL, 7Y AR (DT, XH) oG5 HEEMRE Lz, 100-USRERTIZ1H1ES

HERRER S CHET L, 101-EU REETILE 1 %5 TR 21T-o7
DWTIEZERBIAS, 1H 15 B EREERS Ik 88 FlH 1 BlicxtL,

o TORER, AT
H 1 EHR 5T 24 61

HFo2BlicRRO b N2k, WEETOMBE (LLT, TIP) R TH 7245, #A 1 EHF5D
%mmfi2Mk%§%®TW# ROLNI-ZE, BT, ZEEIIOWTIIMECHEABETD

oY A i Y5 1@#%“% :J:Rlzt-o
BERRICOVCH, 20 kB B CRITHEEMREES

X E L5 2 tHEH

538k (200-US2ER) #FEML, 25, 75, 250mg D 3 HEEMET L2, FTOHKE, B
MR OZEMEE, 3HERTIEERERE T 12, AEEFLICLAEBERSEORERS

FEEH ORI, AEERFMICENT 2EmMIRO bhi, Tz,
FHREOERP LD, KEZ 25mg 2B HETHRETAZ L

EY BRI R OE T
IR ERIIZWEE

ZbMTz, BT, % 3MHLEBRE (304-WWHRKER) TiX, A#| 25 mg DEHHRS T 0OS D
RAEDS, 4V F—T7 20 g RS EED 73 5 I, 109 7 A e mic A E it
ETAZEAREN, BRNEREIZD LN, LEOREE® S, N TORHE - AR

K| 25 mg DB 1 BEFRG- L #&RE L2
ENTOEITHEEBEEE 2R E L2E 1R (131JARER) |

BV TH, WS E Rk

’ﬁl@@ﬁﬂi@#@?ﬁﬁ%ﬁoto%@ﬁ% 15 mg/m® (RFEERE 1.73m* & L7235

, # 25mg IZHY) ORFWIHER I N, BiZ, BFEFHRTRDOLNIZHEFZRORES,

ﬁ%,%%wiﬁﬁﬁﬁﬁﬁﬁ%wa$krﬁﬁ kﬁéﬁﬂ@ﬁ@@ BT BRERIL,
ﬂf%ﬁéhiﬁfﬁ%kkwf%ﬁéﬂfﬁ%@t PEICE T BRER EBICRE 2BV
ROLNLEhoT, 2, TVTAOETHBMEEEE 2SR LAEBRER (7V7)
%Hﬁﬁ%(nnAPi%)kbwf 25 mg DA 1 [{H5- CRETRLREMETa 7 7 4
N BIFRESESBO LN, INLDZ S, HERATOHE - HEiX, Wil i

ZAHE] 25mg DB 1 ARG L FHE LT,
LUFIZ 100-US, 101-EU SREROFERZEHT 5,

ETHEEREEE 2R L L7258 | HEMRSHER (100-US HER)

100-US RERTIX, & %2/85— 1 EFREAEE) RUVS— 12 PS0FEWE L LTaHLN
HPERELREED 7~ 10 HLE & 0 AT OBREEBERE LMo EED» S o

EBEET, BULRBENEVWEE) IO TEHMiEiZIT 2 770
N—= M 1636, 73— 21225 BIDE 88 BIMHAANS NIz,

ALZAER, /S—F1

25075 ~ 24 mg/m?, 78— b 22815 ~ 37 mg/m” TH - 72, PUEERIRIZ, 88 I+ 14112 PR
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BROLNTz, TIP DHFIEI, /S— M1 RUS— 2 TENREFR, 292 AR 183 AT
otz HELHIEESIER O TIP & ORICEERIIED SN2 h o7,

BRVETIEE (GEIMAEZ BT 2E~D 25%L FORBET, TN EFVALRNC L BIBEN T A 2V
Pk, AINVKTSGF UV H2EOCLVIAVTOWREBENS A7 NVHUE, AVAAFUELLET
AMIATY CITEBIEEVITA 7 VUEDWTNUNICHEY) 22T THBETIER
19.1 mg/m® DAEFET 6 Blh 2 FLCHERIBEEFEE (LT, DLT) (M3 Y X7 35— ¥,
W, TW, |EORE, WIhd 7L —F3) PMROLHN, RKHE (DT, MID) i1 HE
T D 14.7 mgim” L RE Lo B/MROBIEE ( FRVBETEE] KNS L2 VEiEERE (&b
RORAE] LER) 2Z T TWBRED MID BIRESN D o7, 24 mg/m*BETIX, 7
L—F3D0O/R% (DLT) RUF L — F2Xid 3 DI/MGBARED 720, FEHRS T Zh
o722l b, RRKFAEZ1IHAETD 9mg/m® L #EE SN2, 75— b 21I2BWT H S
L-HE %’Elﬁ]’(ﬁ&?&%ﬁf&# AL, MID IZRE SN2 D272,

ETHERERE T RE LIS 1$H$5E?’“Ef%ﬁ%ﬁ (101-EU X&)
101-EU AER CTIZZ MmO /-0, EITHEERIEEE LRI 455 HAAN SN, B
ﬁ‘u‘}ﬂ% 1Z7.5mg/m* & L, 220 mg/m’ i“C MB %17 2770 220 mg/m* TlX 6 BlH 241 (33%)
IDLT 2853 L 72728, 220 mg/m* % MTD & L7720 220 mg/m*> TRH SN2 DLT X, 7L
— F3DOORERUZV— F3DEENETH 272, PUEERIRIZ, PR 241 (8%) , SD 7S
9% (38%) ICERD SNz, TIP DHFEIZ22 % BRETH Y, PR 2H7- 2610 TTP IX#
neh, 657 AR 545 A THo7s MID RiFmHKE U MID 2#%5- L7 8E T TIP 2 /Ejl
FEiiT AL, FNEN 23 » ARG 21 » ATH Y, TIP ICHEKREEIEEDON 572,
FU—F3XiZ 40X AEEELIZ, B (208%) RUEILVAFa—)VILE (208%) T
Holzo BRELOHEFPBECELRVWEELZAEERIZ, FHEE, Buk, HEMHRL,
EWE, B OWMRT VL I ETH o7, LLLOER?D, i‘éﬁ']‘éﬁlﬁlﬁ,ﬁ%\%‘kﬂ L, A%l
7 7.5~ 220 mg/m”A 1 EE S RIFRBERER L
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[FREEDEE] (F)

(A EoERE] ()

AR EARAL

[EHEDFE] &, £FD
CCDS I2E T XFZE LT

(=

1. ABIDOHEECH 12 »> T, BRRICTIME T E 2EEMBRIC
BV, FPAICFEEECHSEHE - BREFOEMOL LT,
AEEVEV EHR S NBEFRICOVTDAERT S, &
. BERBICELS. BEXEZORECEMER R
(Bic. MEEMERODHER. BE5POTEEERE,. BTLE
S BIFH S EHECETAER EHHICHRL. BEEET
PERETEI L,

2. BRARBRICBEWT, FHOBREICLY, MEEMEERSBD 5
NTHY . ATEESLHIFRESN TV S, BEICERL TIEE
Wh. FRRREE, EAZORKRERICEETS B0, BERIX
UHRSHRETEHNICHSCTREEER TSI &, 2. BEEY
BOONLIBRICE, BULRE LTS L &HIC. BERFEDT
BIEOWTEBICRHTEC L, [ [HE - BRICEET3EH
EozE] . [ERLEANEE] . [EXLEIER] 0ES
]

3. MEIANZF v U TDBETIE. REORSIAREPICIFL Y
TIWADEEREEEC. A2 5RTICES RS, H 5,
FROBSHIBPISRER TR G THHOICTEEREEZTD
BEHRIANIDBEELOBIBEPERDOERICIETS
é:o

1. BPAERICHER I NS HE
FE2RE5 T LBOEKRN 2
FEEFHE LT, HEo0D
[FREOEE] T
%Q% l/f:o

2. KHEID CCDS IcHEo x5k
E L7,

3. FRTANAF Y YT D
BE T, REORZELH
ERIIC X D, BiEBsRE
CHEBENEDDLZ D
L, FEORBRLTHEF 2%
E L7

[ZE2(ROBHIZITEBSLAGNIY))
1. RENOEASXIE Y2 Y A RFEMRITH LEE OBEAE DL
BndbHEE
2. WIRITHER L WA WD d 2R [ [HiF. EiR, 2
HLFE~DERE | OHESR]

1, 2 BH]D CCDS I2HE£T X
HREL.

<%hEE-RRICEHET 2FEHLOEE>
1. FHOMBRPILFEEL L L TCOFMMER IREMIIHL LT
\,1&\,:0

2. [ERBGE] DHOWNEEZRML ., RFOFEHERIEEEL+
DL R LT, BOBEOBRREIT) 28, [ [HERAE
DEZHK]

. ThFETICERL-ERE
RKERTIZ, WBEHEBILFE
Bl L ToOFERRERN 2w
s 75‘%%%% Lf:o

2. X BMIEFERLHEET S
72OFRE L,

<HZ&- BECEETERLDEE>

1. 4 M4 VER 2 ETHMOFEBREER & OftHICOWT,
BERERUCREHIEIHIL TRV, [ [FofioExE] |
[ERRBAE] DESR]

1. ¥4 b4 V8K Z2EL
O EMEEER & O H
2 & B ERERLREETK
N -ABRERIIHLS 2
EhoTWnhEnZ &b




2. MEBWREFEILLBEE, ER EEECRLT UTo
BLRZ2ZRL T, REXIHIETSE L,

HEBRRRICTT H4K% - PIEOHE

N LG OURE
BERECEHERROE -

B ORRRIEIRED 23
D5 (HFEGICIER
L)

SERATIES % % THET 5 2 Lo

HE ORRRAERE)
TROL (HEEREICK
Erh )., BREEETE
3 5)

FRPRAEIR (238 B ) % 32
0. MHLEEEDET % 72
5

#5-HIk.

FOEREREDS D), B
R ESGIEERT R D%
L&D 5

(J£3) WREEE, DS

3. MEMHERDNOEE (FL—F3DMLE) ORWEESRHE L
Baid, IEE CTERE RS 2ARIEL, 3 BREINICEEDI D
b, BREZTHIBEICE, HE5EX 1 VNVRE LTRSS T
58 (BEDLNV ;. BEHE 25mg—20mg—15mg—10mg) o

4 . infusion reaction = FF5i3 A 7280, KK DIZXGEIZ, Pie X% I~
H @-7an7z2=253I0y< LA VEEE, V72 RS3I VB
WRIESE) %575 2 &, ARHFHRS-HZ infusion reaction 2SFH L
AR, BEEFELICHLETAZ L, [ [EEREARE
7l . [EX2EER] 0ESE]

5. AF 5T HHITIZ, TTEAI L LT DEHP (di-(2-ethylhexyl)
phthalate . 7 ¥ WEEY -2-TF VAF IV 2 ELHE Ly M &%
FHLZWZ L, [ [EHLEOEE] OEEBE]

6. RH S THEICIEZ, ABESMM D TOAL VS5 A v T74 Ve —%
fEFRTAZ L,

7. EEOBREEEOHLEETIE, RELTEERTHI L,
WERE] DIEBHE]

[ %

E L7z,
2. TAYEY ARBHES
T o HEM®EMNER
(2742181 HEHR) RO
OD 7 FNAHFY —K—F
THIRSN: D DE=F
VYT, iR CEEE
(5.3.5.2-9 JH ® attachment
2: Guidelines for Monitoring,
Diagnosis, and Treatment of
ILD &) CETEHRE
L7,

3. #EEHE: - HEWCET A
ERRTER OB (2734 1]
Z) RUARF D CCDS 12
EOEREL,
4, T AT N RADOBEME
B Tco @ HERKL
(2.7.42.1.82 HEEB) RV
AHF)D CCDS WCHETEHE
Lf:o
5. BRI ARERFERAROR
B/ HELOHEAEE
(23P().2.6 HSE) RO
AH| D CCDS 1THDEXHKE
I/f:o
6. EIN% & T E U MHERE
BRTORBRREUEXRAF
CCDS IZETXZE LT,
7. PP E % b OB BRE
BEZWHE L LIS 1 M
RABROKEERE (272218 K
W 272371) ITEDERE
L776

(ERLEDIEE]

1. HERES (ROBEHICHEEICHRETSZ L)

(1) MicHMERRE 2RO 8% [MEMMEESRE,. EEbT
LbBENN D5, ]

(1) 74370 HAHMRS
TOMREREHFRDEFEZR




(2) FFREEEDD 2 EE [KAIOMPREN LAT S5 BENHED
%o [EYEIRE] OB

(3) BEEZEHLTHEEE (BRI L Y BREESELT 5

BINDDb, [EERERWEE] OHEBHE]

(4) WRYAIVA, BEEOBRBEE [FERIT2BEWDD
o [EERERINER] OEBHE]

(2742.188 JHZMH) 1°&
DERE L,
Q) K#KJD CCDS ITHT X
%&% Lflo
() AFNIREMIHIERE
LTWwWaBY, BKRIEIZRE
BLRTL b, HE
DEBEHEFT ZHRE L
@) R4 VA, EBED
BERR Je Cl, AHIRE
HEMERICE Y, BiEEL
BBIEBENED AT
W, HEORELZHF 2 &
E L7

2. ERGEXREE
(1) FMEEMEE BEGWEEREE-E5280555) Fbbbh
B2 ENHBHDOT, BERMGH R RGHBRIILTOREE

BETAZL, [ [EXZBIER] 0oESE]
1) AFERIC, I CTREZEMK L. Wk R, Bk, 55

LEOBKREROEFEZFER L LT, HE5HBOTELEEIC
W52 L,

KRS RERIE. SRS CTHREZERL. OEEHT
ROFELEEBCHET L2 L, WHREEE, B, BRAS0OH
RIERDSTRD b N354T, LB T, fitgeest (0
dL#se) [DLCO] . BRIMBERAAFIERES) *EHEL., &
2 I N 5 B N

BB LT, R R, Bl BREOHBHRERED S b
NHEIE, BEBICERT L2 L H)BETL I L,

infusion reaction & U T, #i4L. g, MR EZE, ELE, £
W, BREHEE, TFHFI74 93V —50ERFHObNE T &M
HY., BHEWRERLELIEEDHLDT, KFOHESIIE
JE @ infusion reaction {2/ 2. CREERIC T3 3T IB0 T & 5 i
ZiTolz ETRET A5 2 L, 2 BB DEOERFHZSEIZMD T
EE D infusion reaction *FIHTH I & dH L DT, AFIxKS5H
FEREZEORBICTSEET LI b, AFRSHBRIEZ NS
INFAYDEZY ) VT RIT) 2 EREOREL T ICBIE
§ % Z &, infusion reaction % HIR L -HA 1T, ETOBER
WERDPEZEICAETAEITREEY T SICBRTL L, T
72 EE 7% infusion reaction 75328 H N 7ZE1X. &S5 2 dIk
L. BYIZMEZITI L, [ [EXZBIER] OESE]
BIAEND bbb I WD A0, FK5FEH AR URS G
BiZ. EICEERIEEOHEZITI 2 & [ [EXR%RE
YER] DEZH]

2)

3)

(2)

(3)

JEERHMEENDOLDOND I E2D D720, KEFRSFRUOE
B3, mMEaLVA5Fa—L, b)) FOBIEEZITH &
Eo
AENORBEIFIERICE ), ME, EE. YA VAHEVIE
B X5 RRYER BN RSB IIELS 5 TEES D

(4)

1) FAavaYy s REMES
TORHRHERDODER
(2.7.42.1.88 HZR) KU
AHE|D CCDS IZHEITEHRE
L776

() FATTY) AADEH
5 Cco @& #% E K o
(2.7.4.2.1.82 HEHE) RO
AH|> CCDS \CHT XFBE
l_/f:o

B3), @ FryO)HAH
MmES5ToRFROES
(2.7.42.1.8.7 HZHR) KU
AHF|D CCDS 12T EHE
L7726

() AFNIREINEER A

LTBY, WE, EFE, 7




(6)

(7)

(8)

(9)

Bo Fho, IFHRY A VA, RSN TS 2 TN D 2
720, ARSI > TRRDHBLERT S 2 Lo BIE
CRBLTVRHAIE, RFIESINCE2EE LTB<
T Lo ARG HIBIMED R LB HHERT S
Lo [ [EXRZBUWER] 0EBE]

ABER T BOE L RN D 5700, FMERIRG L HETT
B ZENET Lo FMBROBRSHERIIEZFEORBIZL U TH
WrysZl,

BAEDFD OO, BEHNRERLELI LB H720, &
F OB BMEET B O SRR ISEHIIC g 7 L 7 7= >,
MHRREFR (BUN) FOFHERELITI L, [ [EXE
EWEH] DIEZSH]
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Temsirolimus

1. JAN

1.9 —BMABFRICR S CE

BERER . 19-1-B2

JAN !

L4 -

(AAR%) A0 AR
(€ 4£) Temsirolimus

(BA%)

2. INN

- Fudio(e FadF X F)2-2F 070t v
(1R,2R,45)-4-{(2R)-2-[(3S,6R,7E,9R,10R,12R,145,15E,17E,19E,218,235,26R,27R,34aS)-
9,27-Y ¥ Fr & ¥-10,21-V X b ¥ -6,8,12,14,20,26-~F % X F)-1,5,11,28,29-"%
vy A F-1,4,56,9,10,11,12,13,14,21,22,23,24,25,26,27,28,29,31,32,33,34,34a-7 +
Fa%e Fu3H-2327-ZRFVE) F2,1-c[14F FFFLraar by r7ay
FU3AN]TEEN}2- A XV UEAFYNVIAT N

(& %)

(1R,2R,45)-4-{(2R)-2-[(3S,6R,7E,9R,10R,12R 14S8,15E,17E,19E,215,235,26R,27R,34aS)-
9,27-Dihydroxy-10,21-dimethoxy-6,8,12,14,20,26-hexamethyl-1,5,11,28,29-pentaoxo-1,
4,5,6,9,10,11,12,13,14,21,22,23,24,25,26,27,28,29,31,32,33,34,34a-tetracosahydro-3H-2
3,27-epoxypyrido[2,1-c][1,4]oxazacyclohentriacontin-3-yl]propyl}-2-methoxycyclohexy
1 3-hydroxy-2-(hydroxymethyl)-2-methylpropanoate

AT @ A% C WHO Drug Information Vol.19, No.3, 2005 IZHE X hTw 5,
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(1R,2R,45)-4-{(2R)-2-(3S,6R,7E,.9R,10R,12R,14S8,15E,17E,19E,215,23S,26R,
27R,34a5)-9,27-dihydroxy-10,21-dimethoxy-6,8,12,14,20,26-hexamethyl-1,5
,11,28,29-pentaoxo-1,4,5,6,9,10,11,12,13,14,21,22,23,24,25,26,27,28,29,31,
32,33,34,34a-tetracosahydro-3H-23,27-epoxypyrido[2,1-c][1,4]=0xazacycloh
entriacontin-3-yl]propyl}-2-methoxycyclohexyl
3-hydroxy-2-(hydroxymethyl)-2-methylpropanoate
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Temsirolimus

110 X - IRFOREFXFHOT LY

1.0 EE - HEFOREFEZEHOI LD

(1R,2R485)-4-{(2R)-2-[(3S,6R,7E,9R,10R,12R,145,15E,17E,19E,215,238,26R,27R,34aS5)-9,27-
Dihydroxy-10,21-dimethoxy-6,8,12,14,20,26-hexamethyl-1,5,11,28,29-pentaoxo-1,4,5,6,9,10,1

b4 - Bl& 1,12,13,14,21,22,23,24,25,26,27,28,29,31,32,33,34,34a-tetracosahydro-3H-23,27-epoxypyrido[
2,1-c][1,4]oxazacyclohentriacontin-3-yl]propyl }-2-methoxycyclohexyl
3-hydroxy-2-(hydroxymethyl)-2-methylpropanoate
HO @]
H o%
R

TGRSR O B E

BE. BACETAYE) AR E LT25mg 2 1 BB 1 E, 30~60 4517 T A&

A AR BRI 5T 5o n B, BEORBICL ) BERET 5.
BIFEEZEDRE
THiRA R Bk 5a301) AR (JAN)

BRRG - TE

BA ) RV AR 25 mg

CONFIDENTIAL

1 , 7 4 AL




Temsirolimus 110 FE - PEFOREEFEEHOI LD
HE ORI Emeke) &0 & BHIRA
<A >100  >50
7 v b > 100 50
v >75 >2.5
K8 BE 5 ®R5ER &S5 Emgke) EENE
<A 234 &EO 0, 10, 30, 100 <10 mg/kg/ H
3% A &O 0, 10, 30, 100 <10 mg/kg/H
K& aiE #5HE H5ER R5Emgke) mEEE
v a4 | 0,0.3,1.5,7.5 <0.3 mg/kg/Al
17 R O 0,0.1,07,5 0.7 mg/kg/ H
3% H x| 0,0.05,0.1,0.5 0.1 mg/kg/ A
67 R &O 0,0.03,0.1,0.3 0.3 mg/kg/ Hl
v b 238 BIRA  0,0.1,025,1,2.5 <0.1 mg/kg/ B
47w BIRA  0,0.1,05,25 0.5 mg/kg/[A]
= 6% A BIRA 0,0.1,05,2.5 0.1 mg/kg/B
K8 EiptE #RE5HE HEER R5Emgke) EENE
TV 4 | 0,0.3,1.5,7.5 0.3 mg/kg/ [0
1% H FEO 0,0.1,07,5 0.1 mg/kg/ A
3% A x| 0,0.05,0.1,0.5 30.1, 20.05 mg/kg/ H
97 A | 0, 0.003, 0.01, 0.06 0.06 mg/kg/H
v 28 IR 0,0.1,025,1,2.5 0.1 mg/kg/ H
4§10 EHRN 0,0.1,05,2.5 2.5 mg/kg/[Al
9% A BIRAN 0,0.1,05,25 <0.1 mg/kg/#8
(E%ATR)
XUR, T MRUYNVTALNIFIA
U Y SRRRD Y VOSBRI, BB, 747 ) =7y - FhREROBEN, &5 >
NI EE), REOEEXEESE, I VAT u— VN
Ty PORIALNIFR
mIAE, BEEMROZERMAL, AN, B
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Temsirolimus 110 X - BIESOREEEERND T LD

EMA
BIERZIRE 14/14 ] =100.0% FEHRREEFTHEE 14/14 Bl =100.0 %
BIVEH & K FRRAREE R E O G
25 12 MESE M 13
R4 11 NEZT Y ES 13
MOREE 9 TIVT I VES 13
S 9 M7k R 13
NEZFTVY VRS 7 Ba L X5 u— iEl 12
M/ NRRD 6 & M/ R 12 %
BIEH AN
BIWEHRIE 231244 Bl =94.7% BRRERTREER 244244 B =100.0 %
BfeF DfEE (G RRREERE OMEE (G
=5 102 NETTE VL 230
gl 78 ImAEfERE D 218
=i 67 WL R 70— L 203
B AR M5 54 MUY ) KD 201
T 47 TVETAATTI—E 550 159
BEIVAFO—VILE 47 Y v osBREGR A 144
RERE 47
& # 74 AR St BE @A
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Temsirolimus L2 /T ER—BEX

1.0 HNER—ER
38 MEICETAXE

- s R/
CTD &5 BT && BE0H
328 EXE
3282 &
3.2.8.2.3 3.2.8.23-1 |Justification of &Y E A* for CCI-779 Revalidation Period SHIE R
3.2.8.23 3.2.8.2.3-2 |Structural Elucidation and Bioactivity of || | | | | B liyag =8
) Critical Quality Attributes and Process Design in the Synthesis of o
3.2.5.2.6 3.2.826-1 |qoo ot , S E R
. Crystallization Development and Process AnalyticalTechnology for | =g s v s
32.5.26 3.2.5.262 and Temsirolimus Drug Substance RPAFTR
3.2.8.3 B i
3.2.8.32 3.2.8.32-1 CEEWE J*) Structural Elucidation FHmE R
3.2.832 328322 (I G55 E K*) Structural Elucidation FHEEE
Structural Elucidation and Identification of 28754 & L* in o e e
3.2.8.32 328323 |1 o ks S fiikess
I - cc:cncc Standard Qualification and | = o s
3.2.8.3.2 3.2.8.32-4 | B Structure Sy
Reference Standard Qualification and = fm Sl
3.2.832 32835 o Structure AHEE R
3.2.8.5 FEEGUIEREYE
3255 32851 'é‘emsuohmus Reference Standard Qualification and Proof of ST
tructure
T T : - P
3285 32.5.5.2 ?#%% 2 T* Reference Standard Qualification and Proof of AL
tructure
T AT : - -
3255 325.5.3 ?#%% 'Z A* Reference Standard Qualification and Proof of AR
tructure
Y E H* External Reference Standard Qualification and Proof | =g ey e
3.2.8.5 32854 | rG e ; SFA AR
735 A* Reference Standard, [l Qualification and Proof S e
3.2.8.5 3.28.5-5 | TS SR AR

3287 ZHEM

. Report of Up to Twenty-Four Months Stability Data for )
32873 3.2.8.7.3-1 |Temsirolimus ) Drug Substance in SHEE R
Polyethylene Bags Inside

Temsirolimus Drug Substance(SPN 05-51)

of _
3.2.87.3 3.2.8.7.3-2 : ’_ B iieg
e A tability Data From Samples Stored at 5°C for up to 24 "

Months

PRSI HIR IO B S 7, |
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Temsirolimus L2 RAER—EXR

CTD &% AT & 2%;3%{%/5!]

Report of Up to Twenty-Four Months Stability Data for

325873 3.2.8.7.3-3 | Temsirolimus ) Drug Substance in Polyethylene & F
Bags Inside
Temsirolimus Drug Substance (SPN 06-08)

3.2.8.7.3 3.2.8.7.3-4 of : » and STl &R

Stability Data From Samples Stored at 5°C for

up to 24 Months

I

Report of Up to Stability Data for
3.2.8.73 3.2.8.7.3-5 |Temsirolimus Drug Substance in SR
Polyethylene Bags Inside

Report of Up to Thirty-Six Months Supportive Stability Data for

3.2.8.73 3.2.8.7.3-6 | Temsirolimus Drug Substance in SRl
Polyethylene Bags Inside

Temsirolimus Drug Substance(SPN 06-08)
of , and

|

32813 3.2.8.7.3-7 Stability Data From Samples Stored at 5°C for R 2R
up to 12 Months
Temsirolimus Drug Substance Comparison of Stability Data From
and Using i = e S
3.2.8.73 3.2.8.7.3-8 S Xfiiiegas

, and
Batch Samples Stored at 5°C

Stability Data From

3.2.P B
3.2P2 BFIBROBE
Development Pharmaceutics Report for Temsirolimus Concentrate S A
3.2P2 32P21 | g iection , SRl

32.P3 8E

Documentation, Temsirolimus

3.2.P3.5 3.2P3.5-1 |Concentrate, e
(Catalog Number D
Documentation, Temsirolimus
3.2P35 3.2P.3.5-2 |Concentrate for Injection, B izg

, Catalog Number

Product Ratio Determination Report, Temsirolimus
32P35 3.2P.3.5-3 |Concentrate, - B Ve obane, e =g 28
Reference Protocol No.01372M1

Screening Report, Temsirolimus
3.2P35 3.2P.3.5-4 |Concentrate, um [ Mcmbrane, =iy

Reference Protocol No.013733M1

Temsirolimus Concentrate, !
B B Viembrane, Validation AEE A

Study Report

3.2P35 32.P.3.5-5

|
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Temsirolimus L2 R ER—ER
CIDEE | BAF ®E s
325 SAOEH
Proofs of Structure of Impurities (GEi%H H E*, FHHBEWE G*and | 5, vewm
3.2.P.5.5 3.2P.5.5-1 $E1% %Y F*) Present in Temsirolimus Intravenous Concentrate RRAFOR
3.2.P.55 32552 | %) E C*) Structural Elucidation SHmE R
32P55 32P55-3 |GGG 5% E B*) Structural Elucidation Rl sy
: iz E D* (BB YWY D*) Identification and Structural = e e
3.2P55 32P55-4 | R B
32.P8 #ZEH
) Report of Up to Thirty-Six Months Stability Data for S S
3.2P.83 3.2p.8.3-1 Temsirolimus Concentrate for Injection 25 mg/mL RHAE
Temsirolimus 25mg/vial(SPN 04-48) | NG o
- and Diluent Stability Data From Actives 2 A A
3.2P.8.3 3.2P.83-2 Stored at 5°Cﬁnd Diluent Stored at 5°C and 25°C/60%RH RRA R
for up to 36 Months date March 27, 2007 .
Temsirolimus 25mg/vial Concentrate for Injection (SPN 04-48)
dof and _ From| = e
3.2.P83 3.2P83-3 Samples Stored at 5°C - for up to 36 Months date March 23, RPAT AR
2007
Report of Up to Twenty-Four Months Stability Data for
32P83 3.2.P.8.3-4 |Temsirolimus By
Concentrate for Injection, 25 mg/mL
Temsirolimus 25mg/vial Concentrate for Ini'ection (SPN 06-31)
of -, an = 3l
3.2P8.3 3.2P.83-5 -Stability Data from Samples Stored a?m for up RPATEFY
to 24 Months
Temsirolimus 25mg/vial (SPN 06-31) [ N o
q and # Diluent Stability Data From Active Stored | =g = e
3.2P.83 3.2.P.8.3-6 at 5°C and Reconstituted Using Diluent Stored at 5°C and RRATE
25°C/60%RH for up to 24 Months
3.2.P BHIGRN AR
3.2.P3 BlE
Documentation, Diluent for Temsirolimus, )
3.2P35 3.2.P3.5-1 , Catalog | FRMli&E#
Number
Screening Report, Diluent for )
3.2P35 3.2.P.3.5-2 |Temsirolimus, [ [ h Membrane, AR
Reference Protocol No. 013728M1
Product Ratio Determination Report, Diluent for )
32.P3.5 3.2.P.3.5-3 |Temsirolimus, [ Membrane, SH B A

Reference Protocol No. 013727M1
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CIDEF | mAT X e
Diluent for Temsirolimus,
3.2P.3.5 32P354 |l I Membrane, Validation B g
Study Report
32.P8 Z“EM
Report of Up to Thirty-Six Months Stability Data for Diluent for = T e
3.2P8.3 3.2.P.8.3-1 Temsirolimus Concentrate for Injection R
Report of Up to 24 Months Stability Data for Diluent for = A
3.2.P.8.3 3.2P8.3-2 Temsirolimus Concentrate for Injection RHA S
FEa4E FRRABRRES
- il
o | s A
CTD &5 BT £& B0
42.1 FEHEIFER
421.1 FH 2B HEBR
4211 42.1.1-1 ]\Effiﬁagt of WAY-130779 on the Growth of Human Tumor Cells In SR
CCI-779 Potentiates the Inhibitory Effect of the Anti-angiogenesis
4.2.1.1 4.2.1.1-2 | Drug Interferon-alpha on the Growth of a Human Renal Cell &R
Carcinoma in Nude Mice
The Effect of CCI-779 on the Growth of Human Glioblastoma Cells | oy ro e o
42.1.1 42113 | Female Mico Sl -gs
The Effect of CCI-779 on the Growth of Human Pancreatic Tumor S o e
4211 42.L.1-4 1 Cells in nu/nu Female Mice FRAR
The Effect of CCI-779 on the Growth of Histologically Diverse S e Sl
4211 42115 | Human Tumors in nw/nu Female Mice REAR
Optimization of the Dosing Regimen for CCI-779 in Human Tumor | . .. o
42.1.1 42116 | N e Xenografts S filk-g s
4212 EIRHIZFEERZAER
Effect of WAY-130779 on in vivo T cell function as measured by S A
42.12 42.12-1 contact sensitivity to dinitrofluorobenzene (DNFB) R
The effect of oral dosing with CCI-779 on the growth of = e e
42.12 42.12-2 histologically diverse human tumors in nude mouse xenografts RPAGRR
4.2.1.3 TEWHEBRRR
_ CCI-779: A Single Dose Intravenous Central Nervous System S
4213 42.1.3-1 Safety Pharmacology Study in Male Rats RRAAR
CCI-779: A Single Dose Intravenous Respiratory Safety = e
4.2.13 42.132 Pharmacology Study in Male Rats RRAEF
WAY-103779: An Exploratory Single-Dose Intravenous S0 A
42.13 42133 | Cardiovascular Study in Male Rats RRAR
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WAY-130779: A Cardiovascular Safety Assessment Study of Single | i i e
4.2.13 4.2.1.3-4 Oral Doses in Conscious Sprague-Dawley Rats RPATFOR
CCI-779: An Escalating Dose Intravenous Cardiovascular Study in = fr el
42.13 4.2.1.3-5 Conscious Male and Female Cynomolgus Monkeys FRAGAR
4214 FEZHEWHEEARR
The effect of combining CCI-779 with standard chemotherapy on = o e
4.2.14 4.2.14-1 tumor cell growth in vitro and in vivo RRIE
4.2.2 FEYEHRERAER
4221 FGHERONY F— 3 Y EEE
CCI-779: An LC/MS/MS Method for the Quantitation of CCI-779 gt e
4221 42.2.1-1 in Rat Whole Blood (Protocol 97711) S% Rk
CCI-779: An LC/MS/MS Method for the Quantitation of CCI-779 S
_ % )
4221 42.2.1-2 in Rat Plasma (Protocol 97869) GTR-34589 SERH
CCI-779/WAY-130779: An LC/MS/MS Method for the e i
4.2.2.1 4.22.1-3 Quantitation of CCI-779 in Monkey Whole Blood (Protocol 97717) SEH
CCI-779: An LC/MS/MS Method for the Quantitation of CCI-779 P
4221 4.2.2.1-4 in Monkey Plasma (Protocol 97870) GTR-34898 ZSERH
Validation Report: The Quantitation of CCI-779 in Rat Whole —
4221 422.1-5 1 Blood Between 0.500 to 100 ng/ml. SERH
CCI-779: An LC/MS/MS Method for the Quantitation of CCI-779
4221 422.1-6 in Monkey Whole Blood (Range 0.25 To 100 ng/mL) (Protocol SEER
97907) GTR-34999
Validation Report: The Quantitation of CCI-779 in Monkey Whole | . 4 ey
4221 4.22.1-7 Blood Between 0.250 to 100 ng/mL SEIH
CCI-779 and Sirolimus: An LC/MS/MS Method for the
) Quantification of CCI-779 and Sirolimus in Mouse Whole Blood 22 iy
42.21 42218 | {jsino the PE SCIEX API 3000 (Protocol Numbers: 01_0019 and | 2% RPH
01_0462)
CCI-779 and Rapamune: An LC/MS/MS Method for the
4221 42.2.1-9 Quantification of CCI-779 and Sirolimus in Rat Whole Blood Using | £&& &%}
the PE Sciex API 3000 (Protocol 00_0118)
CCI-779 and Sirolimus: An LC/MS/MS Method for the
) Quantification of CCI-779 and Sirolimus in Rabbit Whole Blood o i
4221 4.22.1-10 using the PE SCIEX API 3000 (Protocol Numbers: 02_0215 and SERH
02_0216)
CCI-779 and Rapamune: An LC/MS/MS Method for the
4221 42.2.1-11 Quantification of CCI-779 and Sirolimus in Monkey Whole Blood &K
Using the PE SCIEX API 3000 (Protocol 00_0013)
Temsirolimus and Rapamune: Cross-Validation of an LC/MS/MS
4221 42.2.1-12 |Method for the Quantitation of CCI-779 and Sirolimus in Rat Whole | Z&Z&¥
Blood (Protocol 06-0271)
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CCI-779 (WAY-130779): In Vitro Stability in Whole Blood and P
4221 4.22.1-13 Plasma of Mouse, Rat, Cynomolgus Monkey and Man SERH
Long-Term Stability of CCI-779 and its metabolite Sirolimus in Rat Spetn
4221 422.1-14 |31 5 Blood BEER
CCI-779 and Sirolimus: Long-Term Stability of CCI-779 and
4221 4.2.2.1-15 | Sirolimus in Rabbit Whole Blood (Protocol 02_0216) and Solution BZBE
Stability (Protocol 02_0003)
CCI-779 and Sirolimus: Long-Term Stability of CCI-779 and
4221 42.2.1-16 Sirolimus in Monkey Whole Blood (Protocol 00_0013 and BEEH
00_0089)
Rapamune: An LC/MS/MS Method for the Quantitation of
4221 42.2.1-17 |Rapamune in Rat Whole Blood [Range 0.5 to 100 ng/mL] (Protocol | &H#&#$k
96991)
4222 BRI
CCI 779 (WAY-130779): Pharmacokinetics in nu/nu female mice = e S
4222 4.22.2-1 after a single intravenous dose (1 and 20 mg/kg). RPAEOR
) CCI779: Single oral (gavage) dose pharmacokinetic study in male S o e
4222 42.22-2 and female DBA/IJ mice (Protocols 01_0267 and 01_0321). RPATEA
) CCI 779: Pharmacokinetics of radioactivity following a single oral | - - s un
4222 42223 dose of 14C-WAY-130779 in rats (Protocol 96438). R AR
CCI 779: Bioavailability of CCI 779 in cynomolgus monkeys:
4222 4222-4 Evaluation of two intravenous formulations (Protocol 946008): CCI| EF{fi&Ft
779 and sirolimus bioanalytical and pharmacokinetic data.
CCI 779: Pharmacokinetics and excretion of total radioactivity
4222 42225 following a single intragastric (7.5 mg/kg) dose of 14C-WAY- S B
130779 in male cynomolgus monkeys.
4223 A
CCI 779: Tissue Distribution of [14C]-CCI 779-derived
) radioactivity following a single 2.5 mg/kg intravenous dose of S S
4223 4.223-1 [14C]-CCI 779 in male Sprague-Dawley and Long-Evans rats RRAOR
(Protocol 96631).
CCI 779: Tissue Distribution of [14C]-CCI 779-derived
radioactivity following a single 7.5 mg/kg intragastric dose of ST
4223 4.22.32 WAY-130779 in male Sprague-Dawley and Long-Evans rats P ER
(Protocol 96630).
Temsirolimus: In vitro protein binding of [14C]temusirolimus by S o el
4223 4.223-3 erythrocyte partitioning (Protocol 05_3240) R EOR:
CCI 779: Blood to plasma distribution and redistribution in mice, S e
4223 4.22.3-4 rats, cynomolgus monkeys and humans (Protocol 97969). R E
Temsirolimus: Placental transfer of [14C]ltemusirolimus-derived
4223 4.2.2.3-5 radioactivity following a single oral (1.5 mg/kg) administration of S &R
[14C]temusirolimus to gravid rats (Protocol 05_1664).
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Temsirolimus: Transport and inhibition of P-glycoprotein activity =T e
4223 4.2.2.3-6 in modified Caco-2 cell monolayers (Protocol 02_0636). RPAI RO
4224 {8
) CCI 779 (WAY-130779): Biotransformation in male rats after a S e S
4224 42241 single intravenous dose of the 14C-radiolabeled drug (2.5 mg/kg). REA AR
CCI 779 (WAY-130779): ‘Biotransformation in rats after a single O
42.24 42.24-2 intragastric dose of the 14C-radiolabeled drug (7.5 mg/kg). FPA AR
CCI 779 (WAY-130779): Biliary excretion and metabolite profiling
of [14CIWAY-130779 in male bile duct cannulated Sprague = fr S
4224 42.24-3 Dawley rats following a single intravenous (2.5 mg/kg) or oral (7.5 RRAFTR
mg/kg) administration (Protocol 00_0082).
CCI 779 (WAY-130779): Biotransformation in cynomolgus
4224 4224-4 monkeys after a single intravenous dose of the 14C-radiolabeled SEMEF
drug (2.5 mg/kg).
CCI 779 (WAY-130779): Biotransformation in cynomolgus
4224 4.2.2.4-5 monkeys after a single oral dose of the 14C-radiolabeled drug (7.5 S ER
mg/kg).
CCI 779 (WAY-130779): Metabolite profiles in human blood
) samples collected from a phase I study of weekly intravenous S
4224 4.224-6 administration of CCI 779 in patients with advanced solid tumors REATFR
(Protocol 3066K1-101-EU).
and fecal samples from clinical protocol 3066K1-133-US: An open-
label, single-dose, nonrandomized study of the mass balance and =T e S
42.24 42247 metabolic disposition of orally and intravenously administered FRAT ST
[14C]-labeled temsirolimus (CCI-779) in the healthy male subjects.
49224 42248 CCI 779 (WAY-130779): In vitro metabolism in liver microsomes ST G

of male CD-1 mice (Protocol 04_0003).

CCI 779 (WAY-130779): Biotransformation in rat and human liver
4224 42249 microsomes, and preliminary characterization of cytochrome P450 S AR
isozyme(s) involved in its metabolism.

CCI 779 (WAY-130779): Identification of cytochrome P450
4224 4.2.24-10 |enzymes involved in its metabolism in human liver microsomes
using chemical inhibitors (Protocol 99704).

(1

iz

CCI 779 (WAY-130779): Effects on drug metabolizing enzymes in
4224 4.2.24-11 |rat livers from the 28-day oral toxicity study (Protocols 01_0473
and 99193).

o

ik eg s

T,

Temsirolimus: Evaluating the potential for induction of CYP3A4 by
4224 4.2.24-12 |temusirolimus using the CYP3A4 reporter gene assay (Protocol &R
05_1303).

113

pr!

Iy

CCI 779: The preliminary evaluation as an inhibitor of human P450

4224 4.224-13 enzymes. Study conducted by XenoTech L.L.C., Kansas City, KS.

CONFIDENTIAL 7 7 A4 ABRASH




Temsirolimus 112 AT ER—EBER

. Bl
5 ol
CID%E% | AT =& BE 07
CCI 779 (WAY-130779): Evaluation as an inhibitor of cytochrome
4224 42.2.4-14 | P450 enzymes CYP3A4/5, CYP2D6, CYP2C8 and CYP2C9 in B R
human liver microsomes (Protocol 98901).
4225 Bt
CCI 779: Single intravenous dose mass balance study of 14C-CCI =3 et
4225 4.22.5-1 779 in male Sprague-Dawley rats. RPA
4995 42250 CCI 779: Single 14C oral dose (1.5 mg/kg) mass balance study in PR
male rats.
: CCI779: Single 14C intravenous dose (2.5 mg/kg) mass balance = e
4225 42.2.5-3 study in male monkeys. R
CCI 779: Pharmacokinetics and excretion of total radioactivity
4225 4.2.2.5-4 following a single intragastric (7.5 mg/kg) dose of 14C-WAY- B
130779 in male cynomolgus monkeys. (4.2.2.2-5 {Z7%1)
Temsirolimus: Mass balance of orally (100 mCi) and intravenously
4225 42255 (50 mCi) administered [14C]-CCI-779 in healthy male subjects B fikzg
(Protocol 3066K1-133-US).
CCI 779 (WAY-130779): Metabolic interactions with taxol and
4226 422.6-1 doxorubicin, and inhibition of cytochrome P450 CYP3A4/5 B il g
catalytic activity in human liver microsomes.
g Temsirolimus (CCI-779): Evaluation of potential drug interaction = o ey
4226 42262 with letrozole using human liver microsomes (Protocol 03_1747). R AR
423 EMHRER
423.1 HNHESHEAR
423.1 4.2.3.1-1 CCI-779: Acute Intravenous Toxicity Study in Mice Bl og s
423.1 423.1-2 | CCI-779: Acute Oral Toxicity Study in Mice FHimE R
423.1 4.23.1-3 CCI-779: Acute Intravenous Toxicity Study in Rats e
CCI-779: Acute Intravenous Toxicity Study in Rats S s Sl
4.23.1 42314 | dendum T) SHEE
4231 423.1-5 |CCI-779: Acute Oral Toxicity Study in Rats ErRliihe g
4232 REHSHEEAR
) CCI-779: Multiple (14 Days) Dose Oral (Gavage) Ranging Study in 23t e
4232 42321 | o Brotocol 01 0278) ZEZEH
CCI-779: Multiple (14 Days) Dose Oral (Gavage) Toxicokinetic
4232 42322 Study in Mice (Protocol 01_0280): Bioanalytical and SEZEH
Pharmacokinetic Report
} CCI-779: Thirteen Week Oral (Gavage) Range Finding Study in = e el
4.2.32 42323 IMice (Protocol 03_1814) RH AR
4232 42324 E;?SY-130779: A Five-Day Intravenous Pilot Toxicology Study in SBELE
4232 4.23.2-5 |CCI-779: Fourteen-Day Intravenous Dose-Ranging Study in Rats SEER
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4232 4232-6 |CCI-779: Four Cycle Intravenous Toxicity Study in Rats Balik-vas
CCI-779: Four Cycle Intrvenous Toxicity Study in Rats - CCI-779 =3 Sl
4232 42327 | Rat Whole Blood Results (Protocol 96164) RHEFR
} CCI-779: Four Cycle Intravenous Toxicity Study in Rats: CCI-779 =T e
4232 42.3.2-8 | Rat Plasma Results (Protocol 96164) GTR-34605 R RO
CCI-779: 26-Week (One Dose per Week) Intravenous Toxicity e
4.2.3.2 42329 | Study in Rats with a 13-Week Recovery (Protocol 99002) RHIBER
CCI-779: 26-Week (One Dose per Week) Intravenous Toxicity
4232 4.2.3.2-10  |Study in Rats with a 13-Week Recovery (Protocol 99002): SR E R
Bioanalytical and Pharmacokinetic Report
WAY-129327 and WAY-130779: Ten Day Oral (Gavage) Pilot gt
4232 423211 | poxicology Study in Rats (95094) SEAHR
4232 42.32-12 |CCI-779: Four Cycle Oral (Gavage) Toxicity Study in Rats FHmE R
CCI-779: Four Cycle Oral (Gavage) Toxicology Study in Rats = fr
4232 4.2.3.2-13 (Protocol 98046): Pharmacokinetic Results RIS
Determination of CCI-779 in Rat Whole Blood Samples from
4232 42.3.2-14 Protocol 98046 Entitled: CCI-779: Four Cycle Oral (Gavage) M AL
Toxicity Study in Rats
4232 4232-15 |CCI-779: 28-Day Oral (Gavage) Toxicity Study in Rats AR
CCI-779: Twenty-Eight Day Oral (Gavage) Toxicity Study in Rats: | - - ve .
4232 42.32-16 Bioanalytical and Pharmacokinetic Results (Protocol 99193) FPAT AR
’ CCI-779: 13-Week Oral (Gavage) Toxicity Study in Rats witha 13- | o vy
4232 42.3.2-17 Week Recovery Period (Protocol 01_0270) R
CCI-779: 13-Week Oral (Gavage) Toxicity Study in Rats with a 13-
4232 4.2.32-18 | Week Recovery Period (Protocol 01-0270): Biotanalytical and Bz
Pharmacokinetic Report
CCI-779: 26-Week Oral (Gavage) Toxicity Study in Rats (Wyeth S o el
4232 423219 g b St dy No. 01_0403) S E R
4232 42.32-20 CCI-779: Fourteen-Day Intravenous Dose-Ranging Study in BEER
Monkeys
4232 4.2.32-21 | CCI-779: Four Cycle Intravenous Toxicity Study in Monkeys FHEE R
CCI-779: Four Cycle Intravenous Toxicity Study in Monkeys -CCI- | oy 1 v ue
4232 423222 779 Monkey Whole Blood Results (Protocol 96163) RPA SR
CCI-779: Four Cycle Intravenous Toxicity Study in Monkeys:CCI- S~
4232 4.2.3.2-23 779 Monkey Plasma Results (Protocol 96163) GTR-34951 RPAECR
CCI-779: 39-Week (One Dose per Week) Intravenous Toxicity =3 e
4232 4.23.224 | Study in Monkeys with a 13-Week Recovery (Protocol 99001 RPAGRR
CCI-779: 39-Week (One Dose per Week) Intravenous Toxicity
4232 4.2.32-25 |Study in Monkeys with a 13-Week Recovery (Protocol 99001): E il g
Bioanalytical and Pharmacokinetic Report
4232 42.3.2-26 | CCI-779: Four Cycle Oral (Gavage) Toxicity Study in Monkeys FHEE A
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CCI-779: Four Cycle Oral (Gavage) Toxicology Study in Monkeys =3 fr e
4232 423227 | Brotocol 98045) FHE S
Determination of CCI-779 in Monkey Whole Blood Samples from
4232 42.3.2-28 |Protocol 98045 Entitled "CCI-779: Four Cycle Oral (Gavage) S
Toxicity Study in Monkeys"
4932 4.2.32-29 CCI-779: 28-Day Oral (Gavage) Toxicity Study in Cynomolgus SR
Monkeys
CCI-779: Twenty-Eight Day Oral (Gavage) Toxicity Study in
4232 42.32-30 |Cynomolgus Monkeys: Bioanalytical and Pharmacokinetic Results | EE{fi&%}
(Protocol 99194)
B CCI-779: 13-Week Oral (Gavage) Toxicity Study in Cynomolgus S e e
4.23.2 4.2.3.2:31 Monkeys with a 13-Week Recovery Period (Protocol 01_0271) R L0
CCI-779: 13-Week Oral (Gavage) Toxicity Study in Cynomolgus
4232 4232-32 |Monkeys With a 13-Week Recovery Period (Protocol 01_0271): B fig s
Bioanalytical and Pharmacokinetic Report
CCI-779: 39-Week Oral Gavage Toxicity Study in Cynomolgus = e
4232 423233 | Monkeys (Wyeth Research Study No. 01_0404) RHEAR
CCI-779: 39-Week Oral Gavage Toxicity Study in Cynomolgus
4232 4.2.3.2-34 | Monkeys (Protocol 01_0404): Bioanalytical and Pharmacokinetic S B
Report
4.2.33 RizZHRR
4.233.1 InVitro 3E&
Mutagenicity Assay with WAY-130779-4 in the
4.2.33.1 4.233.1-1 |Salmonella/Mammalian-Microsome Reverse Mutation Screening SEER
Assay (Ames Test)
Mutagenicity Test with CCI-779 in the Salmonella Escherichia
4.2.33.1 4.23.3.12 |coli/Mammalian-Microsome Reverse Mutation Assay With a SE B
Confirmatory Assay
B Mutagenicity Test on CCI-779 in the L5178T TK +/- Mouse =
4.23.3.1 4.23.3.13 Lymphoma Forward Mutation Assay with a Confirmatory Assay FRATAR
Mutagenicity Test on CCI-779 Measuring Chromosomal
4.233.1 42.33.1-4 | Aberrations in Chinese Hamster Ovay (CHO) Cells with a SEER
Confirmatory Assay with Multiple Harvests
42332 InVivo RER
42332 423391 X;?femcuy Test on CCI-779 in the In Vivo Mouse Micronucleus G
42.3.5 EFEBEBNRAR
4.2.3.51 SRR UER S TOMPEREICET 2R
4235.1 42.35.1-1 |CCI-779: Oral Gavage Fertility Dose Ranging Study in Male Rats SEER
CCI-779: Oral Gavage Fertility Dose Ranging Study in Female Rats 5
4.2.35.1 423512 | proiocol 01 0148) SZBH
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42351 42351-3 CCI-779: Oral (Gavage) Fertility Study in Male Rats (Protocol G R
02_0083)
42351 423514 CCI-779: Oral (Gavage) Fertility Study in Female Rats (Protocol TG
02_0082)
CCI-779: Intravenous Developmental Toxicity Dose Ranging Study S
42352 423521 in Rats (Protocol 99169) SEEH
42352 E - JBREBEICET SRR
CCI-779: Intravenous Developmental Toxicity Dose Ranging Study
42352 4.2.352-2 |in Rats: Bioanalytical and Pharmacokinetic Results (Protocol SEZ R
99169)
) CCI-779: Oral (Gavage) Developmental Toxicity Dose Ranging o3 o
42.35.2 4.2.3.5.2-3 Study in Mated Female Rats SERR
CCI-779: Oral (Gavage) Developmental Toxicity Study in Mated =t e
42332 | 423524 | hale Rats (Protocol 01_0401) RRAIEF
CCI-779: Oral (Gavage) Developmental Toxicity Study In Mated
42352 4.2.3.5.2-5 |Female Rats (Protocol 01_0401): Bioanalytical and SHEER
Pharmacokinetic Report
CCI-779: Oral (Gavage) Developmental Toxicity Dose Ranging 3 g
42352 423526 | 4y in Mated Female Rabbits >Z R
CCI-779: Oral (Gavage) Developmental Toxicity Study in Mated = e
42352 | 423327 | gemale Rabbits (Protocol 01_0402) RSO
CCI-779: Oral (Gavage) Developmental Toxicity Study in Mated
42352 42.3.52-8 |Female Rabbits (Protocol 01_0402): Biolanalytical and SHEER
Pharmacokinetic Report
4237 ZOMOEFERER
4.2.3.7.6 AR OEMERR
CCI-779: Fourteen Day Intravenous Impurity Qualification Study in | o e e
4237.6 423761 | g i< (Protocol 98014) RHIE S
CCI-779: Bacterial Reverse Mutation Test with Salmonella 7 o
42376 4.2.3.7.6-2 Typhimurium and Escherichia Coli REAAR
4.2.3.7.6 4.2.37.6-3 | CCI-779: In Vitro Mammalian Chromosome Aberration Test FHATEE R
CCI-779: Fourteen Day Intravenous Impurity Qualification Study in | < 2 v us
4237.6 423764 | Rate (Protocol 02.0292) Al g
CCI-779: Bacterial Reverse Mutation Test with Salmonella ——
42376 | 423765 | himurium and Escherichia Coli (Protocol 02_0697) AP R
CCI-779: In Vitro Chromosomal Aberration Study with Human o
423.7.6 4.2.3.7.6-6 | Lymphocytes for Qualification of Intravenous Impurities (Protocol iy
02_0698)
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CCI-779: Twenty-Eight Day Oral (Gavage) Reformulated Impurity T
4.23.7.6 42.3.7.6-7 |Qualification (iﬁ}%‘%#gg D#*) Study in Rats (Protocol 02_1039) B i g
CCI-779: Bacterial Reserve Mutation Reformulated Impurity o
4.2.3.7.6 4.2.3.7.6-8 | Qualification (JE#%H & D*) Study in Salmonella Typhimurium and | EFH&#}
Escherichia Coli (Protocol03_1436)
CCI-779: In Vitro Chromosome Aberration Reformulated Impurity o
423.7.6 4.2.3.7.6-9 | Qualification Study in Human Peripheral Blood Lymphocytes FRAm &AL
(Protocol 03_1437)
43 = -
CTD %% AT &
Fidler IJ. The regulation of neoplastic angiogenesis. J Nat Cancer Inst Monogr.
43 4.3-1 2001;10:4.
Lu Y, Lin YZ, LaPushin R, et al. The PTEN/MMACI1/TEP tumor suppressor gene
43 4.3-2 decreases cell growth and induces apoptosis and anoikis in breast cancer
cells.Oncogene. Nov 25 1999;18(50):7034-7045.
Yu K, Toral-Barza L, Discafani C, et al. mTOR, a novel target in breast cancer; the
4.3 4.3-3 effect of CCI-779, an mTOR inhibitor, in preclinical models of breast ca;Endocr
Relat Cancer Sep 2001; 8(3); 249-258
43 4.3-4 Sehgal SN, Molnar-Kimber K, Ocain TD, et al. Rapamycin: a novel
) ) immunosuppressive macrolide. Med Res Rev. Jan 1994;14(1):1-22.
Huang S, Houghton PJ. Inhibitors of mammalian target of rapamycin as novel
4.3 4.3-5 antitumor agents: from bench to clinic. Curr Opin Investig Drugs. Feb
2002;3(2):295-304.
Sabatini DM, Erdjument-Bromage H, Lui M, et al. RAFT1: a mammalian protein
43 4.3-6 that binds to FKBP12 in a rapamycin-dependent fashion and is homologous to
yeast TORs. Cell. Jul 15 1994;78(1):35-43.
43 437 Brown EJ, Albers MW, Shin TB, et al. A mammalian protein targeted by G1-
) ) arresting rapamycin-receptor complex. Nature. Jun 30 1994;369(6483):756-758.
4.3 4.3-8 Elit L. CCI-779 Wyeth. Curr Opin Investig Drugs. Aug 2002;3(8):1249-1253.
Reynolds NJ, Al-Daraji WI. Calcineurin inhibitors and sirolimus: mechanisms of
43 4.3-9 action and applications in dermatology. Clin Exp Dermatol. Oct 2002;27(7):555-
561. _
43 4.3-10 Sherr CJ. The principles of tumor suppression. Cell. Jan 23 2004;116: 235
43 43-11 Lam JS, Leppert IT, Figlin RA, et al. Role of molecular markers in the diagnosis
) ) and therapy of renal cell carcinoma. Urology Nov 2005; 66(5 suppl): 1-9
Cantley LC, Neel BG. New insights into tumor suppression: PTEN suppresses
43 4.3-12 tumor formation by restraining the phosphoinositide 3-kinase/AKT pathway Proc
Natl Acad Sci USA Apr 13 1999; 96(8) 4240-4245
Schutte M, Hruban RH, Geradts J, et al. Abrogation of the Rb/p16 tumor
43 4.3-13 suppressive pathway in virtually all pancreatic carinomas.Cancer Res Aug 1 1997,
57(15); 3126-3130

PGSR MR B SRR 1,

CONFIDENTIAL

12 7 4 ABRASH




Temsirolimus L12 M ER—ER
CTD %% HAlF &E
Podsypanina K., Lee RT, Politis C, et al. An inhibitor of mTOR reduces neoplasia
4.3 4.3-14 and normalizes p70/S6 kinase activity in Pten +/- mice.Proc Natl Acad Sci USA
Aug 28 2001; 98(18): 10320-10325
Neshat MS., Mellinghoff IK, Tran C, et al. Enhanced sensitivity of PTEN deficient
4.3 4.3-15 tumors to inhibition of FRAP/mTOR. Proc Natl Acad Sci USA Aug 28 2001;
98(18) 10314-10319
Kondo K, Yao M, Yoshida M, et al. Comprehensive mutational analysis of the
43 4.3-16 VHL gene in sporadic renal cell carcinoma:relationsip to clinicpathological
parameteres. Genes Chromosomes Cancer. May 2002; 34(1): 58-68
43 43-17 Abraham RT mTOR as a positive regulator of tumor cell responses to hypoxia.
’ ) Curr Top Microbiol 2004; 279; 299-319
43 43-18 Satoh T, Hosokawa M, The mammalian carboxylesterases: From molecules to
) ) functions. Annu. Rev. Pharmacol. Toxicol., 1998;38:257-288.
Vincent SH, Karanam BV. The distribution of FK-506 in human, baboon, rhesus
43 43-19 monkey and rat blood is related to the presence and amount of FKBP-12 in
) ’ erythrocytes. ISSX Proceedings, 7th North American ISSX Meeting, San Diego,
CA, 1996;10:312.
43 4320 Novotna M, Libra A, Kopecky M, et al. P-glycoprotein expression and distribution
) ) in the rat placenta during pregnancy.Reproductive Toxicology. 2004;18:785-792.
43 4391 Young AM, Allen CE, Audus KL. Efflux transporters of the human placenta.
’ ) Advanced Drug Delivery Reviews. 2003;55:125-132.
43 4322 Unadkat JD, Dahlin A, Vijay S. Placental Drug Transporters. Current Drug
) ’ Metabolism. 2004;5:125-131.
Maunsbach AB, Madden SC, Latta H. Light and electron microscopic changes in
4.3 4.3-23 proximal tubules of rats after administration of glucose, mannitol, sucrose, or
dextran. Lab Invest 1962:421-432.
Greaves P, Faccini JM. Cardiovascular System. Rat histopathology: A glossary
4.3 4.3-24 for use in toxicity and carcinogenicity studies. New York, NY: Elsevier; 1992:91-
104.
43 4395 Lullman H, Lullman-Rauch R, Waserman O. Drug-induced phospholipidosis.
) ’ Critical Reviews in Toxicology. 1975:185-189.
Resor MJ, Walker ER. Recovery from chlorphentermine-induced phospholipidosis
43 4.3-26 in rat alveolar macrophages: Morphological feature.Exp Mol Path. 1981:35:370-
379.
McCloud CM, Beard TL, Kacew S, Reasor MJ. In vivo and in vitro reversibility of
4.3 4.3-27 chlorphentermine-induced phospholipidosis in rat alveolar macrophages. Exp Mol
Path.1995;62:12-21.
CONFIDENTIAL 13 7 4 ABRREHE




Temsirolimus L12 /M ER—ER

BSH BRARBEE

- FEm/
o | AL
CTDES | #AT = S0
531 AWEHFRABRBRESE
5.3.1.4 HEWEHRUCBEZENSTERFREE
Validation of LC/MS/MS Method for Analysis of Rapamycin in g3 e
53.14 53141 | Whole Blood ZEEH
Validation Report: The Quantitation of CCI-779 in Human Whole S5 0
3-3.14 5.3.1.4-2 Blood between 0.250 and 100 ng/mL SERR
Determination of CCI-779 in Human Whole Blood Samples from
Protocol 2066K1-100-US Entitled: "A Phase I Study of the Safety
53.14 5.3.1.4-3 | Tolerability, and Pharmacokinetics of Intravenous CCI-779 Given SEBF
’ Once Daily for 5 days Every 2 Weeks to Patients with Advanced Solid
Tumors"
Validation Report: The Quantitation of CCI-779 in Human Plasma P
3-3.14 3.3.1.4-4 Between 0.250 and 100 ng/mL SERH
Determination of CCI-779 in Human Whole Blood Samples from
Protocol 3066K1-101-EU Entitled: "A Phase I Study of the Safety / o '
5-3.14 5.3.14-5 Tolerability and Pharmacokinetics of Weekly Intravenous SETHR
Administration of CCI-779 in Patients with Advanced Solid Tumors"
Determination of CCI-779 in Human Plasma Samples from Protocol
3066K1-101-EU Entitled: "A Phase I Study of Safety / Tolerability 2232 e
3:3.14 3-3.14-6 and Pharmacokinetics of Weekly Intravenous Administration of CCI- | & Rk
779 in Patients with Advanced Solid Tumors"
Determination of CCI-779 in Human Plasma Samples from Protocol
3066K1-100-US Entitled: "A Phase I Study of Safety, Tolerability and o e dn
3314 3.3.1.4-7 Pharmacokinetics of Intravenous CCI-779 Given Once Daily for 5 SERR
days Every 2 Weeks to Patients with Advanced Solid Tumors"
Validation Report: The Quantitation of 5-Fluorouracil in Human g3 e 0
5:3.14 5-3.14-8 Plasma Between 1.00 and 500 ng/mL. SR
Determination of Sirolimus in Human Whole Blood Samples from
Protocol 3066K1-101-EU Entitled:"A Phase I Study of Safety / S o e
>-3.14 3-3.14-9 Tolerability and Pharmacokinetics of Weekly Intravenous SERHR
Administration of CCI-779 in Patients with Advanced Solid Tumors"
Determination of Sirolimus in Human Whole Blood Samples from
Protocol 3066K1-100-US Entitled:"A Phase I Study of Safety,
53.14 5.3.1.4-10 | Tolerability and Pharmacokinetics of Intravenous CCI-779 Given BEEFE
Once Daily for 5 days Every 2 Weeks to Patients with Advanced Solid
Tumors"
Determination of CCI-779 in Human Whole Blood from Protocol
3066K1-103-EU Entitled: "A Phase I Study of Escalating Doses of o .
3:3.14 3-3.14-11 CCI-779 in Combination with 5-Fluorouracil and Leucovorin in SERH
Patients with Advanced Solid Tuomors" (PROTOCOL 3066-103-EU)
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Determination of Rapamycin in Human Whole Blood from Protocol '
3066K1-103-EU Entitled: "A Phase I Study of Escalating Doses of 3 e
3:3.14 >-3.14-12 CCI-779 in Combination with 5-Fluorouracil and Leucovorin in SEIR
Patients with Advanced Solid Tuomors" (PROTOCOL 3066-103-EU)
5-Fluorouracil: A Phase I Study of Escalating Doses of CCI-779 in
53.14 5.3.14-13 | Combination with 5-Fluorouracil and Leucovorin in Patients with SEEE
Advanced Solid Tuomors (PROTOCOL 3066-103-EU)
) CCI-779, Rapamycin: Low Range Quantitation of CCI-779 and P
5.3.14 3-3.14-14 Rapamycin in Human Whole Blood (0.250 to 25.0ng/mL) SERH
CCI-779, Rapamycin: High Range Quantitation of CCI-779 (2.50 to
53.14 5.3.1.4-15 }2500 ng/mlL)and Rapamycin (2.50 to 2500 ng/mL)in Human Whole SEER
Blood
Determination of CCI-779 and Rapamycin in Human Whole Blood
Samples from Protocol 3066K1-200-US Entitled: "A Randomized, a3
3:3.14 5:3.14-16 |1y ble-Blind, Phase IT Study of Intravenous CCI-779 Administered | 22 24T
Weekly to Patients with Advanced Renal Cell Carcinoma"
CCI-779: Determination of CCI-779 in Human Plasma Samples from
Protocol 3066K1-200-US Entitled: "A Randomized, Double-Blind ;
- ] 1) Z% 3
3314 531417 ppoce 11 Study of Intravenous CCI-779 Administered Weekly to TR

Patients with Advanced Renal Cell Carcinoma"

CCI-779 and Rapamycin: Validation Report: Cross Validation of Two-
53.14 5.3.1.4-18 | Analyte Methods to Single-Analyte Methods for CCI-779 and =ZER
Rapamycin in Human Whole Blood

CCI-779 (WAY-130779): Determination of CCI-779 / Rapamycin in
Human Plasma Samples from Protocol 3066K1-203-US Entitled:
53.14 5.3.14-19 |"Randomized, 2-Dose level, Open-label, Phase 2 Study of Intravenous | &% &%t
CCI-779 Administered Once Weekly to Patients with Locally
Advanced or Metastatic Brest Cancer" (Protocol 3066K1-203-US)

CCI-779 (WAY-130779): Determination of CCI-779 / Rapamycin in
Human Plasma Samples from Protocol 3066K 1-203-US Entitled:

53.14 5.3.14-20 |"Randomized, 2-Dose level, Open-label, Phase 2 Study of Intravenous | &4}
CCI-779 Administered Once Weekly to Patients with Locally
Advanced
CCI-779 (WAY-130779): Validation of an LC/MS/MS Assay for

53.14 5.3.14-21 | Quantitation of CCI-779 / Sirolimus in Human Plasma from 0.250 to =EZBF

250 ng/mL (Protocol 02_0155)

CCI-779 (WAY-130779): Determination of CCI-779/Rapamycin in
Human Whole Blood Samples from Protocol 3066K1-124-US
Entitled: "A Phase I Study of the Safety, Tolerability,and Anti-Tumor SE LR
Activity of Escalating Doses of Intravenous CCI-779 Given in =
Combination with Interferon-Alpha to Patients with Advanced Renal
Cancer" [Protocol 3066K1-124-US]

53.14 5.3.14-22
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CCI-779 (WAY-130779): Determination of Interferon-Alpha 2b in
Human Serum Samples from Protocol 3066K1-124-US Entitled: “A
Phase 1 Study of the Safety, Tolerability, and Antitamor Activity of e
5:3.14 3-3.14-23 Escalation Doses of Intravenous CCI-779 Given in Combination with SERR
Interferon-Alpha to Patients with Advanced Renal Cancer” [Protocol
3066K1-124-US]
) Validation of an ELISA for Interferon Alpha/2b in Human Serum e s
- % 3
5314 5.3.1.4-24 [PROTOCOL 02_0336] =2 ER
CCI-779 (WAY-130779): Determination of CCI-779 and Rapamycin
in Human Blood Samples from Protocol 3066K1-131-JA Entitled: "A
53.14 5.3.1.4-25 |PhaseI Study of the Safety / Tolerability and Pharmacokinetics of SEER
Weekly Intravenous Administration of CCI-779 in Patients with
Advanced Solid Tumors” [Protocol 3066K1-131-JA]
Quantitation of Desipramine and Total 2-Hydroxydesipramine in P
3.3.14 3.3.14-26 Human Urine via HPLC with MS/MS Detection 2 AR
Bioanalytical Method for the LS/MS/MS Analysis of Desipramine and
5.3.1.4 5.3.1.4-27 |2-Hydroxydesipramine in Sodium Heparin Human Plasma [Protocol SEER
03_1225]
Validation of an ELISA Method for the Quantitative Determination of
5.3.14 5.3.14-28 |Recombinant Interferon Alpha/2a in Human Serum [PROTOCOL BEBR
03_1326]
CCI-779 (WAY-130779): Long Term Stability of CCI-779 and P
3-3.14 5.3.14-29 Rapamycin in Human Plasma [Protocol 04_0872] SERH
CCI-779 (WAY-130779): Determination of CCI-779/Rapamycin in
Human Plasma Samples from Protocol 3066K1-145-US Entitled: "An
Open-Label, Nonrandomized, Ascending Single-Dose PK/PD Study of S e
3-3.14 3-3.14-30 mTOR Inhibition after a 30-Minute Intravenous Infusion of SERH
Temsirolimus (CCI-779) in Healthy Subjects" [Protocol 3066K1-145-
Us]
CCI-779 (WAY-130779): Determination of CCI-779/Rapamycin in
Human Whole Blood Samples from Protocol 3066K1-145-US
Entitled: "An Open-Label, Nonrandomized, Ascending Single-Dose P~
3314 3-3.14-31 PK/PD Study of mTOR Inhibition after a 30-Minute Intravenous SERH
Infusion of Temsirolimus (CCI-779) in Healthy Subjects" [Protocol
3066K 1-145-US]
CCIL-779 (WAY-130779): Determination of Interferon Alpha 2a in
Human Serum Samples from Protocol 3066K1-124-US Entitled: "A
Phase 1 Study of the Safety, Tolerability, and Anti-tumor Activity of So 2
3314 3.3.14-32 Escalation Doses of Intravenous CCI-779 Given in Combination with | & LR
.| Interferon Alpha to Patients with Advanced Renal Cancer" [Protocol
3066K1-124-US]
CCI-779 (WAY-130779): Determination of CCI-779/Rapamycin in o e 9
>3.14 3-3.14-33 Human Whole Blood Samples from Protocol 3066K1-149-US SEH
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CCI-779 (WAY-130779): Determination of Desipramine and 2-
53.14 5.3.1.4-34 |Hydroxy-Desipramine in Human Plasma Samples from Protocol BEER

3066K1-149-US

CCI-779 (WAY-130779): Determination of Desipramine and 2-
53.14 5.3.1.4-35 |Hydroxy-Desipramine in Human Urine Samples from Protocol ZEER
3066K1-149-US

CCI-779 (WAY-130779): Determination of CCI-779/Rapamycin in
Human Whole Blood Samples from Protocol 3066K1-148-US

Entitled: "An Open-Label, Nonrandomized, 2-Period, Sequential, Drug
53.14 5.3.1.4-36  |Interaction Study to Evaluate the Potential Pharmacokinetic Interaction | ZZ &%}
Between Multiple Doses of Ketoconazole and a Single Dose of
Temsirolimus Administered Intravenously as a 30-Minute Infusion to
Healthy Subjects" [Protocol 3066K1-148-US]

314 | saten |G RIS eeminsion  COTIRmonn | g
314 | saren |G O B0) e S CCTTIRn | e
316 | saiew |G ORI bosminion S COTORepmn | g
314 | saresn [T o TRy o VOE | g
5314 53.1.4-42 CCI-779: Determination of Moxifloxacin in Human Plasma Samples SR

from Protocol3066K1-155-US

Validation of a Method for the Determination of Moxifloxacin in
53.1.4 5.3.1.4-43  |Human Plasma Using Liquid Chromatography with Tandem Mass EEE
Spectrometric Detection (Protocol 06_3228)

Validation Report: Validation of an LC/MS/MS Assay for the
Quantitation of CCI-779/Sirolimus in Human Whole Blood Between BEE

3-3.14 3-3.1.4-44 2.50 and 2500 ng/mL for CCI-779 and Between 2.50 and 250ng/mL

for Sirolimus (Protocol 07_2696)

Temsirolimus:Determination of CCI-779/Rapamycin in Human Whole 2o 3 e
5314 | 331445 1 0q Samples (Protocol 3066K1-2217-AP) SERH
5314 53.1.4-46 Temsirolimus:Determination of Temsirolims/Sirolimus in Human BELR

Whole Blood Samples (Protocol 3066K1-2217-AP)

533 BRREWERE (PK) REBMRESE

5331 RBEHBREICBIT S PK RUGHAEERABRREE

Final Report: An Open-label, Single-Dose, Nonrandomized Study of
The Mass Balance and Metabolic Disposition of Orally and BEEE
Intravenously Administered [14C]-Labeled Temsirolimus (CCI-779) =
in Healthy Male Subjects

5.3.3.1 5.3.3.1-1
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5333 NRUERZRH LA PK RBREEE
Final Report: A Phase I Pharmacokinetic and Pharmacodynamic
Study of Temsirolimus (CCI-779) in Patients With Advanced S
5333 53331 Malignancies and Normal and Impaired Liver Function: An NCI SRR
Organ Dysfunction Working Group Study
5334 HSEUERZRE L PK ABRBEE
Final Report: An Open-label, Nonrandomized, 2-period, Sequential,
Drug Interaction Study To Evaluate The Potential Pharmacokinetic
5.3.34 5.3.3.4-1 Interaction Between Multiple Doses of Ketoconazole and a Single BE B
Dose of Temsirolimus Administrated Intravenously as a 30-Minute
Infusion to Healthy Subjects.
Final Report: An Open-Label, Nonrandomized, 2-Period, Sequential,
Drug Interaction Study To Evaluate The Potential Pharmacokinetic 23t
3-334 3:3.3.4-2 Interaction Between Temsirolimus Administrated Intravenously As a SERM
30-Minute Infusion and Desipramine To Healthy Subjects
Final Report: A Study To Examine The Potential Effect of Rifampin
on The Pharmacokinetics of Intravenously and Orally Administered S 2 e 9
5334 5.3.34-3 Temsirolimus When Administered Concomitamtly To Healthy SEEHR
Subjects.
5335 K¥al—¥ 3y PKRREESE
Final Report: Population Pharmacokinetic Analysis of Intravenous
53.35 5.3.3.5-1 Temsirolimus(CCI-779) For Protocols 3066K1-124-US, 3066K1-145- | &&&¥#}
US, 3066K1-200-US, and 3066K1-203-EU
Final Report: Pooled Pharmacokinetic Analysis of Intravenous
Temsirolimus(CCI-779) For Protocols 3066K1-101-EU Partl,
5335 5.3.3.5-2 3066K1-124-US, 3066K1-133-US, 3066K1-145-US, 3066K1-148-US, | & &%}
3066K1-149-US, 6033K1-151-US, 3066K1-200-US, and 3066K1-
203-EU.
534 BKENZ (PD) BBBEE
5.3.4.1 REWERECH1) 5 PD RBRE U PK/PD REBHEEH
Final Report: An Open-Label, Nonrandomized, Ascending Single-
5.3.4.1 53.4.1-1 Dose PK/PD Study of mTOR Inhibition After a 30-Minute Intravenous | ZZ&#
Infusion of Temsirolimus(CCI-779) in Healthy Subjects
Final Report: A Single-Dose, Single-Blind, Placebo- and :
Moxifloxacin-Controlled 2-Period, Randomized, Crossover, 3rd ;
_ £l 3 » Z){ LN
3341 33412 Period Sequential Study of The Effects of Temsirolimus on Cardiac SEIH
Repolarization in Healthy Subjects
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5351 HIFFY ABNEICEY 5 LB RARRESE
Interim Report: A Phase 3, Three-Arm, Randomized, Open-Label
Study of Interferon Alfa Alone, CCI-779 Alone, and The Combination | - v 4
3351 3:3.3.1-1 of Interferon Alfa and CCI-779 in First-Line Poor-Prognosis Subjects RRAFTR
With Advanced Renal Cell Carcinoma
Analysis of Retrospective Radiological Review of Chest Computed
Tomography Scans From a Phase 3 Randomized, Open-Label Study of
Interferon Alfa Alone, TemsirolimusAlone, and the Combination of [
_ £l £ Z% Ay
5351 53512 Interferon Alfa and Temsirolimus in First-Line Poor-Prognosis SERH
Subjects With Advanced Renal Cell Carcinoma (Study 3066K 1-304-
WW)
Final Report: A Phase 3, Three-Arm, Randomized, Open-Label Study
of Interferon Alfa Alone, CCI-779 Alone, and The Combination of ;
R £] y Z){ iy
3331 33313 | {pterferon Alfa and CCI-779 in First-Line Poor-Prognosis Subjects | 22 2P
With Advanced Renal Cell Carcinoma
5352 FENERABRBEE
Final Report: A Randomized, Double-Blind, Phase 2 Study of
5352 5.3.5.2-1 Intravenous CCI-779(Temsirolimus) Administered Weekly To Patients | SE{fi&
With Advanced Renal Cell Carcinoma
ETHERBERE ENRE L7 CC-779 OB THBERRE (£ | o
5352 53522 | ~ e s Sli=gs
SRR UENIEORED P
Gervasoni D, Panconi E, Henninot V, Boissard R, Barbagli B, A Phase
1 Study of The Safety, Tokerability, and Pharmacokinetics of a5 e 0
3:3.52 3.3.5.2-3 Intravenous CCI-779 Given Once Daily For 5 Days Every 2 Weeks To SRR
Subjects With Advanced Solid Tumors: Final Report
A Phase 1 Sudy of Safety/ Tolerability and Pharmacokinetics of
5.3.52 5.3.5.2-4 Weekly Intravenous Administration of CCI-779 in Patients With S E R
Advanced Solid Tumors: Final Study Report For Part 1
A Phase 1 Sudy of Safety/ Tolerability and Pharmacokinetics of
53.52 5.3.5.2-5 Weekly Intravenous Administration of CCI-779 in Patients With B i g
Advanced Solid Tumors: Final Study Report For Part 2
A Phase 1 Study of Escalating Doses of CCI-779(Temsirolimus) in
53.52 5.3.5.2-6 Combination With Weekly Gemcitabine in Subjects With Advanced BEEH
Solid Tumors: Final Report
Final Report: A Phase 1 Study of Escalating Doses of CCI-
53.5.2 5.3.5.2-7 779(Temsirolimus) in Combination With 5-Fluoracil and Leucovorin | &#&#}
in Patents With Advanced Solid Tumors
Final Report: A Phase 1 Study of Safety, Tolerability, and Antitumor
Activity of Escalating Doses of Intravenous Temsirolimus Given in a3 e
3:3.5.2 5.3.52-8 Combinatino With Escalating Doses of Interferon-Alpha To Patients SETH
With Advanced Rental Cancer
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Final Report: A Phase 2, Nonrandomized, Open-Label Study of
Temsirolimus (CCI-779) in Subjects With Advanced Renal Cell
Carcinoma
Analysis of Independent Radiological Review of Radiographic Images | = ro e un
3:3:52 33529 and Interstitial Lung Disease (ILD) Advisory Board Review From a SPAFR
Phase 2, Nonrandomized, Open-label Study of Temsirolimus (CCI-
779) in Subjects With Advanced Renal Cell Carcinoma
(Study 3066K1-2217-AP)
5359 5352-10 Final Report: A Phase 1/2 Study of Temsirolimuos and Sunitinib in )

Subjects With Advanced Renal Cell Carcinoma

5354 Z0OMOBRABHREE

Final Report: Randomized, 2-Dose-Label, Open-Label, Phase 2 Study
53.54 53.54-1 of Intravenous Temsirolimus(CCI-779) Administered Once Weekly SEER
To Patients With Locally Advanced Or Metastatic Breast Cancer

: Final Report: Randomized, Double-Blend, Placebo-Controlled, Phase
53.54 5.3.54-2 |2 Study of Intravenous CCI-779(Temsirolimus) Administered Weekly | &# &%}
To Patients With Androgen-Independent Prostage Cancer

537 BETF— 5 —EBRRUEFRS

5371 HEREOBEL Z-o-FELBREVCEELENEOBRIERBROEN—EF

53.7.1 53.7.1-1 |3066K1-304-WW BEER
53.7.1 53.7.1-2 |3066K1-200-US BEEH
53.7.1 53.7.1-3 |3066K1-131-JA BEER
53.7.1 53.7.1-4 |3066K1-101-EU Part 1 B LR
53.7.1 53.7.1-5 |3066K1-101-EU Part 2 BEER
53.7.1 53.7.1-6 -|3066K1-2217-AP BEEH
53.7.1 53.7.1-7 |COSTART AZEM BAREFE BEEFR
5372 ERINTETOBKRRBRIIBYCEWEHIBE IR ENO—ER
53.7.2 5.3.72-1 |Listing of Drug Related Adverse Events (304-WW 3E%) SEER
53.7.2 5.3.7.2-2  |Pre-study Drug Clinical Complaints/ Adverse Events Listing {2784 | Z&&H8
5372 53723 |EBREBORESZ-RR (WEMTETIZY) (3174 SELH
HER)
53.72 5.3.7.2-4 | Adverse Events Listing {2751 SEER
5372 5.3.7.2-5 | Adverse Events Listing {271 SEER
53.7.2 53.7.2-6 |LISTING OF ADVERSE EVENTS (2217-AP $5%) SEEH
5373 ERENLTOBRRARICBVWTEELFEESPBEIN-EHO—ER
53.7.3 53.7.3-1  |Listing of Drug Serious Adverse Events (304-WW ZRER) SEER
53.7.3 53.7.3-2  |Per-study Drug Clinical Complaints/ Adverse Events Lidting \27R1T | &8
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5373 53733 | Z0MOBELREEES (1317A RER) SEEH
5.3.7.3 53.7.3-4 | Adverse Events Listing /2 7% { SEER
5.3.7.3 5.3.7.3-5 | Adverse Events Listing |Z 7% SEER
53.7.3 53.7.3-6  |LISTING OF SERIOUS ADVERSE EVENTS(2217-AP %) ZERH
5374 KRS hZ2TOERBARCB W THRRAREEREEH VBRI N EAO—BER
ERENTETOHERBRICB VW TEEBLRAEERIBES N -
5374 53741 f i BERH
5374 5.3.74-2 |Laboratory Data With Toxicity Grade >=1 (200-US &) BE LG
53.74 53743 |BRRIICEEL 25 WHEEOD 2ERREMEREE(131-1A R | 3588
5374 5.3.74-4 |Laboratory Data With Toxicity Grade > = 1(101-EU /¥— } 1) SEER
5.3.74 53.74-5  |Laboratory Data With Toxicity Grade > = 1(101-EU /¥— } 2) SE LR
5.3.74 53.74-6  |LISTING OF CLINICAL LABORATORY DATA (2217-AP ) | & %&H
5375 I AETOERARCBWTHRES W -HFRREMBOEEH 2 BIOR L-REE
5375 5.3.75-1 |Graph of Laboratory Data By Patient (304-WW \Ex) SE &R
53.7.5 53.7.5-2  |Graph of Laboratory Data By Patient (200-US &%) SEZER
5375 53.753  |ERAEMREMEORBR (131-1A RER) BEER
5.3.7.5 5.3.7.5-4  |Graph of Laboratory Data By Patient (101-EU 75—+ 1) SERTR
53.7.5 5.3.7.5-5 | Graph of Laboratory Data By Patient (101-EU 7¥— } 2) BETH
5.3.7.5 53.75-6  |PLOT OF LABORATORY DATA BY PATIENT(2217-AP &) SEER
54 ZEIW
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