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LORVIQUA(lorlatinib) #_— #& © PR jgcfix fF'FF |#] o & F 3% 5 C2aH19FN6O2 (& -k )
) A2+ E 5 40641 FF A o 4B £ %5 (10R)-7-amino-12-fluoro-2,10,16-
trimethyl-15-0x0-10,15,16,17-tetrahydro-2H-4,8-methenopyrazolo[4,3-h][2,5,11]
benzoxadiazacyclotetradecine-3-carbonitrile o i & f‘:‘éﬁé&r“f :
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lorlatinib ¥ - f&v ¢ T %8¢ ¢ % % > pKa 5 492 & pH & 2.55 1 pH & 8.02
%@F\ » Lorlatinib & k /i ¢ 2 f2 & 4~ & = 32.38 mg/mL  0.17 mg/mL - pH
B s O il (PR k) ditdcs 245 -

LORVIQUA % 7 7 lorlatinib 25 £ 5. &% 100 £ seeda ] » ¥ 73 7 7|25 =
% ¢ microcrystalline cellulose - d1bas1c calcium phosphate anhydrous ~ sodium
starch glycolate ~ §- magnesium stearate ° %% 7 7 hydroxypropyl methylcellulose
(HPMC) 2910/hypromellose ~ lactose monohydrate ~ macrogol 4000/polyethylene



glycol (PEG) 3350 ~ triacetin ~ titanium dioxide ~ ferrosoferric oxide/black iron
oxide ~ fr iron oxide red °
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Lorlatinib §_— & FcpF e > # ALK 4= ROS1 2 2 TYKI ~ FER ~ FPS ~
TRKA ~ TRKB ~ TRKC ~ FAK + FAK2 v ACK & F £8 ¢k E 4 o Lorlatinib &
DHFLALK fF 5 AR %5 eni b B > ¢ 35 4% % crizotinib {rH © ALK Fr
FIB G E DA BT R SRR T - R

G TN H ] fk 6 EMLA £ ALK 4 1 28 ALK % 248 (2 46 42 ALK
Frd B G E D RA B & EY R Y HIPIT1 4 GI202R o 71T % %48) "6
eEEEL P 0 34 lorlatinib g A2 B EE 'i—}iF' M 48 ~ EML4-ALK #75%#
2% R i PheRE B P 0 Lorlatinib 77 B I P B A 0 Tt K RE R G0 S
B oo ARE P HEA) Y o lorlatinib e RE R R A B R R R E 1 0 T8 ALK B
v e Ap B o
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7 3 B7461001 snf > 2z M E DA A B E T > BLED3
R ABBEFBLEfrER 3 & 457 LE ok ZE-F BB % lorlatinib £
BBEH S FLH USRI RE -

SHR A

5295 (=# % & p - Z %A £ 7 LORVIQUA 100 ¥ 7 i &.47 3 B7461001 ¥

$ &7 ECG £ ¢hus 4 @ > PR 40 >0 A 5 e li‘!% it % 16.4 ms
(B 90% i % [CI|H & % 19.4ms) o &4 pF PR B4 < 200 ms ¢
284 iz 4 ¢ o 14% g 4 BB 4 LORVIQUA % % {5 s PR ¥ 4 £ >200
ms e PR B 28 £ c0g 4 Bk R BRI o 1% dhp 4 RS @ E i o

@& 7 B7461001 7% 1375 384 &% LORVIQUA 2= RAE 275 l’i«‘]fr‘; AP o AP
ﬁ"’f\&fﬁﬁp » AF I QTCF g (1 >20ms) Ll iak rl*@;b‘a’%co
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BEPUCIR- S 10F D 200 F 5 (ERMED01 L 28) HEFFP
lorlatinib #& #_#k & T cE F 5 Jf:,;éf;i (Cimax) LA B #0634 > @ AUC 3
R PR AR 2 B e BERBET 0 R p L T (R R [CV] %)
Cmax & 577 ng/mL (42% ) > AUCo24n 5 5650 ng-h/mL (39%) o W H It &R
v » Lorlatinib © FJZ‘}%“,‘TT FRBELRETF M B PEE
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o R 100 £ sufr= p - =x v PR 100 ¥ ﬁmifﬁf TPk Ak {8 e lorlatinib 2. Tmax P
il AW E 120 (053 40)pF) fv2 ] pF (053 23/ pF) o

BN LEAR > v JREEHT DGR T Y F 5 81% (90%CI ;2
75.7% > 86.2%) -
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"R B EAEE (571000 +52 > H P 150+ kp Foo F 250 F %k
BRLRTE &4 2 500 3 600+ kB fp9m) %2 LORVIQUA # » & 4 % lorlatinib
g 4§72 LRk RO
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F(40%) o H =T PR 100 F i et s R 5 (CLF) 3% pr 11 2

(35%) » FETREFRH I 5 @F 1822 (39%) M7 e ip YFE -
i~ 25

A8 b f% ¢ o lorlatinib 2 & d CYP3A4 & UGT1A4 3> > 30Aad
CYP2CS8 ~ CYP2C19 ~ CYP3AS & UGTI1A3 #* 3
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H = o pR 100 % 5t st i 4R3e lorlatinib £5 » & k¥ T 48%rﬂ”‘v:kqL fE T
(RN E<1%) " 41% W E TP wfe (R85 89F 9%) -
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> (CLer= 44530% 89 %2 ) » ﬁfﬁ)i‘.”‘ﬁi‘iﬂj_ (””’Z‘“*‘% <ULN$E’AST
> ULN - gt ‘ﬁi&”%:% >15xULN @ % #% AST ki 5 #® ) & CYP3AS {v
CYP2C19 sk 34 4 317 % lorlatinib f—é%#ﬂﬁv ABEfRRE AR oY RTE
B3 28 € R T a0 3 24 lorlatinib eh&E 8 4 § R B w 3 5 [ 4L
HAEH T F (86,87)]
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CYP3A % #3/#4 lorlatinib 7787 8 1 12 =it & % Fé BXEp-=xx-~3§8=
(% 12 8 =) rifampin 600 ¥ 5. (52 »c CYP3A 3% %'f‘**\"] P Lt PXR) 0 F A
i’; 8 % &= H =t v JR LORVIQUA 100 % 5. - Rifampin f= LORVIQUA =5 * ¢

g lorlatinib 7 AUCins T 357 "% X7 85% 7 Cmax "8 ™ 76% > 23 * N 132 % 4
.?akmALT & ASTH 3 ° 50% % ;é—*‘ 1.4 5 ALT & AST 2 3 > 33% %
%f“’k ’IFL33&ALT’\3AST—’/JF$’8%W7;~%“"' 'L 2 5 ALT &« AST2 5 o
ALT’ff’AST 273234 (7 i~#k: 15:&)F\Kf£_1._|_”#7#1§]]1\0149*¥’ EEd
CYP3A 3 #& 4 lorlatinib Z 4~ - 4 § P B8 $PFRA Pehh e a7 7 £ [ 2
Fresier (71)]-

5 ¢ CYP3A #r#/#/$# lorlatinib 777 45 : & * itraconazole ( 3 »x CYP3A #r ]
) g i# v JRE #E LORVIQUA 100 ® 5. s AUCinf 2 % 42% > Cmax 2 35 24%
[Z##25mr (71)]

Lorlatinib #f CYP34 £ fFerf/ # -3 § 15 p ~ & p — =t v JR LORVIQUA 150
% 5 € & v JRE A ¥ midazolam (- fasTR HCYP3A £ F) 2 % 55 AUCnr *#
4 64% » Conax ' 1K 50% [ 42 5 /6% (7.2)]

#/pE @) # lorlatinib 77 5 0 E * & 35 F1F #r4]# (rabeprazole) ¥ 7 € ¥
lorlatinib h# =6 4 & & 4 E §e5k g &L -
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Lorlatinib #f CYP fif # 778/ 35 - R *t 7= 3 o1 > lorlatinib &~ & pFRF ik if [ 4r )
Ao 2 E_CYPIAGZER T v 7 1151t PXR RPN E g 234 E 17 o
Lorlatinib 3% ¥ CYP2B6 ¥ ¢ /& it 4 &= 3|z < 48 (human constitutive
androstane receptor » CAR) - Lorlatinib fe3 & chigsk 3 (M8) ¥ 7 § 3
#] CYPIA2 ~ CYP2B6 ~ CYP2CS8 ~ CYP2C9 ~ CYP2CI19 4= CYP2D6 - M8 % g
¥4 CYP3A -

M8 % ¢ 3% # CYP1A2 ~ CYP2B6 f= CYP3A -

Lorlatinib $1 /4% # = #/ § #AE~ (UGT ) 74 & Lorlatinib {o M8 % ¢ 1
UGTI1ALI ~ UGT1A4 ~ UGT1A6 ~ UGT1A9 ~ UGT2B7 4= UGT2B1S5 -

Lorlatinib 3‘%"7‘@'"@75}57’ 7 #5 - Lorlatinib € #r4] P#Edv (P-gp) ~ 7 4B 3+
Epidi (OCT) 1§ sg+ Ehdsd (OAT) 3~ F £ & F{vd 2 EH

8 MATE) 1 fri* B #i#+ 3% (BCRP) - Lorlatinib 7 & 417 #4545 i
i 55 (OATP) 1B1 ~ OATPIB3 ~ OATI ~ OCT2 » MATE2K fr 2 ¥ {+
BCRP - M8 # & #r#] P-gp ~ BCRP ~ OATP1BI ~ OATPIB3 ~ OATI1 ~ OAT3 -
OCTI ~ OCT2 ~ MATE! 4~ MATE2K -
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P a0 & A&7 lorlatinib ehR B AT T o f TK6 A #f = # fmve cf ok 285 ¢
lorla‘umb B AEBHAESE (aneugemc) v P AL BB B REACE: TS A R
FEBEF W oA YR RE (Ames) #Z% K m lorlatinib 7 £ R R g o

By k%t lorlatmlbxiﬁi Fend 475 o A AT S HFE%Y Dzl
AEBETRAF RS S X RS ga\wu&%ﬁ pELTISER R p &2
TTEL (RAUC» A6 52 %ME 100 AT A hBENSI2R

PB4 HE{TOIRER T R4 F RIVES PORES /8 IR
R o R AR S B R Tl P deh

132 54 BE e/ X ERE

B NILE A RER eI B AL AREEPELT ISTLY
% i Ef"frua-BJi-é\'TZisb‘ m»k 4 (i AUC > & 5]9 2 2 HAE 100 %
LT R RS r05 1) ¢ 0 i B F B NPT g L e

LR LIRS Z AR o T B BRI P BT A
14 TRREAT
14.1 ¥ #% ALK jcpedr 30 ALK B 3% # 125 ] s0 % % B (NSCLC)

4 — IE?U{?;%&A\E?E N ﬁqg%;?ﬁ;é.}igﬂfé AT VN NN ﬁqp;ﬁ (F?f
B7461001 ; NCT01970865) # » LORVIQUA © % ¥ #5 — fa & — 6.1 + ALK
e sl - B ALK 1 L0 1225 | % 9% (NSCLC) i 4 5 #/2® 4 30
Mo fo- IFERDP M FALFLTEHEAR > L1 0] Jel# g TR
Bz B i® i &% (Response Evaluation Criteria in Solid Tumors, RECIST) %% #
1.1 (vl.1) ene plE P 1‘%‘:‘.—?}?“”“’»’:1_ ECOG P % Brcfkfi~ 85 03 2 ikdpd &
F =32 (fluorescence in situ hybridization » FISH) 4 47 & fA A F
(Immunohistochemistry » IHC) FEitenTdllfr e mp F 5 ALK £ > 2
T JR LORVIQUA 100 £ 5. & p — = - ,&4 # e CONS # # ‘»’1”)1% Ve
;1 FROGHRE FHD2FMNRILR R GAFBSRHEL - F 7 ER - ENR
B AR s A 0 @ R MR B TS g*ﬁ#”‘f o gt b 3 ALK B
'ri@;;f% I NSCLC i 4 » %0 & Bt % ¢ LFL&;JLT e SRR foiral (3R 4
4)yc 1 B e % T 2 N5 b ? 435 (Independent Central Review >
ICR) £ R ¢ ¥ RECIST h)ii\ 1.1 =% W~ &5 (overall response rate
ORR) ZAEM ORR © #75 = 3l chfcdp 6 710 & 540 6 o i fron e %55 F
& 355 iF R (duration of response * DOR) frfg i DOR

A FEEE RO 205 P A R A 4 M AT A AR R S 4 A
#?qu, %—2“&%%\»40215 R T RS AN S
51% ~ T 4 1k 34% > F ##4¢ = fcs 53 & (293 85 %) ’ﬁﬁ"ﬁIS%é’ﬁ:}]%

4>&ﬁ 96% g 4 Fha gy ECOG p ¥ #ic bk i & dics 0 & o%¢@4ﬁ
R AR 95% 5 HUB © 69% s 4 ICR FEERG "Rt HER 5 2 ¢ 60%
BN 4R 0 @ F 60% (n=89) s 4 AL ICR 2| %G 7RI A -



% 4. F 3 B7461001 ¥ % &% ;5% ALK BB 12# # 1+ NSCLC A EFE
ek @ /r%fi}i
AT aRh AR A Ak
R F % crizotinib ¥ A ¥ X E R 2 29
¥ 4% crizotinib & - 3 = ARt ° 35
¥ st ALK $r4) 3] (25 crizotinib) #5772 &% % $E e 8
L @
¥R F& ALK Fr | ®l 45 pe & 2 fpe ity @ 75
B4R = f8 ALK drd i Ae & # et ° 48
B3 215
S8 0 ALK=F % 1LH = B pefie ; NSCLC=24 | fn % % g -
SRS MR R B i
3 B7461001 ey sl % 730 & S frz\ 6v o
% 5. 3 B7461001 % px % %

; i’
b NZEZIS
FRE BF *(95%CIP 48% (42, 55)

2 %
W F
44%
FREFESER
Poimdfico 7 ©(95% CI) 12.5(8.4,23.7)
48 Cl=R i % F 5 N=p 4 #k -
Vb ¢ LR RS .
b fé L S WA sV R R
i¢ * Kaplan Meier /% 7 3+ o
¥t a7 7 B7461001 # 0 ikdx RECIST 3= 4 1.1 » *r A B pr 2 5 ¥ BlE CNS

it %9 fps At w0 g 17 ONS 45 s b ORR 2 & Judt ki 2 3=

BoOERAENL 60 hip2 P 0 G 56(63%) Lop A AT E eInas
1% ¢ 42 B A% LORVIQUA i ¢ 2 & 5 0 6 M 1 sgRac b 42

LA (4T%) -

% 6. 3 B7461001 ¥ § ¥ =R AEN B A R F RS

. AR
D
Roe 3t N=89
AR F B (95% CIP 60% (49, 70)
Z>F 21%
LA /A
38%
FREFEFERT
Pl ! ©(95% CI) 19.5 (12.4, NR)

558 Cl=GHf % 3 N=js < i NR=AZE 1] -
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b @& % kypo I Aol REE -
c & * Kaplan Meier /* 7 3+ o

[ SRR L %'f&/\/r’}% CE ZR 2 ZCEHEF AR A 47Y 0 $ LORVIQUA
SR E
e ¥ 3% crizotinib 2 % U — fH # ALK #eIH % e & 7 e e 119 =
F 4 ORR =39% (95% CI: 30, 48)
© B2 alectinib g ri— S ALK #r41 8] 0§ 50 & 2 e e 13
X+ ORR =31% (95% CI: 9, 61)
© ¥ & ceritinib s v - D ALK Fri| A 0 e A e it R 0 13 g
£+ ORR = 46% (95% CI: 19, 75)
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