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264 EYHEHBROMEX
2641 F&O
FHERB L OB CHEA L8 chH L~ A, Ty b, UHFROA XIZEBTHT A
I VXY (LYS73144 X0k COL-144 & 350 OERNENEEZ T Lz, RRHCHFELARWIRY .
AR VY TR A R O RA & R CHERE CTH D~ a T B & L TR LA,
—HORER (H5E B01-144 J Y B01-267) Tid, FAI VX VHERE L L THRE L, v T A,
7/%&09%% 1% 0.25% (wiv) AFtbm — APEHRICEEME X ITIRE L CRO#E LT,
RO G U=l Cid, AAEAHIR, 17 'R (FURFEE) T 5% R UBKIEIR %
ﬁ%bf&m&@bho7/b&04x RN G- LT BRClX, 7 A I VX OIS/ Bh
EReL LC, AHEBHKAEFA L, TXTORBRT, 7AI V0o AEITENHERRE c£
L L7, SEWRED DRI L 72 AR O T A I U2 VRO S FEE O (M3, M7, M8,
(S,R)-M18 JUXS,S)-M18] 1%, NUTFT— FNEN@kr a~ 7T 7 4 ——% 27 DRVE BT
(LC-MSMS) #ExEZHWTER LT,

o ERPAEE L FIORT,

o Ty MNIFAIVEZUERAKRE LIEBEOWRIILRAF T, #XHIASA FT XA Z7 80 7 41X
T 64%, MET S8% ThH o7z, MIFHFTOT AIVZ U OWIEWH (t1) (X 2~3 KT
HoTeM, BERED 4y 1T 27~32 Kl Th o7z, IHEV=2— LA (BDC) 7 v MMIE
A KR EIEL G, RO ED 76%LL ERWI S -2 &R,

o AXIZTAIVH U EROEBREG LIZEOMXNA F T XA T80 7 4 13H7ET 63%., T
36% Tholc, ZFAITVH LD t1pld 3~8 KR TH o723, FEHRED ty, 1% 56~85 IKFfE] T
HoT,

. 43@71 UHE U ERG LUTEBEOBRBREICERITIZEAEREE RIS RN D, K&

BT E B (tnay) 1 1.25 BRI D 3.5 BEREICEAE L 7=,

o  NIEHNRNEERBRICK T HIAIDH U OBRBEIT. 7y RO X THEICBBThalL
Bl LCEIN L7z, WEMREICEBIT S 14 HAD tip 38 2~4 BEf] ThH - 7=, BREEICAER
PEAEITZR L, 14 ARG RICERIIA BN T,

o EROWEHRBRICBITDLIAI VXAV OBRFEREIT, vV A, UHX KOS X TITHEIZ
Blerakbfl LCEmL ., 7y%fiﬁg%%?@é%%%mbto7yh&0?%%fi*
HORAETEEMROLNEN, vV AKROA X TREERITA LN T, 7 L 7= 5
WAETIZOWT, R, KRR Mg R — R TiEfg (AUC) HXW 3 od)
WFECHAELOMERNCE T Lo Tz, £, WThosimlc oV T, REBERLD
R OURTE B — B L7 EAEIERD b o7z,

o FRIRN K OME O 5O /i AE P IRED 24 R DTZ0H 3 TholeZ b,
TAIVH N T y NOMEKE Z @i 5 2 & AR ST,

e T u T [4C] FRAIVEZ U ERE L L X, BEREIZAEEICOM L, BfaT v M T
RS RRIREE 23 i b i o T AT T 0 . AFIR. A, ~— 2 — IR OVE R C if ik % 8
2 DR REIRENRD bz, HE7 v b CTRGRIRE SN b @ oo TR ITIRO 7 K
U T 5T,
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[4C] FAIVHEVERAWET v MiA— T4 777 0 —HBRICBW T, FEK,

FAR K O BB | e O BRI BE 3 S Tz,

o TRAIVHFUOMBEL NTFREERIT, v VAL Ty FROA X T 42~55%DFPHTH Y |
L TlE 86~90% T~ 7=,

o IMHET v MZ [14C] TAI VXU EHRE L L&, ERIIIEE @R L, &5 24 B
D EAEFUBHR IR SIS BV T 2T O M VSRR CTRETRE R S -,

o Ty FRUA XDOMBEFHEHRIC HD DREMEDEIEIT 4~18%THY, TAI VX X
BN FE CIREICARET S D Z EAVRIB S Tz,

o  TAIVH UL in vitro K in vivo TEIDO B ILEITAH S H, AR B IS FE
TEWEEWERTE D bitTc, 80 bt ERMRERRIKIL, N-IiAF (M1) | N-F ¥
N (M2— b T o ZBMER, M3— 2 ZR8MER) | BXY PUBREORBRE MT7) KO R
=it (M8) e ThoTz,

o EHEHERATIFEO - RMAHY M3, M7 KO MS8) IFONC 2 FEEEO “kAH [(S.R)-
MI18 K TUNS,S)-MI18] #MIE LTz, TAIVH 03D M8 X MI8 ~DAHITF 7 /LA
HMASh, £TOEYRET M8 O(S)BMERBEN T >72, (S,R)-MI8 &(S,8)-MI8 DT A
T LA~ —ICB U CRRF B2 DR b,

o  MIFFTOFEERBHMIT, ~ VA, T FERUA XTI M3 THoDIIX LT, VHFTIX
M8 Th o7z, 7 v hRUA Xt o FZERHIT ML Th o7,

e b MILHH (M3, M7. M8, (S,R)-MI8 }UXS,8)-M18] £2TMH~U A, Tv bk, UHX
J O X TR &z,

. [14C] T AIVZ o HG LTCBEORBUISREREINERILTZ v M T 90% %@ 2., A X Tl 76~
88% T o7z, &N K OFIRNEG-%, MBI CHREFRED IE 3 ITIRPICHRt S, &
v MR O#E LB hPEikRx 28% CTh o7, [14C] T A I VX U EFIRNE S
L7ZBRICEPICEREOBHENRO N Enb, 4 XTHEAFPHEEZSEE S L Tnd
Z eI,

. [14C] ZAIVZ AT O T v ORI FICHRE S 4, Fatd /Mg d AUC o FLidi

3 ThoT,

2642 Sk

26421 SRITEVRURBMIODHTE
e -RPT-Ol 19 (4.2.2.1.1), 8224279 (4.2.2.1.2), 8200900 (4.2.2.1.3), LLBR-112141-P-rt-dg-rbPL (4.2.2.1.4),
0274-20. (4.2.2.1.5), 7874-106 (4.2.2.1.6), 7874-130 (4.2.2.1.7), 8224280 (4.2.2.1.8), 8224281 (4.2.2.1.9), 7874-107 (4.2.2.1.10),
7874-131 (4.2.2.1.11), 8224282 (4.2.2.1.12)
FAIVHUOBRFBBERT, vURA, Ty b UPF A XKVE MUEFOTAITVE K
VCEOFEERBEWET H720, LC-MS/MS IEDONY F— g v &2fTo7z, BEPIHORBR T
I%. Lilly Canada TR EN/T=T v b, UHF, A XKVt MEFOTZAI VX 2 ET D
WA E DR SN P E B (4 E LLBR-112141-P-rt-dg-rtbPL) Z /=, ZDH DT A
svzenin s 7874-106 KO 7874-107) 1o, [ <z
WL LT [13CD3y] FAIVEZ U EHANTIANY F— g U MThbivlz, MEREHT PN
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WY AWML, R — A L0 EESME AN L, EFEK0M F CHMEEZ AR IE5
LR EOICENE L, B AR LTk, Y B EEEME TS LC BT AEAN
T, MS/MSHEIHIZ Z 0 ot LTz,

~YUA, Ty PROA RZBITFDHTAIVZ L, M3, M7, M8 KX MI8 DL iE &1k
(et 8200900, 7874-130 % 01 7874-131) 1 || =< <) 75— = o7
iz, (S,R)-MI18 At ML EERHHO 1 DTHDLZENRHELNITR-T2H%, ~T A, T
b, DHXROA XMIEFOT AI 072 ROREHY (M3, M7 O M8) (212 T, MI8 O
SRBUS,S) VT AT Lt~ —% 5 skt omr snEis s Jrer-o19)
AT @ <sne 2o il T -5 sn. ~y 75—
Ta UhMThive GREEE 8224279, 8224280, 8224281 TN 8224282) . ZiLHDAIETIE, W
HARMEYE & LT [13CD3] 7 A I VX U ROERGH O [13CD;3] RN A Z B 2 i L
7eth. HER—F 2T L, BT VA SRR N CATRE S, KM E i
L7-%. ACE3CI8 Z[EEME T2 LC H 7 L% HAWVT, MS/MSHHIZ LV 5Hr L7z,

~URA, Ty b UPRREFAXEHN Ty —~vax T 47 & (PK) S FFvakxrT
47 A (TK) RBRTlX, ZAI VX, M3, M7, M8, (S,R)-M18 KX (S,S)-M18 @ Incurred
sample reanalysis (SEFUEIOF 34T ; ISR) ZEME L, ZORER, FRHITHFLLZRWED) b
DEMNTIEDNRRE LT ISR AR EUEAT - LT\ D 2 L3R STz, S EFE D ERGE O 4%
SHNEIZOWT, EEHE, FEROERE, WRNIZE®T —F 2K 2.64-1 177,

26422 HESHEEHIEEY
#1555 ADME Report 10 (4.2.2.1.13), 573144syn02 (4.2.2.1.14), ozzo-zo. (4.2.2.1.15)
2,4,6-Trifluoro-N- [6- [(1-methyl-4-piperidinyl)carbonyl] -2- [2,6-14C] pyridinyl] benzenamide i3,
ADME Report 10, 573144syn02 & O 0220-20. (ZRLAR L2 UECAR LT, B aORiE 13
T 9% E RSN, [14C] FAITH D2 5 FTOERAE A X 2.64-1 1277,

1/2 (CH,COOH),

2.6.4-1. MAHERBHMEZ LI [MC] SRAI D2 U DEE
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:264-1T9R, Y b, 9GXRUA XMBASRAICEAVEEDH N T—3 >

NYF—v a VREE

XN

RE BHiH

BIEFREE

HIEHEE

JAN = PANG TS Hre e =
SIHTHERR EERE BE 20k VAL IPSE 3 (ng/mL) (%RSD) (%RE) BT — X
Wl =eroiio:
R N
RPT-0335R01-00 [~ 7 A, 7w b, TAIVS, 1~2500
RPT-0334R01-01 THE, A X % Mmggﬁﬁym, (7> h) NA NA NA
RPT-0333R01-01 ’
RPT-0271R01-01
8224279
WIS EER TAITH Y, 2R T 24 WFH]
8302173 ~ A I M3, M7, M8, (S,R)- 5~2000 NA NA -70°C Cuihh / @lfE 6 [\
8357079 MIS8, (S,S)-M18 -70°C T 630 H ]
8302174
FAIVHEY | FAIVHEY
(3.4~4.7) (95.2~102.3)
M3 M3
8200900 N GI0D | G608 71030) ST 24 BT
] B PR <72 i VO s s 1~1000 s 079 10a7y | -70°C TR /Mt 6 [
7874-126 L S ( M8 ) O7. MS 7 -70°C T 285 A
(3.9~5.9) (100.0~107.3)
M18 M18
(4.4~6.3) (93.5~102.7)
IR T 24 B5R (1,d,b)
LLBR-1 12141-P-rt—dg—erLa _200C &(){‘_700(: -'C\\
LS . \ . . RS/ AR S 1 (rdb)
. 57493 T v b, UYF, s s e N Z vk vk o o
Lilly Canada 27404 = I3 FAIVH Y 1~1000 (1.8~4.0) (87.2~98.4) 20°C K 1¥-70°C T
98333 sstﬂﬁﬁ$(nd)
98330 220°C K -70°C T
82 HIA (b)
(<)
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£2641.Y9R, Ty b, IYXRUVAXMBRSAICEVEBEOASHNIT— 3 (E)

IR NYF - “/=a vEREE B _Eﬁi At ERHA | BEMBE | BIEMEE Je it —
R v (ng/mL) (%RSD) (%RE)
027420ffp FRIVH L,
] ’%5‘ gig&’:ﬁ : vk, AR i it N([;S]\)/IKA]I\? 0.1~5000 NA NA NA
0225-2 (S,;R)-M18
974-106 SR T 25 WA
- y ¥ =r 77
] SRR - 7 b i Bt FTAIVH 5~5000 2.1~3.1 101.3~103.2 ORfe AR 4 [
7874-108 20°C T 155 H &
X-70°C ¢ 99 HH
TFAITVHE Y FAIVH Y
(3.2~62) (102.1~107.0)
M3 M3 iR TSR (M3)
2874-130 L (5.6~7.1) (104.0~107.6) E(u‘?lf 25 R§fE] (7 A3
] EE 7k i 4t TRITI 5~5000 M7 M7 v >, M7, M8, M1§)
2874-116 M3, M7, M8, M18 (6.8~8.4) (101.3~105.0) R Rl 6 (]
M8 M8 -20°C T 78 Hif K
(6.2~7.4) (98.7~105.2) T-70°C T 270 H [
MI8 M18
(8.4~9.3) (102.1~104.6)
FAIVEY | FAIVHL
(3.5~4.1) (100.5~102.7)
M3 M3
8224280 (4.7~5.3) (97.3~104.0)
TSR - TAIVI Y, M7 M7 SR C 24 I
| 8202968 P s M3, M7, M8, 0.50~2000 (3.3~5.9) (96.0~1033) | o0 g 6 [l
8302172 (S,5)-M18, M3 M3 70°C C 747 BB
8200081 (S,;R)-M18 (3.2~3.9) (98.0~101.3)
8213912 (S,8)-M18 (S,8)-M18
(3.5~4.6) (96.7~100.0)
(S,;R)-M18 (S,;R)-M18
(2.7~5.4) (95.3~100.7)
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(<) £264-1. ¥R, TV b, VYXRUVAXORFSAICFVREOAHANIT—ay (&E)
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ey | N TV a VHEE Ak P, EEMGHE | AEMBE | AEHMEE pnr et
Prfss PITIN BEhiprE e GIMTRISR (ng/mL) (%RSD) (%RE) BEMT — 4
8224281 FTAIVH Y, iR T 24 W]
I SE AR - oA MAE | M3,M7,M8,(SR)- |  5~2000 NA NA -70°C Ul /iR S [
8223068 MI8, (S,9)-MI8 -70°C € 602 HI#
SR T 24 Y
J@Z}?Zf‘ﬁ%g ‘ -20°C X O-70°C T
B Sera100 1% LBt FAIVHY 1~1000 NA NA g TR 3 1]
RT3 -20°C L T¥-70°C C 90 H
]
i T 24 KFfH]
7874-131 xS -20°C L U-70°C T
I SE AR - £ X i MO MBS 1~1000 NA NA i/ TR 6 15
7874-125 VNS -20°C €317 AR R
-70°C T 271 HH
8224282¢ FTAIVH Y, i C 24 W]
] S - 4% fiie 3 M3, M7, M8, (S,R)- 5~2000 NA NA 70°C T/ iR 5
8204494 M8, (S,8)-M18 -70°C ¢ 738 HIH

Me3E : NA=#%4722 L, r=7 v b, RE=Ff%7275, RSD = fH M= #EfR 3%,

EFEPED TR S T STk,

a
o ) > s s LC-MS/MS i,
C

W) TF—vay,




LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

26.43 RIX
26431 HERGHR

FAITVE R OFEORF ORI N PK ZFHli3 5 7=, B CD-1 v 7 A, Wl Sprague
Dawley 7 v b, Mfi==2——F 2 RAEUA by, WONCHiRE E— 27 L K& IV CHEE S
B A RN LTz, 7AI VX VRS A IR OGS LTEBORZ BRI T 2R FOR LG
fili L7=5R (R B01-267) A FRE ., hOMBRTIITAI VX o~ anIBiExHE LT,

264311 IDIRIZHITSPK
s reT-0335R01-00 42.22.1)
B CD-1 ~ T RIZTAIVH o~ any @iz 200 mgkg DHET 025% A F ot —2
TR ST RREIR & U CHER D35 L7z, 2 BIOMSL L7z live-phase iBRICI\V T, &5 24 R
BETERERIZOE I HEHZY 3T 4BIO~ T 206 MREZ BRI L7z, Wiakii 5 b/ i
HIREZHEG LTI AI VX ORI OIEYENEANT A —2 2R L (£2642) . TR
IVH ATERCIIEI S H, tax 1L 0.5 R TH o7, Fio, TAI VX U KOZOREHPO
typ 13 5~7 KO TH -7z, ~ 7 AMBEP TIIREMAEDI B L <. M3 KN M7 23 FEER
W TH oI GEMIZL PK /8T A —X 35 2.6.53ATHER)

£R264-2TIRICSRAITEUAI AN BEIEE 200 mgkg DRAE THEEFEAOKRE L=ED
m#gEh PK/XS A —4

INT A—F ab FAIVEYV M3 M7 MS (S,R)-M18  (S,S)-M18
Cppax (ng/mL) 7013 2197 1346 302 54.0 135
tonax (h1) 0.5 0.5 0.5 2 2 2
AUC . (ngehr/mL) 62818 12345 12823 3666 609 1442
t15 (hr) 5.01 4.82 6.75 4.58 5.49 5.39
M:P NA 0.197 0.204 0.0584 0.00970 0.0230

BERE © AUC).o0 = 515 0 WERE 2> & MERRINERE) = CHOME U 7o M PR EE - WER Ah#R F i fS. Cax = S MAEPIREE . M:P = {R3#
W/ REACHE AUC).obt. NA=FEM72 U, ty/p = BRI, tmax = F s HLE i B B3 RER,

a Bh REMEEZRE (P 82) | SRERROY T AEIE 8 (M3 oY RN 6)

b 25 live phase RO MIFHILED 2> WY v MEN B HALTZ PKAT A —Z,

2.6.4.3.1.2 Zv kIEHMTSPK
s reT-0334R01-01 (42.222), 022620 (4.2.2.2.3), 027420 4.2.2.1.5)

WERED Sprague Dawley 7 v NMIT AI UV F o~ a sz A Fere—ABRERKRE LT
rEg s L (s [JreT-0334r01-01) o BREES v FC S0mgke. T v T
100 mg/kg & L7z, 5 24 B E CHRIEFEICHOZ 1 BEHT-V 3BT v M b IR EZ T L,
MAEFDOTAI T KOO 21T o1, T AI T HZ ATHONITHIN E i, TAIY
22 ROE OB LT PK 7R L, typ 1 2~3 R O#EHTH 72, 7 v MfEH ik
KRB B2 <. M3, M7 KONS,S)-MIS B EERHFM ThH 7= FEMZ PK/RT7 A — X L5
2.6.53BHBH)

WERED Sprague Dawley 7 T [14C] T AI TV H o~ a T Bl (60 uCikg) % 6 mgkg
O & TABREKEK & U CHER O &5 SUIFIRNE S L7 EE 0226-20.) o FRMRA
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B 5-TIX G 0.167 K]0 6 48 FEfEI#4 £ T, BAK G TIIHE 0.25 Kl 6 48 Rffi]#4 £ T
K2 WERES 3 B0 D IR 2 RRIFAOICERIR U7, MR o [14C] T A I V¥ VHERIBESHED PK

s 022620 T 2 v r o ROREO PR E 027420 R L @
Wh DT AI V2RO [14C] T AI VX VHKBBURED PK N T A —F %K 2.64-3 [T T

(FEM7e PK /8T A — X355 2.6.53E L OV 2.6.53F HHEBM) , BOBELEZTAI TP H 0T
BRI ZAL, tax (X 1 FEEILAN TH 072, TAI VX O PKIFHERETHELIL T iz, #
RN 5% DT AI VX o OMsEs VT 7 2 AT E ORI 70~90%ZF82% Lz, DAEFEN
REMoTZ e, FAIVZATT v MARKICIREHIZ M T 5 2 3RS, FAIY
B DRERINSA AT A Z 8V T 1 3HET 64%, T 8% ThH o7z, MIEHDOTAITZ O
t1p K 2~3 B TH D — 7, BERED t1p X 27~ FFHITH Y. T A I DX U REICHT &S
NDZENREBINTN, B BEFI%E CLOMRERII L7 2 &b, B typ i
ZHITWRWATREM DS & 5, TEBR LA OB BEIZ 5D 2 RE(LIKROEIA 1L 9~17%DHiH TH
o7z, MAEF SRR IR I A CTdn 5 48 BEI#E £ CHIETTRE TH » 7228, RZELIKIZ
24 RFHIBZIZITERAR L oo To, MBEPAREHY (M3, M7, M8 K TF MI8) @ PK /NT A —# (%
¥ 2.6.53E HITR LTz, MEEWNTHOT v Mo TH, R M3 (N-A %3 FIE) 2MEBR L
FOEERFH THY . KREEK L BBTrAaFEkD PK 2757 L7z,

4
\%

#+264-3 5 MZ [14C] SRZIDFUANIONYEIEZE 6 mg/kg DAETHEEFHIKN
XFREOABELIEBEOS R O8 U RUHBRSTREDMEEH PK /N5 A —4

7 v b HZ v b HEZ > b HEZ > b

INT A= ab FERA x| FERA x|
SA3Ivsy @EE 2

Cpnax (ng/mL) 461 342 976 253
tnax (IT) 0.5 0.5 0.17 1
AUC,_, (ngehr/mL) 1590 1020 2040 1300
t,, (hr) 2.07 2.15 235 3.01
27 )7 5 A (mL/hr/kg) 3770 NA 2940 NA
Vss (mL/kg) 10500 NA 8380 NA
BOBEREORLFTLSEY F 4 NA 64% NA 58%
if e o A BE (it 0226200

Cpnax (n2-€0/2) 987.3 1020.3 1142.8 966.5
tnax (IT) NA 0.5 NA 2
AUC,_, (ng-eqehr/g) 10401 11070 12198 12212
t,, (hr) 27.3 29.6 29.7 322
HEEED AUC 1T 5 2 RELIRDEIE% 15.3% 9.2% 16.7% 10.6%

WEiE © AUCQ 0 = #2580 ¥ 2> & MERRRSR] 3 THMF L7 P B - MR SR FIEIRE. Crnax = Je@ MU BRIE . NA = %25 72
U tmax = S @ MLAE R FEBIEERER . 1) /p = ORI M0, Vs = EHIRIBIC BT 2 DA AR,

a EWEIE 3B R,

b 7420 s T LisiiEns b PR ST 2 — 2 2B Uiz, i 02620 cira s s mlosma s
BoNT PKRT A —H OB RT,

264313 THYFXITHEITSHPK

i

p 5 R T-0333R01-01 (42.2.2.4)
=m0 —T—=F  RRUA FUFFIZTAIVZ A~ any@Elgd 100 mgkg OHETATF
N m— g s LR ns L s [JReT-0333R01-01) | 825 0.5 me

8



LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

B 24 FFEEE T 3 FIO NS MKEZRIL, MEFOT 2 I 0% 0 RORE D538 %2
1Tolz, TAI TV ATHDITWILEF, typ 1E 2.3 R TH 72 (3 2.6.4-4) , 7 FIMmAE
FTIEMS (7 FUBIEll) BNEBEL. 20 t1nl3f 6 I TH 7= GEMIZR PK 3T A —Z X
% 2.653CHSR) |

R264-AMYIYFIZTSRICAUAIONIEIES 100 mgkg DAETEEREOEBE L1-ED
miEh PK/S5 A —4 (F51E)

INTA—HF a FAITVHE YV M3 M7 M8 (S,R)-M18 (S.,S)-M18
Conax (ng/mL) 1324 1210 559 19417 622 321
) 0.5 0.5 0.67 3.33 2.67 2.17
AUC,_., (ng+hr/mL) 2377 2258 372 267124 9307 4652
t,, (hr) 2.27 1.50 6.46 5.99 8.10 8.53
M:P NA 2.75 0.193 153 6.04 3.02

B&EE © AUC(.o0 = £ 5-BA %A 0 KER A & MEFRRERT & CTHME U 72 i AE b B - RERTEIAR TS, Cpax = S MR, M:P={X
B ARG AUC.obt. NA =472 U, typ = FERAR I, timax = 5 e MU0 FP g 80 28058 e P
a  EMET 36, B, M3 T4,

264314 A RIZHIFBPK
W -RPT-0271R01-01 (4.2.2.2.5), 011D03-PK (4.2.2.2.6), 0225-20. (4.2.2.2.7), B01-267 (4.2.2.2.8), 0274-20. (42.2.1.5)

HEE— 7 WVRIZT AI U H A~ any@Eiis 40 mgke O & CHEIRO#KS (1 7B LA])
L. #5424 B % 3 BlooA X it L= (st [reT-0271R01-01) . 522
D AT S XL, tax (T 1 BEEI T o7z, £, TAIVH L AHM M3, M7 KO
MS LI L7 PK Z/R L, tiplX 6~10EI ThH o 7o, A XMAEF TIIREMEN R B, M3
NEERBHY TH o7 GEMZR PK /XT A — X35 2.6.53DTHESMH)

7 0 AF—N—PK RBRIZIBNT, HEEREGLEOMIC 21 HHO Y 4> 27 v MM ZRT
T, MEE—7 K 4H0C [14C] TAIVH o~ anyiEE% 6 mgkg O & CHIAIZEFTE X
IR OEE (B 7'AAD LEEBOTAIVE U RNT AI VX CHKEBSEEDMET PK T
A—Z ZFi L7z (#d&EE 011D03-PK) , MLk idie - 0.08 IRefil#4 26 72 IffElf: & THRIRL 72,
WTNOEERIETH, FAITH LD ypldf 3 CTH o7z, FAI VX U EROEE LT
L&, TAIVH ATHERLDITWIL E I, thax (X 1 BRI CH -T2, TAI VX 2Rk OKE
L7ZBR DM A FT XA TV T 41% 494% Th 7= GEMiZe PK /37 A —2 35 2.6.5.3F
HEBH)

B D7 v AA—/N—PK BRBRIZIBW T, MRS 4 BloE— 27 RIZ [14C] FAITVHF L~
A7 (15 uCikg) % 6 mgkg O R CHEERIRNE S L7z s 022520 . 21 Ao
VA vaT v NE%, B CBEECHE CHED [14C] TAI VX o oy BREE A BaR
H#5 Uz, BRI G CrEf 5 0.083 FEEI#Z 5 96 B £ C, R O#EE TI3#E 0.25 R
%D 96 BifilT: £ TENE MK AR L7z, ML QMmpco [14C] 7 A D% vl
gHeeo PK (e 022520 im0 T 2 I v L ROREmO PK (HEE 0274-
2 EFE L, MR COT A IV F UK [14C] TR DX U HBRREEED PK
RTA—=H % 2.64-5 17T GEM7Z: PK /X7 A —X (X5 2.6.5.3E TH L O 2.6.53F IHE M)
BELCTAI VXD PR ITMEETHEEIL T e, MG LT A I VX ATl &
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LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

oy tmax VE 1 BRI CTH - 72, BRI GHO T AI DX o OmiEs V7 T v AR OWET
i, FFMitED 36%M O 51% Th o7, SMBRIIRE < A XDOENFIKTEDK 6~
TREEHE SN, TAI VX ORI NA T XA Z YT ¢ 13T 63%., HET 36% Th-o
Foo MIEFTOTZAIDVE LD 41 13K 3~8 B TH D —J7, HETHED t 13 56~85 BFE T
ST linG, FAIVHUNERICRBEND Z L AVRIB SN, B 96 Bl%E T L
MR AR L7272 2 Eind ., HO ty BHEZ DR TOARWATREEN B 5, MR QLT Co
FictED PKOITHERL L T e, MR BRI &5 60 5 RERDOEIA 1L 4~18%D#IFA Th -7,
138 e OV A O BE IR A RUBHER IR AL T b D 96 IFI 14 £ CHIETFTRE TH » 72, RELIRIT 24
~96 FFHE £ CTERATRE CTh o7, MAEF R M3, M7, M8 K TF M18) @ PK /XT A—X
(355 2.6.53B U R LTz, MEREONT G, B M3 (2 N-A %2 MME) BEERBHWTHY |
REIR L [FEED PK 7R LT,

£26454X(C [14C] SRITHEUAIONYEEER 6 mglkg D AE CHEIFFIRN X (Z
BOBELEBOS RO VRUBHRSREOMBERVMAF PK/XTA—5 (FH1E)

A X HEA X A X i
NG A—=x" FARA &R FARA &R
F23Ivsy @EE 2
Conax (ng/mL) 1550 449 1230 354
tmax (hr) NA 0.75 NA 0.56
AUC,, (ngehr/mL) 6840 4310 4750 1700
t1/2 (hr) 7.58 b 7.68 2.98 7.67 ¢
2 Y75 % (mL/hr/kg) 887 b NA 1270 NA
Vss (mL/kg) 39700 NA 3540 NA
NAFTRAFTEY T 4 NA 63% NA 36%
S e i E 022520
Conax (Ng-69/2) 2372 1570 1731 1635
tmax (hr) NA 0.8 NA 0.9
AUCy,, (ng-eqehr/g) 38639 39850 39659 40170
t1/2 (hr) 56.2 56.7 84.9 68.7
MAEFEETEED AUC 12 5 8 B REIKDE & 17.7% 10.8% 12.0% 4.2%
i P BE Gt 0225-20f
Conax (Ng-69/2) 1975 1079 1375 1184
tmax (hr) NA 1 NA 0.75
AUC,,, (ng-eqehr/g) 31512 30817 33456 32333
t1/2 (hr) 70.8 60.9 85.6 83.8

W5EE © AUCo¢ = 1514 0 R 2> & e f& T8 7 AT RERF S £ C o MU b SOl P - BRI EhAR N iEfE. Crax = e A Sdf
W, NA=FZM72 U, tmax = e MUAE R SO 3 A BEBGERR, ¢ = KRR, Vss = ERIRIEIZ I T 2 A A,

a  FRCHR LZRWERY . EhiEiTmERES 4 6,

b @k 3 A,

c @I 241,

7 B AF—N—PK RERIZBWT, BETFTEAHE TORE — 27V RIZT A DX UHERIEZ
2mgkg DHBETROKE L (BEE B01-267) . &5 5 0% 5 24 Kf#th £ TH X 466
MEEFR L, MAEROTAITZ DR EIT ST, tyax (TR T TOD 1.25 RN HEAET T
X 3.5 BRI~ EBAE L7223, TAIVH LD AUC KO EMIETIEE (Cha) (ST 5 BFD
WAEIRD b ot GEMIZR PK /8T A — 21355 2.6.5.3G HHE M) |
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LY573144 (Migraine) 2.6.4 FEMEREGRER OBEZE L

26432 REHRSHER

YUAL Ty b, UHRROA X W SAEFIRN L O DG miBR o A I v 2 oo
TK ZiHii L7z, 7 A XV Z TR A K OmilkdidA & R CHRIERETH 5~ ans ik
WELTEELE, ~URA, Ty MERYYFIZROKL LRABRIZIE 025% (wy) ATt
oa—2AEIREEA L, A XICTROEE LB BRICIIRCR R e FlaEH Lz, 7o B
Fe O ATERIRIN G- U 72 3BR ClI AR B |k 2 L7z,

J

264321 v MIRE#HKRANEZES LEZERO TK
5 57493 (4.2.3.2.8), 98333 (4.2.3.5.2.3)

Fischer 344 7 v & 7z 2 WRHIEIRNE 5308 (EH 57493) ICBWT, FARAITVZ U~
Rany@iEgy 4, 12 03 40 mgkg O HETH A 20 /3 FATHHFE L7, &5 1 KO 14 HED R
THFER T 0.083 B2 725 24 BefEi% £ T, FRRICHOE 1 HEH - VMRS 1 50T v b
WERR LTz, ZAITH L OBRFGEE (Cpax XY AUC) ITHEIZHBI L THEIN L7, 40 mg/kg
BHREOMET »~ MIREIZHEA_TEW AUC 2R L72S, ZOHERED Cpax (FHEIZHETHETZ > B
TEPoT, 14 HERERE L THL I AI DX OERITL LN -T2 GEMZL TK 78T A —
H I35 2.6 1CTHSBIR)

4145 Sprague Dawley 7 v MZT AI VX o~ anyighis 5. 15 X% 75 mgkg O & ThH:
BR 6 HOrDALNR 17 H £ Tl H 20 0 LA ERE Lz GREE 98333) , 4L4R 12 H O S EREB A
BT R OB AR 0.33 IFfEf:  (RURIEER TIERD) 7205 24 FEEIE £ C, BRRIZOE 1 HEHT2V 2
BlD T > b D MR E BRI L7, BANCHEIR R S 728 1 o R0 H T A I oK v
DT ElToT, FAITHZ O AUC ITHEITHHI L TN L7203, Chax IFHEZ TS5 H
MzER Uz GERIZR TK 8T A — 21355 2.6.7.13A THER)

264322 OYFICRE#HIRAZS LR TK
53 98330 (4.2.3.5.2.6)

Fi=ma——F 0 RARTA FUHFICTRAIVE AT a T @A 5, 10, 20 X
40 mg/kg DM ETHHR 7 B2xHAENE 19 H £ TH A 20 AR L7 (EF 98330) o AEAR
11 HOESE 10 5% 0 24 FE#% E T, HIRAER I N UV F 3§26 Mz L7,
40 mg/kg BEII A& GRS E2 R Lz, 7 AI VXD AUC KT Chpax 1EHE 5~20 mg/kg
OFPHTHEICHAI LTI GElZR TK X7 A—2 135 2.6.7.3 HEMR) . K TK 7 —# I3,
= 38 5 D Z M BT 2 FERR IR AR O F2hi D (Good Laboratory Practice : GLP) 1# ] T C%E
B U727 3% W2 IR O A IS B9 258k G 98331) OFEAHT & L THWE,

264323 A XITREH#HIRAZS LI-FED TK
G 57494 (4.2.3.2.13)
E— 7V R Avic 2 BEEIRN G RER (REE 57494) I2BWT, JAIVZ U~ an
7 Wi 2. 6 X% 15 mgkg D& TH A 20 0 FAEFHE L7z, &5 1 KO 14 A H O REHEE
T 0.083 K275 24 RFEIBE £ C, 1 BEDH T2 0 MERER 3 BIDA XS iR AR L7z, 7 A3
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LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

DH o DIREBERE (Cpax XY AUC) IZHEICEEI L THEINLZ, BBETEEICHO R TALN
T2 HAMBEBELTHL I AI VX OERBIRDO SN2 -72 GEMZe TK /8T A —#%
2.6.77GHEHSR) |

264324 IORCRELOHZSLEZED TK
WA 8357079 (4.2.3.3.2.2), 7874-126 (4.2.3.2.4), 8302173 (4.2.3.2.2), 8302174 (4.2.3.4.2.1)

CD-1 v~ A% HW\ = in vivo /MERBRIZIBWNT, FAI VX A~Ia gtz 625, 125 &
250 mgkg DHET2 HEIZHZ DR O#& 5 Lz (@5 E 8357079) , #5-2 HHOFH 0.5,
1 KO 4 RIS RFRIC D& 1 BEDH T2 0 MRS 3 B0 T T4 MEO~ U 206 Mk 2 BRI L
Too IBIT, &5 2 HHOEE 24 FEEHIC 1 BEH T2 0 MERER 6 Bl 3R & H & Mk & %
WLz, LT, 7AI VX RUORHY M3, M7, M8, (SR)-M18 (S.S)-M18 iz & &
(Coax XY AUC) ITHEEITIRD biehnode, TAIVH L ORIUTH T (tpax 1 1 FEH
PIN) | Cpax IHEL CHENRZ TRIZHIMZ /R L7223, AUC (XIZIZHEIZHE LT L7,
R OREE RS HEHRINIC > T LA, %7 LRI SN R0 o7, v TR
TiE M3, M7 KO M8 B DO EFENRFHW CTH 7= GEMliZe TK /X7 A —XI35 2.6.7.9B HS
M)

CD-1 v U AZ MWz 13 HER A EGHRBRICBNT, ZFAITVZ o~ any@Els 30,
X% 200 mgkg OHET 13 HWEIZHO/-VEARORE Lz GREE 7874-126) . &5 1 HE K
W13 HEOFRFRIZOE 1 BEHT- VMRS 3 Flo~ T Ao EHRR LT, ZAITH O
AT N T (tpax 1R T RFRILAN) . T AI P Z 2 M3, M7 RN M8 O AUC 1ZBBTe &
WZHBI LTI L7228, Chpax 3MEL THELA TEIZEMZ R L7z, M18 D AUC X TF Cppax 15
BEL CHERE FRIZEMAZ/R LTz, FAIVH Y M3, M7, M8 kX M18 DIEFERIZ 2 (5%
A DBERMEATBDOONR D oT, YTVRICTAIVH UV EREREGLTH, JAITH L,
M3, M7, M8 KT MI8 DEREITRD bR o7z, THBRHEY & RE(KD AUC i A&
J OMERNARTE Leino 7o (FEMZR TK 23T A —X 1355 2.6.7.7BTHER)

B4 RasH2 ~ 7 ZA &2 W HERERRICEBWNT, ZAITVZ U~ any @iz 200,
450 X 1% 900 mghkg DHET 4 HEIC O 2B 052 MM Loy (HEE 8302173) | mH ERE
DICFENELS, &EEZFIE Lo, PHEMEZ 250 mgkg ([ZRE L7z, %5 1 HEEXO 44
HOKRERIZOX 1 BEH T2 0 MERES 3 HlO~ 7 AL MR ERIL LTz, 7 AI X ORFEEIT
#eh5 1 HHD 200~900 mg/kg, #5 4 HD 200~250 mg/kg O#EiFH CHE L THERIINIZES T
M U7e, BIUTIEL T (tpax 15 2 FFFILAN) | Chax 3BE L THE A FEIZEEINZ R L7223,
AUC ITHEIIZIEHAI LTI Lz, AI T X M3, M7, M8, (S,R)-M18 KX (S,S)-M18
DIRFEEIZ 2 HE B DPEREEITBO b o7, BAER RasH2 ~ 7 A2 & 200 mg/kg
(aﬁ%ﬁﬁﬁﬂ#k%ﬁﬂ#fﬁ‘ TOHM—DOHE) OTAIVH U ERKEEGLTH, FAI VXY
KO ORBICERITBO bR o T GEM7e TK 287 A — 2135 2.6.7.TATHS )

RasH2 Vﬁx%fﬁb\f\_ 26 BN ASEMERBERICIWNT, T AI DX A any i &
20, 50 X% 150 mg/kg DO AET, MECIE 25, 80 i 250 mgkg DR TERFRFEAHKSE LT-
(5= 8302174) . 5 1 HHEKW 26 H OKRERIZOE 1 HEH 72 0 MRS 3HlO~ T AnD
MEEFR LT, 7 AI DX OWIUTESCH T (thax (X 1 FFRILAIN) . TAITH 2 M3,

12



LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

M7. (S,R)-M18 KOS, S)-M18 D Cpax XY AUC ITH &L Z TEIZ#HMZ R LT (K 2.6.4-6)

M8 DEEFEEITHEICIZIELFI L TN LEZ, FAIVH VERERELTHLTAI VX LD
Z DHIZ %73#@%.5% IRD NI ot MERECHENERD Z L0, IREREOMAEIT
A C & oz GEMIZe TK 28T A —HZ 1355 2.6.7.10A THE )

R 2640 MDD RasH2 YO RICTRI DA IUAZIONYEIER 26 @B ICH-VYERRKROEE
LEBOSRISAY, M3, M7 RU M8 QIN#EFR TK/SS A —4

A& (mg/kg)
1 i3
INTA—HF a 20 50 150 25 80 250
T AV H v AUC ) oap, (ngehr/mL) 7100 17200 32400 7940 25600 62200
FAIPH L Cpay (ng/mL) 1310 3480 6470 1830 3760 7540
M3 AUC 241, (ngehr/mL) 1560 2510 5540 1460 4130 10800
M3 Cjax (ng/mL) 243 529 940 566 824 1970
M7 AUC 241, (ngehr/mL) 3190 8360 17200 1980 7150 20100
M7 Cjax (ng/mL) 585 1350 2640 375 799 2230
M8 AUC 241, (ngehr/mL) 1630 3110 6960 2030 7310 21700
M8 Cax (ng/mL) 267 531 1030 448 1010 1990

B3R © AUCQp4hy = $5-1% 0 IERHI 72> 5 24 el & C oo fUSE PR EE - IR ARAR T IAS. Cmax = Som MUSE PR EE,
a A UIRYy MEFINOELNT TKNT A =5, 88U 3 6,/ MR RS,

264325 Sy bIRELOKSLEZED TK
AT 7874-108 (4.2.3.2.10), 7874-116 (4.2.3.2.11), 8202968 (4.2.3.2.12), 8302172 (4.2.3.4.1.1), 8200081 (4.2.3.5.1.1),
8213912 (4.2.3.5.2.5)

Sprague Dawley 7 v b Z 7z 4 R OB G538 (5 F 7874-108) 2B\ T, FAIVH
Yo~ any @A 10, 300 50 X 100 mgkg DHE TR AOKES- L, #5 1 HEHEKO 4B O%
R ox 1 BEH - VMRS 3 B0 T » DMK ERIR LT, 7 A DX TESCITIN &
AUy tmax (3851 HE T O05~2 K], #5 45E T05~4 R Thoto, BBERIC2MEEBRD
BEEE 7SR DR o To, #8543 H D Copg KON AUC I L T 1 A Bl C il
ZOoRLTE, ZT2ERMECTH o7 GEMZR TK /NT A —2 355 2.6.7.7D HEZ M)

Sprague Dawley 7 v M & 2 13 B OHG5ER (HEE 7874-116) IZHBWT, TAIY
H s any A 10, 30, 50, 100 3% 200 mgkg DHBETRO#KSG L, #5 1 HH LD 13

HEOEKRRIZOE 1 HEHT- VMR 3 BlOT v ML MEEHRR LTz, TAI VXD Chax
KOV AUC I L T & A THEIDEMNZ R Lz, M8 D51 HH D Chpax XY AUC ITHEITIZ
E=t] L’Ci%bﬂbf:?bi‘ gL & LT, 200 mgkg BFEDOURFZEZOHMIL, &5 1 HE iﬁﬁ;kt%?
By, $&5 13 HEIZHEREZ ER-> Tz, TAI VX KON M8 OBRFEEIZHE L THEZEITRE
Do oTe, 7y MIREHERGLIELEETAITH UKD M8 ICEREMBIM AR b,
200 mg/kg FEOMETHE G- 13 HWHIZEE 1 BEO 25282 5BFITEV Chax 50D bz, R
B & RERD AUC DEENS, Ty B TIETZAI VX UNE M A~ORBHID RN 2 LAVRS
N7z, ISRBARETHo7=72, M3, M7 O MI18 O TK T IZEM L7eh»>7- GERIZR TK /%
T A—HZ 3% 2,67 TEHER)

13



LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

Sprague Dawley 7 v k& iV 7z 26 H[H#E O #5308k (HtE T 8202968) IZHBW\WT, TAI VX
oN ang iR 10, 30, 50, 100 0% 200 mgkg DB TR OEE L, &5 1 HH, 13#H
FOr 26 B OB SICoE 1 BEHZ VS 3 HI0T v b MiRERR Lz, TAIVH
M3, M7. M8, (S,R)-MI8 K TUXS.,S)-M18 DG EiTkkiriaT 2 I V% O &N E-> THY
MUz, FAITVH . M3, M7, (S,R)-M18 }TX(S,S)-M18 D Cpax 2 T* AUC 1%, #f L TR
Z FEDHEME R LTc, MEEWTIUZ DN TEH, M8 D Chax PHEMNIIME L THE A TElS T
7273, M8 @ AUC IFHEICIZIZHBI L CTHWIMLT-, Ty MITAI VX U ERERE LT- & &,
TAIVH L M3, M7, M8, (S,R)-MI18 % UX(S,S)-M18 DREFE B\ I HENME A 235580 DAL= 28, #
H1HBEE 26 8E EOMOBEZEEHEMIMEL T 2 HERETHoT-, FAITZL M8 KDY
(S,R)-M18 D Cpax &Y AUC [ZHAEZ2MEZEITFRD IR Do T2, M3 D Chrax XY AUC (3L T
ML D HHETE D T2, MT ] UYS,S)-M18 @ Chax L OY AUC 13 L CTHEL 0 TR o 72, M
HEWFT U O T G & REMAD AUC A EICIKFAE T, 7 v ol F EEHE I
M3NU&@@&&HK@%OK(ﬁﬁﬁTKN?%~5i%ZﬁﬂF@%%)

Sprague Dawley 7 v b Z 72 2 AERIS AURMERER (GRS E 8302172) IZBW T, FAIVH
s ang iEE A 10, 25 L 75 mgkg OHETREAOELG L, &5 3, 13 L1026 HH OKK A
IZoE 1 BEH TV MEER 3 B0 T v b BIKRERI LTz, 7 AT H 2 RO ORI OREE
FICHARMEEITRD N oTe (F2.647) o TAITVHEL | M3 KN MT D Chppx 1 EHELEL
Z FlE D 8MEZ77R L, AUC I3HEICIZIFH L CTHEI L7z, M8 @ Chpax IFHAEICIZIFHA LT
L7223, AUC ITHEE ERIAEMZ R LTz, 72, (S,R)-MI18 L TXS,S)-M18 @D Cppax 1 H
Bt A FEIDEMEZ R L7228, AUC (3 & 10~25 mgkg O CTHEIZIZIFHRAI L THEML, 25
~75mg/kg O CTHELZ EEIDHEMEZ R Lz, 7y MIERGLIZEE, FAITVZ KD
ZORBFDONT U ONWTHERITRD Do 7z GEMZR TK 8T A — 2135 2.6.7.10B 1A
ZH)

R264-7THHEDSD v MIFRI DA UAIONIEIEE 26 BEICHT-Y
EARORELEBOSIAI V20 M3RUY M8 DIMHEHR TK/NT A—4

A& (mg/kg)
10 25 75
INFGA—F a i3 i3 i3 i3 i3 i
5 X3 U # > AUCqoanr (ngehr/mL) 3860 4100 9540 11500 29800 32400
5 A I UK Y Cppy (ng/ml) 575 541 1120 1180 2430 2570
M3 AUCqapr (ngehr/mL) 1700 1550 3850 3520 10900 9780
M3 Cppyy (ng/mL) 227 262 545 371 982 800
M8 AUCq 41 (ngeh/mL) 185 134 541 407 2420 1850
M8 C, (ng/mL) 18.5 13.9 46.7 30.5 147 131

WEFE @ AUCQ4nr = 3% 5-%% 0 IFfH 20 5 24 WefH) £ COMBETIRIE - RERTMAR TR, Crax = B SETIRE,
a A UIRYy MEFNOELNT TKNT A =5, 88U 3 6,/ PRI B RS,

ZHERE M OVEIR £ COMBIMIEAICE T 258 (M5 8200081) 2k T, MEED Sprague
Dawley 7 v MITAIVZ o~ any iz nikh Ulc, BEZIIAR 28 ARl S &5 4 B
R LT, AECH R ORBRAS THIH £ T 100, 175 3% 250 mgkg (18 H HIZ 200 mg/kg I[ZJkE) %
Beh U, MEICIIARHED 14 HAGODBHAA LT, RBLH R OMER 7 H £ T 100, 150 X% 200 mg/kg %

14



LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

5 Uiz, RBECRTOMEEENE, MEX& 5 14 B H, B3h 28 H BICKERRIC X 1 BEHTZ D
3EIOEMN ORI LTe, TAITH D Cpax XY AUC 1T HEICHA L THM L 72,
HERED M3} O M8 A TNZHED(S,R)-M18 D Cpay & N AUC (I e HEICEAE] LTHIIN L 7=,
MERED M7 K OXS,S)-M18 I NZIHED (S,R)-M18 D Cppax & TN AUC 13HE L CHE A Rl 5 8N %
R LTz, MEECHENRR D Z L0nh, IBEEOMEEITFHMICE oo, RE & RELERD
AUC HITW T b HEITIKAF L2 o 7o GEMIZR TK 8T A — 2355 2.6.7.12 HSB M)

IR ORI AR B3 A3kl (iR 8213912) (23T, 4T Sprague Dawley 7 v MZATHR
6 HMBOAIHR 17 HET, JAITH I anZBEE%S 100, 175 XIE 250 mgkg O HE TR O
Beh Uiz, #E 6 H LN 17 HIZKERERIZOX 1 BEHTZ VA 3 B0 T v Fo b iR ZERE L7z,
TAIVH LD Cpax LY AUC 1, 7R 6 BIIZHEL CHEREZ TR 8MEZ /R L, &iE 17 A
XTI HERE ERISEINEZ R L (3 2.6.4-8) o 1R 17 HD Chax XY AUC 13450E 6
HIZHEARThIMicEm <, AUC 123 < ERIT 1.31~2.66 D& CTH - 72, M3 KX M8 D
FREIL, R 6 HIZIIE L CHERZ TRIZEMZ R L, fER 17 BIZIZHEICIZIZ®E LT
IMU7-, #EIE 6 H ROV 17 HD M7, (S,R)-M18 K UXS,S)-M18 DR &I, ﬁﬁ;kh%‘:?@ét@bn%
R LT R & RE(ED AUC s, TAIVE AIEIRT v FIZBWT M3, M7 KT
(S,9)-M18 IZft#f &N 528, M8 M UNS,R)-M18 ~DHHI L v IRV Z L 2VRENn7- GEMIZ: TK
RT A=K X5 2.67.13BIHESM) |

R264-8WFIRT Y FIZTSRAIDAUASONIBE#EAROEBS LEE®D
FIR1I7ADSAIOA Y, M3RUMSDMEEHR TK/INT A —4

A& (mg/kg)
)5 A—X a 100 175 250
5 A3 U4+ AUCquny (ngehr/mL) 28968 64823 97930
T AV H L Cpae (ng/ml) 1983 3827 6133
M3 AUCqapr (ngeh/mL) 5457 11831 18252
M3 C,y (ng/mL) 319 777 893
M8 AUCq4p; (ngehr/mL) 2536 6210 11775
M8 C,y (ng/mL) 174 325 557

WEFE @ AUCQ4nr = 3% 5-1% 0 IFfH 20 5 24 e[ £ T O MBETIRIE - RERIMAR F RS, Crax = B mEPIRE,
a IRV y MERNOELNTE TKNT A =5, 88U 3 6B RS,

264326 HYFICRELOZSLEZED TK
5 8223068 (4.2.3.5.2.10)

IR ORI A IZ BT~ 23R GRS E 8223068) IZBWTC, HHk=a—Y—F 2 RATUA U
PRI TAITZ A anyiEE 50, 75 X% 115 mgkg O E TR 7 B2 BIENR 20 H %
TROKG Lz, R 7 BN 20 HIZ 1 #EH720 3FO TS0 oMiRaHwIm Lz, 424k 7 A
KR 20 HDTAI P HZ D Chax XY AUC 1T, HEHINZE- THEINL (3 2.6.4-9) . M3
M7. M8, (S,R)-M18 K TX(S,S)-M18 @ Cpax &L TY AUC IZHEIIFITHBI LTI L 7=, KiE®S
%I M7 CTBEELRERE Q H8) B LI, T A I VX U ROE OO EREE AT
D HNTZN, R 2 ERECTHoTz, UHFMEH TIL M8 Db % h o7 GEMIZ: TK /3T 2
— X355 2.6.7.13ETHSB )
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LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

£ 2649 FHIRIYFICSRICEUAIONIBIELZEAROBEL-ED
HEIR20 ADS A2 VR M8 DMEEHR TK/N5 A —4 (EH{E)

A& (mg/kg)
NS A—Ha 50 75 115
T AIVH L AUC ) pan + HEUE(R 72 (ngehr/mL) 2545+ 961 2614+918 4286 + 3284
TAIVHE Y Cpax t EEYER 7 (ng/mL) 584 + 162 964 + 624 1158 + 1040
M8 AUC o4y = FEHEIR 7 (ngehr/mL) 119252 + 24612 139173 21002 365343 + 95554
M8 Ciax + I HE(R 72 (ng/mL) 14567 + 404 17633 + 5255 28667 + 3557

WEFE @ AUCQ4nr = 3% 5-1% 0 IFfH 20 5 24 e[ £ T O MBETIRIE - RERT AR FHAE, Crax = B ETIRE,
a B 3 RE,

264327 AXIIREFOESLEEREO TK
WA 7874-109 (4.2.3.2.15), 7874-125 (4.2.3.2.16), 8204494 (4.2.3.2.17)

E— 7V RaE Wz 4 R A& 5RBR (GREEFH 7874-109) (2B W T, JAIVZ U~ an
7 WK% 5, 10, 20 XX 60 mgkg DHETH 7R E L TROKE L, 5 1 HAKXO®4HH
W 1 BED T2 0 MERES 341 (5, 10, 20 mg/kg) X 541 (60 mg/kg) DA X5 ik ZHH L7z,
TAIVH AT ZFU, tax 1T 5 1 HH T 0.833~3.50 IefE], &5 4 EH T 1.00~
233 HEHOHEIPHATH 572, 2ME LB H2BELRMZETEO R0 o7, 5 4HE D Chpax KO
AUC IIMEL T#H 5 1 H BIZHATEDR 72D, ZOEIT 2MHERM Th o7z GEMZR TK /8T A —
ZIEH 2,67 THHSR)

E— 7V Ra e 13 R A& GRER (G E 7874-125) IZBWT, ZAI VX~ T
NT WM A 5. 10, 20 XX 50 mgkg DHBTH 7 RAIE LCTRO®KES L, &5 1 HEEXO 13

2 1 BEH T2 0 MERES 341 (5, 10, 20 mg/kg) XUE 561 (50 mg/kg) DA X6 ik 2 BRI L
7‘:0 TAITH LD Chax XY AUC IEHEITIZIT LA LTI L7z, M7 @ Chax 2O AUC 1381
LCHEZ FRIZEMEZTRL, M8 @ Chpax XY AUC 13t L THES LRI HMZ7R Lz, M3
D Cpax XN AUC OHINT—B LT HEHFINEZ RER2hoTc, FAITZ L M3, M7 KR
M8 D Cpax XY AUC 1T 2 5 & 2 DBAERMEEITRD bR D o T, A XITREREG LIz & =,
TAITVH Y M3 LN M8 IZEREMMNED N2, BEEOMIMTIML T 2 FRETH-
7o AR & RELIKRD AUC LS, A XTT A VX ATEIC M3 LY MS I S, M7
WIS F VRPN EDIRENT, ISR OFERN AR TH 72728, MI18 @ TK [ L7Fl L
7otz GEMIZR TK N7 A —2 135 2.6.7. 7T HER)

E— 7NV Ra iz 39 MR D RGHER (HEE 8204494) ITBWT, FAIVH L~
NI A 5, 10, 20, 30 XX S0 mgkg (MET 25 HH. T’E'C“ 30 H HIZ 40 mg/kg (ZHiE) O H&E
ThHTeAKIE LCROKEG L, &5 1HE, 2488, 13EA, 26 8H & 39 :1%1‘5%7‘:
D MERES 4~6 BlDA X B IMIRERI LTz, T A I VX 2 kO ORI ONRTE &I 21358
D ENIRINoTE (FF2.64-10) . TAITHL M3, M7 KO M8 @ Cpax &Y AUC 1T B 3T0 1
FHEIZEB LTI L7223, 30 mgkg 22 5L, M7 O Chpax ITHERZ FRIZEMZ R L,
M8 @ AUC ITH &% ERIDEMZR L7z, (S,R)-M18 K TUXS,S)-MI8 (2 DWW TIE, Chpax NER
TR (SngmL) i CThY, ZLORATERRRAEZ TEIS7Z, ZAITH L M3, M7,
(S,R)-M18 X US,S)-MI18 |[ZHEMITFRD Hi/eino 7oy, M8 TITHREEM AT Hivl-, Y
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LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

ERBAVIRD AUC HIIE L CHEICIKFE Lo T2, A XIMAET o FERHEMWIT M3 Th-o 7=
GEMIZR TK 28T A — X35 2.6.7.7) S MR)

R 26410 MEDA XTSRRI CEUAIONYEEIEZ 39 @8R ICHhI-YERRORS LEE®D
SRITAY, M3RU M8 DIm#Eh TK/NS5 A —4 (FEiyfE)

A& (mg/kg)

5 10 20 30 40
INTFGA—X a i3 i3 i3 i3 i3 i3 i3 i3 i3 i3
TFAITVH
AUCooqn £ 4548 | 2168+ | 1606 | 4351+ | 3802+ | 8257+ | 8576+ | 16361 14374 + | 21624 | 17257
@7 (ngehr/mL) 1693 +588 | 1294 1358 | 2615 1990 +2452 | 4758 +2407 | +7897
Conax T TEVE(R 2= 303 + 318+ | 611+ 605+ | 1228+ | 1420+ | 2255+ | 2382+ | 3350+ | 2201 +
(ng/mL) 148 101 183 132 184 279 625 540 568 1062
M3
AUC . 45, = 1RHE 1520+ | 1342 | 3010+ | 3465+ | 5992+ | 5190+ | 8460+ | 8936+ | 14059 | 11847
7% (ngehr/mL) 716 +460 | 1031 1218 | 2369 1024 2552 2627 +2736 | +5657
Conax T TEVE(R 2= 394 + 371+ | 804+ 1034+ | 1380+ | 1278+ | 2011+ | 2775+ | 3783+ | 2804 +
(ng/mL) 130 149 253 372 388 170 1596 965 449 1451
M8
AUC . 45, = 1RHE 566 + 369+ | 1106+ | 1069+ | 2727+ | 2112+ | 4698+ | 4069+ | 5982+ | 6378 +
7% (ngehr/mL) 600 197 332 425 2047 493 1096 1309 877 3649
Crnax T EEVE(R 22 40.2 + 280+ | 742+ 759+ | 174+ 166+ | 308+ 275 + 404+ | 376+
(ng/mL) 33.0 9.7 14.3 27.1 100 35 42 64 35 200

&35 © AUCQ4hr = 5% 0 IR & 24 IFfH S C oo MAE R - WRTIh#E P FE . Cmax = S AT iR,
a  EEIT 4~6 11 PERILHE,

2644 S
26441  FREBTHE
i B01-144 (4.2.2.3.1)

TAITH DTy MIET D HEBITEE LC-MS/MS 12 X 0 5l L7 (4 E B01-144) |
I Fischer 344 7 v M T A I VX U 7 1 mg/kg O & CTHEIFAIRNIEE G- L7ZBRD AUC).q
1. IMET 250 ngehr/mL. KAMEZE T 731 ngehr/g TV . 414 AUC ik 29 THho7=, F
7o, ME Fischer 344 7 v NMZ T AI VX VIEEEZ 1mgkg OHE THEIROKE LD
AUCq.oolE. IMHET 158 ngehr/mL. KANEZE T 409 ngehr/g TH Y . M,/ 1LHE AUC Fix 2.6 TH -
72 (GEMIZRNRER AT /8T A — 2 1355 2.6.5.5A THEB )

2.6.44.2 ik
it 022720 4.22.3.2), 017220 4.22.3.3)
WERED Sprague Dawley (HE) 7~ kX OV Lister Hooded (Ff4) 7 v MZ [14C] 7 AI Y
Koo any iR (K 60 uCikg) % 6 mgkg O & TR OG- L 7-BEO i RE DHLEE 54 & &
REHF— T V47T 7 4 — (QWBA) EXRHVCHE L7 s®E 022720 . sees
IX, ATy MIEE 0.5, 2, 6, 24 T 48 KERIE (B L 1 MERILBERD L BT v M
£eh- 2, 6, 24 30T 48 R (B 1 B RR) & LT, ERRFI ANy 7 7T 0 MEDOEEHE
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LY573144 (Migraine) 2.6.4 FEMEREGRER OBEZE L

WAD 10 fi5L Uiz, B33 2 WIRAOBIZE TRl TR 2 fFE CE 7o), A— b7 V43
) 7T L TIHFFETE o726, BRI RGE & 72 LTz,

BEL T, MEERED A2 — AR T v FEHEREAT v N EOREORERET » b &
HtZ7 v Mo (FEMAKREZRS) TEMRMIZEBIL Tz GEMZRIRER 2437 A — 2135
2.6.5.5BIH~2.655DHEM) |

HERET v b, MAGRT v N ROEAGT v bOI PR, ARER O REHER S TH
% 48 B E CHIEFRECH T, A= T VAT T 7 4 —IZESOWTHEIHLEFRT v bO
MHHERED t1, 1% 1858 FEH Th o7 (HET v FOMHFHEIRED t1p 1 FHEHET) . HSHEIX
MBI 2 5@t L, M Cidd b 6~24 Rifilt: £ C, FhE I 5 6 Rtk £ CHIE ATRE /R I B
DERERFRO BTz, [14C] 7 A I DX U TEEs & OIS B S 1204 L Tl i m iR
BECEE L, BEEs GRERR) oty i3 gy ERBELT Tho7e, BT v b TR REIRE D
b @ TEHEIEEEE CTH Y | T A I VX RO ONRE) O EEPEIRR I A BRI TH 5
ZEE—EHLTW,

% < Olifas L O (B 21X, g, M. ~— 2 — IR L OV ) ki B~ T AU RE R
FERRBD b, MEATE HREKORE L) WWONCHEATESE (ONRKEROFE) Tl
HEEEZBE 2 DBAREPRBO N, AT v FOIRDOT FUME (Chpax = 86.12 png-eq/g ;
AUC_q(last) = 3106.93 pg-eqehr/g) K OVH AR CEWIRESHRBIRE SIS, 7 AIV ¥ U H
SKRIETBEN A 7 = B ITE VBRI 2 R4 2 LAVRB SN2, EEMEEHc RN TT 2 I Y
HAIKEEE RS e h o7 (55 2.6.6.84HEBM) |

TAIVE OB e E KV FELSFHT 5720, oA — 704777 4 —ik
g s 017220 %355 Lz, e Sprague Dawley (1163) T F 2ilic [14C] 23 V¥
Yo ans Rt (R 846 uCikg) % 6 mgkg OB TRAOEE Uiz, = SARRE & OV = Xkt
FREPEEL L~V THkER 2 5 2o il 0 SRR i e OVl RN 2 36 1T 2 U R D A 2 JE LT, B
RIUIE DT CTON Y 7 7T 0 MEOIERERZD 10 5 Lic, BRERNCT v & 2 finr b8
B U 7= 1A K OV R o i RER FE & HIE L 7=,

Bl 1 BEfE% OB S CHRETEEN M EIC A L7z 2 L s, [14C] TR I VX s ik
FlZEiRT 5 2 LRIz, IMERTO [14C] T AI VX REEIFH 1100 ng-eg/g TH Y |
700 ng-eq/g (M%) ~1200ng-eq/g (FZE) OFIPHTH o7z, @O ESHHRERE SR &7 /Rk X,
A BEHE (K9 4000 ng-eq/g) . FAHAA (K 11000 ng-eq/g) KON TFEA (K 18000 ng-eq/g) T -
7o BRI M L O PR HUR RESR EE IR Z2 4L, 904 L TR 922 ng-eq/g Th o7 (GEMI72lBaR
AT A—21T5 2.6.55E HSB M)

2.6.44.3 mIFR N EE
it E 7874-123 (4.2.2.3.4)
FRAAUEIC LY . FEIFEOMEESZ LRI\ T 5T AI D Z o OfERZRE L (s
# 7874-123) , CD-1 ¥ 7 A, Sprague Dawley 7 v b, E—Z AV RKEOH =2 A FAMNHERL
7o MAEREHT . BRIRBYICERO & 5 IR EHIPH (15~500 ng/mL) @ [14C] T AI TP HZ o~ an
IR ZRML, 37°C T 15 picbe A v FaX—F Lz, A rFa— Mk, B2 ED
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LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

SEEL . IR T L— 3 VEHEE O TR S IBIE O B REIRE 2 T LTz, T AI VX
DR RIFEERIZT AL TR bELS () 86~90%) . OB TIZFERE Th-o7- (] 42
~55%) . LT, Z o UERITBEITKA LRV EZZ b (R 2.64-11, b Ml
VR FEGROMRILE 2.722.1.1 HER) |

£264-11IIR, Fv b, A1 XRVYIILMEHRTO [14C] SRAIDEUDE VNI HEER

e (FHYE + FERE) »

BmTE 15 ng/mL 75 ng/mL 150 ng/mL 250 ng/mL 500 ng/mL
<A 483x7.4 47.0x24 46.8£2.6 448+1.7 50.2+1.5
Tk 53.76£ NC 50.1£2.0 473£2.7 496t 1.4 46.8£3.6
A X 55.3b£ NC 48.4+3.0 445+2.8 446£5.0 41.8£2.8
v 89.7+£1.2 86.2+£1.7 86.4+£0.4 87.0£0.3 87.0+0.6

BEEE : NC= 7 — 2B R DNV BT,
a S K OEYE(R 7213 triplicate THMH L7z,
b SEHMEIT duplicate THEH L7,

26.444  FRMMEKFEAT
it E 8366915 (4.2.2.3.5), 011D03-PK (4.2.2.2.6)

ZFL O Sprague Dawley 7 > NI [14C] T AI UX o~ a7 g% 100 mgkg O &
THREREAKRSG L, &5 1, 4, 8 XU 24 BFRARICIHEUR 2 BRI L 7o, il g vh ke B2 Fe i
MBI A2 LB LT 1 Tholo (M H 8366915)  (FEAHIZES 2.6.5.13D HEB M)

M — 7 LRI [14C] TAIVH U~ any Bz 6 mgkg O & TE G Lo RNEIRER
B (5 011D03-PK) T DAL P RERE T — 226 REREICERR S, KEED
D20 OERHIRMERICEATT 2 2 L BA ST o7z, MR/ AR RE LA £ 2.64-12 (TR
T (IR O MK OMIL S RERR E 135 2.6.5.6B THZ Y

F264-12E—TILKIZ [14C] FRI DR UAIONVEIEE 6 mg/kg DAAETRRFHT
XIEEOKRE LEROmR.MEFRSTEEREL (T51E)

1 7%, 1 8% o s RESR BE LE
I AR R 5 AL
0.08 0.812 0.775
0.25 0.808 0.699
0.5 0.794 0.703
1 0.777 0.727
2 0.748 0.739
4 0.781 0.747
8 0.788 0.801
24 0.857 0.783
48 0.929 0.8261
72 0.957 0.843
VE : FHCHIRE LARVIRY . A X 4 7 B akBh & BRI LT,
a X34,
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LY573144 (Migraine) 2.6.4 FEMEREGRER OBEZE L

26445 BREEA
i 8366915 (4.2.2.3.5)

IR 18 B IZAEHR Sprague Dawley 7 » MZ [14C] 7 A I V& o~ a s i % 100 mgkg O
METHEREORLG L, 7RI VX lkES o i@ 2 5 Lz GREE 8366915) , #
505, 1, 2, 4, 8, 12 RN 24 REEIRRICARER 1 BID T » N &R L. BSHHED G EE I DN
FHEMW) & O AR T 04 2 QWBA VEIC K VW aFil L7z, & 54% 24 FEEICH72 0 [14C] T A3
DX SRS RE D IR R ISR K O D% OIR FGE SR S vz, #51% 24 RERIZH72 0 R
Y OWALE NN d i O RE IR BE 338 80 B LTz, EP bSO R Sve, Ky Ok
AR T RO REIR IR 5 0.5~2 WP R IC Ik @B LTc, MEIT TR B O 2 08 8 & R

(514 ng-eq/g) Kiii Cdb o7z, NRVEAMRT OB RBIRE TR G 1 XL 2 K& RmEIZiE L,
RIE, FHE. M. IPIR QMO IS Wiﬁc%f EJRE (38100~22400 ng-eq/g) Madsd L vz, [14C]
TAIVE CHRBURRITERE R ORI oM L, 85 2 R ICRSIREISE L (Fh
ZH. 66900 KT 27700 ng-eq/g) - @J%m«ﬁz/ 6 VR e R B Fe i 0.875~1.38 D#PHTH U |
FLWEF S S B VMED R BT, f%ﬁﬂ&ﬁ&ﬁ# (THLHIKE 24 BRHIZICBWNTHRETOMR
VAR TR BRI S e GEMZe B IEIR /N7 A — 2135 2.6.5.7 HEZ M)

2.6.45 i
2.6.4.51 In Vitro {3t
f s -RPT -0104-2REV02-01 (4.2.2.4.1), 7874-117 (4.2.2.4.2)

T— 5 AR TORHHEMEAGIZHT SO %ﬁﬁﬁﬁé DR R T HDHBIT, TAI
VI ans B (5uM) % Aroclor 12547587 > MIF SO EISy & & BT 60 [ A o F 2
— b Litat e L (s [ ReT-01042REV02-01) . 2 0#ER, Aroclor 1254 #HiE Z
> MITF SO Wi/ TT7 AI VX ot M ARE (M3, M7, M8 KT MI8) 2VAERT 52 &

RBEN ERLEAREYO—EIT5 2.6.5.10A THER) |

t k. Sprague Dawley 7 > b, B — 27 LV REOT =7 A PLHROMFMAEZ HWT,  [14C]
TAIVHE A~ any iz 1 0% 5 M ORETRE 2 FFHICHDTED A > F2X—F L, in
vitro IZ81T 5 7 A I V7 ORI T L7e (e E 7874-117) . @ik v~ v 757 4 —
/«%ﬁ/ﬁﬁzﬂmt%é@*ﬁm CRORE T a7 7 AV EFHMEL, LC-MS &Y LC-MS/MS (289
HEERFER 24T o 72, TAI VAT T v MCBW TR bIARICR# S, RV TA X, v
KOt FOIETHRH STV EB X DLz, LC-MS ST L V&K 13 FEOMRBHY» M X
N, b MIEROZRREWITEED Doz, BERICHEENRTE (—5idE) Shi-
R 2.64-13 1R T, TAIVH AL, 7 hUiEm, EXY PUROE, N-ILA F Lk,
N-ZF v MM, B PUBROAEFIE, 72 RIKSRE R D OMAE R EORIKIZLY
R &7z, HPLC oricit—S< %@J%@@i%ﬁ%ﬁﬂ@ $ M394B (7 v F KU X) | M392A
J Y M396B DiREY () | Z M380A (E k) TH-o7z (in vitro RE#H O —EIXH
2.6.5.10BEHZM)
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LY573144 (Migraine)

2.6.4 HpEhRERER O T ST

£264135v bk, 41X, HILRUE FIFRBE E DI [UC] SRIDEAUAZIONYEIES
A FaR—kLEBIZER LT in vitro (X3 (TEMEERTE)

- M+H] +
o | OURLT v R BT
KRR 378 NA NA R,D,P,H
TN UEIEKE TR UUERORL
M396A 396 NA 3 AN R,D,H
SUTELEO Y 2 BrBAY
T3 RINAKS R, WO ERY D UBRD B VR = )L ~DfE
M234 234 NA . R,D,H
b B O R fgfnil
M394A 394 NA N-A F LY P BEDEL, R,D,P,H
M380A 380 M8 B UiETE R,D,P,H
M392A 392 M7 EARY DUBRD B IVR = )L ~DERAl R,P,H
M396B 396 NA EARY P UBRO N A F ALK N2 % ATk R,D,P,H
NI INAYZ = _Rt R L~ 7 R AL
M378 378 M5 ERY DUBO NBEA T AL, IR =~ OB OV N
faffb
M376 376 NA Y U UBROA R R,D,P,H
M364 364 Ml N-fiit. A2 F 714k R,D,P,H
M394B 394 M2a, M3b N-#%3 K1k R,D,P,H
M394C 394 NA T EAE A R,D,P,H
M380B 380 M9 B D UBO N-RLA F AR O VAR = L ~D L R,D,P,H
M392B 392 M19 R DUBO B IVR = LA~OE LG AR EaF L R,D,P,H

Wi :D=A X, H=t b, NA=gZ¥/2 L, P=FEMH (1)

a NZ R,
b R M,

26452

In Vivo X1

. R=7 vk,

it 022220 4.2.2.4.3), 022120 (4.2.2.4.4), 8377-180-MET (4.2.2.4.5), 022320 (4.2.2.4.6), 011D03-MET (4.2.2.4.7),

Il :rr-0147-R02-01 (4.2.2.4.8)
e 7 v b G 022220 0221-20f] 2 Or 8377-180-MET) S ONcHERED 4 X (HEE

022320 %2 O* 011D03-MET) 1= [14C] 7 2 2 P& 2~ 2 Bt & HEIR O SRR £ 5
L7ZBED T A VX > d in vivo it il L7z, ~ 7 AR HFconTid, R
B L7e o7, N F— k&R LC-MSMS i (F 2.6.4-1 ) & ATt oR#EY

(M3, M7, M8, (S,R)-M18 & TX(S,S)-M18] A& L7= PK KT TK iR T in vivo fREHIEET 5
BWPIEF LI TWND,

TAIVZAIT XTI NRFTh D0, —HoRGEY (M8 KUY MI18) IZiXF 7 vHbnid
1w, zosikfzadm L s reT-0147-R02-00) L v Fo b vrER
CARZTAIVZ AT any B e A% L, 700 EEZ W THRE LIz L &, M8
DE)BMEENBAL R F o F A~ —Th Y, T - WEHO M T TOLBE SN2 BRIERTH
o7z (G 26591 HBM) | ~ TV AKWNT v MIKEHF TIIVEDOR)-MS Lk Sz (ZhvEi
B M8 D 10%K TN 20%) . MAEFLEIH TR Sz MI8 DU 7 A7 LA~ —XWn T OBl
TH(S,R)-MI8 L UNS,S)-MI8 DA ThH o7, Zih 2FAD YT AT LA~ —D ITEW)FERH] T
RlpoTEBY, U FTIISR)-MI8 BT, vV A, T v FROA X TILS,S)-M18 23MENL T
HoT,

Ty RROA XZEBTH T AI VX U OHEEEERBRE BE5ED 2% &8 2 5168 %
4 2.6.4-2 127”77, b MIETOFERHY M7, M8 L UNS,R)-M18) MEM)THIML ST,
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LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

F F F F
H OH 5 o)
N N NN | O 7 hUER
O | % ™ (0]

+ F

F N F O N
M16 o w _M1?~P u. F
Zv kP v kP F AN .
4P, U F |7HVER 4P ERYSUEME {4 XP. U, F ERY D UL
£ kU £ kP £ P U
F F

’ 0

\Q;‘/N N\ N-AF 2 FiE ThUER \Q:’(

F O | ~ nll"\ F
M2, M3 o ;ajs':“d'tgnp . F M8
v kP, U £ rep. Sw kP, U F
4 X:P, U 4 X:P, U~ F
E kP U ErP. U F

P=1%% : U=fR : F=% N-fi# A F L1t N-fi A F Lk
EXYDY F
O Eé%ﬂ: L N ’7I~/;am:
N
Pz NH
M1 M10

P, UL F v kP Zv kU
Z;.P UE ASSETe AN

P, U, E kU F ERP. U F

264-2. 59 FRUMRIZEFTEHFAI DR VOETETERBER

264521 Sy bkIHITHRHE
B 0222- 20. (4.2.2.4.3), 0221 20. (4.2.2.4.4), 8377-180-MET (4.2.2.4.5)
[4C] FAIVH U~ a V% 6 mgkg O E CTHREIRE O SUXERIRNE G- L 7= HErED
T v bh bR Uik (i 02220 oncmr odERR Gt 022120 %M
WT, FAIVZOR@MT 07 7 AV Zil Uiz, mSERCEHIR S 1.0 4 KO 12 RFEIER ICER
B, JREOFERENT 24 FEfICH -0 8B LT-, REtORR%, WKk e~ T 7 40—/ F
YIA4 UV (T FEAFT—F T A) | BIHEMOCEESITHREIECEIY, R@HTr 7
TANETM Lz, BEHEF T a7 74 U 76, iR 21 fikE, R 22 fkE, 3P
217 ORI FE ST (5 2.6.5.9A H~2.6.5.9D HE M) .

ML T, RA&ER L EIRNE S5O IR REY 7 2 7 7 A VITHERES ~ b THEELL Tus,
MBI REIZ 5 O D RE(RDOEIG IR, FIRNER G 1. 4 LY 12 K% TEREIUR 80%. 50%
KON 30%, #EAEE 1, 4 KO 12 K% TEREIUR 50~60%, 40%K% TN 30~40%CTh o7z, 7
> MIEFIC AR 21 EEO MBS Sz, FIRN U N8 G 12 Rt O MEE 3 e
D7 v homEFIZ, MEPEIEED 10% 28 2580 M1, M3, M6, M7 & UYS,S)-MI18 A3
HENTz, TOMORBWITE T, BRIBEHEED 5% KM Th o712, T v MBI % EERHHREE
IE. N A Foufl (M1, M6, M10, F XTYS) | N-ZF ¥ MMt (M2— h T ZREMR, M3—3
ABMERLE DY M16) |, B DUBROEEE (M6, M7, MI8, N, F, S, VXO'W) K7 kv
ot (M8, M10, M16, MI8 XT'N) Th o7z,
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Z v MRBEEHICEF 22 FEOREY BRI S ivlz, 4-8 FEE R OY 8-24 IFloEnEh o~
—VPRERBFHIC PR S T2 T A I DX CHBRERED O B REE KLY M1 OEFR E® HE
AT 60% ThH o7 (4-8 KFEI KON 8-24 il TENE NG EDK) 25% KDY 9%) , —HBDIR
BECIL, M M2, M6, G, M8 KX MI18 DWW NRIFHEED 5% & B2 1278, F Dl
DORBIIE T, 5% & D IKHo T2,

Z v MEREICER 17 BEORB SR S, BERICHRE ST A I U kK
FEED OB, REMEL O M1 OGN EDHEIEIX, BT >~ FTH 50%, #EZ > hTK 60%T
bole, ZAIVZE ML OHIE, BRAKEZTH 1: 4, FIRNEEGHZTH 1:3 ThoT,
WEREZ ~ b OFEFHEHREIC DD M6 DEIGITN 15%TH V. Z DM Y ORI 6E
IZHD DEIEIE 1%RE~5%DFHTH o7, 7 v MBI 2 EFERBRBEIL, N-iL 2 711k,
N-ZF > B, XU PUVBOBILE O F BT TH -T2,

[14C] FAIVH U~ anyEEs 6mgkeg OB CTHEROKRELZT v FOR, #EX
ONEHHIZRZEBR O 29 B ORE 2 M, FE S (EE 8377-180-MET) (3
2.6.59E HZM)

ALEZ >~ ~ & BDC 7 v FORFRE 7 0 7 7 A WIFELL L TnWie, #ELES ~ ~ & BDC
7 v FOWTILD 0-24 FEREREREHT & RZ(AR K O 20 FE O it S 47-, BDC 7 v K
TIE 024 ReJRFEHIC R G ED 47%03 80 SHu, 2 BRE(LIR, M1 LY M2 iZZnE sl
BEO 11%., 14%K& D 6%% iz, HET » he BDC 7 FOWTHTH, HEICEEED
1% A A 2432 2 OMEFEEE O JR TR 2 i S -,

MMEZ v hE BDC 7 v FOERNRBFH T 07 7 A MVTEE L TV, BAET v LD
BDC 7 v h OFEREHZ 9 FHORBW 23 Siv7z, BDC 7 v FTHHFEG-EO 14%7% 0-48 K¢t
FHABHCEIL S, WG ED 2%&L O 8% IZH Y T 5 RE(LAE KO M1 MRt &z, Eoft,
MNZHEG-ED 1% %2 H2EMWITELE T ~ & BDC 7 v hOWTTHA LIRS T,

BDC 7 v k@ 0-24 R IATFEEHT R LR K O 19 FEEE ORGP 2SR H S viz, 24 B IR
HIZEGED 27% 0N EE I, REMEKITERGED 1% KM CThoTe, TNENEGED 3%,
4%, 4% (B KOV 1%I2HEYS 325 M2, M3, M6+M23a+M23b (ilj M23 (X4 F+ R) KO
M29 (& /B, 7 v a L BRAER) P S, Eofl, @G &0 1% %81 51K
T H DN DT,

HEALEZ » N RO BDC 7 vk Ofet o FEARHWIT M1 (JELEZ ~ F KT BDC 7 > b
TENENHEGED 23% KD 21%) KO M2/M3 (BELE T »~ K&K TOVBDC 7 v h TERENEE
O 11%M4 N 16%) ThH-olz, BDC 7 v MIBIT 5 FENHRE EGED 3% RIZHEYT 5
Rity) %1% 2.6.4-3 127,
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.
F F ©

M2( R T > A B LSN2102176)

Fo s NH M3 (3 A SR LSN2101808)
/@5( N N’ 0 (U, B)
F F 0

M6 (U, B, F) \ T
( N\

| SRavey

S F F ©

7

| H Lasmiditan
noN (U.B.F)
F F ~ ~
M1 (LSN636774)

(U,B,F)
W38 - U=JR. B=fHy}. F=4#,

264-3.  BEH=a1—LIEASY MIEITEHEIRIOF VDT ERBHER

264522 A RIZET DB
WA E 0223-20. (4.2.2.4.6), 011D03-MET (4.2.2.4.7)

& 6mgkg @ [14C] T A I VX~ a7t 2 BRI O SUTE RN G- L 7 ko A
XN BERIR L2 ME, JRE ORI Z AT, FAIVX U ORBW T 07 7 A V%35l L=

(it 022320 00 011D03-MET) . #5451, 8 JRU* 48 BEMI# I MAEREL 2 4R IR L, 48 33
72 Bl 0 R R OFERE 2RI L 72, REORE%, ks u~ T 70—/ F T4
YUV (74 AT —FR T LA) | EHELROEESIREECEY, REm T e 7711
BRI L7z, BUHb I a7 7 A4 U 7 I 17 FEEE, RIS 20 FEEH, #EPIC 15
FEEE O N FE Sz (8 2.6.5.9A TEK T 2.6.5.9F TH~2.6.5.9H IHE W)

MERED A XIZ [14C] T A I DX U HFIRN AT 0BG U 72BE OGS & — 3 L CHE
LCWe, FIRN UL QG- 48 3% 72 RIS 72 0 B L 72 JREBH IR BB DK) 2.4~
4% AT D R R S 4Tz, A XIRBBHFIC, REMKITINZ T, Al 20 FEEORH
Wk S iz, MG RE O ZERBMIL N-ILA FLE (M) THH, #EED 92~
11.7%IZAY Lz, N-A %2 RIE M2 (F 7 A BPEER) KON M3 (U RARMER) X2 hixs
B 32~59%K T8 1.9~34%ICHS L=, TAI XL DF RSB TE (M8) 13 EED 1.4~
59%IZMHS L, M1 OF b rigEinik (M10) 138580 1.7~3.4%I1CFY L7, fhoEmixe T,
B XD BELMBE SN ST,

A IR AFE 1S FEOMRBY AR Sz, RERIE, M1, M8, M10 XN M6 (7%
UPVBRIZANR= NV EGT D N-BATFACRENY) AFECHEREA XD 0-48 IR FERURH PRt
ENTTAI VX CHEKBFHEDOR 80%% LT, T DMOFE D ORBWITHRIBIEED 1%ATH
~5%DHEIH TH > 7,
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Feb-1% A8 Kl O+ X MAEHIZEF 17 FEORB W A Siviz, FRIRN USROS 1 RefH
#% OFEH T TAREBITRBEBED Z N Z N 65% K N 37%% H6dT=, £7-o. ERlRN TR 0%
51 K% O MmO FERBIE N-A X FMEM2 (87 2 ZABMER) RO M3 (2 R BPEK)
Th Y| FRIRNEG% ORER OMETENZIVRBUERRED 10% K Y 1%, #& 1 5-1% O i & O\ T
ZNZI 18% M 14% % D T e, MG TORE 8 MU 48 RFfHI#RIZ I 1T % 1 UM
RO ZERHWIE ML TH Y, BIRFHHEED 25~50% (&5 8 HifEIt) MY 29~82% (#&5- 48
RefH ) & T,

A XNZBT 5 EFERBREE T, N-BEA F b, N-AF 2 RMe, BEXU PUBROBIEE T kv
BILTH Tz, ZNHONRBHREOMAE TAE U BEEEONRFHH LB LT,

26453 Sy NIBITHERFE
5 57493 (4.2.3.2.8), 7874-108 (4.2.3.2.10)

Fischer 344 7 v bt Z Mz 2 TAREIRN R G508k (5 H 57493) 2B\ T, ITEERFFE DO
Miz1To7, ZAIVH L~ anyElEE 0, 4, 12 X% 40 mg/kg O & THE A 20 47 [ A0 &
L7z, 1 BEHTVMEEESS 5 BT » R BERIR LA 2 AV T, 7Y —L 2 L
Too PWETEEEDHTIEIC X 0 JIE L7fFTF k7 @ — 24 P450 (CYP450) &&:CBIL T, A5
FEOT >y FEHIELT, FAI VX REFEOMBET » MIHEHEIICAH B RZITEED b/
Mmooz,

4 AR KERE NG RER (REE 7874-108) CTH ., ERBREEO#HY (0. 10, 30, 50 KO
100 mg/kg) K OEEREOEY (0 LY 100 mgkg) CHEEEFEORNZIT -7, 1 BEd 7= 0 it
A SBIOT v b B FIEEVEHZBRIL T 7 a Y — A 2R U, ek X vl
E LT Z 37 BN, # CYP450 &, = hF I LY LT ¢ v O-i=F LU kiEH: (EROD,
CYPIA) | XU hF T LY N7 4 Oy F A& (PROD, CYP2B) . 7 A M AT
16a-/KEE{LIEYE (160-OH, CYP2B/2C) . 7 A M A7 1 6B-KM LiEME (6B-OH, CYP3A) .
70V U 11-KE{biEME (11-LAH, CYP2E) MOYT U U g 12-/KEefbiEtE (12-LAH, CYP4A)
X5 T AIVH DA LT,

KEZ > Tl s o7 EIE, # CYP450 & &, CYPLA J&ME, CYP2B &M, CYP2B/2C i
P (T A M AT 12 16a-/KEefbiftE & ULTHIE) . CYP3ATEMEIEONT CYPAA EMEIZHEFH I

BRBAITRD B> 7258, 100 mg/kg BEIZ BT CYP2E iEMEICHE FHAAUICA B 22D 8
Aol GEMZRREER ST — 2135 2.6.7.7D THEBM) . Z O TFIT 2 B o[B8 B % S
RTRRRE L IR ICE CRIE Lo, MEZ v N Tidi s v 37 BILE, CYP2B/2C 5%, CYP2E &M
A ONZ CYPAA TETEICREFHFHRINC A B 7R B I 72 o 7203, 10 2OV 50 mg/kg BEIZIBUV TR
CYP450 & EDNFEFHAMICAZEIZHED L, 50 XY 100 mg/kg #CTid CYP2B iEMEA, 100 mg/kg Bf
Tl CYPIA [HMH LT CYP3A TEMEN E LR FRICAEIZIM L 7Z, CYPIA &, CYP2B
TEME M O CYP3A VEMEIT 2 1 [ O [a118 B % (s i FREE & [RIFREEIC £ ClEIE L7223, 100 mg/kg
BECITRIRII A B CYP450 & BICHFHFICH BRI 0N A bz,
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26454 AXBITEEEFE
5 57494 (4.2.3.2.13), 7874-109 (4.2.3.2.15)

E— 7V R AWie 2 HEEIRN G RER (EE 57494) 12T, IFEERFHE O 217
STy TAIVHUAI ANTEEEE 0, 2, 6 XX 15 mgkg O FHETHH 20 /oA EL, 1
e 72 0 MERER 3 BIOA XD OIFIREREI 2RI T 7 7 Y — AW 28 L, 8 CYP450 & &
B SHTEIC L D RIE LTz, 15 mg/kg BEOMEA X TxrEFREEIZEE TR CYP450 & &H 75%
ML= Z E0nh, M JITBWTT AI DX NTHEED CYP4AS0 i8R TH D L EZ BT,
HEA X TIEBEFHFEIIC A E 2R CYPAS0 ZALITB O bieinoTe GEMRBERFET — X 1358
2.6.77GHES)

4 WFBAERE A 5-RB (A H 7874-109) TH . ERABRIFEOEHY (0. 5. 10, 20 LT
60 mg/kg) M OEHEREOEM) (0 LT 60 mg/kg) THEEEFHEDOAN AT > 7o, ElBREEOEY
T, 1 BEd 72 0 MRS 3 BIORTIR, [EEREOBM TIE, 1 BEd 72 0 MERES 2 BIORFRZ VW
/B Y—LEREEL, RS EIE, # CYP450 & &, EROD {EfE (CYPIA) . v V%
TULYNT v O P ARIEYE (BROD, CYP2B) | 16a-OH & (CYP2B/2C) . 6B-OH
&M (CYP3A) | 11-LAH i&M (CYP2E) KON 12-LAH iEME (CYP4A) %3 Y ESATIEIZ LY
HEL, FAIVZ L ORBZTM U, & CYPIHMENSSHIBEEOMEIZ AT 245 LT 1248
WErolet, AREND D LA LT, FAITVH A IG5 L. 60 mgkg #
HRETH CYP450 & & (1.81%) 28, 10, 20 % TN 60 mg/kg #5-HET CYP2B &M (2.0~3.0F) 28
FRNENER Lz, 2 TOTAI VX U EERET CYPIA IEMENBEIC EF L (5.0~193 %) .
2 A ORFEMIEE (60 mg/kg = H-HEDZFHM) TiX, CPY1A KU CYP2B {EMHED FH-23 b
7o, EOWEEITEGHETREED bEho72 (ZNFh 2.0 KON 1.9 %) . FAIVH &L
RN ET 5 & 20 mgkg B HEE TR CYP450 & (1.7 %) 2%, 60 mg/kg % 5-#£ T CYP2B /&4
(23 %) BnEREFN LR Lz, 20 LT 60 mgkg #% 58T CYPIA {EPEA EH- L7z (3.9~6.0
%) o 2 M OKRIEWIME (60 mgkg H GHEDHFEAN) . CPY1A KUY CYP2B IGMED 5135 IR
B & FARREICE CRIE Le GEMIZRBERFHET — 21358 2.6.7.7THHS )

2646  HEH
2.6.4.6.1 v MIHITHEEM
W 0224-20. (4.2.2.5.1), 8377180 (4.2.2.5.2)

Sprague Dawley ;R DHEMESEALE Z ~ N L OME BDC 7~ h&HWT, [14C] FAITVH B3k
e D PR 2 B L 72,

WERED Sprague Dawley 7 T [14C] T AI TV H o~ a T Bl (60 uCikg) % 6 mgkg
O F B CHIE 0 USRI 5 L G 022420 o &8s 08 B GRO2) |
8-24 Il KOVE D% 24 KfEIFIFR TR G- 240 2 £ TIR A OFERB 2SI L7z, &5 240 I
MR B Lc, o AICRER OB E 2RI L7, #, B O EREHIAREY T4 XL,
BTCOREIZEER T o TFL—2a VEHHEIC R D o LTc, 7 A IV Z U HRESTRE DR BN
3 HEENT RIS DT ERBICL ST, —HLT 90% a8 Tz (K 2.64-14) , M
HEDBEILE T » MIEIRN LK O ARG Lzl &, BERORE Sy (57~61%) 1R HFIHRES
Nic, RELROBIEFOBREIZEH TREEDKN 1% Tholz, 7AITH U EKIZEDRHY
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DOPEIITIEC T, BERED KISy (BE5ED 85%HR) 2N I#ID 48 W LINIZIR & O (2 [a]
&Nz, [14C] TAIVH U EFIRNES LBICHEREN E P ICRt SN2 &b, B
PR S EIS- LT D & B2 b GERIZRPRIE R T A — 21305 2.6.5.13A THE )

IO (GREE 8377-180) TiL, K BDC M OMEALE Sprague Dawley 7 v M2 [14C] T A&
IVH AT any gl (60 pCikg) % 6 mg/kg O E THERRD#&S5- L=, BDC 7 v b Ti,
B 5-1% 72 FEE & CTO RIS RERIINR I 96.1% T, BEH RO 24 FEE TR G EOK 86%)°
Phtt S e (R 2.64-14) o BEIF, LA ORFEHEIE GHEG5-E%) T2 27.9%.
142% K O 484% CTh o7, HEMEALE T » MR AHE G L7ZBRIC b BE RO HEIITESHTH Y |
G5 %ENIO 24 KEE TR G EOK 80% 3Pt v, &5 120 KfE]#4 £ TORIEITET 97.6% T
bHotr, MAET » N CTORSREEIERITIR L T CRRE CH Y . F5 120 FEFEI#% F Tl
BEOZNEI 46.5% K D 43.6%03 ki S7-, BDC 7 v N R OMEALE Z »~ MIBWT, JRHHE
S PEHE 2RI 5 6 D EIEITH 46~48%Th > 7= (FEMZPEM ST A — X135 2.6.5.13B HE
)

o

£264-14 5y Rz [UC] SRITEUAIANYEES 6 mgkg DAET
HEES L-IROMRS D REHHE (Fi{E + F£FE)

ALE BDC
HZ > b Mz > b #Z v b 7 v b
BEEES 0224-20f - 022420 8377180
BERE  #IRN 23] FRIRA 23] 23] 23]
Bt 3 3 3 3 4 4
PR HR B30 60.75 + 1.87 58.81 +5.42 56.60 + 1.86 57.79+2.53 46.5+6.3 48.4+ 6.0
JEH R 0% NA NA NA NA NA 27.9+2.0
FPHRHAR% 31.21 +£3.09 32.39+4.29 28.72 +4.07 29.49 +3.55 43.6+3.7 142+2.7
FRIEN % 95.82 +0.87 95.28 £2.78 90.59 +0.90 91.61 £0.24 97.6+0.5 96.1 £2.4
BRI 240 B 240 ¢ 240 ¢ 240 ¢ 120 ¢ 72 WREH

Wil : BDC = HE 7 =2 — LA, NA=#&¥472 L,

a MBEIERIZIE, 77— VWK, B & OV ORI U e & £ b,

b RENRIZIX, 77—V &), r—Vkik, BEI=a—L F4T25HE) . Vv v b+ &EK BDCT v bo
BE) KOBEROBRFHRARENEENS,

26462 A XIZHITZHEM
i # 011D03-EX (4.2.2.5.3), 0225-20. (4.2.2.2.7)
A XERANT [14C] 7 AV F HKRESREOPEI 2 FE M L7z, M1 X 4 filic [14C] 7 A3
DRI anyBile 6 mgkg DM ETRAKSE (94 uCikg) XIEFHIRNHZ G (11 pCikg) L
7= (A& 011D03-EX) , &5 LG L O/MIC 21 HMO U+ v a7 v 2%t 7=, &8
WG 0-8 REfE] (JROA) | 8-24 W], K ONVE D% 24 FfEI[RINGE T G- 336 Wil £ TR L UV#
WE AR L, BloRE s 02520 i w4 plov—rakiz [4c] 72
IVE I any B (15 uCikg) % 6 mgkg O & CTHIEHE O &5 UIFFIRNEE G L2, &
HEHEGEORIZ 21 BARIOU 4+ v =27 v MR Z&R T2, S8 0-4 B O 4-8 K
(JROZ) | 8-24 W], W N Z D% 24 KefE R TG 240 FEEITE £ TR &K OFERURH A BRI L
7oo MRBRICBWT, #HEHIFE VST A AL, 2@ TCORBEZREKS VT L—r a3 VEHEIC X
DT LT,

27



LY573144 (Migraine) 2.6.4 SEpEhREEER OMZ L

HERED A AR O L ORI G- LTEBR D T A X 2% o HORIEST BE ORREINERIE 76~88% T &
S72 (3 2.64-15) . WRABRTIX, MHEONTNIZHOWTH, 72V F 2 HSRREHHE D KE5Y

(38~52%) IFRPTUCHEM SH, FEHIT 27~38% A HRtt Stz [14C] 7 A I VX & #IRN
B b LB P ie s et S i 2 e n . PRGBS L Wb EEX DT, T
A I VL RO OB OPEIIT 272 0 LT, ERED Ky (G ED 61%48) M ixd)
D 48 RFFLANIC IR R OFEHIZ B S avfe GEREZR PR N T A — 21355 2.6.5.13C THS M)

%26.4-15 4RI [¥C] SRISHUAIaANYEEE 6 mgkg DS THERS L1-ED
WETRED RIFHME (FY(E + BERE)

A X A X A X
WEERE 022520 0225-20f 011D03-EX
BE5RKE  BIkN s FRRA s FRRA s
BVt 4 4 4 4 4 4
PR HR B30 3836+ 13.12  43.38+2.23 44.60 + 1.86 40.41 +7.64 52.1+3.4a 47.9+22a
P HRHAR% 27.24+6.15 29.22+4.15 35.50+2.25 33.11 +£2.87 31.8+2.4a 38.0+ 1.4a
A EI 7 7591+10.55  81.73+1.57 84.72+1.24 81.98 +3.47 86.9 +4.2a 87.6+0.92
PR 240 HE[H 240 HEfH 240 HEH 240 HEH 240 HEfH 264 B

a  EEIERERE L L THER,
b MEIRRICIE S —CERIER G EN D,

26463 SvMIHTZEAPHEEM
i 8366915 (4.2.2.3.5)

it 10 X% 11 B ORI O Sprague Dawley 7~ MMZ [14C] FAI VX o~ anyig
5% 100 mgkg OB THEROEE L, 7 A I VX » HREEREO LA PP 2 5540 L 7= (3
HE 8366915) . &5 1. 4, 8 KU 24 WML EIEE 3BT v M B3, Mk & OVl 4 2 £%
WU, Wi FL—va VaHgEIc LY [14C] T A I VX HRIBTREIRE 2 JIE L=, M
R, IE R OVELT P R R FE O E B FIRIZZ 4, 203, 185 LN 96.8 ng-eq/g TH -7, F
LI Reie B, MR M OV Tk 5 1 B2, Fak Tidd s 4 BRI mEIcE L,
SERTFLI SRR B 13 e I 23000 ng-eq/g (ZFE L 7=, 24 BF#41213 14300 ng-eq/g 12K T L
7o FTo, ML OUSEFHEREIR EE 1T E 24, BenfE 6890 MUY 6460 ng-eq/g (23 L7214,
24 REfEIF 21T Z N2 4390 & UF 4380 ng-eq/g (2K F L7z, FLit /iR E X2 TORET 1
A, 3.24~384 DHEIPFH TH o7z, MK/ MAEHIREIT, &5 24RHH%ETH 1 Tholz,
24 W AN IR R IS RAR DGR SN2 o T2 2 &S, MIER LI P RED t1, 1IZHH T
ol GEMZRFLIT PRI N7 A — 21355 2.6.5.13D THE M)

2647 RYBEFHEVHEEER
B RE R L AEANC B3 2 s I3 50 L Ty,

2648 T OOEMBNEER
Z DA DT ERERERI L E NG L TV 7wy,
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2649 EBRRUHER

HERORER SRR CTI AI VX U EFIRNES (T b, DFFROS X)) RORA#EE
(v A, Ty b, UHEEROAX) L, TAIPH LD PK KON TK Ziii L7z, 72, T v
RGOS T AV B G UTBEOWRIN, oAh, & ORI 2 35 L7,

YA Ty MROA XNZTAI VX U EERG LTZEEORIITHRCN Tty (FBEL T 1 R
NThoT, 7v MRS RIZTAIVE U EZRAOBLE LIZBEONRAFT XA 8T 41
36~64%DHPHTH o7z, FHIRNEK DR ARGERDT AI TV H D 15137 v FTK 2~3 FRFf#E,
A X TH 8K T o 7= DIZxt LT, MBMFEIZIS T 2 BHERED t1p X2 KD By 27~85 FEH]
Thol, ~UA, 7w b, UHFROA XERAWEKERGRBRICBNT, FAI VX TN

(A M3, M7, MS. (S,S)-M18 K ONS,R)-M18 DERFEEIZHEHINCE->THML7z, ~v
A, DHXFRPA XCBITHTAITVH OBEGEEIFHM L CHEIZHRAI L TEMLZR, v b

TIIHELREZ TEIAHEMEZ R LI, 7y MEOUH XTI —EOHE TEENRD AT,

T AR OA X TITERBITA LN DT, ~T A, Ty NEROA XZBITHTAIVE L ROE
OB OB R —E LT AL -o T2,

Zw MZ [14C] FAITVHE U ERE LT L& BERIZIAEPEIC A0 L, B ORI &
N RE IR FE D3RR wghtoﬁ@7/h®w_mﬁﬁ®m% ENHH SN2 &b, AT=
SOFEEDIRE ST, FSTRBITIM AR L, HERER, A2 R OVF BRI &5 O AU RE R
ERRHENT, 7AITVH U OMBEY R #EGRIINTHOBYREICB W THFEE T, 3
IVTORBRN b E -T2, [14C] TAI DX U HRBSERITIEIRE T v ~ ONRME %2 @i L7z,

Ty FEROA XIZBNWT, TAI VX IS HEORBIIAFHITARH S v, SRR A
DREACERDOFIEGIL 20% AW ThH o7, T v b ROA X TOFREAFHREIEIL ML ~D N-il A F
METholz, ~T A Ty BEROA XICBT 5P EERBFDIEL N-AF RME (M2— T
ABMER, M3— TV ABMER) THDH—F, v X o EERH#mIT T, hEaeik (M8) Th
STz, TS LUSMIE O M SUIHEIY) PR SN AREIE, M7 (B UV BRORRML)
F O ST AR IS Ok 2 LA I L D M6, M10, M16, MI8 Th-o7-, b hH DI
REIE M7, M8 KUY S,R)-M18 TH Y (5 2722221 HEM) | TNHETNHRYT A, 7
v by UHFROA XMSERTHRE STz, BERBRICEW T, | R LoEmE T IS
OB OB BB ENEONT-Z 0, b hEERBMOZEMITT X I V% oM
BRICBWCHEUNCEHMli SNt B 2D (5 2.6.682THEBM)

T v hROA XERWT [14C] 7 AI VX v HREFEEO PRI 237 M L7z, 7~ hTO
[EIN R 90% B TH 72D LT, 4 XTI T6%ETH -T2, 7 v b ROA XIZHT D ikEe
O FEPHRR IR IXE R CH Y . FAITH X T v MEHFHFIC b PRt S 7z, A XIZT AR
DH RN LB OB R EIR AN E o T2 2 E D A X TOREYF R B 5 A3 R
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2.6.5. Pharmacokinetics Tabulated Summary

Note: Lasmiditan is also referred to as LY573144 or COL-144 in some study reports.

2.6.5.1. Pharmacokinetics: Overview

2.6.5 HyyEhREABM R

Type of Study Test System Route Testing Facility Document ID Section #
Absorption

Single-dose pharmacokinetics Mouse Oral -RPT-0335R01 -00 42.2.2.1
Single-dose pharmacokinetics Rat Oral -RPT-0334R01 -01 42222
Single-dose pharmacokinetics Rat Oral and IV 0226-20. 42223
Single-dose pharmacokinetics Rabbit Oral -RPT-0333R01 -01 42224
Single-dose pharmacokinetics Dog Oral and IV 0225-20. 4.2.2.2.7
Single-dose pharmacokinetics Dog Oral -RPT-0271R01 -01 42225
Single-dose pharmacokinetics Dog and rat Oral and IV 0274-20. 4.2.2.1.5
Single-dose pharmacokinetics Dog Oral and IV Lilly Research Laboratories 011D03-PK 42226

Greenfield, IN, USA
Single-dose pharmacokinetics Dog Oral Lilly Development Centre B01-267 42228
Mont-Saint Guibert, Belgium

(continued)
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2.6.5.1. Pharmacokinetics: Overview (continued)

2.6.5

S RE B 2R

Type of Study Test System Route Testing Facility Document ID Section #
Distribution

Brain penetration Rat Oral and IV Lilly Development Centre BO1-144 4223.1

Mont-Saint Guibert, Belgium
QWBA Rat Oral 022720 42232
Brain autoradioluminography Rat Oral 01 72-2‘ 42233
Placental transfer Rat Oral 8366915 4.2.2.3.5
Protein binding In vitro: mouse, rat, NA 7874-123 42234
dog, monkey, human
Red blood cell partitioning Dog Oral and IV Lilly Research Laboratories 011D03-PK 42226
Greenfield, Indiana, USA

(continued)
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2.6.5.1. Pharmacokinetics: Overview (continued)
Type of Study Test System Route Testing Facility Document ID Section #
Metabolism
Metabolism, in vivo, 14C in Rat Oral and IV 0222-20. 42243
plasma
Metabolism, in vivo, 14C in Rat Oral and IV 0221-20. 42244
urine and feces
Metabolism, in vivo, 14C in bile, Rat Oral 8377-180-MET 42245
urine and feces
Metabolism, in vivo, 14C in Dog Oral and IV 0223-20. 42246
plasma, urine, and feces
Metabolism, in vivo, 14C Dog Oral Lilly Research Laboratories 011D03-MET 42247
Greenfield, Indiana, USA
Metabolism, in vivo Mouse, rat, rabbit, dog,| Oral -RPT-0147R02-01 422438
human
Metabolism, in vitro Rat NA B rer01042REVO2-| 42241
, USA 01
Metabolism, in vitro Rat, dog, monkey, NA 7874-117 42242
human

(continued)
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2.6.5.1. Pharmacokinetics: Overview (concluded)

Type of Study Test System Route Testing Facility Document ID Section #
Excretion
Single-dose excretion Rat Oral and IV 0224-20. 4.2.2.5.1
Single-dose excretion Rat Oral 8377-180 42.2.5.2
Single-dose excretion Dog Oral and IV 0225-20. 4.2.2.2.7
Single-dose excretion Dog Oral and IV Eli Lilly & Company 011D03-EX 42253
Greenfield, Indiana, USA
Single-dose excretion Rat Oral 8366915 42235
USA

Abbreviations: IV = intravenous; NA = not applicable; QWBA = quantitative whole-body autoradiography.
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2.6.5.2. Analytical Methods and Validation Reports

See Section 2.6.4, Pharmacokinetic Written Summary.
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2.6.5.3. Absorption after a Single Dose Administration

2.6.5.3A. Absorption After a Single Dose — Mouse

2.6.5 HyyEhREABM R

Study Title: PK Analysis of Parent Drug and Metabolites Following Oral Liquid Administration of COL-144 in Mouse?
Il rP7-0335R01-00

Sample: Plasma

Analytes: Lasmiditan, M3, M7, M8, (S,R) M18, and (S,S) M18

Species / Strain: Mouse/CD1
Sex / Number of animals: Male / 8animals/time pointb
Feeding condition: Fed

Document ID:

Vehicle: 0.25% methylcellulose (15¢ps) adjusted to pH 4 with HCI, solution and

0.25% methylcellulose (15cps), suspension
Route: Oral
Dose: 200 mg/kg

AssayMethod: LC-MS/MS / [JrpT-0119

Composite PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 7013 2197 1346 302 54 135
(SD) (1844) (698) (432) (228) (31.6) (84)
AUCy.¢ (ngehr/mL) 60391 12027 11859 3547 579 1372
AUC( . (ngehr/mL) 62818 12345 12823 3666 609 1442
tmax (hr) 0.5 0.5 0.5 2 2 2
ty/ (hr) 5.01 4.82 6.75 4.58 5.49 5.39
M:P Ratio Cpqx NA 0.313 0.192 0.0431 0.00770 0.0192
M:P Ratio AUC NA 0.199 0.196 0.0587 0.00958 0.0227
M:P Ratio AUC., NA 0.197 0.204 0.0584 0.00970 0.0230

Abbreviations: AUC(_ = area under the plasma concentration-time curve from time 0 to time of last measurable concentration; AUC .., = area under the plasma
concentration-time curve from time 0 to infinity; C,,,x = maximum observed plasma concentration; M:P = metabolite to parent; NA = not applicable; SD = standard

deviation; t;» = apparent terminal half-life; t,;,,x = time to reach maximal plasma concentration.

a  Dosed as the hemisuccinate salt.

b There are 2 animals/time point at 12 hours post dose, and 6 animals/time point for the M3 values.
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2.6.5 HyyEhREABM R

2.6.5.3B. Absorption After a Single Dose — Rat

Study Title: PK Analysis of Parent Drug and Metabolites Following Oral Liquid Administration of COL-144 in Rata

Sample: Plasma

Analytes: Lasmiditan, M3, M7, M8, (S,R) M18, and (S,S) M18

Species / Strain: Rat/Sprague Dawley

Sex / Number of animals: Male and female/3 animals/sex/time point

Feeding condition: Fed

Document ID: [JrP1-0334R01-01

Vehicle: Methylcellulose (15cps) solution
Route: Oral

Dose: 50 mg/kg (male) and 100 mg/kg (female)
AssayMethod: LC-MS/MS / [JrpT-0119

Dose 50 mg/kg (Male)
Composite PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 1497 794 459 61.4 31.5 284
(SD) (406) (138) (120) (30.7) (15.9) (173)
AUC ¢ (ngehr/mL) 16090 7147 5468 489 449 3966
AUC_ (ngehr/mL) 16158 7158 5485 NC 452 3979
tmax (hr) 2 0.5 2 2 8 8
ty/2 (hr) 2.63 2.18 2.51 NC 2.85 2.40
M:P Ratio Cpyax NA 0.530 0.307 0.0410 0.0210 0.190
M:P Ratio AUC¢ NA 0.444 0.340 0.0304 0.0279 0.247
M:P Ratio AUC, NA 0.443 0.340 NC 0.0280 0.246

(continued)
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2.6.5.3B. Absorption After a Single Dose — Rat (concluded)

2.6.5 HyyEhREABM R

Dose 100 mg/kg (Female)
Composite PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 2963 866 715 98.1 39.9 798
(SD) (997) (256) (65) (23.0) 9.7) (106)
AUCy.¢ (ngehr/mL) 29622 9189 9024 1481 657 14315
AUC( . (ngehr/mL) NC NC NC NC NC NC
tmax (hr) 1 1 1 4 4 4
ty/ (hr) NC NC NC NC NC NC
M/P Ratio Cppax NA 0.292 0.241 0.0331 0.0135 0.269
M:P Ratio AUCy NA 0.310 0.305 0.0500 0.0222 0.483
M:P Ratio AUC, NA NC NC NC NC NC

Abbreviations: AUC(_ = area under the plasma concentration-time curve from time 0 to time of last measurable concentration; AUC .., = area under the plasma

concentration-time curve from time 0 to infinity; C,,,x = maximum observed plasma concentration; M:P = metabolite to parent; NA = not applicable; NC = not calculated;

SD = standard deviation; t;, = apparent terminal half-life; t.,,, = time to reach maximal plasma concentration.

a  Dosed as the hemisuccinate salt.
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2.6.5.3C. Absorption After a Single Dose — Rabbit

2.6.5 HyyEhREABM R

Study Title: PK Analysis of Parent Drug and Metabolite Following Oral Liquid Administration of COL-144 in Rabbita

Sample: Plasma

Analytes: Lasmiditan, M3, M7, M8, (S,R) M18, and (S,S) M18

Species / Strain: Rabbit/New Zealand White
Sex / Number of animals: Female / 3 animals
Feeding condition: Fed

Document ID: [JrP1-0333R01-01
Vehicle: 0.25% methylcellulose (15¢ps) adjusted to pH 4 with HCI, solution

Route: Oral
Dose: 100 mg/kg

AssayMethod: LC-MS/MS / [JrpT-0119

Mean PK Parameters Lasmiditan M3b M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 1324 1210 55.9 19417 622 321
(SD) (1059) (NC) (5.1) (861) (219) (97)
AUC_ (ngehr/mL) 2178 2214 323 248114 8132 4014
(SD) (1382) (NC) (143) (30990) (1362) (733)
AUC( . (ngehr/mL) 2377 2258 372 267124 9307 4652
(SD) (1526) (NC) (147) (43705) (533) (265)
tmax (hr) 0.5 0.5 0.67 3.33 2.67 2.17
(SD) (0) (NC) (0.29) (1.15) (1.15) (1.76)
ty/ (hr) 2.27 1.50 6.46 5.99 8.10 8.53
(SD) (0.47) (NC) (2.52) (1.60) (3.34) (3.79)
M:P Ratio Cppax NA 2.22 0.0605 22.0 0.780 0.391
(SD) (NA) (NC) (0.0375) (15.0) (0.732) (0.352)
M:P Ratio AUCy NA 2.79 0.171 155 5.89 2.93
(SD) (NA) (NC) (0.060) (101) (5.53) (2.78)
M:P Ratio AUC, NA 2.75 0.193 153 6.04 3.02
(SD) (NA) (NC) (0.087) (99) (5.29) (2.64)

Abbreviations: AUC(_ = area under the plasma concentration-time curve from time 0 to time of last measurable concentration; AUC.., = area under the plasma

concentration-time curve from time 0 to infinity; C,,,x = maximum observed plasma concentration; M:P = metabolite to parent; NA = not applicable; NC = not calculated;

SD = standard deviation; t;, = apparent terminal half-life; t,,, = time to reach maximal plasma concentration.

a  Dosed as the hemisuccinate salt.
b Samples from only 1 animal were analyzed for M3.
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2.6.5.3D. Absorption After a Single Dose — Dog

2.6.5 HyyEhREABM R

Study Title: PK Analysis of Parent Drug and Metabolite Following Oral Capsule Administration of COL-144 in Doga

Sample: Plasma

Analyte: Lasmiditan, M3, M7, M8, (S,R) M18, and (S,S) M18

Species / Strain: Dog / Beagle
Sex/Number of animals: Male/3 animals
Feeding condition: Fed

Document ID: [rRPT-0271R01-01
Vehicle: Powder in Capsule
Route: Oral

Dose: 40 mg/kg
Assay / Method: LC-MSMS / [JrpT-0119

Mean PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 3473 3853 33.8 318 7.09 12.2
(SD) (782) (583) 4.3) (27) (1.47) (1.5)
AUC_¢ (ngehr/mL) 21207 14916 416 4984 120 191
(SD) (7682) (3558) (75) (1341) (23) 9)
AUCq. (ngehr/mL) 22564 15902 495 5444 NC NC
(SD) (8700) (3858) (95) (1448) (NC) (NC)
tmax (hr) 1.00 1.33 2.67 2.67 5.33 8.00
(SD) (0) (0.58) (1.15) (1.15) (2.31) (0)
ty/2 (hr) 6.49 7.39 8.61 10.1 NC NC
(SD) (1.02) (2.71) (0.21) (2.0) (NC) (NC)
M:P Ratio Cppax NA 1.13 0.0100 0.093 0.0022 0.0037
(SD) (NA) (0.18) (0.0022) (0.013) (0.0008) (0.0012)
M:P Ratio AUC¢ NA 0.737 0.0206 0.240 0.0063 0.0098
(SD) (NA) (0.190) (0.0042) (0.021) (0.0025) (0.0033)
M:P Ratio AUC, NA 0.737 0.0231 0.304 NC NC
(SD) (NA) (0.170) (0.0052) (0.018) (NC) (NC)

Abbreviations: AUC ¢ = area under the plasma concentration-time curve from time 0 to time of last measurable concentration; AUC_,, = area under the plasma
concentration-time curve from time 0 to infinity; C,,,x = maximum observed plasma concentration; M:P = metabolite to parent; NA = not applicable; NC = not calculated,
SD = standard deviation; t;, = apparent terminal half-life; t.,,, = time to reach maximal plasma concentration.

a  Dosed as the hemisuccinate salt.

10
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2.6.5.3E. Absorption After a Single Dose — Rat and Dog

2.6.5 HyyEhREABM R

Study Title: COL-144: Bioanalytical LC-MS/MS Method Transfer And Quantitation of COL-144 and Selected Metabolites in Rat and Dog Plasmaa

Sample: Plasma

Analyte: Lasmiditan, M3, M7, M8, (S,R) M18, and (S,S) M18
Species / Strain: Rat/albino, Dog/Beagle

Sex / Number of animals: Rat: male and female /Dose: 3 animals / sex / group
Dog: male and female /4 animals / sex / group

Feeding condition: Fasted

Document ID: 0274-20ff

Route: IV and oral
Dose: 6 mg/kg

Vehicle / Formulation: Saline / solution

Assay/Method: LC-MS/MS

Route/Dose 1V/ 6 mg/kg (Male Rat)

Composite PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 461 368 53.3 17.9 2.86 29.4
AUCy.¢ (ngehr/mL) 1480 1300 240 103 8.26 160
AUC( . (ngehr/mL) 1590 1360 292 155 NC NC
tmax (hr) 0.5 1 1 1 4 4

ty/ (hr) 2.07 1.82 3.15 5.10 NC NC
M:P Ratio AUCy NA 0.878 0.162 0.0696 0.00558 0.108
Route/Dose IV/ 6 mg/kg (Female Rat)

Composite PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 976 571 105 11.3 4.09 115
AUCy.¢ (ngehr/mL) 1860 1430 494 66.3 18.7 547
AUC( . (ngehr/mL) 2040 1540 NC NC NC NC
tmax (hr) 0.166 0.166 0.5 0.5 4 4

ty/ (hr) 2.35 2.15 NC NC NC NC
M:P Ratio AUCy NA 0.769 0.266 0.0356 0.0101 0.294

11
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2.6.5.3E. Absorption After a Single Dose — Rat and Dog (continued)

2.6.5 HyyEhREABM R

Route/Dose Oral/ 6 mg/kg (Male Rat)

Composite PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 342 514 87.1 23.2 3.69 453
AUCy.¢ (ngehr/mL) 949 1080 322 106 12.4 260
AUC( . (ngehr/mL) 1020 1130 345 134 NC 292
tmax (hr) 0.5 0.5 0.5 1 1 1

ty/ (hr) 2.15 1.71 2.03 3.42 NC 2.70
M:P Ratio AUCy NA 1.14 0.339 0.112 0.0131 0.274
Route/Dose Oral/ 6 mg/kg (Female Rat)

Composite PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 253 271 128 15.1 3.76 119
AUCy.¢ (ngehr/mL) 1080 1080 571 91.8 17.7 961
AUC( . (ngehr/mL) 1300 1200 699 NC NC 966
tmax (hr) 1 0.5 1 4 4 4

ty/ (hr) 3.01 2.34 3.18 NC NC 2.98
M:P Ratio AUCy NA 1.00 0.529 0.0850 0.0164 0.890

12
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2.6.5.3E. Absorption After a Single Dose — Rat and Dog (continued)

2.6.5 HyyEhREABM R

Route/Dose 1V/ 6 mg/kg (Male Dog)
Mean PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 1550 1100 29.2 32.6 NA 2.22
(SD) (457) (394) (9.24) (2.47) (NA) (0.942)
AUCy.¢ (ngehr/mL) 6840 12300 590 1110 NC 65.0
(SD) (809) (3160) (210) (746) (NC) (7.64)
AUC( . (ngehr/mL) NC NC NC NC NC NC
(SD) (NC) (NC) (NC) (NC) (NC) (NC)
tmax (hr) NC 1.4 42 4 NC 9
(SD) (NO) (1.8) (36) 0) (NC) (10)
ty/ (hr) 7.58 7.72 NC NC NC NC
(SD) (7.2) (3.5) (NC) (NC) (NC) (NC)
M:P Ratio AUCy NA 1.80 0.0863 0.162 NC 0.0095
Route/Dose IV/ 6 mg/kg (Female Dog)
Mean PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 1230 959 32.4 22.8 NA 3.56
(SD) (265) (316) (6.86) (3.27) (NA) (2.19)
AUCy.¢ (ngehr/mL) 4750 6980 549 283 NC NC
(SD) (598) (911) (152) (152) (NC) (NC)
AUC( . (ngehr/mL) NC NC NC NC NC NC
(SD) (NO) (NO) (NC) (NC) (NC) (NC)
tmax (hr) NC 0.5 24 4 NC NC
(SD) (NO) (0) 0) 0) (NC) (NC)
ty/ (hr) 2.98 3.40 NC NC NC NC
(SD) (0.5) (0.8) (NC) (NC) (NC) (NC)
M:P Ratio AUCy NA 1.47 0.116 0.0596 NC NC

13
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2.6.5.3E. Absorption After a Single Dose — Rat and Dog (concluded)

2.6.5 HyyEhREABM R

Route/Dose Oral/ 6 mg/kg (Male Dog)

Mean PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 449 1800 76.1 36.6 NA 2.87
(SD) (181) (537) (38.2) (11.7) (NA) (1.21)
AUC_¢ (ngehr/mL) 4310 11400 2030 957 NC NC
(SD) (1440) (4820) (336) (593) (NC) (NC)
AUC( . (ngehr/mL) NC NC NC NC NC NC
(SD) (NC) (NC) (NC) (NC) (NC) (NC)
tmax (hr) 0.75 0.75 4 3.25 NC 4
(SD) (0.3) (0.3) (0) (1.5) (NC) (0)
ty/ (hr) 7.68 6.70 17.1 14.1 NC NC
(SD) (2.95) (2.4) (4.9) (2.0) (NC) (NC)
M:P Ratio AUC NA 2.65 0.471 0.222 NC NC
Route/Dose Oral/ 6 mg/kg (Female Dog)

Mean PK Parameters Lasmiditan M3 M7 M8 (S,R) M18 (S,S) M18
Cinax (ng/mL) 354 1190 78.5 18.4 NA 3.43
(SD) (160) (439) (27.9) (2.26) (NA) (0.297)
AUCy.¢ (ngehr/mL) 1700 5060 908 480 NC NC
(SD) (383) (1940) (446) (171) (NC) (NC)
AUC( . (ngehr/mL) NC NC NC NC NC NC
(SD) (NC) (NC) (NC) (NC) (NC) (NC)
tmax (hr) 0.56 0.63 4 1.3 NC 4
(SD) (0.3) (0.25) (0) (1.8) (NC) (0)
ty/ (hr) 7.67 5.07 11.2 22.3 NC NC
(SD) (NA) (NA) (2.8) (NA) (NC) (NC)
M:P Ratio AUC NA 2.98 0.534 0.282 NC NC

Abbreviations: AUC(_ = area under the plasma concentration-time curve from time 0 to time of last measurable concentration; AUC .., = area under the plasma

a

concentration-time curve from time 0 to infinity; C,,,x = maximum observed plasma concentration; M:P = metabolite to parent; NA = not applicable; NC = not calculated,

SD = standard deviation; t;, = apparent terminal half-life; t.,,, = time to reach maximal plasma concentration.
Dosed as the hemisuccinate salt.
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2.6.5 HyyEhREABM R

2.6.5.3F. Pharmacokinetic Parameters for Radioactivity in Rat and Dog Following Administration

of Lasmiditan
Document ID: 022620} 022520} 011D03-PK
Species: Rat Dog Dog
Sex: Male and female Male and female Female
Number of animals: 3/sex/group 4/sex/group 4/group
Feeding condition: Fasted Fasted NR
Vehicle/Formulation: Saline / solution Saline / solution Saline / solution
Salt Form: Hemisuccinate Hemisuccinate Hemisuccinate
Radionuclide: 14C 14C 14C
Sample: Plasma Plasma/blood Plasma
Assay: LSC LSC LC-MS/MS and LSC
Dose: 6 mg/kg 6 mg/kg 6 mg/kg
Route: IV and oral IV and oral IV and oral
Male Female Male Female Female
v
Mean PK Parameters 14C Plasma 14C Plasma 14C Plasma 14C Blood 14C Plasma 14C Blood Plasma 14C Plasma
Crmax (ng-eq/g) 9873 1142.8 2372 1975 1731 1375 1942.39a 2097.14a
(SD) (63.0) (153.6) (730) (769) (332) (148) (546.65)b (429.04)b
AUCy.¢ (ng-eqehr/g) 8764 10592 38639 31512 39659 33456 4422 .26¢ 34898.00¢
(SD) (714) (333) (7146) (5597) (3120) (3191) (954.29)b (4406.41)b
AUC( (ng-eqehr/g) 10401 12198 53026 46800 64042 53562 4422 .26¢ 48018.33¢
(SD) (1062) (287) (9342) (8166) (13822) (5919) (954.29)b (6466.67)b
tmax (hr) NR NR NR NR NR NR 0.25 0.56
(SD) (0.25)b (0.48)b
ty/2 (hr) 27.3 29.7 56.2 70.8 84.9 85.6 33 45.0
(SD) (3.2) (2.69) (2.7) (15.6) (29.5) (12.7) (0.2)b (4.9)b
CI (mL/min/kg) NR NR NR NR NR NR 25.93 2.22
(SD) (5.42)b (0.35)b
Vi (L/kg) NR NR NR NR NR NR 7.14 8.69
(SD) (1.2)b (1.03)b
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2.6.5.3F. Pharmacokinetic Parameters for Radioactivity in Rat and Dog Following Administration
of Lasmiditan (concluded)

Document ID: 022620} 022520} 011D03-PK
Species: Rat Dog Dog
Sex: Male and female Male and female Female
Number of animals: 3/sex/group 4/sex/group 4/group
Feeding condition: Fasted Fasted NR
Vehicle/Formulation: Saline / solution Saline / solution Saline / solution
Salt Form: Hemisuccinate Hemisuccinate Hemisuccinate
Radionuclide: 14C 14C 14C
Sample: Plasma Plasma/blood Plasma
Assay: LSC LSC LC-MS/MS and LSC
Dose: 6 mg/kg 6 mg/kg 6 mg/kg
Route: 1V and oral IV and oral 1V and oral
Male | Female Male Female Female
Oral
Mean PK Parameters 14C Plasma 14C Plasma 14C Plasma 14C Blood 14C Plasma 14C Blood Plasma 14C Plasma
Cax (ng-€q/g) 1020.32 966.52 1570 1079 1635 1184 426.11a 2026.952
(SD) (77.44) (155.4) (325) (117) (419) (278) (74.56)b (171.18)b
AUC¢ (ng-eqehr/g) 9105 10280 39850 30817 40170 32333 2259.53¢ 40104.2¢
(SD) (669) (852.1) (5410) (3186) (4552) (3048) (572.00)b (4677.22)b
AUC(_(ng-eqehr/g) 11070 12212 55525 45508 61328 55195 2259.54¢ 57269.14¢
(SD) (766) (1336) (8294) (6040) (6164) (3032) (573.00)b (5467.68)b
tmax (1) 0.5 2 0.8 1.0 0.9 0.8 0.75 0.88
(SD) (0) (1.73) (0.3) (0.0) (0.3) (0.3) (0.14)b (0.13)b
t1/5 (hr) 29.6 32.2 56.7 60.9 68.7 83.8 3.2 48.1
(SD) (0.361) (0.354) 4.1) 9.2) (7.6) (13.3) (0.4)b (4.2)b
%F NR NR NR NR NR NR 49.4 NR
(SD) 3.1

Abbreviations: AUC(_ = area under the plasma or blood concentration-time curve from time 0 to time of last measurable concentration; AUC_,, = area under the plasma or
blood concentration-time curve from time 0 to infinity; Cl = clearance; C,,x = maximum observed plasma concentration; F = bioavailability; IV = intravenous; LSC =
liquid scintillation counting; NR = not reported; SD = standard deviation; t;» = apparent terminal half-life; t,,,x = time to reach maximal plasma or blood concentration;
Vg = volume of distribution during the terminal phase.

a

Units are ng-eq/mL or ng/mL; b Standard error of the mean; ¢ Units are ng-eqehr/mL or ngehr/mL.
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2.6.5.3G. Absorption After a Single Dose — Dog
Study Title: Effect of Feeding Status on Plasma Pharmacokinetics of 573144 (Administered as the Hydrochloride Salt 587815) in Beagle Dogs Following a
Single Oral Administration

Sample: Plasma Document ID: B01-267

Analyte: Lasmiditan Vehicle/Formulation: 5% glucose / solution

Species / Strain: Dog/Beagle Doses: 2 mg/kg

Sex/Number of animals: Male / 4/group/ Assay / Method: LC-MS/MS

Feeding condition: Fed and fasted

Route: Oral

Mean PK Parameters Fasted Fed

Cinax (ng/mL) 62.4 46.4
(SD) (39.2) (53.0)

AUCy. (ng+hr/mL) 477 507
(SD) (329) (555)

AUCq_ (ngehr/mL) 512 544
(SD) (381) (605)

tmax (hr) 1.250 3.500
(SD) (0.289) (1.000)

ty (hr) 5.453 6.110
(SD) (1.6) (1.460)

Abbreviations: AUC ¢ = area under the plasma concentration-time curve from time 0 to time of last measurable concentration; AUC_,, = area under the plasma
concentration-time curve from time 0 to infinity; C,,,x = maximum observed plasma concentration; SD = standard deviation; t;, = apparent terminal half-life; t,,x = time

to reach maximal plasma concentration.
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2.6.5.4. Absorption After Repeated Doses
See Section 2.6.7, Toxicology Tabulated Summary.
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2.6.5.5. Organ Distribution

2.6.5

2.6.5.5A. Organ Distribution: Single Dose Study in Male Rats Assessing Brain Penetration

Study Title: Plasma and Brain Pharmacokinetics for 587815 in Fischer 344 Rats Following a Single Intravenous or Oral Administrationa
Samples: Plasma and brain

Species/Strain: Rat/ Fischer 344
Sex/Number of animals: Male/3 /group/time point
Feeding condition: Fasted

Vehicle / Formulation: 5% glucose / solution
Route: Oral and IV

Sampling time:

Dose: 1 mg/kg
Assay / Method: LC-MS/MS

IV: 0.083,0.25,0.5,0.75, 1, 2, 3, 6,9, and 24 hr
Oral: 0.25,0.5,0.75,1, 1.5, 2,3,6,9, and 24 hr

Document ID: B01-144

Plasma Brain

v Oral v Oral
Cinax (ng/mL or ng/g) 109 59.7 307 107
AUC_ (ngehr/mL or ngehr/g) 240 145 674 372
AUC . (ngehr/mL or ngehr/g) 250 158 731 409
tmax (hr) NC 0.5 0.25 0.5
ty/2 (hr) 1.95 2.65 2.57 2.56
Cl (mL/min/kg) 66.8 NC NC NA
Vi (L/kg) 11.3 NC NC NA
Brain:Plasma AUC.,, Ratio NA NA 2.93 2.59
Bioavailability (%) NA 63.3 NA NC

Abbreviations: AUC(_ = area under the plasma or brain concentration-time curve from time 0 to time of last measurable concentration; AUC_,, = area under the plasma or
brain concentration-time curve from time 0 to infinity; Cp,,x = maximum observed plasma or brain concentration; Cl = clearance; IV = intravenous; NA = not applicable;
NC = not calculated; t, = apparent terminal half-life; ty,.x = time to reach maximal plasma or brain concentration; Vg = volume of distribution during the terminal phase.

a 587815 is the hydrochloride salt of LY573144.
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2.6.5.5B. Organ Distribution: QWBA (Lister Hooded Rat, Male)

2.6.5

Study Title: COL-144: Tissue Distribution by Quantitative Whole Body Autoradiography (QWBA) following Single Oral Administration of [14C]-COL-144 to
Male and Female Rats?2
Species/Strain: Rat/ Lister Hooded

Sex/Number of animals: Male / 1/time point

Feeding condition: Fasted
Vehicle / Formulation: 0.9 % sterile saline/solution

Radionuclide: 14C
Specific activity: 10 uCi/mg

Sampling time: 2, 6, 24, and 48 hr

Dose: 6 mg/kg

Document ID: 0227-20ff

S RE B 2R

Route: Oral Assay / Method: QWBA
Pharmacokinetic Parametersb

AUC Crnax tmax tin
Tissue (ng-eqehr/g) (ng-eq/g) (hr) (hr)
Adrenal glands 38440 10380 2 NA
Blood 16840 950 2 18.58
Bone marrow 18370 4930 2 NA
Brain 4890 550 2 5.37
Brown Fat 13510 2890 2 NA
Epididymis 86380 3520 2 16.76
Eye (uveal tract) 3106930 86120 6 NA
Harderian glands 113720 12860 2 6.99
Heart 38740 4180 2 9.89
Kidney 83970 9430 2 9.96
Lachrymal glands 26190 6590 2 NA
Liver 190280 19280 2 9.24
Lung 125080 18640 2 6.68
Lymph nodes 17280 4600 2 NA
Muscle 38920 2290 2 10.53
Pancreas 40270 10270 2 NA
Pineal gland 145640 10280 24 NA
Pituitary gland 175260 16100 2 6.50
Salivary glands 30750 8110 2 NA
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LY573144 (Migraine) 2.6.5
2.6.5.5B. Organ Distribution: QWBA (Lister Hooded Rat, Male) (concluded)
Pharmacokinetic Parametersb

AUC Chnax tmax tin
Tissue (ng-eqehr/g) (ng-eq/g) (hr) (hr)
Skin (nonpigmented) 5760 1460 2 NA
Skin (pigmented) 306720 11610 6 NA
Spinal cord 1840 460 2 NA
Spleen 62910 8970 2 4.51
Testis 37800 2230 2 20.83
Thymus 15360 4160 2 NA
Thyroid 73160 7770 2 NA
Urinary bladder 2307300 532860 2 4.51

Abbreviations: AUC(_ = area under the plasma or tissue concentration-time curve from time 0 to time of last measurable concentration; Cy,ax

time to reach maximal plasma or tissue concentration.

a  Dosed as the hemisuccinate salt.

b The LOQ was ten times the standard deviation of background values measured in each analysis.
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2.6.5.5C. Organ Distribution: QWBA (Sprague Dawley Rat, Female)

2.6.5 HyyEhREABM R

Study Title: COL-144: Tissue Distribution by Quantitative Whole Body Autoradiography (QWBA) following Single Oral Administration of [14C]-COL-144 to

Male and Female Rats?2

Species/Strain: Rat/Sprague Dawley

Sex/Number of animals: Female / 1/time point
Feeding condition: Fasted

Vehicle / Formulation: 0.9 % sterile saline / solution
Route: Oral

Radionuclide: 14C

Specific activity: 10 uCi/mg

Sampling time: 0.05, 2, 6, 24, and 48 hr

Dose: 6 mg/kg

Assay / Method: QWBA

Document ID: 0227-20ff

Pharmacokinetic Parametersb

AUC Crnax tmax tin
Tissue (ng-eqehr/g) (ng-eq/g) (hr) (hr)
Adrenal gland(s) 57440 12850 2 NA
Blood 15950 1290 2 NA
Bone marrow 31110 7110 2 NA
Brain 3020 680 2 NA
Brown fat 17250 3620 6 NA
Eye 890 220 2 NA
Harderian gland(s) 407350 26860 2 6.79
Heart 61370 6100 2 NA
Kidney 126710 10280 2 NA
Lachrymal gland(s) 96000 22450 2 NA
Liver 211460 22390 0.5 NA
Lung 194130 23380 2 NA
Lymph node(s) 29510 6700 2 NA
Muscle 32200 3580 2 NA
Ovary 39880 10060 2 NA
Pancreas 21820 12990 2 NA
Pineal gland 45840 11180 2 NA
Pituitary gland 56900 14680 2 NA
Salivary gland(s) 48910 10990 2 NA
Skin 25800 1630 2 NA
Spinal cord 2510 570 2 NA
Spleen 145830 16130 2 NA
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2.6.5.5C. Organ Distribution: QWBA (Sprague Dawley Rat, Female) (concluded)

Pharmacokinetic Parametersb

AUC Crnax tmax tin
Tissue (ng-eqehr/g) (ng-eq/g) (hr) (hr)
Thymus 24720 6070 2 NA
Thyroid 76520 8040 2 NA
Urinary bladder 898140 336670 0.5 NA
Uterus 19620 4820 2 NA

Abbreviations: AUC(_ = area under the plasma or tissue concentration-time curve from time 0 to time of last measurable concentration; Cy,,x = maximum observed plasma
or tissue concentration; LOQ = limit of quantification; NA = not applicable; QWBA = quantitative whole body autoradiography; t;,, = apparent terminal half-life; t;,x=
time to reach maximal plasma or tissue concentration.

2 Dosed as the hemisuccinate salt.

b The LOQ was ten times the standard deviation of background values measured in each analysis.
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2.6.5.5D. Organ Distribution: QWBA (Sprague Dawley Rat, Male)

2.6.5 HyyEhREABM R

Study Title: COL-144: Tissue Distribution by Quantitative Whole Body Autoradiography (QWBA) following Single Oral Administration of [14C]-COL-144 to
Male and Female Rats?

Species/Strain: Rat/Sprague Dawley

Sex/Number of animals: Male / 1/time point
Feeding condition: Fasted

Vehicle / Formulation: 0.9 % sterile saline/solution

Radionuclide: 14C

Specific activity: 10 uCi/mg

Sampling time: 0.05, 2, 6, 24, and 48 hr

Dose: 6 mg/kg

Document ID: 0227-20ff

Route: Oral Assay / Method: QWBA
Pharmacokinetic Parametersb

AUC Crnax tmax ti2
Tissue (ng-eqehr/g) (ng-eq/g) (hr) (hr)
Adrenal glands 50140 16720 0.5 2.38
Blood 11740 1370 0.5 NA
Bone marrow 26910 9900 0.5 2.35
Brain 2520 1050 0.5 2.25
Brown Fat 21820 4660 0.5 NA
Epididymis 40970 2660 2 NA
Eye 810 170 2 NA
Harderian glands 118320 12260 2 3.89
Heart 47150 9490 0.5 8.10
Kidney 93310 25090 0.5 8.82
Lachrymal glands 51070 11780 0.5 2.97
Liver 201650 45860 0.5 7.64
Lung 107330 28220 0.5 6.40
Lymph nodes 32430 9080 0.5 2.06
Muscle 21010 1880 0.5 9.52
Pancreas 60950 20050 0.5 2.54
Pineal gland NA 16990 0.5 NA
Pituitary gland 174750 18410 0.5 NA
Salivary glands 40890 11520 0.5 2.61
Skin 9660 2920 0.5 2.56
Spinal cord 2430 990 0.5 2.05
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2.6.5.5D. Organ Distribution: QWBA (Sprague Dawley Rat, Male) (concluded)

Pharmacokinetic Parametersb

AUC Crnax tmax tin
Tissue (ng-eqehr/g) (ng-eq/g) (hr) (hr)
Spleen 73190 20460 0.5 4.04
Testis 29370 1040 6 NA
Thymus 17380 5240 0.5 2.45
Thyroid 58790 10690 0.5 17.77
Urinary bladder 511030 145140 0.5 1.59

Abbreviations: AUC(_ = area under the plasma or tissue concentration-time curve from time 0 to time of last measurable concentration; C;,,x = maximum observed plasma
or tissue concentration; LOQ = limit of quantification; NA = not applicable; QWBA = quantitative whole body autoradiography; t;,, = apparent terminal half-life; t,,x=
time to reach maximal plasma or tissue concentration.

2 Dosed as the hemisuccinate salt.
b The LOQ was ten times the standard deviation of background values measured in each analysis.
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2.6.5.5E. Organ Distribution: Brain Autoradioluminography

Study Title: COL-144: A Pilot Study using Brain Autoradioluminography following Single Oral Administration of [14C]-COL-144 to Albino Rata

LY573144 (Migraine) 2.6.5 SEpEhRERBRA T E

Species/Strain: Rat/Sprague Dawley Radionuclide: 14C Document ID: 0172-2
Sex/Number of animals: Male / 2 Specific activity: 141 pCi/mg
Feeding condition: Fasted Sampling time: 1 hr
Vehicle / Formulation: 0.9% sterile saline/solution Dose: 6 mg/kg
Route: Oral Assay / Method: QWBA/LSC
Assay: LSC
MO1 MO02
Concentration Concentration
(ng-eq/g) (ng-eq/g)

Plasma 0.897 0.911
Blood 0.937 0.908
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2.6.5.5E. Organ Distribution: Brain Autoradioluminography (concluded)

Assay: QWBA
MO1 (sagittal sections) MO?2 (coronal sections)
Meanb Meanb
Tissue (ng-eq/g) SD n (ng-eq/g) SD n
Blood 1300 200 51 1200 100 117
Whole Brain 1100 100 12 1100 200 13
Olfactory bulb 900 100 10 900 100 3
Cortex 1200 200 19 1100 200 24
Cerebellum 1000 200 15 800 200 13
Corpus callosum 700 100 19 700 100 9
Caudate-Putamen 1000 100 11 900 200 18
Thalamus 1100 200 13 1000 100 9
Hippocampus 1000 200 9 1000 100 5
Hypothalamus 800 100 4 1100 200 5
Medulla oblongata 1000 100 10 1000 200 4
Pons 1000 100 9 1000 100 9
Midbrain 800 100 5 900 200 19
Spinal trigeminal nucleus 900 100 4 900 200 3
Spinal trigeminal tract — — — 900 100 3
Motor/Sensory root trigeminal nerve 800 100 5 900 200 19
Trigeminal ganglion — — — 1600 200 4
Raphe nuclei - - - 800 200 5
Reticular field - - - 800 0 3
Cerebral ventricles 4000 900 13 4200 1800 15
Spinal cord 1000 100 5 700 100 6
Pineal gland 13800 5700 3 8200 2700 8
Pituitary 20300 4200 12 15400 4500 5

Abbreviations: LOQ = limit of quantification; LSC = liquid scintillation counting; n = number of analyzed areas; QWBA = quantitative whole body autoradiography;
SD = standard deviation.

2 Dosed as the hemisuccinate salt.

b The LOQ was ten times the standard deviation of background values measured in each analysis.
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LY573144 (Migraine) 2.6.5
2.6.5.6. Plasma Protein Binding
2.6.5.6A. In Vitro Protein Binding in Mouse, Rat, Dog, Monkey, and Human Plasma
Study Title: The In Vitro Protein Binding of [14C]-COL-144 to Plasma Proteins from Mouse, Rat, Dog, Monkey, and Human
Study system: In vitro Document ID: 7874-123
Sample: Plasma Radionuclide: 14C
Species: Mouse, Rat, Dog, Monkey, Human Assay / Method: LSC
Study / Method: Ultrafiltration
% Protein Binding (mean + SD, N=3)
Concentration Tested Mouse Rat Dog Monkey Human
15 ng/mL 48.3+7.4 53.7a £ NA 55.32+ NA 89.7+£1.2 60.1£1.2
75 ng/mL 47.0+2.4 50.1£2.0 484 +3.0 86.2+1.7 58.8£3.6
150 ng/mL 46.8 £2.6 473127 445+2.8 86.4+0.4 553+£33
250 ng/mL 448 £ 1.7 49.6+ 1.4 44.6£5.0 87.0+£0.3 55.0£2.6
500 ng/mL 502+£1.5 46.8 £3.6 41.8£2.8 87.0+£0.6 55.1£2.7

Abbreviations: LSC = liquid scintillation counting; N = number of replicates; NA = not applicable; SD = standard deviation.

a  Average of two replicates.
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2.6.5.6B. Red Blood Cell Partitioning in Dogs

2.6.5

S RE B 2R

Study Title: Plasma Pharmacokinetics of Radioactivity and LY573144 and Red Blood Cell Distribution in Female Beagle Dogs Following a Single
Intravenous or Oral Dose of 6 mg/kg of [14C]LY 573144 as the Hemisuccinate

Study system: In vivo

Sample: Blood and Plasma

Number of animals: 4/group

Document ID: 011D03-PK
Radionuclide: 14C
Assay / Method: LSC

Intravenous

Time (hr) Blood Mean Concentration (ng-eq/mL) Plasma Mean Concentration (ng-eq/mL) Blood to Plasma Ratio
0.08 1527.12 1880.11 0.812
0.25 1235.77 1529.17 0.808
0.5 1290.03 1624.08 0.794
1 1378.12 1773.62 0.777
2 1246.51 1666.90 0.748
4 1042.74 1334.35 0.781
8 721.62 916.22 0.788
24 362.66 423.30 0.857
48 222.16 239.19 0.929
72 196.18 205.05 0.957
Oral
0.08 56.72 73.14 0.775
0.25 444.61 635.86 0.699
0.5 1185.21 1686.86 0.703
1 1455.12 2001.34 0.727
2 1267.80 1714.56 0.739
4 1070.14 1433.27 0.747
8 778.42 971.96 0.801
24 390.45 498.63 0.783
48 249.07 301.54a 0.826
72 216.20 256.38 0.843

Abbreviations: LSC = liquid scintillation counting.
Number of animals = 3.

a
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2.6.5.7. Placental Transfer in Species

Study Title: Placental Transfer, Distribution, and Lacteal Excretion of [14C]LY573144 in Pregnant and Lactating Female Sprague Dawley Rats Following a
Single Oral Dose Administered as the Hemisuccinate Salt

Species/Strain: Rat/Sprague Dawley

Sex/Number of animals: Female/1/time point

Feeding condition: Fed

Vehicle / Formulation: 0.25% methylcellulose adjusted to pH 4 with

Radionuclide: 14C
Specific activity: 217 =2 uCi/kg

Salt form: hemisuccinate
Sampling time: 0.5, 1, 2, 4, 8, 12, and 24 hr

Dose: 100 mg/kg

Document ID: 8366915

HCI
Route: Oral Assay / Method: QWBA

Radioactivity Concentration (ng-eq/g)

Maternal Tissues on Gestation Day 18
Time (hr) 0.5 1 2 4 8 12 24
Adrenal gland 1180002 910002 933002 52300 43100 50200 41100
Arterial wall 19500 16600 13400 6240 8390 9010 10200
Bile ND ND ND ND ND ND ND
Blood 7790 9010 8690 4330 4810 3790 5910
Bone 4560 1820 1080 673 1040 BLQ 537
Bone marrow 52100 69100 57500 21400 24200 20800 30100
Brain cerebellum 9730 8120 5890 2550 2550 1720 2810
Brain cerebrum 12300 10900 7440 3340 3090 2020 3710
Brain medulla 9730 7790 6480 2750 2550 1990 2750
Brain olfactory lobe 9950 8320 5490 2570 2590 1670 2780
Cecum 37600 NR 34100 22800 34200 20600 26500
Contents, cecum 3480 NR 18400 45000 84800 111000 112000
Contents, esophageal 253000 536000 128000 4950 9440 2890 106000
Contents, large intestine 829 3190 7010 14300 97900 169000 241000
Contents, small intestine 1070000 483000 306000 82900 119000 60200 174000
Contents, stomach 1670000 1010000 1880000 1360000 1780000 1040000 1960000
Diaphragm 42100 37100 28400 14900 11700 12300 15400
Esophagus 35600 26800 25600 9850 10900 8430 11900
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2.6.5.7. Placental Transfer in Species (continued)
Radioactivity Concentration (ng-eq/g)
Maternal Tissues on Gestation Day 18

Time (hr) 0.5 1 2 4 8 12 24
Exorbital lacrimal gland 140000 186000 246000 114000 115000 103000 119000
Eye lens 532 1180 815 552 774 1050 2050
Eye uveal tract 12800 20800 19300 8250 6970 8320 10500
Eyes 4010 5000 3830 1860 2060 2070 3000
Fat (abdominal) 2310 6480 3370 1250 1590 1190 1460
Fat (brown) 14300 26700 19100 11000 13100 11700 11700
Fetus 10600 16500 16700 8330 7760 6880 8360
Harderian gland 88800 131000 172000 87800 68200 87200 65800
Intra-orbital lacrimal gland 150000 151000 236000 77600 77900 83200 112000
Kidney cortex 121000 86500 83000 30300 28100 19800 32300
Kidney medulla 111000 125000 110000 36500 37200 22600 50800
Kidney 116000 105000 96800 31900 33800 20800 34400
Large intestine 33600 39900 31500 11000 9410 15500 26400
Liver 193000 168000 146000 50700 49600 36300 75000
Lung 70700 73300 66600 34600 42800 39600 36600
Lymph node 70700 65200 492002 249002 25400 201002 25500
Mammary gland 32300 52000 42000 23500 16600 12600 16400
Muscle 14300 15300 20600 10200 11000 10700 11300
Myocardium 58700 42900 35600 18100 18500 14700 21300
Nasal turbinates 17900 15700 15800 9130 9130 10000 12400
Ovary 368002 737002 439002 119002 122002 76502 103002
Pancreas 92400 77800 65500 35600 31200 22000 30300
Pineal gland 51300 60900 NR NR 20700 NR 31500
Pituitary gland 48200 88600 102000 39100 33400 32100 43900
Plasma 7720 6120 6930 3390 3960 3620 4760
Preputial gland 90300 81000 552002 31100a 54100 509002 712002
Salivary glands 157000 125000 106000 39700 44000 38500 52800
Skin (nonpigmented) 3690 5450 7370 3920 4420 3920 3760
Small intestine 86000 57500 62500 24100 21700 16800 24000
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2.6.5.7. Placental Transfer in Species (concluded)

Radioactivity Concentration (ng-eq/g)

Maternal Tissues on Gestation Day 18
Time (hr) 0.5 1 2 4 8 12 24
Spinal cord 6950 6350 5700 2870 2680 1790 2760
Spleen 109000 110000 110000 44500 39900 33200 39600
Stomach 26800 57700 26400 15200 15200 17000 16200
Thymus 43800 58400 67100 29300 26800 24200 28400
Thyroid 123000 56000 69900 26400 33100 31400 38200
Urinary bladder 13000 31300 NR 10700 7040 6740 9450
Urine 43700 126000 NR 115000 NR 123000 66400
Uterus 24700 40800 335002 14900 13400 10700 28200

Radioactivity Concentration (ng-eq/g)

Fetal Tissues on Gestation Day 18

Time (hr) 0.5 1 2 4 8 12 24
Fetal adrenal gland 17900 21100 38100 22800 19100 12500 16700
Fetal blood 5700 6530 8920 4070 4770 4330 5350
Fetal brain 17500 26900 25000 9810 9730 7840 10200
Fetal eye 7390 10100 9460 5530 7170 4850 6620
Fetal gastrointestinal tract 10700 18700 17700 7030 11500 11500 13000
Fetal kidney 10200 14600 15800 7960 9760 7530 10800
Fetal liver 13700 24800 26200 12500 11000 9840 11300
Fetal lung 12700 17900 19600 9410 13800 12900 24000
Fetal muscle 9610 12100 13600 6870 7360 7040 8790
Fetal myocardium 13500 22400 20400 11800 10600 8270 11100
Fetal spinal cord 24500 30000 30000 11700 11800 8630 10500
Placenta 19000 22300 27700 13700 13300 11400 14900
Amniotic fluid 742 1530 2070 1000 1430 1460 2030
Amniotic sac 18900 35200 66900 29600 24300 34200 40200

Abbreviations: BLQ = below the limit of quantitation (<514 ng-eq [14C]LY573144/g); ND = not detectable (sample shape not discernible from background or surrounding
tissue); NR = not represented (tissue not present in section); QWBA = quantitative whole body autoradiography.

a

Tissue appeared to be fat soaked.

32



LY573144 (Migraine) 2.6.5 SEpEhRERBRA T E

2.6.5.8.  Other Distribution Studies
Not applicable.

33



LY573144 (Migraine)

2.6.5

S RE B 2R

2.6.5.9. Metabolism In Vivo
2.6.5.9A. Metabolism In Vivo: Identified and Tentatively Identified Metabolites in Rat and Dog
Species: Rat Dog Dog
Feeding Condition: NR NR NR
Vehicle/Formulation: NR NR 0.9% sodium chloride/solution
Route: Intravenous or oral Intravenous or oral Intravenous or oral (capsule)
Radionuclide: 14Ca 14Ca 14Ca
Specific Activity of Dose: NR NR 11 uCi’kg
Document ID: 0221-20]f 022320} 011D03-MET
Dose (mg/kg): 6 mg/kg 6 mg/kg 6 mg/kg
0.08, 0.25,0.5

. ) 0-8, 8-24,24- | 0-24b, 24-48 ’ > 0-48 (IV) | 0-24 and 24-
Sample Time (hr): 4-8 and 8-24 0-24 1, 8 and 48 48 and 48-72 | and 48-72¢ 1,2, 4;,48 and 0-72 (PO) 48
Matrix Urine Feces Plasma Urine Feces Plasma Urine Feces
Peak  |Metabolite
P Lasmiditan X X X X X X X X
Mi N-desmethyl X X X X X X X X
M2d Piperidine N-oxide X X X X X
M3d Piperidine N-oxide X X X X X
M4 Pyridine N-oxide X X X
M5 R.edu.ce.d ketone Wlth X X X

piperidine desaturation
M6 N-desmethyl + piperidine x x x x x x

carbonyl
M7e Piperidine carbonyl X X X X X
Ge Piperidine carbonyl X X X X X
M8 Reduced ketone X X X X X X X X
M9 Reduced ketone of M6 X X X X

(continued)
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(continued)
Species: Rat Dog Dog
Feeding Condition: NR NR NR
Vehicle/Formulation: NR NR 0.9% sodium chloride/solution
Route: Intravenous or oral Intravenous or oral Intravenous or oral (capsule)
Radionuclide: 14Ca 14Ca 14Ca
Specific Activity of Dose: NR NR 11 uCi’kg
Document ID: 0221-20] 022320} 011D03-MET
Dose (mg/kg): 6 mg/kg 6 mg/kg 6 mg/kg
0.08, 0.25,0.5
. 0-8, 8-24,24- | 0-24b, 24-48 ’ > 0-48(1V) 0-24 and 24-
: - - - ’ i ’ 1,2,4

Sample Time (hr) 4-8 and 8-24 0-24 1, 8 and 48 48 and 48-72 | and 48-72¢ , 2, 2,48 and 0-72(PO) 43
Matrix: Urine Feces Plasma Urine Feces Plasma Urine Feces
Peak  |Metabolite
M10  |Reduced ketone of M1 X X X X X X X
MI11 Piperidine carbonyl X
M12  |Amide cleavage X
MI3f P1p.er1d1ne N-oxide with X X

amide cleavage
ABf P1p.er1d1ne N-oxide with X

amide cleavage
M14  |Piperidine hydroxylation X X
M15 Piperidine hydroxylation X X X X X
Mige |Reduced ketone of X X X X X X

piperidine N-oxide

Reduced ketone of
AEg N .

piperidine N-oxide
M17 N-desmethyl of M12 X

(continued)

35



LY573144 (Migraine)

2.6.5

2.6.5.9A. Metabolism In Vivo: Identified and Tentatively Identified Metabolites in Rat and Dog

K ENTE

AR R

(continued)
Species: Rat Dog Dog
Feeding Condition: NR NR NR
Vehicle/Formulation: NR NR 0.9% sodium chloride/solution
Route: Intravenous or oral Intravenous or oral Intravenous or oral (capsule)
Radionuclide: 14Ca 14Ca 14Ca
Specific Activity of Dose: NR NR 11 uCi’kg
Document ID: 022120} 022320} 011D03-MET
Dose (mg/kg): 6 mg/kg 6 mg/kg 6 mg/kg
Sample Time (hr): 48and824 | 024 g andag | 0582424 | 0-240 2445 (G502 T 0480V) | 0-24 and 24-
ampie ime (hr). a O & 48 and 48-72 | and 48-72¢ | 70 0-72(PO) 48

Matrix: Urine Feces Plasma Urine Feces Plasma Urine Feces
Peak  |Metabolite

(S,S)- diastereomer of
MI18  |reduced ketone with X X X X X

piperidine carbonyl
D Reduced ketone of M15 X X

N-desmethyl with
F piperidine hydroxylation X X X X

N-desmethyl with
S piperidine hydroxylation X X
H Piperidine cleavage X X

2,4,6-trifluoro-benzamide X

hydroxylation
Nh Reduceq ketone of X

metabolite V or W
Oh Reduceq ketone of X

metabolite V or W
Vi P1per1d1n§ carbonyl with X X X X X

desaturation

(continued)
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(concluded)
Species: Rat Dog Dog
Feeding Condition: NR NR NR
Vehicle/Formulation: NR NR 0.9% sodium chloride/solution
Route: Intravenous or oral Intravenous or oral Intravenous or oral (capsule)
Radionuclide: 14Ca 14Ca 14Ca
Specific Activity of Dose: NR NR 11 uCikg
Document ID: 0221-20)} 122320} 011D03-MET
Dose (mg/kg): 6 mg/kg 6 mg/kg 6 mg/kg
Samble Time (ho) 48 and 8.24 024 | Sandag | 0-8 824,24-| 0-24b, 2448 003023 0-51 0.4801v) | 024 and 24-
ample Time (hr): -6 and - - » & an 48 and 48-72 | and48-72¢ | 157 a 0-72(PO) 48

Matrix: Urine Feces Plasma Urine Feces Plasma Urine Feces
Peak  |Metabolite
Wi Piperidine carbonyl with X X X X

desaturation
Y Piperidine desaturation X
AC Piperidine carbonyl with X

amide cleavage

Addition of 12 Dalton to
AD piperidine-carbonyl- X X X

pyridine moiety
AFi Reduced ketone of M6 X X X
AGI Reduced ketone of M6 X

Abbreviations: NR = not detected.
a  Dosed as the hemisuccinate salt.

b Females only following intravenous dose, males and females following oral dose

Males only following intravenous dose

C

d M2 and M3 are isomers (0223-2
M7 and G are isomers (0223-2
M13 and AB are isomers (0223-2
M16 and AE are isomers (0223-2
N and O are isomers (0221-2
V and W are isomers (0223-2
J AF and AG are isomers (0223-2

=0 - O

only).

, 0221-2008).
0221-208).
only).
only).

0221-20f.
only).
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2.6.5.9B. Metabolism In Vivo: Tentatively Identified Circulating Metabolites in Rat Plasma after a Single
Intravenous or Oral Administration of 6 mg/kg [*C]-COL-1442

Study 022220}
Sex/Number of Male and female (12/sex)
animals
Sample Time 1, 4 (pooled), 12 (pooled) hr
Route Intravenous
% Total Radioactivity
Retention Time Male Female

Peak Metabolite (minutes) 1 hr 4 hr 12 hr 1 hr 4 hr 12 hr
P Lasmiditan 19.8 70.4 51.7 24.5 86.1 49.9 29.0
Ml N-desmethyl 18.0 6.1 10.6 22.7 3.3 8.8 16.4
M2b Piperidine N-oxide 21.4 4.4 2.2 1.2 2.2 3.9
M3b Piperidine N-oxide 18.7 2.4 2.1 16.1 0.7 1.0 0.9
M6 N-desmethyl + 10.8 1.7 4.8 19.9 0.9 12.3 16.6

piperidine carbonyl
M7 Piperidine carbonyl 24.2 54 7.1 4.4 4.4 7.3 10.6
M8 Reduced ketone 10.4 2.0 4.3 1.0 2.7
M10 Reduced ketone of M1 9.3
M16 Reduced ketone of 10.0 0.9 2.6 0.4

piperidine N-oxide

(S,R)-diastercomer of
(S,R)-M18 reduced ketone with 22.1 1.6 1.2

piperidine carbonyl

(S,S)-diastereomer of
(S,5)-M18 reduced ketone with 22.5 1.6 2.9 2.2 0.7 5.6 14.8

piperidine carbonyl
A No structure proposed 5.9 0.4 2.6
B No structure proposed 6.6 1.3

(continued)
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2.6.5.9B. Metabolism In Vivo: Tentatively Identified Circulating Metabolites in Rat Plasma after a Single
Intravenous or Oral Administration of 6 mg/kg [14C]-COL-144 (continued)

Route Intravenous
% Total Radioactivity
Retention Time Male Female
Peak Metabolite (minutes) 1 hr 4 hr 12 hr 1 hr 4 hr 12 hr
N-desmethyl with
F . . 7.4
piperidine hydroxylation
S N-desmethyl with 20.6 23
piperidine hydroxylation
H Piperidine cleavage 8.2 0.5 1.0 3.9 0.4
Reduced ketone of
. 14.3 0.8
metabolite V or W
ye Piperidine carbonyl with 23.1 1.3 1.4 1.6 1.1 2.3
desaturation
we Piperidine carbonyl with 23.6 1.4 3.1 2.1 0.5 2.9 3.5
desaturation
Y Piperidine desaturation 25.6 0.3 0.4 0.6
7 A.ddlt.lo.n of SS Dalton to 138
piperidine moiety
AA Piperidine desaturation 27 21 31 11 15

of Z
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2.6.5.9B. Metabolism In Vivo: Tentatively Identified Circulating Metabolites in Rat Plasma after a Single
Intravenous or Oral Administration of 6 mg/kg [14C]-COL-144 (continued)

Route Oral
% Total Radioactivity
Retention Time Male Female
Peak Metabolite (minutes) 1 hr 4 hr 12 hr 1 hr 4 hr 12 hr
P Lasmiditan 19.8 49.4 41.0 41.3 60.7 37.9 30.7
M1 N-desmethyl 18.0 12.0 13.4 14.7 8.7 11.3 19.3
M2b Piperidine N-oxide 214 4.2 2.3 12.9 1.8 33 6.1
M3b Piperidine N-oxide 18.7 3.7 2.0 2.7 0.3 1.5 0.5
M6 N-desmethyl 10.8 6.5 11.1 13.5 1.1 16.1 10.8
piperidine carbonyl
M7 Piperidine carbonyl 24.2 5.5 6.1 4.1 14.3 6.7 14.4
M8 Reduced ketone 10.4 2.5 5.0 0.9 3.7
MI10 Reduced ketone of M1 9.3 0.4 0.3
MI6 Reduced ketone of 10.0 1.7 15 2.5 0.6

piperidine N-oxide

(S,R)-diastercomer of
(S,R)-M18 reduced ketone with 22.1 0.7 2.2 0.5
piperidine carbonyl

(S,S)-diastereomer of

(S,S)-M18 reduced ketone with 22.5 2.2 3.6 2.7 2.7 6.7 10.6
piperidine carbonyl

A No structure proposed 5.9 1.2 0.4

B No structure proposed 6.6 0.6 0.3
N-desmethyl with 7.4 0.8 0.6
piperidine hydroxylation
N-desmethyl with

5 piperidine hydroxylation 206 1.9 0.9

H Piperidine cleavage 8.2 0.5 1.2 2.7 0.9

(continued)
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2.6.5.9B. Metabolism In Vivo: Tentatively Identified Circulating Metabolites in Rat Plasma after a Single
Intravenous or Oral Administration of 6 mg/kg [14C]-COL-144 (continued)

Route Oral
% Total Radioactivity
Retention Time Male Female
Peak Metabolite (minutes) 1 hr 4 hr 12 hr 1 hr 4 hr 12 hr
Reduced ketone of
14. 1.1 0.2
N metabolite V or W 3
Ve Piperidine carbonyl with 23.1 1.7 1.9 0.8 0.5 1.6 2.5
desaturation
we Piperidine carbonyl with 23.6 3.0 3.1 2.8 2.9 3.5 4.5
desaturation
Y Piperidine desaturation 25.6 0.5 0.7 0.6 0.4
Addition of 58 Dalton to
V4 piperidine carbonyl- 13.8 0.3 0.8
pyridine moiety
AA Epzendme desaturation 227 5.4 2.0 1.5 2.0
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2.6.5.9B. Metabolism In Vivo: Tentatively Identified Circulating Metabolites in Rat Plasma after a Single
Intravenous or Oral Administration of 6 mg/kg [14C]-COL-144 (continued)

Route Intravenous
Concentration (ng-eq/g or ng/g)
Male Female

Metabolite 1 hr 4 hr 12 hr 1 hr 4 hr 12 hr
Total 14Cd 828.6 997.0 228.7 983.5 1016.9 225.6
P Lasmiditan 573.7 500.6 52.6 837.2 503.3 22.2
M1 N-desmethyl 47.9 98.8 46.9 30.9 85.5 34.2
M3 Piperidine N-oxide 20.4 21.2 36.0 7.1 10.5 2.0
M7 Piperidine carbonyl 45.6 71.3 9.8 44.4 76.4 8.7
M8 Reduced ketone 16.4 41.9 9.8 27.4
(S,R)-M18 (S,R)-diastereomer of

reduced ketone with 16.2 12.6

piperidine carbonyl
(S,5)-M18 (S,S)-diastereomer of

reduced ketone with 13.6 29.3 4.9 7.1 58.9 334

piperidine carbonyl

(continued)

42



LY573144 (Migraine) 2.6.5 SEpEhRERBRA T E

2.6.5.9B. Metabolism In Vivo: Tentatively Identified Circulating Metabolites in Rat Plasma after a Single
Intravenous or Oral Administration of 6 mg/kg [14C]-COL-144 (concluded)

Route Oral
Concentration (ng-eq/g or ng/g)
Male Female

Metabolite 1 hr 4 hr 12 hr 1 hr 4 hr 12 hr
Total 14Cd 1207.9 804.5 207.3 864.6 891.7 239.8
P Lasmiditan 583.8 319.0 79.6 517.0 324.2 71.2
M1 N-desmethyl 136.6 100.4 27.3 71.4 93.1 43.1
M3 Piperidine N-oxide 45.6 16.2 5.4 2.7 13.4 1.2
M7 Piperidine carbonyl 67.4 49.2 8.2 126.3 59.4 34.6
M8 Reduced ketone 29.7 39.1 7.7 31.8
(S,R)-M18 (S,R)-diastereomer of

reduced ketone with 8.6 17.8 0.8

piperidine carbonyl
(S,5)-M18 (S,S)-diastereomer of

reduced ketone with 27.1 29.2 54 24.0 59.7 25.6

piperidine carbonyl

Dosed as the hemisuccinate salt.
M2 and M3 are isomers.

V and W are isomers.

Data from Study 0226-20.

o o o o
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2.6.5.9C. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Ratsa

Species: Rat
Feeding Condition: NR
Vehicle/Formulation: NR
Radionuclide: 14C
Specific Activity of Dose: NR

Document ID:

Dose (mg/kg): 6

Percent of Dose Excreted
Route Intravenous Oral
izfngfs/ F) / Number of M/3 F/3 M/3 F/3
Sample Time (hr) 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24
Matrix Urine Urine Feces Urine Urine Feces Urine Urine Feces Urine Urine Feces
Peak Metabolite
p Lasmiditan 1233 | 3.36 330 | 1345 | 2.79 3.62 10.57 1.76 1.95 1132 | 2.09 2.88
M1 N-desmethyl 10.60 | 6.99 7.88 9.82 6.57 9.13 1462 | 7.66 9.22 1508 | 673 11.41
M2b  |Piperidine N-oxide | 6.02 1.45 ND 3.17 0.96 ND 3.57 0.86 ND 2.49 0.54 ND
M3b  |Piperidine N-oxide | 2.18 0.43 ND 1.50 0.30 ND 1.53 0.46 ND 0.96 0.19 ND
M6 Z;Ddeiisgi‘ihg;onyl 1.56 1.06 3.54 1.62 1.82 2.42 3.06 1.60 3.86 331 1.33 331
M7¢  |Piperidine carbonyl | ND ND 0.51 ND ND 0.24 ND ND 0.44 ND ND 0.31
Ge Piperidine carbonyl |  4.70 0.23 ND 2.61 0.53 ND 2.5 0.25 0.36 0.81 ND ND
M8  |Reduced ketone 0.92 0.50 1.06 0.92 0.62 0.63 0.96 0.76 0.91 0.91 0.85 0.36
M9 f/fgl“"ed ketone of |, 5 0.13 0.31 ND 0.21 0.20 0.10 0.21 0.21 0.23 0.11 ND
M10 f/fld“ced ketone of | 50 0.28 0.81 ND 0.11 0.37 0.06 0.14 1.06 0.35 0.07 0.68
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2.6.5.9C. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Rats

(continued)
Percent of Dose Excreted

Route Intravenous Oral

Se.x (M/F) / Number of M/3 F/3 M/3 FA3

animals

Sample Time (hr) 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24

Matrix Urine Urine Feces Urine Urine Feces Urine Urine Feces Urine Urine Feces

Peak Metabolite

M5 |Piperidine 0.60 0.11 0.54 0.14 0.23 0.39 0.31 0.10 0.49 0.43 0.17 ND
hydroxylation

Mie |Reducedketoneof | 50\ o0 | 596 | 012 ND ND 0.07 ND 0.39 ND ND ND
piperidine N-oxide
(S,S)- diastereomer

(S.8)-|of reduced ketone | 0.52 0.20 132 1.20 0.55 2.02 1.20 1.29 1.66 1.17 0.36

MI18 with piperidine
carbonyl

A No structure 0.10 ND 0.17 0.14 0.17 0.25 0.22 0.06 0.14 0.11 0.04 ND
proposed

B No structure 0.21 0.07 ND 0.25 0.22 ND ND ND ND ND 0.14 ND
proposed

D f/ffsu"ed ketoneof | \p ND 156 | 012 ND 112 | 009 | 008 | 069 ND ND 1.17
N-desmethyl with

F piperidine 0.16 ND 0.35 ND 0.19 0.11 0.11 0.33 0.14 0.19 0.12 0.19
hydroxylation
N-desmethyl with

S piperidine 0.11 ND 0.20 ND ND ND 0.18 ND ND 0.16 ND ND
hydroxylation

H Piperidine cleavage | ND ND ND 0.42 0.07 ND 0.26 0.08 ND 1.49 0.14 ND
2,4,6-trifluoro-

L benzamide 0.18 ND 0.52 0.09 ND 0.09 ND ND 0.37 ND ND 0.34
hydroxylation

(continued)
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2.6.5.9C. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Rats

(concluded)
Percent of Dose Excreted
Route Intravenous Oral
Se.x (M/F) / Number of M/3 Fi3 M/3 F3
animals
Sample Time (hr) 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24
Matrix Urine Urine Feces Urine Urine Feces Urine Urine Feces Urine Urine Feces
Peak Metabolite
Nd Reduced ketone of |, ;5 0.15 ND ND 0.12 ND 0.13 0.09 ND 0.08 0.06 ND
metabolite V or W
od Reduced ketone of |5 g | ) 56 ND ND 0.08 ND ND 0.13 ND ND 0.07 ND
metabolite V or W
Ve Piperidine carbonyl |, .5 0.26 1.47 0.22 0.32 0.48 0.51 0.20 0.36 0.64 0.15 0.16
with desaturation
We Piperidine carbonyl |, 5 0.05 0.88 0.23 0.20 1.00 0.19 0.22 0.67 0.39 0.15 1.58
with desaturation
Y Piperidine ND ND 0.13 ND ND 0.11 ND ND 0.33 ND ND ND
desaturation
24.40 20.71 22.87 2274
f .
Total 43.04 | 15.72 (a7 36.13 16.71 (2.50)2 40.81 16.18 (3.40)2 40.62 | 14.12 (2,952

Abbreviations: F = female; M = male; ND = not detectable, NR = not reported.
a2 Dosed as hemisuccinate salt.

b M2 and M3 are isomers.

¢ M7 and G are isomers.

d N and O are isomers.

V and W are isomers.

f  Urine data from Study 0224-20.

g Total extracted (not extracted).

[¢]

46



LY573144 (Migraine)

2.6.5

S RE B 2R

2.6.5.9D. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Ratsa

Species: Rat
Feeding Condition: NR
Vehicle/Formulation: NR
Radionuclide: 14C
Specific Activity of Dose: NR

Document ID:

Dose (mg/kg): 6

Percent of Total Radioactivity
Route Intravenous Oral
ijﬁi\fs/ F) / Number of M/3 F/3 M/3 F/3
Sample Time (hr) 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24
Matrix Urine Urine Feces Urine Urine Feces Urine Urine Feces Urine Urine Feces
Peak Metabolite
P Lasmiditan 28.6 21.4 13.5 37.2 16.7 17.5 25.9 10.9 8.5 27.9 14.8 12.7
Ml N-desmethyl 24.6 44.4 323 27.2 39.3 44.1 35.8 473 40.3 37.1 47.6 50.2
M2b  |Piperidine N-oxide | 14.0 9.2 ND 8.8 5.8 ND 8.7 53 ND 6.1 3.8 ND
M3b  |Piperidine N-oxide | 5.1 2.7 ND 42 1.8 ND 3.7 2.8 ND 2.4 13 ND
M6 Z;Ddeiis;?ihgalrﬁonyl 3.6 6.7 14.5 4.5 10.9 11.7 7.5 9.9 16.9 8.1 9.4 14.6
M7¢  |Piperidine carbonyl | ND ND 2.1 ND ND 1.2 ND ND 1.9 ND ND 1.4
Ge Piperidine carbonyl |  10.9 1.5 ND 72 3.2 ND 5.5 1.6 1.6 2.0 ND ND
M8  |Reduced ketone 2.1 32 4.4 2.5 3.7 3.1 2.4 4.7 4.0 2.2 6.0 1.6
M9 f/fgl“"ed ketoneof | 5 0.9 13 ND 1.3 1.0 0.2 1.3 0.9 0.6 0.8 ND
MI0 f/fld“ced ketone of |y 1.8 3.3 ND 0.7 1.8 0.2 0.9 4.6 0.9 0.5 3.0
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2.6.5.9D. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and

Feces from Rats (continued)

Percent of Total Radioactivity

Route Intravenous Oral

Se.x (M/F) / Number of M/3 FA3 M/3 F3

animals

Sample Time (hr) 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24

Matrix Urine Urine Feces Urine Urine Feces Urine Urine Feces Urine Urine Feces

Peak Metabolite

MI5 |Piperidine 14 07 22 04 14 19 08 0.6 2.1 11 12 ND
hydroxylation

MI16  |Reduced ketone of | | 0.5 3.9 03 ND ND 02 ND 17 ND ND ND
piperidine N-oxide

(S,S)-  |(S,S)- diastereomer

MI8 of reduced ketone 2.4 33 0.8 3.7 72 2.6 49 7.4 5.6 41 8.3 1.6
with piperidine
carbonyl

A No structure 02 ND 0.7 04 1.0 12 0.5 04 0.6 03 03 ND
proposed

B No structure 0.5 04 ND 0.7 13 ND ND ND ND ND 1.0 ND
proposed

D f/ffsu"ed ketoneof | \p ND 6.4 03 ND 5.4 02 0.5 3.0 ND ND 5.1

F N-desmethyl with
piperidine 0.4 ND 1.5 ND 1.1 0.5 0.3 2.0 0.6 0.5 0.9 0.8
hydroxylation

S N-desmethyl with
piperidine 0.3 ND 0.8 ND ND ND 0.4 ND ND 0.4 ND ND
hydroxylation

H Piperidine cleavage | 0.9 ND ND 1.2 0.4 ND 0.6 0.5 ND 3.7 1.0 ND

L 2,4,6-trifluoro-
benzamide 0.4 ND 2.1 0.2 ND 0.4 ND ND 0.6 ND ND 1.5
hydroxylation

(continued)
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2.6.5.9D. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Rats (concluded)

Percent of Total Radioactivity
Route Intravenous Oral
Se.x (M/F) / Number of M/3 A M/3 A
animals
Sample Time (hr) 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24 4-8 8-24 0-24
Matrix Urine Urine Feces Urine Urine Feces Urine Urine Feces Urine Urine Feces
Peak Metabolite
Nd Reduced ketone 0.4 0.9 ND ND 0.7 ND 0.3 0.5 ND 0.2 0.4 ND
of metabolite V or
W
d
o Reduced ketone of | , 0.4 ND ND 0.5 ND ND 0.8 ND ND 0.5 ND
metabolite V or W
Ve Piperidine carbonyl | ¢ 1.6 6.0 0.6 1.9 23 1.2 1.2 1.6 1.6 1.1 0.7
with desaturation
We | Piperidine carbonyl |, o 0.3 3.6 0.6 12 48 0.5 1.3 29 1.0 1.0 7.0
with desaturation
Y Piperidine ND ND 0.5 ND ND 0.5 ND ND 1.5 ND ND ND
desaturation

Abbreviations: F = female; M = male; ND = not detectable, NR = not reported.
a2 Dosed as hemisuccinate salt.

b M2 and M3 are isomers.

¢ M7 and G are isomers.

d N and O are isomers.

¢ Vand W are isomers.
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2.6.5.9E. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Bile, Urine,
and Feces from Rats

Species: Rat
Feeding Condition: Fed
Vehicle/Formulation: 0.25% (w/v) methylcellulose in reverse osmosis water, pH 4.02 / solution
Radionuclide: 14C
Specific Activity of Dose: 132 uCi/mg
Document ID: 8377-180-MET
Dose (mg/kg): 6 (62.3 uCikg)
Sex / Number of animals Male / 4/group
Percent of Dose
Route Oral
Bile-Duct Cannulated Intact

Sample Time (hr) 0-24 0-24 0-24 24-48 8-24 0-24 24-48
Matrix Bile Urine Feces Feces Urine Feces Feces
Peak  |Metabolite
P Lasmiditan 0.3 11.0 2.3 0.1 7.3 3.2 0.3
M1 N-desmethyl 0.1 13.6 6.2 1.4 12.1 7.7 2.9
M2 Piperidine N-oxide 34 5.7 8.2
M3 Piperidine N-oxide 4.1 2.4 2.5
M6+M  |N-desmethyl
15+M2 |piperidine
3a+M2 |carbonyl/mono-oxy 3.62 2.2 2.2 3.7b 0.9b
3b lasmiditan/bis-oxy

lasmiditan
M7 Piperidine carbonyl 0.1 NQ
M8 Reduced ketone 2.3 0.7 0.1 1.8 1.1 0.4
M10+ |N-desmethyl reduced
M33 ketone/N-desmethyl 0.4¢ 0.9 0.6 0.2 0.9 1.4 0.7

mono-oxy lasmiditan
M12  |Amide cleavage 0.7d 0.1 NQ

(continued)
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2.6.5.9E. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Bile, Urine,
and Feces from Rats (continued)

Percent of Dose

Route Oral
Bile-Duct Cannulated Intact
Sample Time (hr) 0-24 0-24 0-24 24-48 8-24 0-24 24-48
Matrix Bile Urine Feces Feces Urine Feces Feces
Ml6 R.eduf:e.d ketone.of 0.6 0.5 0.5
piperidine N-oxide
(S,R)- [(S,R)-diastereomer of
M18 reduced ketone with 0.1 NQ
piperidine carbonyl
(S,S)- |(S,S)-diastereomer of
MI18 reduced ketone with 1.0 0.3 NQ 1.5 0.5 NQ
piperidine carbonyl
M21 Mono-oxy reduced
ketone with piperidine 0.2 0.4
carbonyl
M22 Mong-gxy dehydro 01 NQ
lasmiditan
M24a+ |Bis-oxy
M24b |lasmiditan/bis-oxy 0.7 0.6 0.8
lasmiditan
M25 Dehydro-piperidine
0.4
carbonyl
M26 Amide cleavage
acetyl cysteine 0.8
conjugate
M27+ |Bis-oxy glucuronide/
M28 mono-oxy glutathione 1.4
conjugate

(continued)
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2.6.5.9E. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Bile, Urine,
and Feces from Rats (concluded)

Percent of Dose

Route Oral
Bile-Duct Cannulated Intact
Sample Time (hr) 0-24 0-24 0-24 24-48 8-24 0-24 24-48
Matrix Bile Urine Feces Feces Urine Feces Feces
M29 Mono-oxy
: 1.1
glucuronide
M30 Mono-oxy
: 0.9
glucuronide

M31 N-desmethyl mono-

o 1.2 0.6
oxy lasmiditan

M32 N-desmethyl mono-

o . N
oxy lasmiditan 06 Q

M35 Dehydro lasmiditan 0.7 1.9 1.5

Abbreviations: NQ = not quantifiable but detected by LC-MS (<10 cpm in peak height).
a  M6+M23a+M23b.

b M6+M15.
¢ MI10.

d MI12+M34.
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2.6.5.9F. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Dogsa

Species: Dog
Feeding Condition: NR
Vehicle/Formulation: NR
Radionuclide: 14C
Specific Activity of Dose: NR
Document ID: 0223-20.
Dose (mg/kg): 6
Route Intravenous
Percent of Dose Excreted
:;ixnfi\/lls/F) / Number of M/2-4 F/3-4
Sample Time (hr) 0-8 8-24 24-48 48-72 24-48 48-72 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
P Lasmiditan 1.31 1.79 0.32 0.22 2.34 0.53 1.03 2.12 0.04 2.25 0.50
M1 N-desmethyl 0.44 4.90 3.16 2.54 1.21 0.65 1.99 6.02 2.75 1.00 1.23
M2b Piperidine N-oxide 2.55 2.90 0.27 0.15 ND ND 2.46 1.03 0.02 ND ND
M3b Piperidine N-oxide 1.05 1.85 0.10 0.12 ND ND 2.02 0.69 ND ND ND
M4 Pyridine N-oxide 0.05 0.40 ND ND ND ND 0.10 0.21 ND ND ND
Mo ||\-desmethyl + 0.06 0.83 0.10 0.12 211 0.62 1.60 1.60 0.51 233 1.89
piperidine carbonyl
\Y ¢ Piperidine carbonyl ND ND ND ND ND ND ND ND ND ND ND
Ge Piperidine carbonyl 0.07 0.86 0.25 0.31 0.05 ND 0.43 0.91 0.16 ND ND
M8 Reduced ketone 0.77 2.35 1.43 1.27 1.35 0.66 0.69 1.24 0.21 0.92 0.42
M10 f/fld“ced ketone of | 13 1.03 1.19 1.03 2.43 234 1.14 1.48 0.79 1.61 2.79
Piperidine N-oxide
M13d  |with amide 0.04 0.60 0.08 0.08 ND ND 0.47 0.71 0.07 ND ND
cleavage
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2.6.5.9F. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Dogs

(continued)
Route Intravenous
Percent of Dose Excreted
Se.x (M/F) / Number of M/2-4 F/3-4
animals
Sample Time (hr) 0-8 8-24 24-48 48-72 24-48 48-72 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
Piperidine N-oxide
ABd . . 0.05 0.46 0.13 0.09 ND ND 0.25 0.46 0.16 ND ND
with amide cleavage
Mis  |Piperidine ND ND ND ND 0.13 0.13 ND ND ND 0.26 0.13
hydroxylation
Mige |Reducedketoneof | ) o 1.52 0.29 0.25 0.09 ND 0.91 0.49 0.06 ND ND

piperidine N-oxide

Reduced ketone of

AEe L . 0.38 0.99 0.21 0.21 ND ND 0.63 0.39 0.03 ND ND
piperidine N-oxide

(S,S)- diastereomer
(S,S)- |of reduced ketone

o ND ND ND 0.03 ND 0.02 ND 0.07 0.03 0.06 0.04

MI18 with piperidine
carbonyl

A No structure ND ND ND ND 0.07 ND ND ND ND 0.07 0.08
proposed

B No structure ND ND ND ND 0.34 0.11 ND ND ND 0.39 0.30
proposed
N-desmethyl with

F piperidine 0.06 0.14 0.08 0.10 0.16 0.22 0.18 0.15 0.05 0.27 0.22
hydroxylation

H Piperidine cleavage 0.20 1.20 0.36 0.14 ND ND ND 0.51 0.05 ND ND
2,4,6-trifluoro-

L benzamide ND ND ND ND 0.23 0.12 ND ND ND 0.32 0.18
hydroxylation

(continued)
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2.6.5.9F. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Dogs

(continued)
Route Intravenous
Percent of Dose Excreted
Se.x (M/F) / Number of M/2-4 F/3-4
animals
Sample Time (hr) 0-8 8-24 24-48 48-72 24-48 48-72 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
Vi Piperidine carbonyl |y 0.09 ND 0.03 ND 0.07 ND 0.20 0.02 0.11 0.07
with desaturation
we | Piperidine carbonyl | oy ND ND ND 0.35 0.13 ND ND ND 0.47 0.39
with desaturation
Y Piperidine ND ND ND ND ND ND ND ND ND ND ND
desaturation
Piperidine carbonyl
AC with amide 0.05 0.67 0.27 0.20 ND ND 0.72 0.50 0.14 ND ND
cleavage
Addition of 12
Dalton to
AD piperidine- 0.12 0.34 0.07 0.10 0.56 0.29 0.19 0.34 0.06 0.39 0.37
carbonyl-pyridine
moiety
AFe f/fgl“"ed ketone of |y 0.08 0.03 0.05 ND ND 0.12 0.04 0.05 0.06 0.06
AGe ;esuced ketone of |\ 0.17 0.02 ND ND ND 0.25 0.17 0.07 ND ND
23.1 . 01 11.42 . 15.1 19.34 2 10. .
Totalh 791 0.1) 3.18 8.36 7.0 5.89 5.18 9.3 5.28 0.53 8.68
(1.73) (0.31) (0.32) (3.29) (2.05) (0.89) (1.03) (0.70) (2.63) (2.53)
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2.6.5.9F. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Dogs

(continued)
Route Oral
Percent of Dose Excreted
Se.x (M/F) / Number of M/3-4 F/4
animals
Sample Time (hr) 0-8 8-24 24-48 0-24 24-48 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
P Lasmiditan 0.63 2.35 0.99 437 2.01 1.35 0.88 0.13 2.86 0.77
Ml N-desmethyl 0.58 4.06 4.61 1.10 1.02 1.16 6.99 3.50 1.50 1.50
M2b  |Piperidine N-oxide 3.27 2.23 0.39 ND ND 2.26 0.93 0.02 ND ND
M3b  |Piperidine N-oxide 1.62 1.57 0.22 ND ND 1.22 0.59 0.04 ND ND
M4 Pyridine N-oxide 0.17 0.28 ND ND ND ND 0.06 ND ND ND
M6 N-desmethyl + 0.37 0.50 0.23 0.53 0.56 0.75 1.86 0.57 2.28 1.61
piperidine carbonyl
M7e Piperidine carbonyl ND ND ND ND ND ND ND ND ND ND
Ge Piperidine carbonyl 0.12 0.61 0.27 ND ND 0.58i 1.22 0.17 ND ND
M8 Reduced ketone 0.46 3.45 2.01 1.59 0.84 0.31 0.87 0.21 0.94 0.43
MI10 f/fld“ced ketoneof | ;7 0.62 0.89 1.14 1.80 0.17 1.20 0.89 1.95 272
Piperidine N-oxide
M13d  |with amide 0.18 0.27 0.06 ND ND 0.13 0.43 0.08 ND ND
cleavage
Piperidine N-oxide
ABd  |with amide 0.11 0.28 0.16 ND ND 0.19 0.68 0.10 ND ND
cleavage
mis  |Piperidine ND ND ND 0.17 0.08 ND ND ND 0.25 ND
hydroxylation
Mige |Reduced ketone of 0.82 0.91 0.29 ND ND 0.47 0.30 0.06 ND ND

piperidine N-oxide
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2.6.5.9F. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Dogs

(continued)
Route Oral
Percent of Dose Excreted

Se.x (M/F) / Number of M/3-4 F/4

animals

Sample Time (hr) 0-8 8-24 24-48 0-24 24-48 0-8 8-24 24-48 0-24 24-48

Matrix Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces

Peak Metabolite

Ape  |Reducedketone of | 45 0.59 0.18 ND ND 0.41 0.45 0.02 ND ND
piperidine N-oxide
(S,S)- diastereomer

(5,8)-|of reduced ketone ND 0.09 0.04 0.03 ND 0.10 0.11 0.04 0.06 ND

MI18 with piperidine
carbonyl

A No structure ND ND ND 0.04 ND ND ND ND 0.22 0.09
proposed

B No structure ND ND ND 0.33 0.22 ND ND ND 0.90 0.53
proposed
N-desmethyl with

F piperidine 0.05 0.11 0.08 0.17 0.13 0.14 0.19 0.03 0.38 0.30
hydroxylation

H Piperidine cleavage 0.42 0.36 0.03 ND ND 0.43 0.07 ND ND
2,4,6-trifluoro-

L benzamide ND ND ND 0.08 0.02 ND ND ND 0.11 0.05
hydroxylation

yr |Piperidine carbonyl | - iy ND ND ND 0.09 0.06 ND 0.03 0.05 ND
with desaturation

wr |Piperidine carbonyl | iy ND ND 0.11 0.08 ND ND ND 037 0.22
with desaturation

Y glpendm? ND ND ND ND ND ND ND ND ND ND

esaturation
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2.6.5.9F. Metabolism In Vivo: % of Dose for Lasmiditan and Metabolites in Urine and Feces from Dogs

(concluded)
Route Oral
Percent of Dose Excreted

Se.x (M/F) / Number of M/3-4 F/a
animals
Sample Time (hr) 0-8 8-24 24-48 0-24 24-48 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite

Piperidine carbonyl
AC with amide 0.21 0.28 0.16 ND ND 0.10 0.54 0.14 ND ND

cleavage

Addition of 12
Ap  |Paltontopiperidine) 0.14 0.08 0.43 0.37 0.29 0.24 0.06 0.60 0.67

carbonyl-pyridine

moiety
AFe f/fgl“"ed ketone of 0.03 0.05 0.05 0.03 0.02 0.02 0.15 0.04 0.13 0.06
AGe ;esuced ketone of 0.06 0.05 0.08 ND ND 0.07 0.13 0.05 ND ND

10.10 18.81 10.81 10.12 18.25 12.59
h . . . . . . 95 (2.

Total 0.38) 0.47) ©0.72) @.11) 7.24 (1.70) | 9.79 (0.32) 0.87) 6.24 (0.36) (2.54) 8.95 (2.06)

Abbreviations: F = female; M = male; ND = not detectable; NR = not reported.

a  Dosed as hemisuccinate salt.

b M2 and M3 are isomers.
¢ M7 and G are isomers.
d M13 and AB are isomers.

=0 - O

M16 and AE are isomers.
V and W are isomers.
AF and AG are isomers.

Total analyzed (not analyzed).
Present traces of metabolite H.
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2.6.5.9G. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Dogsa

Species: Dog
Feeding Condition: NR
Vehicle/Formulation: NR
Radionuclide: 14C
Specific Activity of Dose: NR
Document ID: 0223-20.
Dose (mg/kg): 6
Route Intravenous
Percent of Total Radioactivity

Sex (M/F) / Number of M/2-4 F/3-4
animals
Sample Time (hr) 0-8 8-24 24-48 48-72 24-48 48-72 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
P Lasmiditan 16.6 7.7 3.9 3.1 20.5 9.1 6.8 11.0 0.7 214 5.8
M1 N-desmethyl 5.6 21.1 37.8 36.2 10.6 11.0 13.1 31.1 52.0 9.5 14.2
M2b Piperidine N-oxide 32.3 12.5 3.2 2.1 ND ND 16.2 53 0.5 ND ND
M3b Piperidine N-oxide 13.3 8.0 1.2 1.7 ND ND 13.3 3.5 ND ND ND
M4 Pyridine N-oxide 0.6 1.7 ND ND ND ND 0.6 1.1 ND ND ND
Mo |N\-desmethyl + 0.7 3.6 1.1 1.7 18.5 10.5 10.5 8.3 9.7 222 21.8

piperidine carbonyl
M7e Piperidine carbonyl ND ND ND ND ND ND ND ND ND ND ND
Ge Piperidine carbonyl 0.9 3.7 3.0 4.4 0.5 ND 2.8 4.7 3.1 ND ND
M8 Reduced ketone 9.7 10.2 17.1 18.2 11.8 11.3 4.5 6.4 4.0 8.7 4.8
M10 f/fld“"ed ketone of 1.6 44 14.3 14.6 213 39.7 7.5 7.7 15.0 15.3 322
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2.6.5.9G. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Dogs (continued)

Route Intravenous
Percent of Total Radioactivity

Sex (M/F) / Number of M/2-4 F/3-4

animals

Sample Time (hr) 0-8 8-24 24-48 48-72 24-48 48-72 0-8 8-24 24-48 0-24 24-48

Matrix Urine Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces

Peak Metabolite
Piperidine N-oxide

M13d | with amide 0.5 2.6 0.9 1.2 ND ND 3.1 3.7 1.3 ND ND
cleavage
Piperidine N-oxide

ABd with amide 0.7 2.0 1.5 1.2 ND ND 1.6 2.4 3.0 ND ND
cleavage

mis  |Piperidine ND ND ND ND 1.1 2.2 ND ND ND 2.5 1.5
hydroxylation

Mige |Reducedketone of 5, 6.6 35 35 0.8 ND 6.0 25 1.2 ND ND
piperidine N-oxide

Ape |Reducedketoneof 1} o 43 25 3.0 ND ND 42 2.0 0.6 ND ND
piperidine N-oxide
(S,S)- diastereomer

(S,8)- | of reduced ketone ND ND ND 0.4 ND 03 ND 0.4 0.7 0.6 0.4

MI18 with piperidine
carbonyl

A No structure ND ND ND ND 0.6 ND ND ND ND 0.7 0.9
proposed

B No structure ND ND ND ND 2.9 1.9 ND ND ND 3.7 3.4
proposed
N-desmethyl with

F piperidine 0.8 0.6 0.9 1.4 1.4 3.7 1.2 0.8 0.9 2.5 2.5
hydroxylation

H Piperidine cleavage 2.5 5.2 43 2.0 ND ND ND 2.6 0.9 ND ND
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2.6.5.9G. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Dogs (continued)

Route Intravenous
Percent of Total Radioactivity
Sex (M/F) / Number of M/2-4 F/3-4
animals
Sample Time (hr) 0-8 8-24 24-48 48-72 24-48 48-72 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
2,4,6-trifluoro-
L benzamide ND ND ND ND 2.0 2.0 ND ND ND 3.0 2.0
hydroxylation
v |Piperidine carbonyl | 0.4 ND 0.4 ND 1.2 ND 1.1 0.4 1.0 0.9
with desaturation
wr  |Piperidine carbonyl | ND ND ND 3.1 2.2 ND ND ND 4.5 4.4
with desaturation
Y Piperidine ND ND ND ND ND ND ND ND ND ND ND
desaturation
Piperidine carbonyl
AC with amide 0.7 2.9 3.2 2.8 ND ND 4.7 2.6 2.6 ND ND
cleavage
Addition of 12
Dalton to
AD piperidine- 1.5 1.5 0.8 1.4 4.9 5.0 1.2 1.7 1.2 3.7 4.3
carbonyl-pyridine
moiety
AFe f/fgl“"ed ketone of | \py 03 0.4 0.7 ND ND 0.8 0.2 1.0 0.6 0.7
AGe f/fgl“"ed ketone of | \py 0.7 0.2 ND ND ND 1.6 0.9 13 ND ND
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2.6.5.9G. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Dogs (continued)

Route Oral
Percent of Total Radioactivity
Se.x (M/F) / Number of M/3-4 F/4
animals
Sample Time (hr) 0-8 8-24 24-48 0-24 24-48 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
P Lasmiditan 6.2 12.5 9.2 43.2 27.7 13.8 4.8 2.0 22.7 8.6
M1 N-desmethyl 5.7 21.6 42.6 10.9 14.0 11.9 38.3 56.1 11.9 16.8
M2b Piperidine N-oxide 32.4 11.9 3.6 ND ND 23.1 5.1 0.3 ND ND
M3b Piperidine N-oxide 16.1 83 2.0 ND ND 12.5 3.2 0.7 ND ND
M4 Pyridine N-oxide 1.6 1.5 ND ND ND ND 0.3 ND ND ND
M | N-desmethyl + 3.7 2.7 2.1 52 7.8 7.6 10.2 9.2 18.1 17.9
piperidine carbonyl
M7e Piperidine carbonyl ND ND ND ND ND ND ND ND ND ND
Ge Piperidine carbonyl 1.2 33 2.5 ND ND 5.9h 6.7 2.7 ND ND
M8 Reduced ketone 4.5 18.4 18.6 15.7 11.6 3.2 4.8 3.3 7.5 4.8
mip  |Reducedketoneof |y 4 33 8.2 1.2 24.9 1.7 6.6 14.2 15.5 30.4
Piperidine N-oxide
M13d  |with amide 1.7 1.4 0.6 ND ND 1.3 2.4 1.3 ND ND
cleavage
Piperidine N-oxide
ABd with amide 1.1 1.5 1.5 ND ND 1.9 3.7 1.7 ND ND
cleavage
mis |Piperidine. ND ND ND 17 1.1 ND ND ND 2.0 ND
hydroxylation
Mige |Reducedketoneof | g 48 2.7 ND ND 43 1.6 1.0 ND ND
piperidine N-oxide
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2.6.5.9G. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Dogs (continued)

Route Oral
Percent of Total Radioactivity

Se.x (M/F) / Number of M/3-4 F/4

animals

Sample Time (hr) 0-8 8-24 24-48 0-24 24-48 0-8 8-24 24-48 0-24 24-48

Matrix Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces

Peak Metabolite

Ape  |Reducedketoneof |, 3.1 17 ND ND 42 25 0.3 ND ND
piperidine N-oxide
(S,S)- diastereomer

(S,S)- |of reduced ketone

MIS with piperidine ND 0.5 0.4 0.3 ND 1.1 0.6 0.7 0.5 ND
carbonyl

A No structure ND ND ND 0.4 ND ND ND ND 1.7 1.0
proposed

B No structure ND ND ND 3.2 3.0 ND ND ND 7.1 5.9
proposed
N-desmethyl with

F piperidine 0.5 0.6 0.7 1.7 1.9 1.5 1.0 0.5 3.0 34
hydroxylation

H Piperidine cleavage 4.2 1.9 0.3 ND ND 2.4 1.1 ND ND
2,4,6-trifluoro-

L benzamide ND ND ND 0.8 0.3 ND ND ND 0.9 0.5
hydroxylation

yr |Piperidine carbonyl | iy ND ND ND 12 0.7 ND 0.4 0.4 ND
with desaturation

W Piperidine carbonyl | -\, ND ND 1.1 1.1 ND ND ND 2.9 2.4
with desaturation

Y Piperidine ND ND ND ND ND ND ND ND ND ND
desaturation
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2.6.5.9G. Metabolism In Vivo: % of Total Radioactivity for Lasmiditan and Metabolites in Urine and
Feces from Dogs (concluded)

Route Oral
Percent of Total Radioactivity
Se.x (M/F) / Number of M/3-4 F/a
animals
Sample Time (hr) 0-8 8-24 24-48 0-24 24-48 0-8 8-24 24-48 0-24 24-48
Matrix Urine Urine Urine Feces Feces Urine Urine Urine Feces Feces
Peak Metabolite
Piperidine carbonyl
AC with amide 2.1 1.5 1.5 ND ND 1.0 2.9 2.3 ND ND
cleavage
Addition of 12
Dalton to
AD piperidine- 1.1 0.7 0.7 4.3 5.2 3.0 1.3 0.9 4.8 7.5
carbonyl-pyridine
moiety
AFg ;esuced ketone of 0.3 0.3 0.5 0.3 0.3 0.2 0.8 0.6 1.1 0.7
AGe f/fgl“"ed ketone of 0.6 0.3 0.7 ND ND 0.7 0.7 0.7 ND ND

Abbreviations: F = female; M = male; ND = not detectable, NR = not reported.
a2 Dosed as the hemisuccinate salt.

b M2 and M3 are isomers.

¢ M7 and G are isomers.

d M13 and AB are isomers.

M16 and AE are isomers.

V and W are isomers.

AF and AG are isomers.

Present traces of metabolite H.

=0 - O
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2.6.5.9H. Metabolism In Vivo: % of Total Radioactivity and Dose for Lasmiditan and Metabolites in
Plasma, Urine, and Feces from Dogs

Test compound: Lasmiditana

Sex /Number of animals: Female/4/group

Feeding condition: NR

Vehicle/Formulation: 0.9% sodium chloride/solution

Route: Intravenous (IV) and oral (capsule)

Dose: 6 mg/kg

Document ID: 011D03-MET

% of Radioactivity in Plasma following IV Dosingb

Metabolite 0.083 hr 0.25 hr 0.5 hr 1 hr 2 hr
Parentc 70.70 70.11 46.60 36.10 28.75
Mile¢ ND ND 5.52 6.88 10.23
M2 2.51 3.69 5.09 6.70 6.38
M3 1.59 4.20 5.09 7.14 7.09
M7 ND ND ND 2.48 5.24
M8 ND ND ND 1.75 241
Total % Identified 74.80 78.00 62.30 61.05 60.11
% Extraction Recovery 74.8 78.0 70.0 64.4 66.2
% of Radioactivity in Plasma following Oral Dosingb
Metabolite 0.25 hr 0.5 hr 1 hr 2 hr
Parent 37.93 17.07 23.36 17.90
M1 ND 26.08 14.87 19.15
M2 13.98 12.56 10.16 6.08
M3 19.30 16.10 11.53 7.88
M7 ND 7.09 8.04 8.95
M8 ND ND 3.03 3.05
Total % Identified 71.20 78.90 71.00 63.00
% Extraction Recovery 71.2 78.9 76.6 73.2
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2.6.5.9H. Metabolism In Vivo: % of Total Radioactivity and Dose for Lasmiditan and Metabolites in

Plasma, Urine and Feces from Dogs (continued)

Mean % of Metabolites (+SD) in Urine

v Oral

Metabolite % of Radioactivity % of Dose % of Radioactivity % of Dose
Parent 6.17+2.87 2.85+1.43 4.63+1.60 2.06+0.59
M1 27.13+£2.12 12.54+1.68 26.5442.22 12.02+1.89
M2 8.79+1.93 4.13£1.41 8.78+0.99 3.96+0.51
M3 11.75+1.41 5.46+1.08 8.30+2.10 3.72+0.83
M4 0.14+0.28 0.07+0.13 1.86+1.75 0.86:+0.83
M5 1.56+0.44 0.73+£0.25 2.70+0.65 1.22+0.30
M6 2.46+0.74 1.14+0.36 3.93+0.69 1.77+0.33
M7+M16d 5.64+0.36 2.62+0.43 6.57£1.19 2.99+0.78
M8&+M10d 10.16+1.27 4.67+0.45 10.13+1.80 4.58+0.95
M9 2.21+0.94 0.99+0.36 3.55+0.23 1.60+0.14
M1l 3.55+1.40 1.64+0.70 5.19+1.22 2.33+0.51
M12 2.23+1.47 0.98+0.58 ND ND
M13 NA NA 1.53+0.32 0.69+0.15
Total 81.79+1.88 37.81+4.31 83.70+2.50 37.78+3.79
Amount Excretede NA 46.33+3.13 NA 45.09+1.76
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2.6.5.9H. Metabolism In Vivo: % of Total Radioactivity and Dose for Lasmiditan and Metabolites in
Plasma, Urine and Feces from Dogs (concluded)

Mean % of Metabolites (=SD) in Fecesb
v Oral
% of Radioactivity % of Dose % of Radioactivity % of Dose
Time (hr): 0 to 24f 24 to 48 0 to 24f 24 to 48 0to 48 0to24 24 to 48 0to 24 24 to 48 0 to 48

Metabolite

Parent 15.94 9.39+4.04 2.17 1.75£0.97  2.84+1.03 | 19.22+4.26 4.88+1.94 | 3.51£1.05  0.68+0.36  4.19+1.36
M1 9.63 11.06+1.72 1.25 1.96+£0.42  2.58+0.70 | 11.62+1.62 12.82+2.35 | 2.10+0.45 1.72+0.57  3.82+0.88
M5 14.17 14.43+1.22 2.15 2.61+0.68  3.68+1.14 | 14.56+£3.12 16.27+0.92 | 2.57+0.32  2.17+0.51 4.75+0.48
M8 8.40 23.2844.76 1.17 4.18+1.35 4.77+0.86 | 11.49+£1.18 ND 2.08+0.44  0.00+0.00  2.08+0.44
M9 1.89 2.42+0.88 0.28 0.44+0.24  0.59+0.23 | 0.30+0.59 ND 0.06+0.11 0.00+£0.00  0.06+0.11
M7+M10g 6.14 2.04+0.90 0.83 0.40+0.26  0.81+0.47 NA NA NA NA NA
M10h NA NA NA NA NA 7.43+£1.15 28.37+5.11 | 1.32+0.11 3.78¢1.07  5.10£1.17
M14 ND ND ND ND ND 0.50£1.01 ND 0.10£0.19  0.00+0.00  0.10+0.19
M17 1.12 0.50+0.72 0.16 0.10+£0.14  0.18+0.16 | 1.12+0.71 1.20£0.43 | 0.21+0.15 0.17+0.08  0.38+0.18
Total 57.29 63.11+6.85 8.01 11.4543.41 15.45+£3.40 | 66.25+2.10 63.54+6.74 | 11.95£1.77  8.52+2.31  20.47+3.75
gz(r);ttjj NA NA 8.77+6.071 18.14+2.44 24.72+2.66 NA NA 18.01+1.21 13.26+£1.20 31.27+2.22

Abbreviations: NA = not available; ND = not detected; NR = not reported; SD = standard deviation; SEM = standard error of the mean.
a2 Dosed as the hemisuccinate salt.
b Identified metabolites were corrected for extraction recovery.

¢ For this analysis, parent drug and M1 co-eluted using HPLC method 2. M1 was calculated by assaying plasma using HPLC method 1 and parent drug was determined by

difference.

[=N

=0 - O

The sum is reported for these co-eluting metabolites.
Percent of dose excreted in urine (0-to-48(IV) or -72 hr(Oral); mean + SEM from 4 dogs).
Fecal samples analyzed for two dogs.
The sum is reported for these co-eluting metabolites; however, the majority of radioactivity appears to be due to M10.
Although M7 co-elutes with M 10, no M7 was detected by LC/MS in these samples.
Mean + SEM from 3 dogs.

Percent of dose excreted in feces (0-to-48 hr both IV and oral); mean = SEM from 4 dogs).
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2.6.5.91. Metabolism In Vivo: Determination of the Stereochemistry of Metabolites M8 and M18 in the

Plasma of Humans and Preclinical Species Dosed Orally with Lasmiditan

Test compound: Lasmiditana Document ID: -RPT-0147R02-01
Species: Human, rat, dog, mouse, rabbit

Feeding condition: NR

Vehicle/Formulation: Rat, mouse, rabbit: 0.25% methylcellulose in reverse osmosis water/solution; dog: powder in capsule; human: tablet

Route: Oral

Species (Dose): Mouse (200 mg/kg); male rat (50 mg/kg); female rat (100 mg/kg); rabbit (100 mg/kg); dog (40 mg/kg); human (400 mg).

Species Mouse Rat Rabbit Dog Human
Sex M M F F M M F

M8 S 90% 80% 99% 100% 100% 100% 100%

R 10% 20% 1% ND ND ND ND
M18 S,R 27% 10% 3% 65% ND 79% 73%

R,S ND 1% ND ND ND ND ND

S.S 73% 89% 97% 35% 100% 21% 27%

R,R ND ND ND ND ND ND ND

Abbreviations: F = female; M = male; ND = not detected; NR = not reported.
a  Dosed as the hemisuccinate salt.
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2.6.5.10. Metabolism In Vitro

2.6.5.10A. Metabolism In Vitro: In Vitro Metabolites of Aroclor 1254-Induced Rat Liver S-9

Study Title: In Vitro Metabolism of COL-144 Part 3: Evaluation Under Genetic Toxicology Assay Conditions?
Analyte: Lasmiditan Concentration tested: 5 uM Document ID: -RPT-0104-2REV02-01

% of Lasmiditan Present at End of Incubation Relative to Time Zero
m/z 30 min 60 min

Lasmiditan 379 86 81

Average Metabolite Concentrations (ng/mL) Present

Metabolite 0 min 30 min 60 min
M8 1.9 34 7.1
M3 349 81.8 6.3
MI18 0.8 0.8 1.3
M7 3.1 12.0 25.2

Average Area Counts Present

Metabolite 0 min 30 min 60 min
M3 43233 106167 8470
M18 1623 1677 2507
Unk (Parent+16amu at RT 0.95min) 1671 3881 14181
Unk (Parent+16amu at RT 1.2min) 3246 3357 12231
M7 4063 16533 33533
Unk (Parent+14amu at RT 1.0min) 0 1190 2915

Abbreviations: m/z = mass to charge ratio; RT = retention time; S-9 = cytosol and endoplasmic reticulum (microsomes) remaining after a 9000xg centrifugation in a
subcellular fractionation procedure; Unk = unknown.
a  The hemisuccinate salt was used.
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2.6.5.10B. Metabolism In Vitro: In Vitro Metabolites in Rat, Dog, Monkey, and Human Hepatocytes

Study Title: In Vitro Metabolism of [14C]-COL-144 by Rat, Dog, Monkey, and Human Hepatocytesa

Analyte: 14C Number of Replicates: 3 Document ID: 7874-117
Rat
Retention Proposed Peak Percent of Sample Radioactivity (Percent of Run)
Time (min) Identification
1 uM 5uM

Incubation time (min) 0 30 60 120 0 30 60 120
11.0-11.2 M396A - 0.73 0.91 1.53 - 0.60 0.84 1.57
11.6-12.0 - 0.28b 0.59 0.92 - 0.45¢ 0.43 0.86
12.1-12.6 M234 - 0.45b 0.52 1.28 - 0.37b 0.65 1.20
12.9-13.1 M380A/M394A - 1.40 1.77 2.66 - 0.96 1.29 2.39
13.3-13.9 M392A/M396B - 0.67 1.47 1.61 - 0.52 1.91 2.00
14.0-14.5 M378 0.55 1.62 3.26 6.59 0.53 1.92 3.13 5.08
14.8 Parent 93.7 79.2 70.2 54.2 93.0 83.1 74.2 57.4
15.1-15.3 M394B 5.77 13.8 15.7 21.6 6.30 10.1 13.7 20.9
17.2-17.7 M394C - 0.24¢ 0.75 1.40 - 0.39b 0.49 1.43
18.2-18.6 - 0.52 0.81 1.34 0.58¢ 0.51 0.74 1.34
18.6-19.0 - 0.36b 0.39 1.47 - - 0.54b 0.81
19.1-19.5 M380B - 0.46¢ 0.79 1.26 - 0.49b 0.49 1.00
20.3-20.9 M392B - 1.11 2.87 4.12 - 1.29 2.78 4.03
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2.6.5.10B. Metabolism In Vitro: In Vitro Metabolites in Rat, Dog, Monkey, and Human Hepatocytes

(continued)
Dog
Retention Proposed Peak Percent of Sample Radioactivity (Percent of Run)
Time (min) Identification
1 uM 5uM
Incubation time (min) 0 30 60 120 0 30 60 120
11.8-12.5 M234 0.23 0.73 0.60 1.07 0.30 0.39 0.54 1.24
12.7-13.1 M380A/M394A 0.34 1.65 2.64 5.73 0.24 1.34 2.62 4.90
13.3-13.8 M396B 0.23 1.28 1.78 3.06 0.70 0.69 1.40 2.75
13.9-14.3 0.35 1.24 1.62 3.41 0.43 0.40 1.08 2.01
14.8-14.9 Parent 98.1 83.2 77.6 63.5 97.1 86.5 80.4 66.8
15.3-15.9 M394B 0.41 10.8 14.4 21.6 0.54 10.2 13.0 21.3
18.2-18.5 0.31 1.15 1.44 1.60 0.63 0.51 0.93 1.01
Monkey
Retention Proposed Peak Percent of Sample Radioactivity (Percent of Run)
Time (min) Identification
1 uM 5uM
Incubation time (min) 0 30 60 120 0 30 60 120
12.4-13.1 M380A 0.34b 0.23b 0.34 1.29 0.25 0.19 0.09 0.80
13.4-13.6 M392A/M396B - 5.96 11.0 25.7 0.19¢ 4.93 10.2 23.2
13.8-144 0.15 0.56 0.87 2.91b 0.31 0.69 0.65 3.33
15.1-154 Parent 98.8 88.6 81.3 62.0 98.5 89.9 84.6 65.3
15.7-16.3 M394B 1.01b 4.05 5.28 7.47 0.38b 3.73 3.77 6.12
18.6-19.3 - 0.27 0.42 0.36 0.26b 0.15 0.09b 0.48
19.6-20.3 M392B 0.26¢ 0.09 0.18 0.21 0.27 0.14 0.31b 0.60b
20.6-21.2 0.39¢ 0.30 0.64 1.10 0.17 0.31 0.51 0.37
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2.6.5.10B. Metabolism In Vitro: In Vitro Metabolites in Rat, Dog, Monkey, and Human Hepatocytes

(concluded)
Human
Retention Proposed Peak Percent of Sample Radioactivity (Percent of Run)
Time (min) Identification
1 uM 5uM
Incubation time (min) 0 30 60 120 0 30 60 120

Donor 1

13.4-13.8 M380A 0.10b 8.31 18.1 45.0 - 7.20 16.5 39.5

14.0-14.6 0.09 0.21 0.13b - 0.10a 0.01¢ 0.11 0.50

15.3-154 Parent 99.8 90.0 80.2 52.8 99.1 91.8 82.4 57.3

15.8-16.1 M394B - 2.32b 1.61 2.26 2.45¢ 2.93¢ 3.06¢ 2.69
Donor 2

13.4-144 M380A 0.22b 9.40 23.5 51.9 0.45b 8.63 19.9 NAd

15.3-15.5 Parent 99.7 86.9 73.4 46.0 97.7 89.4 77.3 NAd

15.8-16.1 M394B 0.41¢c 3.74 3.15 2.15 1.96 2.91b 2.81 NAd
Donor 3

13.4-13.6 M380A - 11.4 21.3 49.4 - 11.7 23.0 50.5

14.0-14.5 0.31b - - - 0.27 - - -

15.3-15.5 Parent 99.8 88.6 78.8 50.6 99.8 88.3 77.0 49.5
Donor 4

13.6-13.7 M380A 0.11b 9.81 25.5 41.1 0.31b 7.34 18.9 354

14.5 0.20¢ - - - 0.10¢ - - -

15.3-15.5 Parent 99.9 90.2 74.5 58.9 99.8 92.7 81.1 64.6

Abbreviations: - = no metabolite detected, min = minutes, NA = not applicable.

a  The hemisuccinate salt was used.
b Average of two replicates.

¢ Single replicate only.
d

Data are not available due to a suspected laboratory error.
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2.6.5.11. Proposed Metabolic Pathways for Lasmiditan

See Section 2.6.4, Pharmacokinetic Written Summary.

2.6.5.12. Induction/Inhibition of Drug-Metabolizing Enzymes
See Section 2.6.7, Toxicology Tabulated Summary.
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2.6.5.13. Excretion
2.6.5.13A. Excretion in Rat — Fasted
Document ID: 0224-20.
Species: Rat
Feeding condition: Fasted
Vehicle /Formulation: 0.9% saline / solution
Radionuclide: 14C
Salt form: Hemisuccinate
Dose: 6 mg/kg (60 nCi’kg)
Assay: LSC
Mean % Dose Excreted
Dose Route: 1\ Oral
Sex / Number of Male /3 Female /3 Male /3 Female /3
animals:
Excretion Route Urine Feces Total Urine Feces Total Urine Feces Total Urine Feces Total
0to 8 hr 43.04 NS 43.04 36.13 NS 36.13 40.81 NS 40.81 40.62 NS 40.62
8 to 24 hr 15.72 27.77a 43.49 16.71 23.21a 39.92 16.18 26.27a 42.45 14.12 25.69a 39.81
24 to 48 hr 1.17 2.22 3.39 2.31 4.63 6.94 0.88 4.25 5.13 2.00 2.93 4.93
48 to 72 hr 0.35 0.40 0.75 0.52 0.32 0.84 0.20 0.43 0.63 0.53 0.31 0.84
72 to 96 hr 0.19 0.20 0.39 0.35 0.13 0.48 0.33 0.26 0.59 0.22 0.20 0.42
96 to 120 hr 0.08 0.12 0.20 0.14 0.14 0.28 0.18 0.24 0.42 0.09 0.13 0.22
120 to 144 hr 0.08 0.25 0.33 0.11 0.13 0.24 0.05 0.62 0.67 0.04 0.08 0.12
144 to 168 hr 0.03 0.11 0.14 0.05 0.07 0.12 0.07 0.10 0.17 0.04 0.05 0.09
168 to 192 hr 0.03 0.06 0.09 0.04 0.04 0.08 0.04 0.10 0.14 0.03 0.05 0.08
192 to 216 hr 0.02 0.05 0.07 0.17 0.03 0.20 0.03 0.07 0.10 0.06 0.03 0.09
216 to 240 hr 0.03 0.04 0.07 0.08 0.02 0.10 0.03 0.04 0.07 0.05 0.01 0.06
0 to 240 hrb 60.75 31.21 91.96 56.60 28.72 85.32 58.81 32.39 91.20 57.79 29.49 87.28

Abbreviations: IV = intravenous; LSC = liquid scintillation counting; NS = no sample collected during this time interval.
a  Feces sample collection interval was 0 to 24 hours postdose.

b Total collection interval.
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2.6.5.13B. Excretion in Rat — Fed

Document ID: 8377-180
Species: Rat
Sex / Number of Male / 4
animals:
Feeding condition: Fed
Vehicle / Formulation: 0.25% (w/v) methylcellulose in reverse osmosis water, pH 4.02 / solution
Radionuclide: 14C
Salt form: Hemisuccinate
Dose: 6 mg/kg (62.3 nCi’kg)
Assay: LSC
Dose Route: Oral
Mean % Dose Excreted

Bile-duct cannulated Intact
Excretion Route Bile Urine Feces Totala Urine Feces Totala
0to 6hr 16.1 NS NS 16.1 NS NS NS
6 to 12 hrb 8.40 40.3 NS 48.7 36.6 NS 36.6
12 to 24 hre 2.64 6.73 11.6 23.1 8.36 35.1 48.0
24 to 48 hr 0.60 1.13 2.45 4.53 1.24 7.46 9.20
48 to 72 hr 0.16 0.22 0.20 3.72 0.18 0.60 0.89
72 t0 96 hr NS NS NS NS 0.07 0.28 0.39
96 to 120 hr NS NS NS NS 0.08 0.15 2.58
Total 27.9 48.4 14.2 96.1 46.5 43.6 97.6

Abbreviations: LSC = liquid scintillation counting; NS = no sample collected during this time interval.

a  Total also includes cage rinse, cage wash, bile cannula (Bile-duct cannulated only), jacket rinse (Bile-duct cannulated only) and residual carcass.
b For urine, the collection interval was 0 to 12 hours postdose. For bile and total, the collection interval was 6-12 hours.

¢ For urine and bile, the collection interval was 12 to 24 hours postdose. For feces and other, the collection interval was 0-24 hours.
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2.6.5.13C. Excretion in Dog
Document ID: 0225-20.
Species: Dog
Feeding Fasted
condition:
Vehicle / 0.9% saline /
Formulation: solution
Radionuclide: 14C
Salt form: Hemisuccinate
Dose: 6 mg/kg (15 nCi/kg)
Assay: LSC
Mean % Dose Excreted
Dose Route: 1\ Oral
Sex / Number of Male / 4 Female / 4 Male / 4 Female / 4
animals:
Excretion Route Urine Feces Total Urine Feces Total Urine Feces Total Urine Feces Total
0to4hr 2.17 NS 2.17 10.76 NS 10.76 4.84 NS 4.84 6.40 NS 6.40
4to 8 hr 15.49 NS 15.49 13.34 NS 13.34 5.45 NS 5.45 4.95 NS 4.95
8 to 24 hr 2491 0.064 24.97 20.37 13.162 33.53 19.28 12.23a 31.51 19.12 15.13a 34.25
24 to 48 hr 8.67 14.71 23.38 5.98 11.21 17.19 11.53 8.94 20.47 6.60 11.01 17.61
48 to 72 hr 7.33 7.94 15.27 2.91 4.78 7.69 2.18 4.22 6.40 2.29 3.65 5.94
72 to 96 hr 2.86 4.23 7.09 1.15 2.67 3.82 0.90 1.56 2.46 0.70 1.22 1.92
96 to 120 hr 1.89 1.92 3.81 0.91 1.19 2.10 0.59 1.01 1.60 0.65 0.81 1.46
120 to 144 hr 0.48 0.81 1.29 0.40 0.73 1.13 0.40 0.50 0.90 0.31 0.41 0.72
144 to 168 hr 0.29 0.67 0.96 0.31 0.64 0.95 0.25 0.34 0.59 0.23 0.24 0.47
168 to 192 hr 0.18 0.12 0.30 0.26 0.44 0.70 0.17 0.17 0.34 0.17 0.27 0.44
192 to 216 hr 0.18 0.31 0.49 0.15 0.57 0.72 0.12 0.14 0.26 0.13 0.14 0.27
216 to 240 hr 0.16 0.19 0.35 0.12 0.13 0.25 0.11 0.13 0.24 0.12 0.24 0.36
0 to 240 hrb 38.36 27.24 65.60 44.60 35.50 80.10 43.38 29.22 72.60 40.41 33.11 73.52
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2.6.5.13C. Excretion in Dog (concluded)
Document ID: 011D03-EX
Species: Dog
Sex / Number of Female / 4
animals:
Feeding condition: NR
Vehicle / Formulation: 0.9% saline / solution
Radionuclide: 14C
Assay: LSC
Mean % Dose Excreted
Dose Route: v PO (Capsule)
Dose: 6 mg/kg (11.1 pCi/kge) 6 mg/kg (9.36 nCi/kge)
Excretion Route Urine Feces Total Urine Feces Total
0to 8 hr 8.05 NS 8.05 14.47 NS 14.47
8 to 24 hr 18.97 8.77a 27.74 20.20 18.01a 38.21
24 to 48 hr 21.32 18.14 39.46 7.52 13.26 20.78
48 to 72 hr 3.26 3.72 6.98 2.90 2.93 5.83
72 to 96 hr 1.08 1.37 2.45 1.25 1.74 2.99
96 to 120 hr 0.55 1.01 1.56 0.56 0.82 1.38
120 to 144 hr 0.34 0.37 0.71 0.31 0.46 0.77
144 to 168 hr 0.21 0.26 0.47 0.20 0.26 0.46
168 to 192 hr 0.11 0.12 0.23 0.14 0.14 0.28
192 to 216 hr 0.10 0.13 0.23 0.13 0.16 0.29
216 to 240 hr 0.07 0.09 0.16 0.10 0.12 0.22
240 to 264 hr NS NS NS 0.07 0.09 0.16
0to td 52.06 31.79 83.85 47.85 37.99 85.84

Abbreviations: IV = intravenous; LSC = liquid scintillation counting; NR = not reported; NS = no sample collected during this time interval; PO = oral gavage.
Feces sample collection interval was 0 to 24 hours postdose.

a
b
c
d

Total collection interval.

Actual dose (determined by LSC).
Time of last collection interval (240 hours following IV dose or 264 hours following PO dose).
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2.6.5.13D. Excretion into Milk from Rat

Study Title: Placental Transfer, Distribution, and Lacteal Excretion of [14C]LY573144 in Pregnant and Lactating Female Sprague Dawley Rats Following a
Single Oral Dose Administered as the Hemisuccinate Salt

Species/Strain: Rat / Sprague Dawley Radionuclide: 14C Document ID: 8366915
Postpartum Day (PPD)/Number of animals: PPD 10-11/12 Specific activity: 132 pCi/mg

Salt form: hemisuccinate
Feeding condition: Fed Sampling time: 1, 4, 8, and 24hr

Vehicle / Formulation: 0.25% (w/v) methylcellulose in reverse Dose: 100 mg/kg (101 = 1 pCi/kg)
osmosis water, pH 4.03 / Solution

Route: Oral Assay / Method: LSC

Mean (+ SD, N=3) Concentrations (ng-eq[4C]-Lasmiditan/g) Mean (+ SD, N=3) Concentration Ratio
Time (hr) Blood Plasma Milk Blood:Plasma Milk:Plasma
1 6890 + 701 6460 + 690 21100 + 2000 1.07 £0.03 3.31+£0.70
4 5980 + 1210 5810 + 790 23000 + 10000 1.02£0.08 3.84 £1.31
8 6040 + 1770 6130 + 1880 19300 + 2900 0.989 +0.021 3.24+£048
24 4390 + 360 4380 + 620 14300 + 830 1.01 £0.08 3.31+0.67

Mean (+ SD, N=3) Pharmacokinetic Parameters

Matrix Blood Plasma Milk
Crnax (ng-eq/g) 6880 6460 23000
AUC 241y (ng-eqehr/g) 130000 130000 429000
tmax (hr) 1 1 4

Abbreviations: AUCg_4p, = area under the concentration-time curve from time 0 to 24 hours postdose; Cp,,x = maximum observed concentration; eq = equivalents; LSC =
liquid scintillation counting; N= number of subjects; SD = standard deviation; t.,,x = time to reach maximal concentration.
Note: Due to the lack of a distinct elimination phase, estimation of elimination phase half life t;, and AUC._,, was not attempted.
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2.6.5.14. Drug-Drug Interactions
Not applicable.
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