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5 A
-]
= ]
27 10
] b ]
= =]

1 0.67 2o

0.67
0 -
HHIESH FEIGSMRE FEIESE FHIgSkHKNE
(N=33) (N=33) (N=33) (N=33)

(BIREHER B )

UX007-CL201 BXERFE4T a7 R— MIZH 1T 2K FIR 571 78 AR B UA A% 5Bt % D& MCE D&
BRARBRERVERARBTEBAH (FAS)

UX007-CL201 FRERFAT = 78— M I8 545 MCE DAEHUEL IS BRIy OVEHEREL A 30T, LT o
BV Thot,

PR BR (Bl/4)
| ARRIEE | BE | 4H EO
ARBGE | paer | @ | o
MCE T SEHA i 1.8 1.0 44 0.0347 *
RERUHRMRIE A < b | FRf © 0.9 0.6 32 0.1755 *
IRIMEEIEA N | oF o e fif © 0.0 0.0 NC 0.1250 ¢
DHIEA R b ef rh i © 0.0 0.0 NC 0.2969 ¢
ABEIZ % - 7= MCE?* SEEE 1.4 0.8 44 0.0437 f
FEHARREL A S (B /4F)
| ARG | BiER | 4H B0
ARG pgey | ) | pe
MCE* FR L e 5.3 2.9 45 0.8139
RSB ARIE A > R | R e 3.3 2.9 12 0. 9333
B M BESE A~ b o HH gL fE © 0.0 0.0 NC 0. 1250
DHIEA R b et HLfE © 0.0 0.0 NC 0. 1563
ABEIZE - 7= MCE** R © 4.8 2.2 54 1. 0000

N=24

NC : Z{b72 L

a : UX007-CL201 7R85k D AFK| % 5-7il,

b : UX007-CL201 2Rk } TR UX007-CL202 3R D #E 5 HI D OF &,

c  ARMBEE A X MIARKIE SN 4 6] 12 580 v, AFIEGBIARIC 2 i 2 1FEO Hivlz, OFiEA
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AU MIAFIB RN 2 6 3 {1, A GBI 6 61 17 580 b iz,
o ABRIZEE » 7o BBl i . ARIBEE, OEE ST,
T — XA OIERMEREED LW Z &S R RAETRT,
CRIE DB Dt RE
: Wilcoxon FF S HEN A% E
D EEFMmE A
Bl EEAR A B

e 02 FH O o

FUANTRIA0FA—TaAk— k2B 2FFIRE 18 BRRUVFAREMBER (21
5%%)@%WE@E@E%E$&UE&§%EE&(H&

FNUNTZ ) AT A =7 am— kBT 54 MCE OEHFREHL R K OHEHRTIIEE B 20X
UToLBY ThHoT,

FHRR IR ([B]/4F)
o KA | B | 4H EO
ARBTA | gy | ) | pfE
MCE T R i © 2.0 0.3 86 0.0343
RERUT RMRIE A~ R | Hffi e 2.0 0.3 86 0. 0832
RIIBEE A o | ©F il e 0.0 0.0 NC 0. 2500
DHIEA R b ef oL © 0.0 0.0 NC 0. 3750
ABEIZE - 7= MCE* oL © 1.3 0.0 100 0. 1519
R H S (H/4F)
o AHEE | BOFE | 4H EO
AREGH | ey | @) | piE”
MCE * HR L © 8.7 0.8 91 0. 0325
R ARIE A X R | Hpfi e 6.7 0.5 93 0. 0638
A MBERE A ~_ | oF rP L © 0.0 0.0 NC 0. 2500
DFHIEA R b ef Hh A © 0.0 0.0 NC 0. 6250
ABEIZ = - 7= MCE* HH i © 8.0 0.0 100 0. 0647

N=33

NC : b7 L

a : UX007-CL201 BRERIZB M L7, AREFNEHRG I THWRWHIMS 2 FE 2 B2 TV LFlzET

b 250,

c : ARIMAEAE A 2 MIAFKIEERIIC 3 41 3 R0 S v, AFIEGBAE TIERD Lo Tz, DFHAEA
VO MEARANB SR 3 B 4 R, AFIPG-BIEEIC 2 61 2 fER D BTz,

d @ ABRIZE o 7R RARIE . IRIEEEE ., DAIE % 5 20,

e T —HOMDEBMENREED LN Z &b Rl TR,

f : Wilcoxon & B NENLAS E

T FEFGEAR

I BIREHmEE A

(R£H)
BIVER =28 1 R0 EFSEL U 7= BB 1%. 94 B 64 f5i] (68.1%) T o7- (VRN ct S 4ER) .,
E2RRIER GBS 5%LLE) X, THIA 36 # (38.3%) . LAEHEREAS 15 61 (16.0%) . FEEA
PRREAS 11 (11, 7%) . WEMH=2S 10 1] (10.6%) . BESE25 9 451 (9.6%) . Ly 6 45 (6.4%) TH
STz, EERRIWEAIZ UX007-CL201 FRERREITa AR — R T4.2% (1/24 %], £ L7 RA), RU~T
) AT A—7ar— 8T 1% [3/33 5], FEEUTBARIE & OV MERER A 1, R Atz
JE - BEE K - BREVRMEEE 1 H (F—EF) ], Zofhoar— ~T2.7% (1/37 ], @
%%)me%nto%%%®&5¢m CESTEIERORBIZZOMD a2 mR— k1 FIIZED
n. HHKFCTHoT-,
AFRERTIL, UX007-CL201 RBREEAT R — T 8.3% (2/24 ], AR OV s 145 1 1)) |
NUANTH ) A F A —T ak—~T3.0% (1/33 i, OfifEIE), Z 0o ak— KT 5 4%
(2/37 f5i], DARERNODIEDES 1 Fl) OERRE SN, BWERIC X 2 CHILAR
Mo T,
a: FRMERIC K 0 IBBRIK L IO CBEH 0 . B2 LMD Y . UIBIER B D208 LR LIl S
HEEHES,
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BER (2% T2HIULDBEICEKEL-EER) (ZeMETREH)
ZEELBIE (%)
K~ H )
UA00TCLE01 AT A—T | FDfoank YN
R TR
ak—hka | — K ©N=37) (N=94)
— K (N=24)
(N=33)
BIVE R B 14 (58.3) 28 (84.8) 22 (59.5) 64 (68.1)
HIEEE " 11 (45.8) 27 (81.8) 21 (56.8) 59 (62.8)
T 8 (33.3) 15 (45.5) 13 (35.1) 36 (38.3)
FREEE 5 (20.8) 7 (21.2) 3 (8.1) 15 (16.0)
I A R 1 (4.2) 5 (15.2) 5 (13.5) 11 (11.7)
g 2 (8.3) 7 (21.2) 1 2.7 10 (10.6)
fiE s ° 0 7 (21.2) 2 (5.4) 9 (9.6)
TN 1 4.2) 3 (9.1) 2 (5.4) 6 (6.4)
M b2s9m 2 (8.3) 2 (6.1) 0 4 (4.3)
HIEAE 0 1 (3.0) 2 (5.4) 3 (3.2)
T Tt 0 0 2 (5.4) 2 (2.1)
KRB L OREEE 0 4 (12.1) 1 (2.7 5 (5.3)
BARIE 0 2 (6.1) 0 2 (2.1)
HEBRE XA AREE 1 (4.2) 3 (9.1) 1 @27 5 (5.3)
RT3 P A 1 (4.2) 3 (9.1) 0 4 (4.3)
ERRRR A
i 0 3 (9.1 0 3 (3.2)
me 7 vrForRARFF—F
0 2 (6.1) 0 2 (2.1)
Hahn
R R EE 0 3 (9.1) 0 3 (3.2)
Bl 0 2 (6.1) 0 2 (2.1)
RYER L OF4E BE 1 (4.2) 0 1 (2.7 2 (2.1)
BB L O FRfkEE 1 (4.2) 1 (3.0) 0 2 (2.1)
MedDRA version 20.0 SOC,PT
a : UX007-CL201 FRBRICBIN L7228, ARFNZHRG SN THRWHIRIN 2 E£2 B2 T\ 1 flxEte,
b WD 2 DD adk— FET 2092 EDZEN B B EIVEA,

1) AHIOAGE S I ZRE -
EXROHEICHEES 2158 OHEBM,

IRF O - HEIE TV, 1. 2hiE
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. TV, 3. HEROHE KOV TV, 4. H




(4) HREEHIER
1) HHHERITRER
LR L

2) REUHR
DR L

(5) B% - MEMNRB
LR L

(6) BRMER

1) FARERE (—REAKGRAE. RECARERE. FRARGLERE) . 8ERTERT—42
N—RFRE. RERTRERABROANE

OERFTEERIRER (UX007-CL302 5XER) GEfTH)

RO HRY /N LC-FAOD JBFICEB 1T D, EEEFIRA X2 N OMEE K OIS 2 Y~
B A DEMEEREED NCT & kit 5,

KRB 18 J A D /N LC-FAOD f8

T ESEBIEK 60 i (2~6 7% : 10 BULA L, 0~2 FoRii < 5 BILA L, 1R - 3 BILL b, ZE#% 3
# H A« 2 BILL & & Te)

RRT A > | BRI L, THEER, ShiaxdtE, EHEGHR AN FERER, S IAREER

Be b7k G A ARFIBEGHESUINERD MCT B 5-HEC 10 1 THEAERIZEIY (117 (8RIRT
Fls, A7V —=" 7R 18 » AMIOFEERA < BRI . 1 Adzh o
v Y — PR 30~35%% BIEAEL LT, < b 1 H 4 ETodEisd
Do Flo. BARNYEERE 4 HiILL B2 | AFIEGHESUIER D MCT 512 1: 1 T,
e T %2 FHWTICEERICEI D 1T 5 2 & & LT,

ERFHEEE | MO EERIRA N b OB

fRNT MR | ERCA RMERRAT I3 228 HED FEEBRIRA N M RAERICERTETH D,

2) FREME LTRBFEONERERIEL-HE - HROBE
AR L

(7) Z0ft
AR L
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VI. EWEEICEHY HHE

1. FEPNICEHEH LM IXEEMEH
M L7g0

2. FHEER

(1) RS - VERHERE Y

AAHNL, CT DRENIE (75 VB8) 3 7010 BRERK S 4L 5 A58 MCT C, TCA BRI DOILE 2 M7 5
(TCA RIFEH AR DRIE, 77 r— ),

AFNT, ORI EPIE TR =B L 0 LTI R S, ML O b R
T A AR RTRE 7 CT O~ % Ve L U CRINE LD, WElfE~7 % R 1 4311%, LC-FAOD /&
FHCRZT 5 EHIENBEIRCEEE 20 L, MK O EHENBERLEERIZ L D 7' F L Cod (2 4y
T) EFaeF =/ CA (1 57) IR d, ZNoDEmIE, LTORRS 2 BIRITLD .,
LC-FAOD FBEZF D= VX —R#Hf 2 RET H EE X LD,

BB 1. 7' F L Coh DEAE

T B FIL CoA 1X. TCA HEDOE B THD 7/ o Ui~ SH, =X X —RPLRT T /v
=V U (ATP) BEAICIER &N D, £/, TRAF—FBENEE - ZBICIIAETO 7 b ARARRIC
LRIHS NS,

BRIK 2 . Fu B =1 CoA DFELE
T A =)L CoA 1T E B2 HMRFNT LV | LC-FAOD TIRANZRZ LIGFH A7 =)L CoA (TCA [B]#&H
R) I EnNS (7F7FLa— ), Fabt’™F =)L CA DT F 7L ra—3 A RKROWEG AT o758
MCT (ZHF R TH 5 27,

AEIDEREE K& (FIANT2/4Y) OEREE (4 A—DF) 3523279

1)
(FUNTI /1Y)
REAETHE fyuyug®

‘

{BEeHRsRES 5
BERRER7 2 ILCoA (C6,8,10,12) he
W=FUVehiL
il i SRAVRUZR
CACT = -

CPT2

SRIVRUPRNIORR

N |
o

~— 7 N 4 v
v umican
&> ¢ I(cz) )

|
A

ETGER TCA
(ETC)

@ \ " ez
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(2) RNERMITHHERBAE

FFREEER

1) Sy MNERFFETIVICEITHRER 4 (C4) /RFEHS CO) 7 FHRERRUTFILAOT Ay
A

DANTR2 UBOFERYAH & C4/C5 & k4R (ex vivo)

7 v MEWRIFET VBN TAT X Ui % BERERIRE TR L, ~7 % VIO A B3R K O
C4/C5 7 N AMRAERGRE # B LT, ~7 % BRI iAE N, C4 7 B UARKTN C5 7 b iR
BT DI ENHER SN, £ ~TH VBBITERLIC LY e e =)L CoA 1 43 & T EF /L CoA
2 FHE LD MG, ~NTHUFRHKED T 0 B A = VEL ORI 40%03 C5 &7 b AEAEARIC, T BT
JVERRL DR T5%HS C4/C5 7 b AMRERUCHIH S5 L HEE STz,

Sy NERFETIVICEITEATE UEEEY AH KRV C4/C5 & b AKERGEE (ex vivo)

(umol - g - m1ir;3 ANT9VBE AT
—m— CATNUEER
—o— C5U hARER
C 104
4 ~N
i
C¥ 8-
5Y
i
B
20 4
E
2 -
A,//'/k/ - -
O hd T T T T T
0 0.2 0.4 0.6 0.8 1.0(mM)
~NTIVE
R - ik

—Wpf s X B 7=k Sprague-Dawley (SD) 7 > b XV L7zl 2 fEE ik C 20 oM L CEE (L 3=k, ~7 ¥
V% 0~ 1mM O E CHEFIRICHSIN U7z, BERIBHAR 14 20 B ON 18, 5 3 S AA R OV U OFE IR A B L .~
XU IABBERNCA/CE 7 N U RAERBE T A a~ NI T T 4 — HESHT (GC-MS) EICE W ER L, WA
REWEEIREE 8 0 DIFAIIN=6, ZDMMOIREEIZOWTIEIN=L TH D,
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OAFA UEBHXDOTFILAT1 v I RIE (ex vivo)

(5,6, T-1C: [ HEG~7" 2 VR N OV PG 7 o v g HIR) 2 AW, 7 7re s oy
I RIS EM T v aT 4w 7 ROSEFME LT, ~T X UBRHASEDOMRIN T v e T 4 v I K
I, e A R R A R R AT A IR T h o T, — T, Mkt T T v e T
4 I ROSETIEOEm 2R L, ~T X2 CEREROHH T 7 L a T v 7 RSO E TR K TR
15 pumol/ (gWz/REE & » min) (LT,

Zv MERFETIVICETHAT 2 VEREROBXH - W7 FTLBT 4 v I R (ex vivo)
BT F FLOF v IR

0.4
g % 0351
52
Ixp %
W C
Co 025
24
om %7
M 3
3§ 0.15
=5
Mt o014
% % M3EH O Bt
0.05 —o— M3 TIEEE
—— M3ATHNTI B+ mMA T I B
O 1 T T T T T
0 0.2 0.4 0.6 08 1.0 (M)
[5.6.7-13CINFI VBERIF [1°C:] FOEA VB
umol/ (g¥Z1REE - min) X FroF v IRIG

% 2 204 MR IO BER
E% 18] —e— MIEBATFI B
% 3] 16 —m— M3ERNTIVB+HIMMETI VB
5 A |

*
gé & 14
HgE -,
E@l |
7 C5
¥ ?\- 10
A3
o &
F® 6
<
YR 4
-2
v

0 : ‘

0 0.2 0.4 06 0.8 1.0 (M
[5,6,7-PCINT I VERIF [2C] FOEH Vg

x-Sk

— B ST HESD T N L VS U7 TR A SR ET I T 20 Ay RIEERE L CRE(L S ¥4, [5, 6, T-5Cs ] ~T X VRN
IEBC: 1 T e e g () & 2240 0~1mM OIRE THEEVEIRICIRIN L7z, FEWRBIAS 14 23 B O 18. 5 43 IS i Al
KOV OBETRR 2RI L, X7 7 vas o v 7 s (A7 2 =)L CoA @ M3 b3/ 7 a v’ 4 =)L CoA ®
M3 EERRLEER) ROk T 7 v a7 v 7 OGS [GEEEY ABEE-C5 7 N AR HGEREE) /S4B D OF%)
W7 Fvas v i) MLz, £72. [5,6, 7-°Cs] ~7F RIS InM OF 7 & e % RETRIR SN
L. A7 ZVBRA~TEZ U BRROT v a T 4 v 7 RIS RIET B2 3 L 7=,
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2) MUANTR A VBIRABZSERVEERESEORSE (Sv kH) ©

METORRAT Y M2, NIANTZ I vmerTarrhal) —FRED 10~40%2 Y435 &
T, BRI ST+ THRIBNE S L, A~ 2 RIS, C4 /7 B UARIBEE KON CS 47 b AR EE D%
RN AL Z 5 L7z, R~ 2 BRI 40%E RN B 58 CReRfE. + 38BN 58 Che/ME
oLl (EBREAEGOXMEHEZIRS), — ., H C5 &7 b KRR 40%+ falaN#& 58 C
KRB ZR LT,

ML C4 47 b AR EE TR « MR DB TR—2 T 4 MENEETH Y . 20~40%Fr RN 58 Tt
FERE & B L CAEICIKE T L [p<0. 05, 208k 0HT (ANOVA) K Of Tukey #E ], + 48 IHN 5-RE Tlx,
HERETRO bivienolz,

fIANTE /A U BREROMAANTE VBIRERVMA G5 7 b U IKREOERIERE (S H)

NTIVER
(mM)
074 HIREEA
—0— NUATZF/A10% IV
—— NUATPSIA220% IV
069 —o— fUAF9/4230% IV
—B— NN AA0% IV
A 057 —= NUNTZ/4va0% D
g 0.4 FoEtmESE
3 T s
i D +ZEBRRS
@ 0.3
=
B
0.2
0.1 4
0.0 —2
0 60 70 80 90(%)
B3RS
C5 hiF
(mM)
034 EIREHEA
—0— RUATPF/A10% IV
—— NUATSIA220% IV
—— NUATFI/A430% IV
—W— NUATSIAA0% IV l
C —B— NUATS/140% ID
4 T
~ IV : BRI S
4 D +ilBRRES
&
=
E 0.1
O -
T T T T T
0 60 70 80 90(4)
B3RS
*G . ik

M T OMREMESD T v b (N=6~T7/FF) 1T, AHAHEKIINIA~ATH /) Az ParE, hal) —ERKED 10
~40% Y35 AR T 90 R, BRI T+ T HRIBNEE Uiz, B TIRICEIIRM Z 8RB L, GC-MS 12k v ~T7' X
VRN TR CE A b AR I EE A I LT
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3) IEENE. BHARUVIF7ZUILCATOAT7AILICRIFTEHE (Sy k) P
HMETOMRAT v M, AT X UBT R TAIZ 10 NI ANTH ) vy arehinl) —H
KED 400 Y T2 A& THARN T+ BB ES U, s L ORFREY 2 50 L 7=,
Mg 7V e — WREIX, NUAT A UFRIRNE G EECRHRREE L i L THEIC ER Len
(p<0.001, One-way ANOVA Jx Of Tukey #iE) . Z /b a—A KA LAY PRI L 0 Il S iz, ~
TR EET N T AEIRNBE G NN Y A~ATZ ) A o+ TR GREETIEAERZITRED 5
Nighoie, MEEFR 7V a—2BET, FUANTH ) A EIRNE O SRIBNERSHET, xHIRRE L
g U CHEIZ ER L (DO Fhd p<0.001, One—way ANOVA K OF Tukey #iE), WIZ, ~T X g
FTRIVTAXIINIANTZ ) A G LT X TORET, W Cod IEEEITMHRAE & i L THEIZ
KFL, ~THUBERRDOT 2L Coh BEIFAEIC LA L7 (Wt p<0.05, One-way ANOVA &%
O Tukey KRE) .

FIANTE /A VBREROMBFS ) LO0—LETTILI—IREOERNHERE (Tv )

Jut0-)b
(mM)
3 EREEA IV
—W— ANTFIVBFNIDL IV
184 —a— AFIVEBFN D LT ULO—I IV
16 —— NUATI /AL IV
A ' —&— NUAFI /A AP A—R+A VAUV IV
[J] 1.4+ —O— NUATFI /47D
T 12 moEtmess I N S S
? 10| Vi mRRES
o] oS
& 087
E 06 = = « a—&
0.4
0.2 S— — 5 ——F e ——4
0 : . . . . : : .
0 20 40 60 80 100 120 140(%)
B RS
- 7|V B &
m] 3 EERIEK IV
—W— NTIVBFNIDL IV
124 —&— AFIVEFNIDL+TULO—I IV
—— NUATI /LT IV
1T —a— AT a2t
7 104 SZIMY
v —O0— NATIIAY
:II 9 D
& 8
=
B 71
T T T
01 mmrmese I 1 I 1T
5 IV:EiRARS
4 D +TZiEBEAKkRS
0 20 40 60 80 100 120 140(%)
B RS
*tG - Sk

HER T ORRAIESD 7 v b (N=6~7/8f) (&, ABAKK GHIR. FIRN) b e U —ERED 4004+ 5 HET
AT H BT B Y T A GRIRN U+ Z38I5N) X106 R U~ X ) rm= Y a vy @IRNSUSHZBIBN) %
125 SR E- L7z, F72, MIER 7 U o — Il T 3 RNE VBREOEELITMET 2720, N ~TZ ) A U EIRH
BHIZINa—AR A A EFFATARER T, EEFEORGHKTRICERMLL, Edh 7Y e — L KO
I a—APE %R GC-MS TERE LT,
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o EEEER

1) EETYOARUVSTILO—R SRR —%2—1 (GLUT1) /w979 rIORIZBFBIZIRILE—

BTER A B U HiMTZE M E BT ER (A ©

ﬁéﬂv?x&@mmq/y&??bv?xwwmﬁﬁé«f&VM@R%%@%LKJ&&%%ﬂ

TR RS, AR~ 2 GLUTL J w7 T U b~ AL B R 7L o — R PR EE A

MU, MOEIRZ ) THIIZBWNC, 77 v a1 v 7 Bs%EIT Lh%67Wﬂm7&/&&0/
I3, 4, 5-%C51C5 & N AR DR ST,

R UKICHTE~NTE VBERBEOERXR

TCAEEE G GlU GIN

SucCoA etc. 3
] it
[5,6,7-13Cs] Hpt L § COz g 1
00CO000 - 3 5

........... to:
, 1 >67 N S AcCoA 2§ Prop-CoA
\ 55
[5,6,7-13C3]Hpt P fi T oo’ooo
0000000 J e
567 J
LAC-COA > DTU
0
' [3,4,5-13C3]C5-KB
00000

[3,4,5-°Cs]C5KB
345

Hpt : N9 VE8. C5-KB : C57 b/ Ac-CoA : 7EFILCOA.CIT : ITVE. aKG : a-r NTILS LB
GLU : Z)VI=VEE.GLN : )L = Prop-CoA : FOEZZ)LCOA.SucCoA : 27 Z)LCoA

OAA : A FHOEEE. CO2 : ZEEIER. Ctt - ZOESDRRITERN DD EERT

OFD : 53R 12 (GRAFE) . OFN : 53R 13 (PC TR S NITRER)

2) FINTR/AVORBARERENBRIET 2L CoA BiKREERRIE (VLCAD-/-) < XDl

[CRIZTHELD
WMW#V?XTH\@ﬁ%ﬁI*W¥~KEKiDM%&&%K&%%ﬁﬁTL\MT%@%LT
BIODEICE S P, NUANTEZ ) A & VLCAD-/-~ 7 2|2 | ERREEHREG- L= & 2 A, FiEicEsiT
57+7Vm74/7ﬁE@%M# Wbz, —F., EAEVEBBKEERZRSCE L E VB —F
OIEMEIX EH- L7y, OicBiT 277 vaT 0 v 7 RONIENET, HEREOUE LR Ll
Motz )

3) 2FEFEDEMRETTIVICEITANERERA~DEE (THR) W

NUANTZ A OPUEIEM % 2 FEOBERIEET L~y X (AEX R 72TV EUER
HIVEHERET ) TRHliLiz, 3% b U ~NTH A% 3 BEIREERE LA N o7 E
TV Tl BRI 2B LT~ 7 A L R_T, 0 R U7 RIEORINAH BEIZEL LT (p<0. 05,
t E), £z, B UVBRET AT, 3% U AT H ) A U OREERGIZ XY | FEREE R %
WEE LT~ AL AT, 77 vaT v 7 FRRBESERIZEML (p<0.01, Bonferroni &
iE) . TREMERREIEO RN 50%H55 L7z (p<0.05, Newman—Keuls &),
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4) EBERTY MIBITHLERREVLDH I IV —RABILICRIZTHZED

KEWRAEEL T v FEHWT, FUANT X A URDEEKRE DEERE. ROV 7L a2 — ARz K IE
TERELTMA L7, EEERZREE LT v hEHRT, 30% U A~TH A U EREERE LT >
ClE, A0 EERE LMD BNAEIE2 -7 (p<0.05, One-way ANOVA), E£7-. #LIERHD
R P R R |2 k3 D AR EME R s EE Db (/e ) A BT | JRiRZR IR 2 hEaR 54
OEEFIRFFREE DL (2 /a' ) DABEICEWZ b, EEEHT R OJLERE DS EN TR SN
7= (N ZF p<0.05, p<0.01, One-way ANOVA), FEIZ.Laf 7 /0 a2 — AL OF B 72 lENFRD H i
7= (p<<0.05, One-way ANOVA),

FIANTR /A VDRBEREIZEZDIO—MEDEIL

EZDEHEERB(LVMI) IDARDEZAEIERER (eFS)
(8/kg) T (%) ol
12 #p<0.05 (vs. 38) . One-way ANOVA 70 1 One-way ANOVA
10 60
50
v o : F 40 f
M . * ]
I ° S 50
4 20-
2 10 -
0 0
R 17 T30 *FER T7 T30
HhiRPHADEEA MERREICN T S HREREHAICHT o BHLRFHD
EEEH MTEREDLL (E/e) {EEFHIMIERRE DL (e’/a")
25 FifEiEEE 1.8 TR
#p<0.05 (vs. 34H&) . One-way ANOVA 1.6 #xp<0.01 (vs. ) . One-way ANOVA
204 1.4
T o 1.2+ o
E 151 . S 101 -
e’ _ a’ 0.8+
10 0.6
5 0.4
0.2
0 0.0
PO T7 T30 XHER T7 T30
x5 - Jiik

KEIARFEER T » b (N=13~14/FF) (2, HEHEREL SUI N U AT Z ) A v [ x L X—80 7% (T7) Xix 30% (T30)]
FIEEL . Do a—RASIZ LY . LVWMI. eFS, E/e’ | & /a' O vEME LI,

(3) ERFRLIERE - H5EEER
YRR L
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VI. EYEREICEIY HIEE
1. MApBEDHERE

(1) AELEAULGOFEE
U ER R L

(2) EE nt%ﬁfﬁﬁnm ’c"?f’LT_If[lq:'dEr_
1) BEEES

ORERAICEITSMmGEE (UX007-CL101
RN 13 BillZ, AH 0. 3125 g/kg (1.25
X iﬁkﬂ'k/ﬁ: L CHERRELZ L X,
[RARGE CTH o272, NIANT X A DX 57053 YEhEE
A U DFEEJEMRFY T B ~T7 % 8O TP B OHER o O B fE
B THoT,

HER. SAEAT—4) ©

g/kg/E1a>25%) 1% 0.375 g/kg (1.50 g/kg/H D 25%)
MAEF R UANTZ ) A REITIEE A EDORIKTER

EEMNIL M LR r o T2y RUANTH )

E/NT A—HILLTD L

BERACAFZHEEZRE LEHOANTS D BOTHMPIREDHTR

(umol/L)
3007 —o— A#0.3125g/kg (N=13)

— £50.375g/kg (N=13)
P E R

m

i

th

~

7

4

-

B

=

B

1
500 (43)

T
400

260 360
15

I
0 100

BERANCAB|ZHEZRE LI EDATE VBBOEYERE/NT A —42
AR5 (N=13)
&5‘% Cmax tmax %gg%;’—;y %‘imff)@tﬂj—%'; AUCO*Sh CL/F
(g/kg) (umol/L) * (h) ® : o Y (pmol = hr/L) * | (L/h/kg) *
(umol/L) (h)
0.67 0. 50 .
0.3125 178.9+145 (0. 42, 6. 50) 172+151 (0.42, 0. 97) 336.5+223 6.05+2. 80
1.20 0.82
0. 375 259. 1+134 (0. 42, 8. 30) 2434149 (0. 42, 6. 40) 569. 1+189 4.31+1.02¢
a : PYIME A AER 2
b FIE R/ IME, 5 i)
c: 64l
d: 10
Coay © TR ML PR EE |ty o T e ML P I BE BRG] AUCo-g, : #IIEIE 554 O WA & 8 WRE & T ooy B — Rl R T ri i
CL/F: EnFoeF s VT I A
ARB T, —EAGRAA ORI & E TV 27280, KGBOFEPHN OIEBIREIC O AMRE L, — 58 LT,
2) REERE
ORERAICE T 20 ERE (UX007-CL101 Bk, SAEIAT—4) ©
FEFERC N 13 i, &K 0.3125 g/kg 2 1 H 48] (1.25 g/kg/H). BHEIUIHKEIEES L TRAOKS

-36 -




L. 2 HREfkpE LT- X, MR N UANT X ) 4 VBEEIZIZE AL EOBRKTERIBR B ChHhoT-7-
WD, RUNTH ) A DE 575 EERM X Lo o7z, B UANT X ) A O FIFEMEACH
WMTHHNT X UEBROEYENENRT A —ZITUTDOERBY THoT2,

BEBRANARNERERSLEZEEDATE VBOENBE/ NS A —4

AHIE R (N=13)
Cr: ttes BHIDOE— 7 REORE | &AIOE—27 F TOREH AUCqgp
(pmol/L) # (h) ® (pmol/L) @ (h) ® (pmol « hr/L) @
1. 40 1.17
319.9+ 164 (0. 00, 8. 40) 240174 (0. 00, 2. 42) 789. 8346

a 1 PHfEHFE AR S
b HRAE (/M i R fE)
Cuax © BRI TR oo o i P REBIERER], AUCo-s, : FIAIH G572 0 BF[HI 2> B 8 BRIH] & T oD L — RF[A] AR T

AFRERTIE, —EAGBAORIRN G EN TV 7o), AROFHANOIEFIFHICOZIRE L, —HdZE LT,

@LC-FAOD EF &+ Mm;ERE (UX007-CL202 K&, SAEIAT—%) 47

% A& OVINR LC-FAOD &2, AFHZ DCI 0 25~35%4 HIEf&E L LT 1 H 4\, &5 Tk &g
ALTRAOIRERE L&, MiEH ) A~TH ) A VREITIFE A EORIETERBRRM T
boleld, NIANTZ A DOE B35 MYEREFHMILEM L olz, NIANT X ) A OFHE
EHEREM CTHLA~T S VBBOFEYERE T A =2 T TDO LB Thol,

LC-FAOD B I=AHI £ RERE L1- L EDATH U BOENBE/ S A—4

BREE Cox AUCo-1ast taax Cron/ FH B AUCy 1ase/ FH B
(g/kg/H) ° (umol/L) " (umol + hr/1) " (h) © (umol/L/g/kg) ® (umol - hr/L/g/kg) *
N 1.34 215 401 0. 658 660 1230
(N=6) (0. 284) (166) (161) (0. 483, 4. 20) (145) (127)
D PNES 0. 862 126 229 1.63 508 920
(N=5) (0.278) (58.7) (94. 6) (0. 633, 4. 00) (68.2) (102)

a: PHfE (FEHER )

b SfEEIME (R CV)

e POfE (Re/MiE, fRE)

Coe = B PHIE, OV 2 ZEBMREL, AUC)- 1000 : 542 0 Wef] 0 & TE R FTHE T > 72 B IRp a3 T e — e[l B T i
FAL oot BRI PR EEBIERFH], Coo/ H B - G RHTZ Y O @M PR, AUC)- 1o/ H & : G5 EH T2V DG 0 Iy
817~ & JE R AT RE C b > 72 A& IRF AL T D IR B — IRp ] T T T A

6. AERUAR

wE. UTFOHEREACTER LAEARIO 1 BREGEE 4 B2 RO UIRER 5T 5, #HERCRBIT 5
IDCLicx 2 AHKIOEIE ] (X, 10%0 5B L. 2~3 BEICK 5% THOME w5, BREMEIT 25~35%L 1%
2, BE OIS U CHE T 5,

1 Bip#E5& (mL) =1 Adb7-vohe ) —#EEE (DCI) (kcal) XDCILIZxtd 2 AHKDOEE+8.3 (kcal/mL)

(3) &
MR L

(4) BE - HRAROEE

1) BEOEE

BB B UANT T A 2 RO ONGE) O KD BIREIZ ST T 88 & RT3 5 72 D O B R EE B R 13
Fhifs LTV, RAIO R & OIRG % DR EMITOWTIE TV, 7. FRRE R OVEfiEE DL ENM] O
HEZ M,

2) HHRAEDEE
[VIl. 7. #HAEAEH ] OESMH
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2. EMRER/ANTA—4

(1) fBFAHE

1) UX007-CL101 &k 10

TERERR N 13 BllZ 381 D ARKI & 5T B G- % O gk 2z v, NY 5 — b EN=Ems
BIDATEIC LD NUANTZ ) A4 R OZFOREOREEZRE L, /a3 X— kA MR T3
WENHE N T A —H R T,

2) UX007-CL202 F&fEk 1V

N K OV O LC-FAOD B3 11 B2 1T D AKI O KE# G RO MR A Z T, NV F—RrEh
A ONEC LD NUANTH ) A VR OZOROEELZRTL, /ar/X—h AL b
RN CEMENRE N T A —H B3R Tz,

3) BHEMNERYEhREfRAT
UX007-CL101 Bk, UX007-CL201 3B, UX007-CL202 Bk DA T — Z & Fl\\ - RHE | SR B Be AR AT
AIT o7, FHEMSEWENREMATOREMIT TVIL 3. BHEM (Rt l—3 3 ) B OEBW,

(2) WRAREREEM
BB L

(3) HEEEEH
LR L

(4) DUF7SR®

fRERR N 13 iz, ASH 0. 3125 g/kg (1.25 g/kg/H D 25%) 1% 0.375 g/kg (1.50 g/kg/H D 25%)
A TR S IRE L CHEIR ARG L L EDA~T X RO CL/F OEHEIL, 0.3125 g/kg #%
5.HFC6.05 L/h/kg, 0.375 g/kg H&5HFT 4.31 L/h/kg TH o7,

(5) SRR
LBk L

(6) ZOfh
BB L

3. B&ERM (REaL—23Y) g

(1) f@BAHEY

H2WMULa L R—= R A NZT T H A LDHD _HO— R, K OBIEHEZED -3 78—k 2
v Mot GO RENSEYEEE T L E AW, ET UL, NIATE ) A URERSHO~T S
VERD RNT O ERM AT A0, ~TH UERO CL/F IR MR AN 2 LI A Tx, I, KED
WAREEET D720, CL/F KORNTOSAAERME (VF) IZ78r X M) w7 A r—10 o7 &AL
72,

B LY AR DCLICHESOTEFHE S Nm iz, REEMSMBIREE 7 /10 O HEE S 5 g% B 2
BRE T CREELERT 2 Z LIXTERD ST, ZD0 BEET IO HFEH A AT A —F & HNT,
KB W~ OREREHAE (M A~TX A2 1.25 ¢/kg/H . 1 H 48], &MEIX8HME22T 5
ZEEBE) aRETAHIEMT, YIialb—varEEmLE,

(2) INSA—REHER ®
% 1 AHFRER  (UX007-CL101 3RBR) 12300 L7t 13 fil, KOS MAHFRER (UX007-CL201 7Bk,
UX007-CL202 #R5%) (S L7= LC-FAOD 25 30 51l (B A 7 %, /N 23 ) DG T — & % AV CEE
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SE SR B REMRNT 2 S50 U 7=, RHEMIBRWENRE T A — X HEEMIL, 1-2 0 X—=F AV FET MK
% —RIWIPGHEEE B2 (Kal) 23 0. 425/h, 2-2 > 73— h A 2 BT I/UZEIT 2 — IRWIGHE E E XL (Ka2)
2 0.507/h THY, ~T & PRI DOHK) 56%IF5 1 WL = >/ NX— R A b AET, 8 2 I = X
— h A IS OWRINABMAT 2RNCIFIERE T T2 E0NRB Iz, HERL L TREOREL S
L, CL/F KOV/FIZHEASL TR AN v I A r— v 72T VAR E, Ta A N) v 7 R
r— 1 7 HEEIE 1T o 7, LC-FAOD BB Tl Bk a1 b R TR 2o RHEEN T~ T &
fe D CL/F 23569 19K EHEE Sy, BIRMEEN 2B E T 5 &, 2 OZTRM & flr S, fEis
MR E) OHEEAE X CL/F 234 60%, Kal 2% 100%#8 T, FrlZ, WIGHE O ANZEN KR E W & DRE S 1L
77

BRETFTIACHE ST I 2 b—32 g Tl AUChy, D EHEEMIZ., T X TOILZEE (4EEH. NCI-0DWG
YR EE S S HFHERE. AFE [A AL OFEA AL, PRI, (KE) 23 80~125%D#FHN TdH 572, Coax D A
HEEM S, < OILEEN 80~125%DFFHNTH V. IKENEWVEM] (73. 1~126ke) K OHFEEI E
WEERH (17.6~62. 1 7%) TEIZIL 146% %2 TN 130% T - 7203, BERANZ B CTldawn & S,
ZNHDORER B A, NCI-0DWG 73 I 35D < HFiae., AFl, YERI, REIX. ~7 ¥ VEBROIEYE)
RIZERARMICERO O DB L RIT S /2N E VR STz,

4. u&u 49)

AHNOENKSTTHD MU ~TH ) A 0%, BROBERZICHENEECTREY ~—8I2 L 0 ELNTnK
SRS AL, MIREIE N OV b=y R U 7R A [EEALROATRE 7R CT O~ 2 el L TIRINE D,
L7ENo>T, NIANTHZ )ALV DEFBRREEIITSbTMhEEZLND,

5. o
(1) Mk—MEIFIEBYE
MR L

(2) mik—REREEIFIEA

AR L

<BE O SARGERERR T, BEHRINC b U ~T S A VB RE LIRS v RO
I CIREHUI R OB LT 38, BRI OR R & L CRAT RoHb S ORI R o>
WO BB F R SN DL EL BN,

(X. 2. (5) AAMFAEREERR) OEBHE)

(3) EA~DFHBITH

LR L

<£#% W S KK O NP A~OBITHEICOWTIIRHTH A2, T8 RY 7 U+ REOMOfS
PRI IR DO IER IR TH 5,

(4) BEE~DBITH
LR L

(5) ZOhDMHEEA~DFEITHE 2
AENOEEIEERBE CTH L ~T X VEEIL, a0 L TEHITEITN, T2 oML Oges T
S har RUTIZBITL, 22 CHICREI SN,

(6) MEPEAKEERS
AHFN O FEBTEMENRFY THH~TZ R (40 TN 400 umol/L) DMMER 7 fEERIT. FFR
77.5% % T8 80. 7% TH > 7=,
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6. X

(1) AREHERL B U SR %

NUNTH )AL DIKGIRIZ L > THERSND T X O FERBRREILZ, T h= RUT7< b
V7 298I D HRIIEIRIL TH 5.,

NTH R, T UV CoA VT X —BIZ L D ~TH ) AL Coh IZEH S NT- D BRIk EEAL &
2B, NTH A CohiFFEET NV CoAT B RuFF—BIck <% )AL CoA L7 (Tt
F L CoA 1 53D . BIZA VS U L CATE RuaFrh—Fick B-7 hX % AL CoA &
25, TDKk, BT hXUH ) AV CoATTF AT —FBIZL > TUIWr &, 7EF /L CA 1+
oA=L CoA 1 3F%&4M L., ZNHIFERNOT XL —JRE L CHBHEND, 2721, ZEiE%
DOFFEDO ARG T T, HFICRS W GEIMPZREIZE A 72 S, B-F b AL CoA D
B-t Faxo & (BHP) %D C5 7 h AR, TEF /L CoA D B-t Rua Xk UEfE (BHB) %5
DC4r FARIRH S D,

AT UBOTERBER (8B

fHRaEs SNaVRUP
O O
\/\/\)j\ H__’ \/\/\)j\ H
~NTFIVEE(CT) © NTIVEE(CT) © —
Jerereeeed o7 > )LCoA
yy59—t
O
\/\/\)J\S'COA
AT /A ILCOA(CT) _—
Jerereeeeeed 7> )LCOA
FleNgy Z—w

o
V\)J\ S-CoA Q

A9 /4 LCoA(CB) : )I\ ~
e A YN\LUILCoA S-CoA
TERDZT =P | 5H7),c0A(C2)

O ©
\)]\/”\ S-CoA

B-r RS /4 JLCoA(CE)

+
: @)
1 e

70 I:"ZI’:}L/COA(C?:)_/

——{ TCAm |

C5
\ (W‘J : BHP) *E%ﬁi

(ZIVI—REER)

Cn : JRFEH n

(2) REICBEE5T 5EFE CYPE) ONFE. F5ERY
In vitro DIRHRBRIZIBNT, NIATFZ ) A4 AIRF L2 3B Y —8 (FENYV 7V &Y RV
NR—=Y, R ZV Y RUNR—=BREX X7 2, DIVERFINTRAT LY =) (2L Tk
SIRSND ZENREN, £, b MFIZ Y —2& MW in vitro DRBBICINT, ~
TR UBBIZTF N7 m— L P450 (CYP) XiEw Y Uy U VRS VY u UREEREESE (UGT) 2 LT
HEND ATREME MR Z VR E T,

(3) HEBBHEOERRUZOHE
PR L

(4) REYOFHEOEERVEMSL., FELFR®
TEMEAHEIL, ~7 % k. BHP, BHB THh 5,

7. Bt
LR L
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8. FIVRR—A—ICEATH1EHR ™

In vitrolZBW T, WEX¥ V7T FT7 U AKR—HF —%E A L7= HEK293 iz VN C, ~7 % R,
BHP.BHB @ FEHE W AI TV AR—HF — (BT =4 v T v AR—4 —R Y ~X7F F[0ATP]1B1,
OATPIB3, AHET =4 h T AR—%— [0AT] 1, OAT3, AL F A4 b T AR —H— [0CT] 2,
multidrug and toxic compound extrusion [MATE] 1., MATE2-K) (Zx}9 AFHERE 2 Miat L 738k TlX,
AT B EEDY OATL (ICs : 30. 1uM) KTROAT3 (ICs : 33.1uM) ZPRET L Z LN RINT,

In vitrolZB\W T, Caco-2 HJEEAZ HWC, ~7 % i, BHP, BHB OHEH k7 o AR —4 — (P-ff
K N8 [P-gpl. FLEEMIMES /X7 E [BCRP]) (x93 A BAERZ MR LB TIE, Wihd P-
gp XIX BCRP (2%} L CH LR L E I RS 2o 72,

9. BHEHIZLBRKREE
LR L

10. HENDERZRTHESE

(1) BHaeEE

FUNTZ A2 ROZDRFDO RPN DTN TH o722 &b, BHEREL AT 2HE1
BI D EUANT LA RO OREY O FEYENGE 2 59 2 3BRIL 520 L T, A0 &
OHRIC BT 27 — 22 b |, BREREIEEN U ~T' 2 ) A 0 R OE ORI OFEYEREIC B % KT
THREMEITIRWEE X BN D,

(2) BFigaepEs "
FHERERE E 2 AT HBREITBIT D N A~TZ A ROE DR DI ENEE 2 F A1 5 3R BRI E
i LTV, LRI TEIHRMN S, FEREREEN N U~ H ) A KO OHEY O i EhiE I
A RIFT A REMRIRVW EE 2 BN D,
FNUNTH ) A ANIGNOREY R—=BIZ L o> TATHZ URE 7Y 2 a— VKRS D M3,
FFFSRERR XA IN C ORI FRIC B % IE S 720,

© NS R RO TIPSR, O Fary FRUTHNTAELS BER{ETH Y | Mk E b2,
FRIIZ A OWFETIE /W2 & D FFRERERRE N~ % R O IR BN RE |2 I E T BT BRE )
LEZLND,

- JFREREREE CII@ . CYP KON UGT OFBLL NEMEDME T T 503, AFID in vitro®BRIZIWNT
NUANTZ )AL ORBTHD~THZ U RETD BHP X2 O REEZEOLE TITR N En
IRENTEY | FFEREREEN N ~T X A RO ONEM O3B C 8 % L IE - I RENE
IFEWEE X LND,

- RHEMEEEREAATIZ U T, NCI-0DWG 43 3A1C 3D IR D IFHSRERE 13~ 7" & R DGR &
B LW EAVRENT,

11. Z0fth
LR L
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. T2t (EALOIES) ICEYSEA
1. EERELEDER
RESH TR

2. ERARLEDER
RIE STV

3. MRERTHRICEHET HERE L ENEH
RIE STV

4. RERUVAEICEAET 5IELTNDER
(V. 4. HIEAOHEICEET I HE] 22T 5Z &,

5. FEELEXNIELZTDER

8. EELEKRMIE

AN OB G1%, EENENRRAH R EEICKBE LZEMXIIZ0RED S & TITH) 2 &, AFIICX
NEMHEREEZEE L7 BT, ORBFZIHERFEEZSEICEFONREHEERET5Z &,
F 72, AFN O FCRWERIZ X AARANOWERIZIZ, BFONESCHEEDDCT & RET I L,
(figan)

LC-FAOD OFEFHEBICEB W COREEHITEELRBEERETH Y . HAHERNARD B D, Hx 0 EE T
B, AR, AE, R EONEE) LU G Ce BT 2L X — B2 R AN L, B ENAE % .,
LT H2VEND D, o, AFHLo e ) —#iEs 1 B o U —EBEED 256~35%& 35
7202, BEOLNVEBZHBIEERE~OEERNLE LR DGR3 H D5,

6. REDNDEREATHEFICHTIEE

(1) GHHE - BIEEFOHDEE

9.1 BSHHE - IEEFDHLEE

9.1.1 BN D BT ERXIIBERRNTRDH D ESE

BEOREZHEICBRE L, AFORGEZFEHTL 2 L. IHEEICBIT DARFNNOA~T X ik~
DAHBEDIR T UIA~T HZ A OWINDIR FIZ LV . RAIOIEH ST 2820 & 5,
(Fi)

AFNIRE OB G5, BBEPIECTHECIIEY RX—BIck v ~T X Ul e 7V & o — LIk R S,
NI R OVREE R ) N — B OFEMEICIRFT 5,

(2) BHEEEES
BRE STV

(3) FrHRefEE RS
BRE S LTV

(4) KFEREEET HF
BRE STV
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(5) tthm

9.5 ITI%

TEA SAFIEAR LTV D WREME D & 2 M iE, Ta LA et 2 ERlD L s h 256
WCOBEEHSHZ L, WHIRT v MICAHID 50% DCT &, KR OEIR Y ¥ ICAKID 30% DCI & &%
HlLlé& (Znfint MIAFIOBAHEZHE G L&D 1.9 FED 0.9 FICHYET 5
i), RIBICEKETENRBO LTS,

(fif 73t

TR C BT 2 ARFIE I X BT 27— X IER 5N TR Y . LC-FAD O EFEMICBWTEK

IRFERVESE M OFRENEE SN DT R Y A7 I3AHTH 5,
MX. 2. (6) 1) AGseAEmEiR] DEEM

(6) &=3iw

9.6 RFLI%

B EORRIER ORFLRBOARIELFBE L. KALOMKGUIPIEZ2BRETT 25 2 &,

(Fif)

AHID e FE T A~OBIT. BILRERA~ORE ST EAE~DORBICET 57 — 213720, B
AR L LR T, RAHMTITT v FOF~D MU A~TZ A 2 T2 DR O 25 RTE T
WD bR o T,

(7) MR
RESH TR

(8) =#nE

9.8 EEAE

BEOREZBIR LN SHEEICRG T8, RICEBENMET LTS Z L2,
(fi5L)

AFN O EEARER CIIWBRE IS w2 AN T o 72728, 65 LA LD BRFIZE T DA KD %
RICBT D+ T — XG5 TR,

7. #HE%EH
(1) tHEZEREZTDERH
BRE STV

- 43 -



(2) BtEREE L ZTDOER

10.2 ftRER (BRICEET S L)

A

BRAEAR - HEE T 1R

BFr - fabRIA T

TN AZ > |k

ARFNOVEF T 5 BZHMN
HHD, BEDORELZ 71T
BRITDHZ L,

UR—BHEERICL Y . KA
M DNTZ L EROFERENME T
THBENED D,

OAT1 X% OAT3 DILE & 70 A ¥
F (7R, AMFLFY
— M ARNUF=T5%)[16.7 B
i

TS OEK| O i EE A A
TEHEBENRDH L0, BE
DOIRBER I BlET A 2 L,

AANOIEHEAH D T D ~T ¥
VEEDY 0AT1 Jo N OAT3 A PR
% Z & T, 0AT1 XU OAT3 %41
L7 236 OIRAF| Ok 3 &=

SNDAREMENH D,

(fiF#n)

AFNIFRE O G%, BENECTHESCHIIKEY R—Blck 9 ~TZ Uil 7Y 2 a— WK RS,
NT L W OMETRREITPE Y R — B OTEMEIRIET D, AR ZREY S—BRREHR (B, A1) 2% > K)

EOFHT 2 & REIOREMTHH~T 2 U OBFEENMET L, AFI ORISR ME T3 2 mTaetE
N D,

AT B ERIE OATT KON OATS (2% L CREEMEA 2R L7z (ICs : 30. 1 umol/L TN 33. 1 umol/L) (in
vitro), OAT1 XX OAT3 DIEE L 72 A%HK| (7rtEI R, AR MLFH—F, RNYF=7%) O
HIREN LA T 282005,

(TVIL @RI 5 E ) OHESM)

8. ElER

1. ElEA

ROBWEHADR DS DOND ZLBRHLHOT, BIELTHIATV, BENRBO bNTEEICZ&G LT
1B % 70 YR AL E 21T D 2 L,

(1) EXGEIER & MEAREIR
BRE STV

(2) ZnHaE|EA
11.2 ZothoE|ER

EIEH 10%LL
Mg (BEJR. ERESRE. BN

PR, EERI N, HILE TR 2

1~ 10%ATi

L [ HE N
H e s ) (45.5%). FHI (455%). | ="
IAa8

(figa)

AFNZ X DR SN RWERIZIZ, MR, TR, lEH, B ERH D,
UX007-CL201 5B} OY UX007-CL202 3EBR D BRE & A L7z LC-FAOD JF&4EMIZ B\ T, Y EANIC
K OARKIE B # S D Ll S BIBBEEAEES 1370 #] (70.7%) (FRD AL, FEEIE D E
ST-FHRITFH (45.5%) . FAEERE (17.2%) K OWER (15.2%) THh-oiz,
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BlIfERBE—RREF

S E DB (UX007-CL201 BER) DARELEENHIATERORBEKRR (BHT—42)

LC-FAOD LC-FAOD
(N=29) (N=29)

PT FEBUEGIE (%) PT FBUEGIE (%)
RIS OBEN B H A EHR 19 (65.5) ELCES 2 (6.9)
T 12 (41.4) A PR AE 1 (3.4)
203 6 (20.7) RAIHEE 1 (3.4)
| IEE R 3 (10.3) A E W R 1 (3.4)
S 3 (10.3) {REH 1 (3.4)
A ER IR 3 (10.3) M b U 27U & ) R 1 (3.4)
=Y 3 (10.3) R R E T 1 (3.4)
L 2 (6.9) 7 1 (3.4)
AL 2 (6.9) A VAT S 1 (3.4)
TR 2 (6.9) FEEJER 1 (3.4)
RS 1 (3.4)

MedDRA version 17.1

BIE THFEE (UX007-CL202 HER) DARELEENHIATEROREKRE (BHNT—4%)

LC-FAOD H# LC-FAOD
(N=94) (N=94)

PT FEEEBIE (%) PT SEHFEBIE (%)
TREBRIE & OBHEN S DA ERESR 64 (68.1) SLE RN 1 (1. 1)
T 36 (38.3) TI=rT ) TR 1 (1.1)

7 =7 —EBHn
- RE R IE 15 (16.0) TANGE BT I NT A 1 (1.1)

7 =7 —E N
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1AB7-voHa ) —EEE (DCI) (kcal) XDCTIZktd A &K DEIE 8.3 (kcal/mL)
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HARBNOEE ] NEAEETH 525~35% 2T HE T, 2~3HMITMNT SHET D &,
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HEAZREETHZ L, WEE, ERBELELEZESICE. BEEE THIE T 2 EET5
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WM I 1T 2 AGRRIL (202543 A KAL)

[E4 K s

AR 74 Dojolvi Dojolvi

WFEE4 | Ultragenyx Pharmaceutical Inc. Ultragenyx Pharmaceutical Inc.

TKRAEH | 2020476 A 202142 A

1 S Source of calories and fatty acids Source of calories and fatty acids
for the treatment of adult and for the treatment of adult and
pediatric patients with molecularly pediatric patients with LC-FAOD
confirmed LC-FAOD

FiE K Y | For patients receiving another medium—chain triglyceride (MCT) product,
HE discontinue prior to the first dose of Dojolvi.

CK[E)
The recommended target daily dosage of DOJOLVI is up to 35% of the
patient’ s total prescribed DCI divided into at least four doses and
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administered at mealtimes or with snacks. Administer Dojolvi orally diluted
with foods, liquids, or formula via a silicone or polyurethane feeding tube

In order to reach a target daily dosage, patients may require an increase in
their total fat intake. All patients treated with Dojolvi should be under
the care of a clinical specialist knowledgeable in appropriate disease—
related dietary management based upon current nutritional recommendations.

The neonatal population may require higher fat intake and therefore an
increased amount of Dojolvi. Current nutritional recommendations should be
considered when dosing the neonatal population.

The total daily dosage is converted to a volume of Dojolvi to be
administered in mL using the following calculation:

Patients DCI (___kcal) x Target ___ % dose of DCI

8352 of DOJOLVI

Total Daily Dose (__mlL) =

For patients not currently taking a MCT product

Initiate Dojolvi at a total daily dosage of approximately 10% DCI divided
into at least four times per day and increase to the recommended total daily
dosage of up to 35% DCI over a period of 2 to 3 weeks

For patients switching from another MCT product discontinue use of MCT
products before starting Dojolvi.

Initiate Dojolvi at the last tolerated daily dosage of MCT divided into at
least four times per day.

Increase the total daily dosage by approximately 5% DCI every 2 to 3 days
until the target dosage of up to 35% DCI is achieved

I - Oral liquid; 100% w/w of triheptanoin; Clear, colorless to light yellow
PR liquid.

bREEAEE I, 20264E3 H BIAE, ARG » [E CHRGE UIAGR STV 5,
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BEAR ATATRHR LT D AIBEME D & 5 121X, 1B LB SN fERRMEZ BRI S 55
BICDOBEET 5 2 L, HIET »~ MTAHKID50% DCTE:, K OMEIE 7 - B2 AH#]0>30% DCT & 4 % 5-
L7zt & (EnEht MCABIOBKEHEZ RS L2 & & DL 9ERO0. ofF IS T2 HE) . I
WIZEHETERRBD LTV D,

9.6 RELIF
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8.1 Pregnancy

Risk Summary

There are no available data on triheptanoin use in pregnhant women to evaluate for a
drug—associated risk of major birth defects, miscarriage, or adverse maternal or fetal
outcomes. In animal reproduction studies conducted in pregnant rats and rabbits
administered triheptanoin during the period of organogenesis, the primary
toxicological effect (reduced body weight gain) was considered to be specific to
decreased food consumption related to taste aversion in animals, and therefore is not
relevant to clinical use in the intended populations.

There is a pregnancy safety study for DOJOLVI. If a patient becomes pregnant while
receiving DOJOLVI, healthcare providers should report DOJOLVI exposure by calling
Ultragenyx Pharmaceutical Inc. at 1-888-756-8657

The background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss or
other adverse outcomes. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4%
and 15 to 20%, respectively.

Data

Animal Data

Embryofetal developmental studies have been conducted with triheptanoin in rats and
rabbits following oral administration of 10% (3.2 g/kg), 30% (9.7 g/kg) and 50% (16
g/kg) DCI in rats and 10% (1.2 g/kg), 20% (2.3 g/kg) and 30% (3.5 g/kg) DCI in rabbits
during the period of organogenesis

Reduced body weight gain, associated with decreased food consumption, was observed in
pregnant rats and rabbits following administration of triheptanoin food mixture and
was attributed to taste aversion. The NOAEL for this maternal toxicity (lack of body
weight gain) was 10% DCI for both rats and rabbits. Administration of dietary
triheptanoin to pregnant rats at doses approximately 2 times above, and pregnhant
rabbits approximately equal to the targeted clinical dose of 35% DCI resulted in
increased incidence of skeletal malformations and decreased litter weights in both
species and reduced number of viable litters in rabbits. The adverse effects on rat
and rabbit embryofetal development were associated with the reduced body weight gain
observed in pregnant animals. The NOAEL for embryofetal development toxicity was 30%
and 20% DCI for rats and rabbits, respectively.

In a pre- and postnatal developmental study in rats, reduced birthweights and delayed
sexual maturation in pups were observed at 50% DCI and were considered secondary to
the reductions in body weight gain in pregnant rats

8.2 Lactation

Risk Summary

There are no data on the presence of triheptanoin or its metabolites in human or
animal milk, the effects on the breastfed infant, or the effects on milk production.
Medium—chain triglycerides and other fatty acids are normal components of breastmilk
and the composition of breastmilk varies within feedings, over stages of lactation,
and between mothers and populations due to maternal factors including genetics,
environment, and diet. The developmental and health benefits of breastfeeding should
be considered along with the clinical need for DOJOLVI and any potential adverse
effect on the breastfed infant from DOJOLVI or from the underlying maternal condition.

(2023 410 H)
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6.1.1 Pregnant Women

There are no available data on triheptanoin use in pregnant women to evaluate for a
drug—associated risk of major birth defects, miscarriage, or adverse maternal or fetal
outcomes.

In animal reproduction studies conducted in pregnant rats and rabbits administered
triheptanoin during the period of organogenesis, the primary toxicological effect
(reduced body weight gain) was considered to be specific to decreased food consumption
related to taste aversion in animals. (see TOXICOLOGY - Reproduction and Development)

6. 1.2 Breast—feeding

There are no data on the presence of triheptanoin or its metabolites in human or
animal milk, the effects on the breastfed infant, or the effects on milk production.
Medium—chain triglycerides and other fatty acids are normal components of breastmilk
and the composition of breastmilk varies within feedings, over stages of lactation,
and between mothers and populations due to maternal factors including genetics,
environment, and diet. The developmental and health benefits of breastfeeding should
be considered along with the clinical need for DOJOLVI and any potential adverse
effect on the breastfed infant from DOJOLVI or from the underlying condition.

(2021 £ 2 H)
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