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¢ FMPRRNR(ERTMAR) ® FIRPRIRAM(EIRTMAEE)
WAE : 92.3% N i
(/) WPE : 66.7% PR, MYTHOE (B/%) p= 0.0543" T*Eaﬂi%gﬂ
4 1 p=0.0868" = : 75 Lapf ) 20 A I ] Wilcoxonf SHHIRAHRE
| Wilcoxonii S et
3 A 15
E

= 5
§ 2 1 % 10
B R
= B

1 0.67 2o

0.67
0 A
FHEHE S FHESHE® RS E FHIRS KN
(N=33) (N=33) (N=33) (N=33)

(BIRFERER )

UX007-CL201 FAERFE T R— MIZH 1T 5 XFIR5HT 78 BRE X UAFIIR 5B E DA NCE D £
BRARBRERUVERAEZFEBAH (FAS)

UX007-CL201 FBEREAT 2 A8 — MZI 1T 545 MCE DAFEHRL RSB K OMEHUEL R B A £, AT o
LB ThoT,

FHAFHR (Al/4)
I B o AHEE | R | 4HEO

BG4 (%) p fE
MCE T S 1.8 1.0 44 0.0347 *
RERUT RMRIE A~ R | drlfi e 0.9 0.6 32 0.1755 ¢
{RIKEIE A X | oF Hh L fi © 0.0 0.0 NC 0.1250 ¢
DHIEA R b ef HLE © 0.0 0.0 NC 0.2969 ®
ABEIZZE - 7= MCE* EEIE 1.4 0.8 44 0.0437 f

FHRRB B (H/F)
ARG | AARE | BR | HHEO
PRAATR ° (%) p fiE ®

MCE * HLE © 5.3 2.9 45 0.8139

RS AARIE A X R | HLfi e 3.3 2.9 12 0.9333

A MBEFAE A R | o FHLfE © 0.0 0.0 NC 0. 1250

DFHIEA R b of A © 0.0 0.0 NC 0.1563

ABEIZ = - 7= MCEY* i © 4.8 2.2 54 1. 0000
N=24

NC : Z{b7s L

a : UX007-CL201 2Bk 0 AH#e 57,

b : UX007-CL201 X5k & OF UX007-CL202 3XER D ¥ G-I D HEE,

c : ARIHERE A 0 MIARAIBEGANC 4 6 12 458D i, R GHIAZIZ 2 6] 2 R biviz, LHAEA
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A2 MIARFIE SR 2 5] 31, AR GBI %IC 6 B 17T RO b,
: ABRIZEE » 7o BB ml e . AR, ORE A ST,
T = A OIERMEREED LN Z &S R RAE TR,
RS DB Dt RE
: Wilcoxon FF S NEN A% E
T FEFmEA
I BIREHmE A

e = © o

FIANTRI A oFA—Tak—F 2 I2H 1T 5551501 18 BRI R UAFIRERRE (&8
EH/M) O&ME DERFRBEEZRVEBRERTEAH (FAS)

NUANTH ) A FA—Tak— b 1B %% MCE OB I LS N OUES R B B 503,
PITFoEBY ThoT,

FHRRBIE ([B]/4F)

L | AFIEER | BAE | 4B Eo
AARER | g | W) | pie
MCE T Hh A e 2.0 0.3 86 0.0343
RERUT RMRIE A~ R | Hpffi e 2.0 0.3 86 0. 0832
RILKESE A X | oF i © 0.0 0.0 NC 0. 2500
DIEA X b o Hf 0.0 0.0 NC 0. 3750
ABEIZZE - 7= MCE** b i © 1.3 0.0 100 0. 1519

AR BLA B (R /4F)
Lo | AAIEEGR | BHE | 48 B0
ARG | e ® | pfE’
MCE * H L 8.7 0.8 91 0. 0325
REASUT ARIE A o R | Fpf e 6.7 0.5 93 0. 0638
R MBEE A R b o e f © 0.0 0.0 NC 0. 2500
DFHIEA R b of Hh i © 0.0 0.0 NC 0. 6250
AB#IZ 2 - 7= MCE¢* HR A © 8.0 0.0 100 0. 0647

N=33

NC : Z{k7a L

a : UX007-CL201 BRERIZBIN LT A, RANZHG I TORWHIN 2 FE 2B 2 Tz 1 il x &,

b A5,

¢ ARMAERE A~ M IARFIEGRIC 3 41 3 3R b v, AFIEGBIAE TR Do iz, OIEA X
O MEARANE G-RIT 3 B 4 R, ARFIF GBI 2 61 2 5RO H ATz,

s ABEIZEE o o BT B ARIE . IRIUBEE . DAE A B e,

T A OIERMERED LN &S FRRE TR,

: Wilcoxon FFEHIEN A E

T FEFHGEE

I BIREHmE B

H © o

(REH)
BIVER 728 1 fRLA R38E U7- 835 1%. 94 7 64 5] (68.1%) Th o 7- (LRVEFEHT TS 4EM) .,
FERRIER GEBLE 5%LLE) 1%, THIA 36 f1 (38.3%) . EAEEEAS 15 61 (16.0%) . MEHA
PRy 11 61 (11, 7%) . Mar2s 10 41 (10. 6%) . MEIR2S 9 31 (9. 6%) . HE.023 6 il (6.4%) TH
o7, EELRBITER X UX007-CL201 RBREIT AR — FT4.2% (1/24 %, £ LT A), b U~T
BI)A T A—Tar— T 1% [3/33 6], BESHHREMAEIE K OVEPERER A 1 1, RSO Rlfig
SE - B K - BREVREEE 1 H (F—ER) ], Toflioak—hT2.7% (1/37 fi], &
FR) NTRD LTz, BRI O G IEICE > RWERAORIUTZ OO 2/ — b 1 SRS
Hiv, HIMKEFTH o7z,
AFRERTIL, UX007-CL201 FRBRBEAT AR — kT 8.3% (2/24 i, [DaA4 K OV ififs (45 1 #41]) .
NUANTH ) A A —Tamk—FT3.0% (1/33 fHil, DffifEIE) . ZOMoo 2R — KT 5. 4%
(2/37 i, DAL OVDFEDELS 1 ) O EREE SN, BWERIC X 23R
Nz,
a: FMERIC K 0 IBBE L O CEEH Y . B2 L BEDH Y . SUIBERH 500 LAV Ll S
B EFEL,
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EER (2% T2HULDOBEICEKEL-EER) (REeMETRER)
FEELEIE (%)
K ~FH )
UA00TCL01 AT A —T | Fofoank XN
REBBITa R
ak—hka | —F©N=37) (N=94)
— bk (N=24)
(N=33)
BIE R B 14 (58.3) 28 (84.8) 22 (59.5) 64 (68.1)
Bk E 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)
REER 5 (20.8) 7 (21.2) 3 (8.1) 15 (16.0)
HE AN 1 (4.2) 5 (15.2) 5 (13.5) 11 (11.7)
Mgk - 2 (8.3) 7 (21.2) 1 (2.7) 10 (10.6)
e ° 0 7 (21.2) 2 (5.4) 9 (9.6)
CEVTI 1 (4.2) 3 (9.1) 2 (5.4) 6 (6.4)
H L& 2 (8.3) 2 (6.1) 0 4 (4.3)
HEARR 0 1 (3.0) 2 (5.4) 3 (3.2)
SR R 0 0 2 (5.4) 2 (2.1)
REB L OREEE 0 4 (12.1) 1 2.7 5 (5.3)
BB 0 2 (6.1) 0 2 (2.1)
HEERE XS HEREE 1 (4.2) 3 (9.1) 1 (2.7 5 (5.3)
R rb i e 1 (4.2) 3 (9.1) 0 4 (4.3)
Y7 g
i 0 3 (9.1) 0 3 (3.2)
M7 vrForRAFRFF—F
0 2 (6.1) 0 2 (2.1)
HEn
R R EE 0 3 (9.1) 0 3 (3.2)
SRR 0 2 (6.1) 0 2 (2.1)
BYYER L OF4EBE 1 (4.2) 0 1 (2.7 2 (2.1)
BRER L O TRBEE 1 (4.2) 1 (3.0) 0 2 (2.1)
MedDRA version 20.0 SOC,PT
a : UX007-CL201 SRBRIZE M U723, ARG IN TRV 2 FE 2B 2 T\ - 1l & T,
b W2 DD adk— MHET 209 EOZERH B EIER,

TE) AFIOREBI N8 - R L OHE - AT TV, 1. Ze3zhE). Tv. 3. AiEROHE] KO TV, 4.
EEROHEICEET 2R OHEBH,
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(4) HRAEHIER
1) HIHERIERER
LR L

2) REMHER
R L

(5) B% - HENHR
R L

(6) AENMFEMA
1) FRARERE (—REABERE. FEEARERE. ERABBLERRAT) . RERTET—
AR—RAE. HERTERERDBRONE
DHLERFT R EERRER (UX007-CL302 5XER) (1THh) *©
ARER D B 1Y /N LC-FAOD SBFITIIT D, FEERIRA N2 b OBE K ORI T 5 h U~
XA DENEERERD MCT & ERFTT 5.
KB 18 JA /N LC-FAOD
T EREBIEL 60 1 (2~6 7% : 10 BILL . 0 m~2 mAin < 5 BILA b, 1 s < 3 I b, 4%
3w ARG 2Bl EEETe)
RERT A | BfEAL, CHEMR. AR, FERRIML A X MEREYRL 2R IR R
#5751k KGR A ARG RESUTNER D MCT FeBHET 1 1 TEAERIZHIY 11 (8RR
Flin, A7V —=" 70 18 » AWM OFEEERIRA X2 MREELRG) . 1 BHZ D
) —MEEO 30~35%% BAEEAEE LT, A< Eb 1 B4 ETHEERST
Do o, BARNEERFE 4 FILL B | ARREGREUIERDO MCT B 5REIZ1:1 T,
@A T2 AW TICEEA IR T2 L & LT,
FeRHIER | AMEO EEEGR A X b OFRBUEE S
FRNT SRR | A SIMEREAT I3 228 PR EERIR A N2 M RARICE/MTETH D,

2) AREHE LTEBFEONEXLRRE L HE - HROBE
BRI L

(7) 20t
DR L
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VI. ESFEE(ICEHT HEE

1. FEPNICEEH LM IXEEMEF
L7

2. FH{EMR

(1) EFSRLL - ER%RF
AHNE, CT DRENIIE (75 FR) 343

31)

P BRERR S D A EBH MCT T, TCA [BIHE D FE A i Fe 5

é(mA@%¢ﬁ¢@E@ THEFrae—R),

AFNL, BOEREIC
FIL CoA (250F) L7mbrF=/LCoA (1%
5 2RI Y . LC-FAOD RF D= R)LF—

BRI 1. 7E&F )L Coh DFEAE
T EF L CoA 1. TCA [EIFEDH

Vo=V g (ATP) PEEAIIERA SIS, 2.

HRAERICBRIA &SN D,

BRI 2. 7at’ 4 =)L Coh DFEE

BN THE Y N—PIZ X0 HReNI AR S, HIRE R O
FUT%%@%%@T%@C?@ﬁ%~7ﬁ/&kLTWWéﬂéoV%~7&/&1
LC-FAOD B3 TR Z ¥ % KHIENMERR LR Z23F R L,

I\:‘/
FI.
@%&W$%ﬁ%ﬁﬁm%$m;@7t
>T) IR ESNS, s oREWIL, LT O R
RzRETIIEEZLND,

—BEETH L oA ERES L, R —REROT T

TRNAF—TENEE > BRI o7~

Ta A =L CoA TS B A MRHHT LY, LC-FAOD T _IRMIZRZ L1FDH AT =)L CoA (TCA [H]

EEHREA)

ITAFEEE MCT (TR R Tdo 5 7,

IEMIND (TH7Lr—vR),

Fa A =)L CA DT ST a— A KROWEHE

AEIDERERE : A7 (FIUANTR/AV) OERBRE (4 A—DR) 35232739

RiREERTER

}

BERRERP 2/ )L.CoA

AN=Fovrl

CPT1
CACT

CPT2

RaHISARE:
A=

xE
(NUNTFI /1)

SRIRUPE

SRR
(€6,8,10,12)

SRARUFPTRII AR

&2

v hd y l
¢ 7eFiccacs ) @EEEEEES
|

A
AFILOZILCoA

TCA
E}iz:d

A
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(2) EMEEMITEHHERBIE

FFREEER

1) Sy MERFETIVIZETS 04/ 7 FoFRERRUVTFILOTa v I REY

DAT2 UBOFEY AH & C4/C5 & b AK%ERE (ex vivo)

Z v NERFET MVIZBWTAT X U B PSR E CHEMR L. ~7 X U EEO R A B E KT
C4/C5 7 b UG E 2 ER Lz, ~7 X URIIAFIICE D IAEN, C4 7 B UARKRTNC &7 b Uik
BENRT DI LR INT, Tl AT X UBRITERICE Y e B =)L CoA 1 431 & T & F /L CoA
2 FHELDZ NS, ~NTHUEERRD T a0 A = VERT DK 40%H C5 77 b MRS RIS, T BT
JVERAL DF) T5%705 C4/C5 7 s ARG RIZHIH S35 EfEE S vz,

S FERFETIVICE T B5ATE VBIRYAHEER U C4/05 7 b VKEREE (ex vivo)

(umol - g - m;g‘j NI VBEAY
—8— CATNIRER,
—o— C5UNER&ERL
C 104
4 ~
/7
C?¥ 8-
52
15
5 o 6
A P
& H P R
B& A u
EO 4 7
B — =g
2 -
A//'/k_/ ) -
O - T T T T
0 0.2 0.4 0.6 0.8 1.0(mM)
NTIVE
*tGe - ik

— WA S B 7 M Sprague-Dawley (SD) T v b & 0 fifH U 7= ATl & #21Eik © 20 0BG L CREL S B T21%, ~T 4
VPR 0~ 1mM DR CRERIRIZHEIN UTe, FESRBALE 14 43 KON 18. 5 3 IS AL O (B OFEF IR Z 8RB L, ~7°
B UBEREL IAH BRI CA/C5 i SRR BEE T A~ NI T T 44— EESHT (GCMS) EICXI W ER L, WA
NERSEEILEE 23 0 DAL N=6, Z DO PEEEIZ SN TIEN=1 ThH 5,
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OANFTa UBHEOTFILAT 4 v I RE (ex vivo)

(5,6, T-1Cs B~ 7" 5 VR OV PC R 7 m v U (RHR) 2T, T e T
I RIS EM T v aT 4w 7RISR LT, ~T X UBRHSEDMRIN T v T 4 v I K
I, e A R R AR R B AT A IR T h o T, — T, MRt T T v e T
4 I RIS TIE O 2R L, ~NT X2 CEBREROHSH T 7 L a T v 7 RSO E T K TR
15 umol/ (gWzMEE & + min) |23 L7,

S FERRETIVICE T B5ATE VBEEOESH - MW7 F T LT 1 v I RIG (ex vivo)

B|RWF FFroFavIREG
0.4
g é 0.35
4 J_b 0.3 1
L C
Co 025
24
DM 024
M3
38 0.15-
25
BHE - g
% % - M3IEH O B
0.05 a —e— M3ERATTUEBER
—m— MITBATI VB MMAT S B
O = T T T T T
0 0.2 0.4 0.6 0.8 1.0 (miv)
[5,6,7-2CGINTIVEERIZ [C] FOEA VER
pmol/ (g ¥R B - min) N7 FFLOF v IRIG

S8 20 M3 OS> B
H % 18 —e— M3EEAT I B
1) o T NSBEATSVE M5
5 i ]

#
gé & 14
HE
Bg_] |
7 C5
¥ ?: 10 A
A
ofE
FB® 07
g
UE 4
2E
w7

O = T T T

0 02 0.4 06 08 1.0 (M)
[5,6,7-BCINTIVEENI(X[3C] FOEA VB

xSk

— e S HESD T v b L VI U7 R A SRR C 20 A TEIEERR L CRE(L S %, [5,6, T-5Ci]~T X VB Y
WZIBC: 1 Fu et i () 22N E0 0~1mM OFEEE CHERIK ISR L7-, BEMRBIAA 14 43 KON 18. 5 434 (i AR
KOV ORERRZERIL L, X7 7 va s 0 v 7 Ks (A7 =)L CoA O M3 #Ei#tb3/ 7 v e 4 =)L CoA ®
M3 FEEk =) RONMEXIN T 7 v e T v 7 KOG [EEERY IAREE-CS & b ARKIERE) /Y EE 6 O
WY F7ves vy 7 n] ZiHiiLiz, £7z. [6,6,7-9C;] ~7'F EEREVRIRIC 1mM O 7 & Ul & FERRIZ N
L. A7 ZUBPA~T R BRROT v aT 4 v 7 RIS RIE T8 %35 L 7=,
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2) PUANTR A VBRABRERVBERNRSRORSE (S k) P

HRETORAT v M, NIANTE A~V arzhnl) —ERED 10~40%240% 35 &

T, BARN ST RIS L. P72 CERRE, C4 7 R UARIREE RN CS 7 B ARIRE DOf%

RPN 2 R0 L7z, L~ 2 BRI B I A0%FRARP I G- CRoRE. + N 57 Cle/ME

o Lle (EBRRHEKREG O EZERS ), —J7, M 65 & b ARSI 40% -+ —FRIBN&E GRET

KRB Z R LTz,

M C4 & N ARIREE IIRRE - AR OB TR—ZA T A VENEHETH Y . 20~40%FR RN 51 Txt

FRRE L el L CAHBEICIR T L [p<0. 05, 237 BL0HT (ANOVA) K OX Tukey #E ], + “45NIGMNE 5HE TI.
BERELITRD o7z,

FUANTE A o BREREOMBATE VBRERVMmMA C5 7 b AKREORRIER (v )

NTIE
(M)
0.7 EEEIEK
—O0— hUATF/A4210% IV
0.6 —&— RUATPI/A220% IV

—O— RUAT/1230% IV
—B— NUATD A 40% IV
054 —m— rUATPI/4240% 1D

~
g 0.4 PEmsmERE
g UM vimwems
[ ID: +ZiElEmiEs
El 0.3
B
0.2
0.1
0.0 §
T T T T T
0 60 70 80 90 (43)
BERS
C55kE
(mAA)
0.3+ SEEEIEK
—O— RUATF/1210% IV
—— RUANTI I A220% IV
—O0— RUATI/12/30% IV
—— RUATG A 40% IV l
C —B— NUATS /A 40% ID
£ 024
P TiyE e
~ VRS
>/ ID: +=iEBNERS
%
B 0.1
O -
0 60 70 80 90(%)
B
xR - HiE

MR TORBEESD 7 v b (N=6~7/8f) (2, AHBEAKTINIA~ATH )4z~ Tarm, hu ) —FERED 10
~40% A Y B R T 90 AR, BRI T+ T HRIBNEE Uiz, 5K TIRICEIIRM Z 8RB L, GC-MS 1Tk v ~7' X
VERMONCE o b AR R EE A RE L,

-32-



3) IEENE. BHARUVIF7ZUICATOAT7AIICRIFTEHE (Sy k) P
HMETORAT v Mo, ~"THZUBET NI AT 100NV A~NTH )42V arihnl) —H
KED 400 T2 A& THARN XTI+ FBIBANES U, s L ORI 2 550 L 7=,

MAEF 7V e — VREIR, NUANTH A UFRIRNE G5B TR & il L TR EIC BEH- LR
(p<<0.001, One-way ANOVA J OF Tukey /&), Z /b2 —ZA KOS 2 Y PP L 0 Il S 7, ~
THE T N U AEIRNEBEGEER NN VAT ) A o+ T HRIBNE S CIIE E R ITFED
Nphotz, MR 7L a—2BEEIT, B UANTE ) A RN RO I8N GRE T, IREE L
g U CTHEEIZ ER L (O d p<0.001, One-way ANOVA K TR Tukey #iE), WIZ, ~TF X g
TRV TAITIDNIANTH ) A 25 U2 _CORET, BEHE CoA J2E 136 IRRE & it L CTHEIC
BFL, ~"F X UBRHEDT 2L CoA IBEIFAEEICEA L (WFhvd p<0.05, One-way ANOVA &
O Tukey #7E)

FIANT2 /A VBREROMBEFS ) O0—ILETTILI—IREOERHHERE (Tv )

(M) JutO—-IL
3 ETREHEK IV
—B— ATFIVBFIDL IV
1.8 4 —a— ~AFIUEF IS LT UEO—IL IV
16 W bUATIILTIV
S | A AT AT A YAUY 1Y
) 144 —0— NAF9/A2ID
£ 12| moEsmess i S S
? 1o vomERmES
I . D : +ZiERMRS
e 0.8
B 06 A 3 & = a &
0.4 4
0.2 4 e —hﬂ;ﬁﬂi—ﬂ:‘;ﬂ
0 - T
0 20 40 60 80 100 120 140(43)
B RS
) FIba—R
m1 34 FERIEK IV
—l— ANTIVETRUDIL IV
12 —a— AFIVBEF RIS LT RO IV
—— UANTI AV
T —a— FUAFIIA 7 La—2+
7o AYAUY IV
7 —O— NIAFI A
J D
.
& 8-
=
E 7
T T T
51 mmemmes 1 1 I 11
54 IV:EiRrES
, Lo +=isiRrE s
0 20 40 60 80 100 120 140()
RS
*E - J7E

MeR T ORREAKESD 7 v b (N=6~T7/Ff) 1T, ABAEHEK GHR. FIRN) XiIh e U —ZRED 400 HE T 5 HAET
ANTH T N U TN GEIRNSUT+ FRIBN) SUT 10% s U ~TF X ) A v~y ar GEIRNSUT+ BB %
125 ARG L7z, F7-, MR 7 U o — ikt d 30 E VBREORELITET 2720, N ~TZ ) A IR
BHIZTNa—=A KOS R CEGHT O ER T2, EPROFGHETRICERL L, iEF 27 ) e —1 KD
T a—APEEZ GC-MS TER LT,
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o EEEER

DEEIODRARVCITILA—A LT VRR—2—1 (GLUT1) / v O 7D I DRIZEITHIRILF—H]

ER{A B U iR E Y B R ERIA ©

%E@vﬁxﬁwmmq/y&??hvvxwwmﬁﬁé«f&V%@ﬁ%%@%btda&%%d

N BRI, AR A GLUTL /v 7T 7 A~ A EHIT WEh 7L o — R PR EE A

MU, MOEIRZ ) THlEIZBWNC, 77 vas o v 7 szt LtB67”mA7&/%&U/
IX[3, 4, 5-1%C3]1C5 &7 b AR TR ST,

FRIE R BI85 1F AT 4 UEER B DOEXE

RE G
oAA L
B 8 PR
TCABIS -KG GLU GIN
SucCoA etc. L
Prop -CoA (5UCC°A3 393
gg 2872
[5,6,7-13C3]Hpt 3 § CO; 1
CO00000 -==-===========-==== a4 .
567 vy e o,
I *Ac-CoA §§ PfOP CoR
v oo
f [5,6.7-13C3] Hpt BB \ooofoo
0000000 345
| 567
I\Ac CoA > []I[]

oo 7
1 / [3,4,5-13C3]C5-KB
00000

[3,4,5-13C3] C5-KB

Hpt : NF9 /8, C5-KB : C54 b/ Ac-CoA : 7FIUCOA.CIT : IT VB a-KG : a-7 b )LS LB
GLU : ZII=VE.GLN : FIL9 = Prop-CoA : FOEA Z)LCOA.SucCoA : R7¥ZJLCOA

OAA : FF D OEEE. COz - ZBLRR. CH - ZOESORFRITIFMN' HBEERT

OFN : B3R 12 (GARaH) OFD @ 53R 13 (CCTIEES NIziR)

2) NUANTRIAVOESRERSEMNEREIHT L CoA BikEEZ RIS (VLCAD-/-) ¥ XDIiDM#EIZ
AR R
wmm#v¢XT@\@@%ﬁi*w%—KEmiDW%&&%K&%%%&?L\MT%ﬁ%LT
HIOAEICESD %, MUANTH ) A % VLCAD-/-~ 7 A 1 4EMREEIR G L= & 2 A, IFligcB T
L7 FTvaT 4 v I SOEMBPRO bz, —F, B UBlKERESCE L Ui —E
OIEMHIF EF LR, DICB 277 v a7 ¢ v 7 KISITHENET, IEOUEE LR O bl
Motz %)

3 2FBEOEMREETIVICEITIMEZER~ADEE (YTHUR) P

NUANTZ A OPURBIER % 2 FEOEBERIEET L~ A (AEX R 72T VKU R
HIVEHERET ) TiHMliLiz, 3% b U ~NTH ) A % 3 BERERE LA ) o7 E
TV TIL BRI 2/ LT~ 7 A L _T, 0 R U7 RIEORINAH EIZEL LT (p<0. 05,
tRE), E. ERAALEVBRETATIE, 35% N U AT X ) A L OREGIC LY | FEEE A
FEE LT~ DR LT, 77 v T v 7 PRREENSAREICHEML (p<0.01, Bonferroni f#
TE) . SRIEMER R FVE DRSS D 50%859 L7z (p<0.05, Newman—Keuls f&7E),
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4) EBEFTTY MZBTIZLERRERVDHIILI—RBILICRITTHE D
KEWRAEER T v FEHWT, FUANT X A URDEEKRE ODFERE. ROV 7L a2 — AR K IE
WA U, BRI ARRETE L2 T v P EHART, 30% MY AT X ) A EIRERG LT v
Tl EEOHESRK LMD BNEEIZE2 7 (p<0.05. One-way ANOVA), F7-. JEIERH D
ENE PR R 2 k3 D R EME R R EE Db (/e ) DA BRI JRiEZR IR 2 SR 71
OEEFRAFREE DL (¢ /a' ) DAEICEWZ G, EEEHT M OJLERE O EN R SN
7= (21 p<0.05, p<0.01, One-way ANOVA), SEIZ/0l 7 /0 a3 — AL OB BERBGENRD Hi
7= (p<0.05, One-way ANOVA),

FIANTR /A DREEREIZLEHLDII—FRDEL

EZ0EGHESRB(LVMI) IDARRDEZEAEEREE (eFS)
(8/kg) TS (%) T e
124 *p<0.05 (vs. 3788) . One-way ANOVA 70 One-way ANOVA
10 60 ~
L 50
v ° : F 40 !
M 4 * )
| ° S 30-
4 201
2 10
0 0
AR 17 T30 FHER T7 T30
HERFHOEIERRIEEEREICHT S HRAREEACH I BHRRFEAD
FEEERITERE DL (E/e’) {EIEREmiBaEE D (e /a’)
254 FELREERE 1.8 TEHRERE
#p<0.05 (vs. 7). One-way ANOVA 164 *%p<0.01 (vs. HHR) . One-way ANOVA
204 1.4 -
T , 1.2 o
E 154 . € 101 :
e’ | a’ 0.8+
10 0.6
54 0.4 4
0.2
0 0.0
AR 17 T30 FHR T7 T30
K - iR

KENWRAEES T ~ b (N=13~14/88) (2, BEYERRSUI R U AT Z )42 [RoxLFX—8D 7% (T7) XiE 30% (T30)]
EFHEE L. DT a—REIC LY, LWI, eFS, E/e’ . ¢ /o' OBbEfE LT,

(3) ERARTARFMA - HiakFR
e g L
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VI. RMEEICET SHEB

1. MPBEDOHRE

(1) BREADGMFAR

AR L

(2) E&RER
1) BEEkE

ORERAIZES T 5mAEE (UX007-CL101
. AH0.3125 g/kg (1.25
%fﬁmjli@%+k@% L CHEEREG L L =,
R T o 7272, %J&7&/4x@é%@é%%%
A DEEJEMRBY T D~ 2 O R DO HER K O Bl

fERE AR 13 Bl

B ThoTz

o

i 3

nt%ﬁ(ﬁa é *LT_E[L':F'AEJ"_

HER. MEAT—4) ©
g/kg/E3a>25%) 1% 0.375 g/kg (1.50 g/kg/H D 25%)

R N ANTH A REITIZEAEOBRIKTER
uq:ﬁﬁ j:;%jj'fﬂ L 72 o 71:.-0

BEAANICAFZEEIRS LIBFOANT 2 VBOFNHREDHER

(umol/L)
300

mERVaLD BHE

—8— ##0.3125g/kg (N=13)
— F#0.375g/kg (N=13)
B RE

T
100

260 360
15T

T
400

1
500 (43)

cNU~TH
ENT A—ZTLTD L&

BEBRANCAZZERZREL-EEDATE VBOEYEE/NS A —4
AR 5RE (N=13)
B Cons - ngggy iﬁg;%; AUCy 5, CL/F
(g/ke) (umol/L) * (h) ® TR o (umol - hr/L) * | (L/h/kg) *
(pmol/L) (h)
0.3125 178.9=+145 0.67 172+151 0.50 336.5+223 6. 05*t2. 80°
(0. 42, 6. 50) (0.42,0.97)
0.375 259. 1134 1. 20 2431149 0.82 569. 1189 4.31+1.02¢
(0. 42, 8. 30) (0. 42, 6. 40)
: TR YR S

D HPRAE (/M R AE)

a
b
c: 6l
d: 10 1
Cn

o BRI LR EE | o B

CL/F : AT oey 7 V75 A

i R FEBERR ] AUCo-s, < MBI 512 0 Wef] 2> & 8 ] & T oDk BE — IFf] bR T i F

TlX, —EARIOFFENE TN

KGR OFH N OLEBIFEIZ D ZBRE L

— A LT,

2) REEE

OERAICEIT50mAEE (UX007-CL101

fERERR N 13 Bl A 0. 3125 g/kg 2 1 H 4 18] (1.25 g/kg/H).
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L. 2 HREpE LT- b x, MR NU AT X ) 4 UBEEIZIZE AL EOBRKTCERIBRREG ChoT-7-
D, RNUNTH ) A DE 575 ERERMILFEM Lo 7z, bV A~NT X ) A OFFIEEH
WMTHHNT X UEBROEYENENRT A —ZITUTDOERBY THoT2,

BEFRANARNERERSLEEEDATE VBOENBE/ NS A —4
AF|#EHE (N=13)

Cmax tmax %%}]@ L)-o"—' 7 H?{:@Y’%E %%}]@ l:o‘——' 7 i /C:‘@H%Fﬁﬁ AUCO*Sh
(umol/L) ? (h) ® (umol/L) * (h) ® (umol « hr/L) #
319.9+ 164 1. 40 240+174 1. 17 789. 8+346

(0. 00, 8. 40) (0. 00, 2. 42)

a 1 VI ERE AR 2
b HRAE (/ME, R AE)
Cuax © BRI FHEE oo i ML REBNERER], AUCo-s, : FIIEIH G572 0 BRI B 8 W] S C oD I — WRp ] R T i

AFRERTIE, —EAGAOREN G EN T 7ed, AKRBOFHANOIEFIRHIC OZIRE L, —HkZE LT,

@LC-FAOD EFI-H (TS M BE (UX007-CL202 FHER., SAEAT—4) 4V

% A& OVINR LC-FAOD SRE 2. AHZ DCI 0 25~35%4 HiEf&E L LT 1 B 4\, &% Ik L i
ALTRAOIRERE L&, MiET ) A~TH ) A VBREITIFE A EDORIKTERBRARM T
bolclcd, NIANTEZ A DS B 5B REFHNIITFEN Lo >Te, NUANTH ) A DOFEE
TSR Ch D ~T X VBEOFEYENRE T A —Z I TD LB ThoTz,

LC-FAOD BEICAFIZREBRES LI-EEDATE VBOEYEFE/NTA—4

EEES € AUCo-1ast taax Crar/ FAE AUCq-1ase/ FA B
(g/kg/H) ® (umol/L) ® (umol + hr/L) ° (h) © (umol/L/g/kg) ° (umol « hr/L/g/kg) ®
/N ERE 1.34 215 401 0. 658 660 1230
(N=6) (0. 284) (166) (161) (0. 483, 4. 20) (145) (127)
IDPNGE 0. 862 126 229 1.63 508 920
(N=5) (0.278) (58.7) (94. 6) (0. 633, 4. 00) (68.2) (102)

a: VI (FEHER )

b o SfEEIME (G- CV)

et PRfE (i) MiE, & RAE)

Coox B APIREE, OV 2 ZEBMREL, AUC)- 1000 : #5542 0 e 70 & TERERTHE T o 72 B IRe Al £ T D B — e[ i T i
P oo 1 B B0 L R EE BRG], oo/ B G- B T2 0 DR E ML TIREE . AUC) 1/ I & G- Rdb 72 O E% 0 B
817 & 7 B AT RE C db > T2 A IRl T DI BE — WP SR T T A

6. AZERURARE

B LTOHEXEZRAWTEB LAAO 1 BREGEE 4 B0 TROUIRER 575, dERICBITS
IDCLIZx T AARANOEIA] 1L, 10%0 585 L, 2~3 BEIZK 5% T BN E¥ 5, BEMIE 256~35% & 9%

2, BEOIREEICIS UGl EERT 5,

1 g5 & (mL) =1 Adb72v ooV —8EE (DCI) (kcal) XDCLIZxT 2 A# DEIE +8.3 (kcal/mL)

(3) this
DR L

(4) BE - tRAEOZE

1) BEOEE

BN N UANTH A RO ORI ORY BN EE (K IF 9 B & Sl 4 2 72 0 O R SRELER R T
FhE LTV, AFIDOE G & DIREHDREMICOWTIE TIV. 7. FH8IE K AR DOZRENE] O
HE M,

2) GtREDEE
VI 7. fHAMEH) OEZH
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2. EMEER/ANTA—4S

(1) fBFAHE

1) UX007-CL101 & ©

TERERR N 13 BlZ 381 D AKI A& 53T BB 5% o iRz v, U5 — h EN4Em=s
BIHTEIC LD BUANT 2 A ROZEOREDOBREZRE L, /33— kA2 MR CTH
WENRE N T A — X R T,

2) UX007-CL202 kg

A B OVINI 0> LC-FAOD (4 11 fillc 3515 2 AFI O KE# 5RO MR EEZ AT, N F— R Sh
TR NEIC LD FUAT Z ) A VR OFORBHOBREZREL, /a3 /8—hk A b
RN CEMENRE N T A — X &R Tz,

3) RIHEMSEY B AEfFAT *
UX007-CL101 #A%k. UX007-CL201 B, UX007-CL202 FRBROD M T — 4 % Ji\ = FEAE S B HEARAT
EATo T, FHEFERMBIER OMIT VI 3. BHEN (RYal— =) b oMBE,

(2) RALEMEEH
BB L

(3) HERETEH
B - Y A

(4) DUF7S RO

R N 13 BlC, AH0.3125 g/kg (1.25 g/kg/H D 25%) 1% 0.375 g/kg (1.50 g/kg/H D 25%)
A SOTEE EIRAE L CHERR ARG LI EOANTH U BORNTOLRE 7 VT F A (CL/F)
DONHEIE, 0.3125 g/kg Fe5-F5T6.05 L/h/kg. 0.375 g/kg % 51T 4.31 L/h/kg TH -7,

(5) HTEH
KPR L

(6) ZT0f
AR L

3. BEMA (KREaL—3Y) i

(1) BFAHE?

Fo2WMIN AL N—= R A MZT T HA LDHD EHO—IRWIN, KO HEEED 1-a 78— | &
v Nyt SO RHERIEEIEE T VAW e, BT L, NUAT X A U RKIEBRGHO~TF
VERD RNT ORFEREBAT L0, ~TF UEED CL/F ISR A 2 fL I A F . B, KB D
WRLEERT HI20, CL/F LORNTO5AREFE (V/F) 127 v X M)y 7 Rr—U v T aERA N
72

BH LY AN DCLIZESWTEBIME S iz 7o, RHEFISEMBIET T L0 LHEE S D IR &4 1
BRE CEBK T A Z LIXTE RN o7, T HEET ILDFEHZ A AT A —H 2 HNT,
BERE R — DR EBEHE (VAT XA 1.25 g/kg/H. 1 B 4=, KEIXS 22215 %
ZEEME) EEGTOIRMT, vIalb—varEEmLL,

(2) INSA—REFHER Y
% T FERER  (UX007-CL101 #RBR) 12N U7z Rk N 13 fil, MOV MAHRER  (UX007-CL201 7k,
UX007-CL202 5&B%) (2200 L7z LC-FAOD B3 30 1 (5 A 7 1], /N 23 f5]) OfeeET — & 2 v TRk
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LS ENREMRAT 2 266 U 7, RHEMSEMENE R T A — X HEEEIL, & 1 RIN=a >/ S— R X ho—
RILIGHFE EH (Kal) 23 0.425/h, 5 2 WL = /X — |k A 2 b O—RWIGHEEE EEL (Ka2) 23 0.507/h
ThH ., ~TFH BRI OK) 56%TH 1 I = s A b SAET, FH2lNar /S— kA b
MO DOWINABIAET DENCIFIFR T T2 AR STz, HERELE L TREORELEZE L, CL/FF
LOV/FIWZESLSTar N v IRy —0 T hETNVCHAIATL L, Ta A N w7 A —0 7
FEEUT 11230 > 7=, LC-FAOD B3 Tl R (2 b~ T 7 REEEFH C O~ & R D CL/F 3
1SN EHEE SN2, EEREEEI 2 ZE T 5L, ZOETRME Ik ST, EIREEEOH
TEAEIE CL/F 2549 60%, Kal 25 100%H T, FFZ, WIHE DR AZENKE WD L3RRI T,
BEET TSNV I 2 b— 3 U TlE, AUCey O mHEEMIL, T X ToOHZEE (., NCI-0DWG
RIS FRRE. A (B AL OIEA AT, MR, RE) 28 80~126%D#IFANTH 572, Cuax DR
HEMED, < OHEEN 80~ 126%DFHNTH Y | KENEWEM (73. 1~126kg) K UFEEF
WEER] (17.6~62. 1 %) TEILZEIL 146% K% Y 130% Td - 7273, BRRANICEE Tl 7euv &l S 7z,
NG OFERI G R, NCI-0DWG /3 3AI2 2D < JH#rE. AFE, MERI, REIX. ~7 % VB O 3K E)
REICHRMICERDOH DB E LTI 72\ E RIS LT,

4. mm 43)

ABNDOBENKTHD F U ~TZ A, BROBEUZICHERNIETHEEY RX—BI12 L 0 STk
SRS AL, MRERE A O a3 R U TREAE EEILRATRER CT OB~ 2 Vel L TRIRE D,
L7=WoT, NINTH ) A DEFBBEEIIISbINMhEEZLND,

5. 9
(1) 1% —fxBEPY & @4
LR L

(2) mik—HEREFEBY

TP L

<BE W S ARRABIERRTIL, BEMRIIC N NT Y A VAT LIRS bR
B TIRERINROWRD DT B3, BRIAEORHR L LCRAFROMD R O AR TR
BB E R SNE LD L ELBD,

(X. 2. (5) AARABMERG OEBH)

(3) EAA~DBITH

LB L

<%EZ % SKKOr ML A~OBITHEICOWTIERHATH A, T8 MY 70U+ Y REOMONE
TABII R DO IEF 725 T 5,

(4) BR~OBATH
MR L

(5) ZDHDMBHBADBITHE
ARANO EZEERE TH o ~TF UBRIT, 2 Ir L TagI#ETh, ThEhOfiikk Ol T
JThPAVRITIEBATL, T THIZRBE S D,

(6) MIFEAKEERY
AFNOFBIEERBE TH DL ~T X U (40 TN 400 umol/L) DMIEZ 7 FE56FRIT. FREFh
77. 5% K% TR 80. T% T~ 7,

6. X
(1) RBERALR VAR BHRRR P
FNUANTEZ ) A DNMKDIRIZ L > TER SN DT Z O EERBFRKIT, S har U7~k
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U 7 Az IENRERIL TH D,
NTHUBRIE, PE{T SV CoA VT X —BIT X W AT H ) A )L Coh ITEH SN T= D BIENERER L &
ZF D, ~NTH AN CATFEET L CoAT b R —BIizk X% 7 AL CoA &7 (Tk
F )L CoA 1 53 FDfiH) . FIZA YNV YL CAT & Ru X —BIckY -4 hX % /AL CoA &
b, DKk, B FXUX A CoA IFT AT —BIZL o TUIWr S, 7EF /L CoA 1 31L&

BEA =)L CoA 1 53 FEAEML, ThOIFERRNOTRLF =L LTRSS, 72721,

255

DOFFE DAL T TlE, RSB W GEMM AN R S, B-7 b0 X /AL CoA D
B-t Fa ¥~ & f (BHP) SDkFEM S5 (C5) 7 bk, 7EF /L CoA v -t Ko gl

(BHB) %Dfkz#%c4 (C4) 7 b AR SN D,

NT L UBOTERBER (8B

fHAE

\/\VA»J\m_

NTIVEE(CT)

—_|

Cn: RFE ¥ n, BHP: B-E FaF X% Uk

SraVRUF
O
Y
H
NTFIVEEC) O
l‘ ________________ ¥ 77</)LCoA
T I—E
O
\/\/\)k S-COA
~NF9 /4 )LCoA(CT) -
e 73/ JLCOA
FErOS 8
@)
S-CoA
~R>5 /A )LCoA(CS5) :
. 14 VI\LUJLCoA
FEROS S —
O O
S-CoA ”
B-r_9 /4 )LCoA(CS)
l FAS—F
T 5
(1 : BHP)

(2) KBS 5BR (YP%) OHFiE. 59
In vitro DIRHFBRIZIBNT, NIATZ A ANIMRF LT 3FEO Y N—8 (JERY Z7UkEY RY
NP ERYZUEY RUN—PREL X7 2, DLRFINTZTNY N—F) |2 X THK
DEREENDZ ENRENT, £2, B ’MFI 7V —2% B\ in vitro ORFEREBRIZB VLT, ~
FEUBEITTF R 7 m— 2 P450 (CYP) XUZw U Y sy u L ERiEBERSE (UGT) 24 LTt

H S D AR RV 2

EITRENTZ,

(3) MEEBNRDEERVZDEE

MR L

(4) REMOEHEOERRUEMLL, FHELED

7. Bt
MR L
8.

In vitrolZB W T, &g

S O RR—4 —IZB8T BiEEHR 0
Xy UT hT U AR—H —%E A L7 HEK293 Ml W C, ~7 & g,

JoE# :JbCoA(CB)_/

L

@)

/lwcw

FEFILCoA(C2)

+
O
\VJk&mA

(e
(ZILO—RESH)

BHP.BHB O EEER VAL N TV AR—F— (BT =F > FF v AR—&F—R I ~XFF F[0ATP]1B1,
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OATPIB3, AHE7 =4 b T AR —4 — [0AT] 1, OAT3, HHeHF 4 b T v AR—%— [0CT] 2.
multidrug and toxic compound extrusion [MATE] 1. MATE2-K) Zxf3 B PHEREZ#HT L 7= 38R Tl
T Z WD OAT1 (ICso : 30. 1uM) JRTROAT3 (ICs : 33.1uM) ZFHET D Z TR ENT,

In vitrolZB\W T, Caco-2 HJEFEA T, ~7 % fg, BHP, BHB O#HEH b7 v AR —%— (P-KE
& X7 [P-gpl. FEmHE4 > /X7 [BCRP]) (k3 2 BAEREZ M L2 B T, Wind P-
gp XIE BCRP (Z5%F L CTHH B2 E IR & 2o 7,

9. BFICKHKRESE
MU EER L

10. REDERZRTHESE

(1) BHgerEs "

NUNT L) A ROEDRDORPIEMD DTN TH 722 &b, BEEREZ AT 5881
BID NIANTE I A 2 RO OGO S BIRE £ 3FA 9~ 2 FUBRIT I L TV, AHI DR M
OHRICBE T 27 — 2006, BHREREN N U A~T 2 ) A 0 RO ORI O R ENREIC B 2 KT
FTARBMEITIRW S B2 b b,

(2) FFiggepEs "
FHHEREIEE 2 AT HBEICBIT D U ATH ) A v RO OREY O IRy B e 4 SEh9 2 3BT %E
i L TR, USRS EH S, FFEEEREEN N ~T X ) A v RO ORHEM O Bhhe | 5
A RIFT AR IRV EE 2 BN D,
FNUNTEZ ) A ATIENOFE) R—=VB I Lo TATZ UL 7 ) o — VISR IRES LD D,
FFHSRERE XN T ORI B % AT E 720,

C ANTEUBEOEREIRIIT MO I har RUTRTAELS B TH Y . MikZ b7,
JHFBEIZ A OME TIE W2 D | IFREREREE N~ T & Ui OSBRI I E T 2 B IR ER)
EEZLND,

- JHFESBERRE TIZEE . CYP L OV UGT DR BLL ONEMEIME T T 505, KAID in vitro R ERIZIHB T
NUANTZ )AL ORBDTHD~T X RO BIP X2 O REBEEORE TR &R
IRENTEY, FHEREREN N ~T X A RO ONRE O SRS C 88 % LIE - I RENE
IFEWEEZEZ NS,

< RHERTEEMENREMATIZ IV T, NCI-0DWG 43 3AIC 3D < B D S RERE F 13~ 7" % VTR DI R &
I L2 N2 LR ENT,

11. ZDh
AR L
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VI. 22 ((FALDEES) (T 5EE

1. BEERNBETDER
REI N TN

2. EEABRLETOER
BREIN TV

3. SEERIIHRICEAET HIE L TDER
BREIN TV

4. HMERUREICEEYT IR EETDOER
V. 4. EACHEICEET 2T 220352 &,

5. FEELGEXRNIE L ZTDER

8. BEELEKRHIE

AHNOFE 51T, ESIEVREAH RIS LB IZF0RE0 s & TTH 2 &, AFIICL S
HENGE R E 2 %58 L7~ L C, mFTOREFIHRFEFHRAZZBICEFONREZHEEMRET5 2 &,
F 72, AFI O PCRWEFC L A AFORERIZIZ, BFEONERLBEEODCT 2 RETZ &,
(fiF#n)

LC-FAOD OFEREHICB W CREEHITEEREETHY . HAMENARD D, Hx D EE T
B, FEln, KE, HEEOTEE L~ U6 UL ET XL — B2 RAIION L, BENE Z 5,
KELTAVLERND D, £, AALLO e ) —EBlRELS 1 Ak a ) —EERED 26~35%¢ 95
72D, WEO LIV EBZDRETERE~OMENVNE L R D5 E508H 5,

6. REDEREZAIHEBICEHT HIE

(1) EHHE - BEEZEOHLEE

9.1 E6HE - IEREZEDOHLEE

9. 1.1 BN MEEREXIIHZERRFTEOH DL EE

BEORELEEICBZE L, AFOKREEZME T2 2 &, HILEIZBTD2EFNO~TZ R~
DORBIBEDIR T XUIANT X VORI DOIKTIZL Y | KAOERNBET2BZ001H 5,
(fife3t)

AANIIR OB G5, BENEECHSOMICHEY R—BIc L ~T X UL 7 ) & — UK iR S .
AT H R ORI Y N — B OIEMITRFET 2,

(2) B¥reEERE
BRE S LTV

(3) HF#pelEERE
BRE S LTV

(4) HEgExEH T 5F
REIN TN
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(5) tthm

9.5 147

PRI SUTAENR LT 5 ATREMED & 2 e MEIT 1T, VR LA MM a2 L5 5 &l S 5356
WCOBEEESHZ L, WHIRET v MICAKAID 50% DCT &, K OMEIR Y Y ICAFI D 30% DCI &4 %
Hll-t& (FhZhte NCARIOBRHAEZELG L E20 1.9 FAW 0.9 FICHY%T25H
&), BERICERTERRO b TND,

(fias)

TR C BT 2 ARZIFE I X D BICBET 27— X IR 5N TR Y . LC-FAD O EFEMICBWTEK

IRFERVESRE M OTENEE SN DT R Y A7 I3AHTH 5,
MX. 2. (5) AJEFEAwmIERER] OEHSMR

(6) =3

9.6 1ZELIF

B EOF RN OBAREOARMELZEZRE L, A0 XX 225 2 &,
(figan)

AH O FEHAFA~OBIT. BILRERA~OEE XTI PEE~OEEBICEHT T — 213720, @
Zxtgrl LT-ABRClE, BAMBHICT v BOIF~D N U ~NTH ) A 2 EE DR O 2B I
WO Lo T,

(7) MR
REINTWZRW

(8) StmneE

9.8 &

BEORBLZBHE L RN OHEICKREG T2 L, —RICAEHBEMET LTS ZENEU,
(fiFan)

KA ORI FER TR @i 2 A AL TR - 7272, 65 5 LD BHFITIIT 2 A K D%
RICET 2+ 027 =213 35 T,

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

- 43 -



(2) ftREELEDER

10.2 tRERE (BRICEET S L)

OAT1 1% OAT3 DI & 70 3%
A (eI R, AKMLFY
— M ANV F=TE)[16.7 &
i

FEHN 4 5 BRI - i E 1k By - fElRIK T
AR OVER N T D5BFNN | UV AA—PHEEMICELY, AH
Ay AHy k HDHTD, BEDIREEZ 3 | D ONT X U BOWERENE T
Bz L, THEBENEH D,
AFNOFEENRHI THDL~TH

S OEF| O RS 5
TEHEBENRD L0, BE
DOIRRER I BlEET 5 2 L,

VEEDS OAT1 KON 0AT3 % [HET
%2 LT, 0AT1 Xi% OAT3 Z 4
L7= 2405 O 3EH| O iigik 73 B

SNDHAREMEND D,

(fiEzL)

AFNIFE O G%, BENECTHESCHITEY R—BIlck 9 ~T X gl 7' ) o — WK R S,
AT H R OWGEEE I Y S— B ORI T 5, RFIZHEY S—BEH (B, AU 2% > )

EOFHT D & ABIORE TH D A~T X VFEOIREFZEEDMET L, AFIOEERD RT3 2 mraett:
N D,

AT HERIE OATT LN OATS (2% L CRREEA Z7~r L7z (ICs : 30. 1umol/L & TOX33. 1 umol/L) (in
vitro), OAT1 XX OAT3 DIEE L 72 A%HK| (7rtEI R, AR MLFH—1, RNYF=7%) Ol
HIREN LA T 28200 B 5,

(TVIL @RI 5 E ) OHESM)

8. ElEMA

1. &8lER

ROBWERADRH S OND ZLBRHLHOT, BEL LTV, BENRO bNTEEICZ&EGEH
b4 % 70 EHEY) AL E 21T D 2 L,

(1) EXLGENMER & WIEAREIK
R STV

(2) ZothoEIfEA
1.2 Z0thoEER

RIRRE! 10%LA
iR (MR, LRERE. MR

PRk, REFBAEZ . HLER 23

1~10%ATi

B pE s e HE M
e o) (45.5%). THI (45.5%). | -
-

(figEs)

AFNZ X DFeESNIZAWERIZIZ, MR, TR, EH, BLRERH D,
UX007-CL201 5k M TF UX007-CL202 BR DR FE A #5 L 7= LC-FAOD fF&4EHIZ W\ T, HY =N
KO ARAEBE S O CfE S B BBEAFEFL 1270 ] (70.7%) IZFEO LV, FBEEG D
ST-FGIL TR (45.5%) . LAEERE (17.2%) K OWER (15.2%) TH-oiz,
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BfERBEE—RRF

#5158 T HEELER (UX007-CL201 BRER) MDA LEELSAHIAFTERORERR (BHNT—4)

LC-FAOD £ LC-FAOD fB%&
(N=29) (N=29)

PT FBUEGIE (%) PT FEHEBIER (%)
BRI L OBTHEN H HHEES 19 (65.5) ElGES 2 (6.9)
T 12 (41.4) TR b fiE 1 (3.4)
203 6 (20.7) RAIEER 1 (3.4)
- IEE R 3 (10.3) A i P AR 1 (3.4)
M - 3 (10.3) RE D 1 (3.4)
WA ER IR 3 (10.3) M b U270 & ) REgi0 1 (3.4)
=Y 3 (10.3) RS ENE T 1 (3.4)
L 2 (6.9) (e 1 (3.4)
R 2 (6.9) 7 A N AVEE 5 1 (3.4)
R 2 (6.9) SRR 1 (3.4)
7 A 1 (3.4)
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AN 1 (1.1)
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AFNT, KET TREIBHEAAH R FEIE] 285 E LT, 202056 A 1R DOARE TG L, £ Dk,
HFZTI20214E2 A I KGR &2 BUfS L=,

AINZERT D R a L EORREX TR, HEEKOHE, HELOCHEICEET HAERIFUTO LR
D THY ., SETORBRNE1TERR D, ENOKBNEOHP TAFZERTLZ &,

4. BHREX[IZHR
RIFBEHBRABHERSE

6. BERUHAE
WE. LLFOHAERE AW THEH LA O BB G B2 4020 TRO XUIRE G-I 5, &t
FARICBIT S IDCT 2T HAFOEIE ] 1%, 1090 HREA L., 2~3 BEICNT SHIINSH 5,
EREAEI325~35% & 3528, BEOIRREICIE U CEEIT 5,

1A#ZEGE (nL) =

1AHEYoHe ) —EEE (DCI) (kcal) XDCLIZXT A AHFDOEIE 8.3 (kcal/mL)

1. BERUVAEICEET IR

7.1 AAOIRRBEGEORHIZHT=->TiE, BEFEOFRCREISCTIESTEYDOhe ) —F
& (DCI) ZRET 252 &, FAERKOILIE T, thoFEHiEg & ik U BN EIZ 5%
BLRHZEnbD, B, HEXOCHEOFHFEAXF DS, 3kcal /mL 1 IAKIOBALSH 7= O DOEL
BTHD,

7.2 MR R Y YUY B (MCT) AT oBRETIE, AFORBHE (1REGRE) 2E
FEOMCTOR G LR ETHZENTEX S, MCTOF L& & [F& TG 5854, DCLITxd
HABNOE G DEFEECTH H25~35%ZET HE T, 2~3HEITKNT 2HETHZ L,
[17.1.1, 17.1.2 &M#]

7.3 BIBEEORIZRET 5720, AANIFIR O £ £HEET, A3 I AR L E A ULk
e E<BETHKETHZ L,

7.4 BIBEESORIUC L AFENG O WESICIX. 1R ORI 4B E L, 1
BlH7- 0 ORGEAHETHZ L, £, BRERGOEEIX., 1EHZ Y O L 4 20~30
DUEELSTHZ L, ZNHORIEET-> THORABEREONRVEEIZIX, LTHHZ O
HEAZEETSHZ &, BES., JEIRSHEA LSS, AEEE T+ 2 EET5
&, BIEEMEE TOMBN T RWEGE, KMAEZHERT 2 2 &, B I E iGkEE
EENED LTSI, WHEREROEE A ZBET L2 L,

WM I 1T 2 AGRRBL (20254F3 A FE )

E4 KE bt
HR7E44 Dojolvi Dojolvi
HR5eE4 | Ultragenyx Pharmaceutical Inc. Ultragenyx Pharmaceutical Inc

AFRAEH | 202046 H 20214E2 H

B E 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

HiEK N | For patients receiving another medium—chain triglyceride (MCT) product,

H= discontinue prior to the first dose of Dojolvi.

CKE)

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

83 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.

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

EREEE A, 202543 HBIFE, 55 [E CHIE UIAGR I TV D,
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9.5 WTiF

Il SR L C WD A[REMED & 5 o thicid, 1A EOF N a4 LRl S Ll &5
BICORBEETHZ L, TIET » MIAKIDE0% DCT &, K OMENE © - K2 AK D 30% DCT &% £ 5-
L7zt & (EnEht MCARIOBKEHAEZ RS L- & & DL IERO0. 9fFICMY T2 HE) ., I
RIZEEAFENRD LTV D,

9.6 #RILIw
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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 pregnhancy safety study for DOJOLVI. If a patient becomes pregnhant 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 pregnant
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 42 H)
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