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3 A 15
= S
B B
=
# 2 5 10

i)

. 8
= 2

1 0.67 5

0.67
G -
FEIHGSHI FHSSInE FEIESE FRIIGSRGH®
(N=33) (N=33) (N=33) (N=33)

(BIRFEEIAE )

UX007-CL201 EXB%F84T 0 7/h— M H 1T B X F( 581 78 AR Kk UAFI% 58k D& MCE D4
BRERBERUVEHRERTEAH (FAS)

UX007-CL201 RBRFEAT = 7R — MIZISIT D45 MCE OAEHATL R BLR K OMEH R L H 3%, LLTF o
LB ThoTz,

FHREZEGIR ([]/4F)
ARG | BOR | 4B EO

ARBTH | ey | ) | o
MCET A 1.8 1.0 44 | 0.0347 ©
RESUT RMRIEA X B | ffi e 0.9 0.6 32 0.1755 ¢
I BERE A~ b ©f oL © 0.0 0.0 NC 0.1250 #
DMHREA R b eF oL © 0.0 0.0 NC 0.2969 #
ABzlz %8 5 7= MCE¢* A fiE 1.4 0.8 44 0.0437 ¢

FHFE B A S (A /4F)
AFIPBERT | AKRE | BOER | 4HEO
PRAATR ° (%) p fiE

MCE* oL © 5.3 2.9 45 0. 8139

FERURIE A < R | FpoufE 3.3 2.9 12 0. 9333

A MBS A o | o PP L 0.0 0.0 NC 0. 1250

DIEA R b ot A © 0.0 0.0 NC 0. 1563

AP - 7= MCE* FR i © 4.8 2.2 54 1. 0000
N=24

NC : b7 L

a : UX007-CL201 3Bk o> A HIH% 57,

b : UX007-CL201 3Bk &% UY UX007-CL202 Bk D £ 5-HIH D HEE

e ARMAEE A X2 MEIARFIEE RN 4 6] 12 1380 v, AFIBGBAEZIC 2 F 2 RO vz, LAEA
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A MIARFIF RN 2 61 3 1, AHIFGBIIREIC 6 6] 17 580 b LT,
P ABRICE o 7o B RIARE . IRME . DAE 2 & T,
C T RO IERMER D LT &5 IR TR,
CXEDE Dt RE
: Wilcoxon £F 5 EN#: E
o R
T B

e Hh © o

FIANTRI) A oFA—Takc— k(2B T 5FFHBRER 18 BERUEAFIRERAKRE (2%
EH/E) Of NE DFEREARBERUVEBRERTAE (FAS)

NUNT B ) AT A —Tak— b BT 5% NCE OFHRIEHLE G OFEH R B 5L,
Ty Tholz,

FHLRR B ([B]/4F)

| ARG | B | 4HEO
ARBLTH | e | e | pfE
MCET HLfE © 2.0 0.3 86 0. 0343
RESUT RMIBIEA X B Y| i e 2.0 0.3 86 0. 0832
R HLBERE A R | F HH LffE © 0.0 0.0 NC 0. 2500
DRREA R | of Hh LA © 0.0 0.0 NC 0. 3750
AT ZE - 7= MCE®* 1 f © 1.3 0.0 100 0.1519

EHRRREBL A E (B /4)
| ARG | BAFE | 4HLED
ARLER | g % | piE
MCE* Hh LA © 8.7 0.8 91 0.0325
RSO EMRIE A <> R | FpoRfiE e 6.7 0.5 93 0. 0638
IR SE A = b o A © 0.0 0.0 NC 0. 2500
DMHREA X b eF HLfE © 0.0 0.0 NC 0. 6250
ABEIZ % 5 7~ MCE? Hh LA © 8.0 0.0 100 0. 0647

N=33

NC : b7 L

a : UX007-CL201 BERICBIM L7223, AFNZ G SN TOZRWIARAR 2 E2 B2 Tz 1 Bz &,

b« &5,

¢ ARIBERE A 2 MEIARFKIBEERTC 3 F 3 4380 Hiv, AFIEGBAE TIER Do tz, DFIEA X
¥ NMEIARAEE R0 3 61 4 . AAEES-BIRG%I 2 Bl 2 RO b,

s AR o o BT AR . IRIAEE . OE A ST,

T A OIERERED LN &S R RE TR,

: Wilcoxon 5 B NARZAR &

T EEFHMEIEE

I BIkEHmIE 5

H © o

(R£H%)
BIVER =725 1 LA F38EL U 7- H 1T, 94 il 64 1 (68.1%) Th o 7= (VRN R SEM) ,
E2REWER GEHE 5%L ) 1, THIA 36 1 (38.3%) ., EAFERIFRAS 15 41 (16.0%) ., REHA
Py 1141 (11, 7%) . WErE2S 10 1] (10. 6%) . AESEAS 9 Bl (9. 6%) . Hula2s 6 451 (6.4%) Th
o7z, BEEARRWEMIT UX007-CL201 RERBITa R — FT4.2% (1/24 ], A L7 R), hU~T
B ) AT A—TamR— T 1% [3/33 I, BB REAEAE & OVEMERERS 1 5], BRAUT g
JiE - BMEE K - BREVEIEER 1 (F-—ERD ], Zofhoas— hT2.7% (1/37 ], &
BR) RO SN, IEHREOE G IICE S -EWEH ORBUZZ DM 2 k:— K 1 Iz
Hiv, HIMKTFTh o7z,
AGRBRTIE, UX007-CL201 FABREEAIT 2R — h T 8.3% (2/24 B, (A4 ONUMiifs 145 1 4)) .
NUNTH ) A A —Tak—rT3.0% (1/33 #l, LfifEIE), ZOMoak— kT 5. 4%
(2/37 B, DAEK OODAFEDEA 1 #]) OETHARE SN, BIERIC X 2 TEHIT72
Mol
a: EMERIC K VBB L O CEEH Y . B2 L BEDH Y . UIBIENRH 500 LA Ll S h
A EEL,
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BER (2 T2HIULEDEEFICEKE L-EER) (ZeMETREH)
HEHIE %)
cUA~NTH )
WOOTCL2OL | s Sz omoak| 4k
HEBBAT a7k
ar—hk* [ —F©N=37) (N=94)
— bk (N=24)
(N=33)
BIVE R B4 14 (58.3) 28 (84.8) 22 (59.5) 64 (68.1)
HiaEE" 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)
g 5 (20.8) 7 (21.2) 3 (8.1) 15 (16.0)
JE ANk 1 (4.2) 5 (15.2) 5 (13.5) 11 (11.7)
Mg - 2 (8.3) 7 (21.2) 1 @7 10 (10.6)
JIE 9 0 7 (21.2) 2 (5.4) 9 (9.6)
TN 1 (4.2) 3 (9.1) 2 (5.4) 6 (6.4)
HAbaE 2 (8.3) 2 (6.1) 0 4 (4.3)
HAER R 0 1 (3.0) 2 (5.4) 3 (3.2)
JIE 0 R 0 0 2 (5.4) 2 (2.1)
REB I OREREE 0 4 (12.1) 1 (2.7 5 (5.3)
BB 0 2 (6.1) 0 2 (2.1)
FERRE L O S kRS 1 (4.2) 3 (9.1) 1 (2.7 5 (5.3)
R B Rl e 1 (4.2) 3 (9.1) 0 4 (4.3)
B R IR AT
‘ 0 3 (9.1) 0 3 (3.2)
M7 vrFrRAFREF—F
0 2 (6.1) 0 2 (2.1)
HEN
R R EE 0 3 (9.1) 0 3 (3.2)
FIEPE 0 2 (6.1) 0 2 (2.1)
BYUER X VT4 HUE 1 (4.2) 0 1 @70 2 (2.1)
FER LUK THfkES 1 (4.2) 1 (3.0) 0 2 (2.1)
MedDRA version 20.0 SOC,PT
a : UX007-CL201 FRERIZBIM L7=2S, AR EZHKE SN T RWEIRIZ 2 2B 2 T\ 1 Bl & T,
b W2 DD ak— MET 20%LL EDZEN B B RIE,

1E) ARIOAGR S IVIZRE « IR N OME - BT TV, 1. 2hiE

EEROHEICEET 2EE] OEB],
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(4) HBIEHIER
1) EMERIAR
LR L

2) REMHER
MU L

(5) 8% - MENHR
LR L

(6) /aRrER
1) ERAERAE (—REARERE. FEERBERAE. EABELERET) . HERTERT—
AR—RAE. BERTERERDBONE
DORERTHREERRER (UX007-CL302 XER) GEFTH) 0
RO H Y /NI LC-FAOD JBEICII1T 5, EEERIKRA X b OBE R OHIRICK T2 b Y~
X ) A DFEIEETERD MCT & Ll 5,
*REBHE 18 F& A /N LC-FAOD 8%
T EREBIEL 60 1l (2~6 7% : 10 FILL . 0 m~2 miAn < 5 BILL by 1 s @ 3 BILL b, 1%
3 AR 2 Bl EEETe)
AR T A | EAERL, CHEMR, SRR, EHR, 0 MERENR S ITAREER
551k G2 2 ARG RESUTNER D MCT Fe G- 1 1 TEAERIZHIY (1T (8RR -
s, A7V —=V 70 18 » AMIOFEERRA X FEBRG) . 1 B2 O
Jra ) — M EEO 30~35%% BAEHAEE LT, A< Eb 1 H 4 BEITHEEREGT
Do Flo. BARNEERE 4 BILL A | ARG SUINER O MCT & 58412 1:1 T,
JERIR T2 OIS EAICEIV T 52 & & Lz,
FRFHMEEE | AN EEEER A N b OR B
FRMT RN | EEAA IR IIN 228 D EFEGR A X MRAERICERTETH D,

2) FREMHE LTRBFEONERIEEE L BE - HROBE
R L

(7) Z0th
R L
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VI. EEERIZEHTSHE

1. REFNICREEH HIEENRITLEHE
A% L7

2. ¥BE#EH

(1) EREML - YEFRE Y
AKHNZX, CT ORI (~7 2 W) 3453

ST HAERR S5 BB MCT T, TCA [BI OIE 2 HiF 7

% (TCA [BIEEH R ADEIE, 7L ae— X)),

AANE, IR G E

R T EEHLECATRE /R CT DU~ T # s L TRINE N D,

NI TREY /R—BI1Z L 0 TR R S .

Nl Y SO N =
WEBfE~T"42 R 1 7311,

LC-FAOD /38 TRZ$ % RSNRIIMRIRICERR 2l U, Rk PRI LB R IS L W 7 &

FIL CoA (2 43F) &7 mEF =/ CoA (17

HF) ICf#sh s, o oR#EIE. LLFORZR

5 2RI LY, LC-FAOD R DO x L F—RE@fzRET L EEXOND,

FREE 12 7' F )L CoA DFEA
7' F IV CoA 1%, TCA FIEDEH

=Y Ul (ATP) EAICTEHSND, £To.

HAERIZBRIF SN D,

R 2 . 7u B A =)L Coh DFEA

—BEETH L oA RES L, R —RELR T T

TRNAXF—TERE L - BRI o7 o

Tt A =)L CoAlTE 62 ARFHT L D, LC-FAOD T RHIZKRZ LIEDH A7 > =)L CoA (TCA [H]

HEPRRIAR) |

LA EBE MCT IS A 2 T B 2,

AENDERER - A& (FUANTR/42) OERKE (1 4

RiREERTER

}

BERRERP 2/ )L.CoA

AN=Fovrl

CPT1
CACT

CPT2

IEWEND (T Lrr—RA),

RaHISARE:
A=

T F =L CA DT FTF L ua— A KOWE4E

—_ :/‘ ) 3,5,22,32~39)

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) ENHEZENMITHHAEBRBE

inEsEdEE

1) Sy FERFETIVIZE TS 04/C5 7 o RERRUVTFILOTa v I REY

DATER UBORFEY AH & C4/C5 4+ AKERE (ex vivo)

F v MERIFET MIZBWT AT X U2 BRI CHETR L, ~T 2 RO RV AT B K Y
C4/C5 77 b U RAEREEZTEE LT, ~T X URIIIFIBICE Y AE L, C4 7 b UARKONCE 7 bR
BAERT DI ENMER ST, Flo, ~T 2 UBITRRLIC I Y e B4 =)L CoA 1 431 & 7 EF /L CoA
2B FHELDZENS, "X UERRRO T T B4 = LENLOF) 40%5 C5 7 b ARG RRIC. TEF
JVEBIRE DRI T5%D3 C4/C5 47 b AMARERICFIA S D & HEE iz,

Sy MNERFETIVIZEBITHEANT R VBELY AHEER S C4/C5 7 b AARERGRE (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 e
=X P e
mR L P ks
B O >
B — =g
2 -
A//'/k_/ ) -
O - T T T T
0 0.2 0.4 0.6 0.8 1.0(mM)
NTIVE
*tGe - FHik

— Wi B X W72l Sprague—Dawley (SD) 7 » b XV i U7-JiFlg & #&fiK C 20 /0 [M#ER L CREL S B 1-th, ~T7' X
UEE 0~ 1mM O FE CREPRIRICHIN Uiz, FERBAE 14 43 KON 18. 5 532 1 i A B OV I O FEFE R A B L, ~7
XU AR BRI N CA/CE o N ARAERBE T A u~ T T 4 — HESHT (GC-MS) HEICL W ER L, A
NENABRIREE S 0 DAL N=6, ZDfMDOIEEIZ SN TIEN=1 TH 5,
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ONTE UBHAEDT7FILOT 1 v I RIE (ex vivo)

(5,6, T-1°C: [ HEGk~7 &% VR N DN PC Rk 7 m B e GHIR) 2V, M7 7 ras 4 v
I RS EMERIT v aT 0 v Z RO EFM Lz, ~T X CEBRHROMRE T v e T 4 v I K
JSIE, TR B U ORI AR E IR R RSN Th o 7o, — ., Mkt 7T 7 v e s
S 7 OGS TIEW O 2R L, T X UBRESEDME T 7 LT v 7 KGO E TR K TR
15 pmol/ (gWiffEE & - min) IZEELT,

Fv FERFETIVICE T HATE VBERROERH - 807 FTLaT 1 v I RIG (ex vivo)

ER7 o7 v IR
0.4}
gé(m&
52
4 J_b 0.34
wC
Co 025
2
AR 021
M3
3§E 0.15
=
B o g
% % = M3IEH SO B
0.05 / —o— M3ERAT T BT
—m— MIEBAT I VB MM T B
O I T T T T T
0 0.2 0.4 0.6 0.8 1.0 (mMY)
[5,6,7-3CGINTIVERIF[C] FOEA v EE
pmol/ (g ¥R B - min) N7 FFLOF v IRIG

S8 201 MR O
H % 18 —e— M3EEAT I B
1) o T NSBEATSVE M5
5 A ]

#»
gé & 14
HE
3] |
7 C5
¥ ?: 10 A
Zi o
ofE
FB® 07
g
YE A
2E
&7

O = T T T

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

R - ik

— WA SEHESD T v b LV R U7 T R SRR T 20 Ay RIVER L TR ¥ 214, (5,6, T-0Cs ] ~T X UEX
WEIEC ] 7 e VB (RR) &2 24 0~ 1mM ORE THEEVIRIZIRM Uiz, BEWBAS 14 7 KON 18. 5 53 I i Al
KOl O#ERE 2SI L, 77 ra7s 0y 7RG (A7 2 =)L CoA D M3 FEakth3/ 7 1 ¥4 =/ CoA @
M3 Rk ER) RONERIT 7 v a T v 7 KOG [GEEIR Y ALEE-CS &7 b U IREHIREE) /43588 ) b ot
W7 FvaTs v s] Bl Lz, £72. [5,6,7-°C] ~F & UERHERIFIC InM DA 7 & LB % RETRIR N
L. A2 ZVBPA~TEZ BRSO T v a4 v 7 RIS RIE T 58 % 20 L=,
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2) FUANTR/ A UBIRNEBESERVBERNRSEORSE (Sv k) ¥

HAETORAT v Mo, NIANTZ I AoV arihnl] —FHRED 10~40%2 4024 5 &
T, BRI RIS L, IR~ 2 BRI C4 7 N UARIRE KRN CE & N R E O
RPHO AL A FEAT L7z, M~ 2 BRI IE 40%FR IR G- CRoRME. + 48N 54 T/ IME
s Lle (BRI G OMBREAZRLS), —h, ML 5 7 b AARREEE 40%+ ZFEIBN IR GHE T
RKMEZR LT,

M C4 7 b AR IR « HER DB TR—2 T A4 VEPEETH Y . 20~40%5HHRIN 35 51 Txt
FRE & i L TR RIS T L [p<0. 05, 23 #o i (ANOVA) O Tukey HRAE], + HRIBPEG-8E T,
AEREITRD oo,

fUANTE /A U BREREOMBATE VBRERVMmMA C5 7 b AKREORRIIER (Sv )

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
xG . Hik

MR TORPAESD 7 v b (N=6~T7/Ff) 12, EFREAIEINI~ATZ ) 4oz Parm, hul—ERED 10
~40%ZH YA FHE T 90 R, FARN X IT -+ RIS Uiz, RS TRICEIIRMZ BRI L, GCMS 12k W ~T X
VERRNCE A b AR I R 2 E LT,
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3) IBESMR. BHERUF7ZIILCA TOT7AILIZRIFTEE (S k) @

HMETORAT v Mo, ~"THUBT ) DAL 106 NI AT X ) Ao~ yarahnl) —5E
KED 400 95 HE CHFIRN SUT+ fRIBNE S L, i & O NE 2 58 L 7=,
MmAEF 7V e — REE, NUANTH A VRN GRE OB S el L CTHEIC ER LR
(p<0.001, One-way ANOVA }2 OX Tukey FR7E) . Z /v a— AR OA > A U I L0 #f S v, ~
THEUET N U T LEFIRNEGRER O N AT X ) A o ARG IR E R LITERD 5
Nipotz, MR 7N a—2JBEIX, NUANTZ A CEIRNE O SRR GRE T, TR L
L TAEEICER L7 (W34 d p<0.001, One-way ANOVA KON Tukey MR7E), BT, ~T X U
TRV TLAIT NI ANTZ ) A b L2t _RCORET, BHfE CoA JEFE I AL L it L THEIC
BKFL, ~FHUBHEREDOT 2V Coh IBEITARICER L (W ud p<0.05, One-way ANOVA &
O Tukey #7E) .

R)ANTR ) A VBEBEOMERS ) EO0— LRV I I—XEEORERHMER (Sv k)

Jut0-
(mMA)
2 EERIEK IV

—— ATFIUEFIIOL IV
1.8 4 —a— ~AFIUEF IS LT UEO—IL IV
16 W bUATIILTIV
—h— NIATI A AT INA—24+A VA IV
1.4 —0O— RUANTFI /421D
1.2 - FioEHEesE
10 IV © BRiRAIR S

: D : T-iERMRRS
0.8 1

0.6 1
0.4 1
0.2 1

= —0ORC\
'
é

0 20 40 60 80 100 120 140(%3)
B8

FI3—2A

13 FERIEK IV

—W— ATIVETRUDL IV

124 —h— AFIVBEFRUD L+ UEO-)L IV
—— UANTI AV

T —a— FUAFIIA 7 La—2+
10 AU IV
—0— bUATFILIAY
D

N — LS\
(0]

TS
5 v eiRes
D : +iemrE S
0 20 40 60 80 100 120 140(%))
B

KGR - ik

MR TORMBMESD 7 v b (N=6~7/FF) 12, EFLAIAK G, BARN) XiIr e ) —ZREO 4052432 A& T
ANTH T N U T A GEIRNSUT T+ ZFRIBN) SUX 10% s U ~TFH ) A v~y ar EEIRNSUT+ HBIBN) %
125 e 5 Uiz, &7=, R 7Y o — il d 28 VE VREOREBLZFMET 5720, NUATZ A UFIRN
BN a—AR O, P RAY U EFAT AR AR T2, EEPROEGKTRICRML L, iEF 27 ) e — L KD
T a— APEEE GC-MS TER LT,
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FFo EEEER

DEEBEIYIRARUVYTILIA—RA S VRAR—E2—1 (GLUTT) / v O 79 FRIRIZHEITDHIRILE—EHI

ER{A R U R EY B RIERIK O

E&ﬂvwxﬁwmmq/y??&%v&x@%ﬂ%ﬁémf&y@@ﬁ%%@ﬁka&&%%ﬂ

NT R R AT AR A GLUTL J w7 T h~m AL H|C SR L o — R PR N

ML, MOEIRT Y THIFIZBWNT, 7FH7vaTs v 7 s E Lt[S 6 7 BC T & RN
I [3, 4, 5-1C3]C5 & b AR R S T,

PR PRIZE1THANTE UERBHOEXE

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) NUANTR /A VOESRREERENBREIET 2L CoA BikHEEHRRIE (VWLCAD-/-) =9 XD IDMEIZ
RIXTHE %%

VLCAD-/-~ 7 A Cl, 1B R X —REICXL 0 NE & & BITMEREIME T L, MCT 24k L T
HOIEICE D ), RUNTH ) A % VLCAD-/-~ 7 AT 1 ERNEAER G- L= & 2 A, IFlEicsiT
HTFTvaT 4 v KIGOBEMBRRD bz, —FH, EAE VBl KEREZSCE LV E VRS —F8

DOWEMIZ EF L=, DB AT T ras o v 7 MeiEiEng 4, OMEREOSNE LR D LR
Do 7= 59

3) 2TEEDEMRIEETIVICE T INESERA~DEE (XHRX)

NUANT L& ) A OPUESRIER %2 2 BB OBERIEET L~y X (X R 7 BT VR E R
HNEHRETIV) TRHliLiz, 35% N U ~T X ) A % 3 BERERS LS RY 7
FILTIEAEERTRI ZGEE L7~ T A L R T R Y I RIEOFRBENG EITEIE LT~ (p<0. 05,
t E), £, R VERET LTI, 35% 8 UANT X ) A ORMAFEGICX D, EHER A
WML~ AT, 77 va T g v 7 FRIRRENSEREICEML (p<0.01, Bonferroni f&
TE) . RIEME(R R FEAE DR AR 50%TS L7z (p<0.05, Newman—Keuls f&7E).

-34 -



4) EBAEFTTY FMZBFIZLERRRVDHIILI—RBILICRITTHED

KEARFEEE T » F2HAWT, FUANTH ) A UBRDERIERE DERE. KOV 7V a— A2 R E
TR BTN U7, MEHERRIAAGEE LT T v R EHRT, 306 N UANT X ) A U ERERE LT >
kClE, EROHEERE (LW BNEAEIE>72 (p<0.05, One-way ANOVA), F7=. LiEFEHID
R P LR Lok D R EIE R MR E D b (B/e’ ) DA RIS JEIRE ISk 2 JE5E R
DOEEFRERALFNEE DO (¢ /2 ) DWEREIZEWI &N, ERET I OIRRE Dt EI RIE S
7= (FZ4 p<0.05, p<0.01, One-way ANOVA), BT/l 7 /0 2 — AAL O H B R BGEDR B Hi
7= (p<0.05, One-way ANOVA),

fUANTR A VDREBHREIZKADIaO—FTENDZEL

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
x5 - itk

KEARFEER T » b (N=13~14/FF) 12, BEHERE UI N U AT X ) A4 2 [ pLX—80 7% (T7) Xix 30% (T30)]
AR L, Do a—RAIZ L 0. LVWMI, eFS. E/e’ . ¢ /a' OE{bxfmEfLi-,

(3) {EFISIRNSRT - FHGERsR
MR L
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VI. EMEREICEEY HIEE
1. IAPREDOHRS

(1) BELADLGODERE
BRI L

(2) BBRABRCHERIN-ITEE

1) HEKE

DBRERANICET2MmABERE (UX007-CL101 HEE. HNEAT—4%) ©

ERER N 13 Billc, ANAI0.3125 g/kg (1.25 g/kg/H® 25%) 1% 0.375 g/kg (1.50 g/kg/H P 25%)
EESSUIAREIEIRE L CHERRG L &, MR NV A~AT X ) A VIREIXIZE A EDORIKTER
BRARM CTH T2, FUNTZ ) A DE SR LMY ENRETNIXFER L2 o7z, hUA~TZ )
A > DOFFEEAG T D ~7 % B O M R E O R N OSSR EhIE R T A — X I F o &
B THoT,

BEBAICAFZBRERS LI-BOANTS VBOFYMPREDHR

(umol/L)
300 —e— #450.31250/kg (N=13)
— F#0.375g/kg (N=13)
HEHRERE
2
200
h
~
7
4
> :
i7 H
® 100
E 3

1
500 (43)

T T T T
0 100 200 300 400
SR

BEBACAFICHRBIRS LI-EEDANTE VBOEYEFE/ NS A —4

AHIBEGRE (N=13)
B B s e e | ALCo CL/F
(g/ke) (umol/L) @ (h) ® i) N (umol »hr/L) * | (L/h/kg) *
pmol/L) (h)
0. 3125 178.9+145 0. 67 172+151 0.50 336.51%223 6. 05=£2. 80°
(0. 42, 6.50) (0. 42,0.97)
0. 375 259. 1134 1.20 2431149 0.82 569. 11189 4.31%1. 02¢
(0. 42, 8. 30) (0. 42, 6. 40)
a 1 VN YR 2
b hRAE (e IME, B i)
c: 6%
d: 10 ]
Coa » TP LA PRIE | o Ficron I P I BE B2 . AUCo-g : FIBIHE 554 0 BERADN S 8 BT & TOPREE — B ph AR T i FH.
CL/F: A oeHF s )7 70 A

AR TR, —HAGORAEN G N T 7ed, EKRBOFFHNOIEFIRHZ O ZRE L, —HZE LT,

2) RERE

ORERAICBITAMmMPERE (UX007-CL101 SRE. SAEAT—4) ©

fERERR N 13 B, A 0. 3125 g/kg &2 1 H 4 18] (1.25 g/kg/H) ., Bin XIZAE LIRS L TROK S
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L. 2 BffikgE L7 & &, MER R U AT 2 ) A VREIZIZE A EORIKTERRIKM Ch o770
D, hMUNTZ A DS BRI ERETMIIFEN LR 2Tz, B UANTHZ A D FEIEPERH
MToHH~T 2 BOEYENRE ST A —Z L TFD LB Th o7,

BEBANAHERERS LIZLEDNTE VBOERHE/ NS A —4

AR E#E (N=13)

Clre Tnax OO B — 7 RO WD & — 7 & TDREH] AUCo-gn
(umol/L) 2 (h) ®© (umol/L) @ (h) ®© (gmol * hr/L) @
319.9+164 1. 40 240+174 1. 17 789. 81346

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

a 1 THE AR AE R 2
b HRAE O/ IME, fe K AE)
Coax = IR FREE oo o Scrm LR BEBNERFR], AUCo-s, : HIMIBE 512 O WF[H] 7> & 8 WFH] & T oD H&EE — R[] bR T i Fk

AR TR, — MK ORI G T2 KB OFFHNOIEFIREIZ D ZBRE L, —HlZE LT,

QLC-FAOD BEI-H+5MmpEE (UX007-CL202 EXE&. SEAT—42) ¥

%A K& OV LC-FAOD &2, A% DCI o 25~35%4 HAE &L LT 1 H 4 [\, &5 UTEE L &
ALTROIRERE L&, iR N A~TH ) A4 VBB E A EDRIKTERRARM T
bolelod, NIANTZ A DOE B35 3YERERHIILER L oTe, NIANT X A OFE
R CTH LT Z VEBOEYENRE T A —Z I TO LB Tholz,

LC-FADD BEICAFIZREBRE LI-LETDANT I VBOEYEFE/NNFTA—4

Fh& Cuax AUCo-1ast Cnax Cuax/ I B AUCo-1ase/ I B
(g/kg/R) *° (umol/L) ® (wmol « hr/L) ° (h) ¢ (umol/L/g/kg) ® (pmol « hr/L/g/kg) ©
NN e 1.34 215 401 0. 658 660 1230
(N=6) (0. 284) (166) (161) (0. 483, 4. 20) (145) (127)
D PNE S 0. 862 126 229 1.63 508 920
(N=5) (0.278) (58.7) (94. 6) (0. 633, 4. 00) (68.2) (102)

a: FHME (FEHERS)

b o BAEME GRATIAE CV)

e PE (Fe/IME, i A fE)

Cror BN PPREE, OV : BBREL, AUCo 1001 1 #2542 0 FERH D D TE R ATHE T d o 7o & IRF il T FE — e dth - i
T toae  Bom MR EEBNERH, G/ & BREEH TV OFREMTIRE, AUCo 1o/ B ZREEH -V OFE 0
172 & E BRI RE T do o 7o Ff IRg A S C OO IR BE — RG] v - i

6. AERUAR

WE. UTFTOHEREZACTEHR LEARIO 1| BRFEREE 4 BN TROUIRER ST 5, dRERICRITS
IDCL x4 2 AFNOEIG ] X, 10%0 LA L, 2~3 BEICK 5% To8msE s, BEMHEIL 25~35% L35

2, B ORIEIOES U CHEEHEET 5,

1 A& ®E (mL) =1 Ad-voral) —FEiE (DCD (kcal) XDCLIZKT 24K OHIA +8.3 (kcal/mL)

(3) th&EHE
EERR L

(4) BE - fftRAEDFE

1) BEOFEE

BB N UANTZ A 2 R OEORGY) O I ENRE I ] IF T 5B % 5HI 3 2 72 0 O FRR SEBEEBR I X
FEhifi LTV, AAF O & DIRE %D EMECHOWTIE TIV. 7. FRSE R OVRf#% D22 EM] O
HB

2) BtREDFE
[VIl. 7. #HEAEH ] OESH
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2. EYPEER/AATA—S

(1) fEAE

1) UX007-CL101 kB 1

TEFER A 13 B35 1T B ARKI BB 53T A G5-1% O MSERIAZ VT, NYF— kS Ews
BIHTEIZ LD FUANT X ) AV R OFORBHOREZREL, /33— kA M T3
WENHE /N T A — X R T,

2) UX007-CL202 Bk 1V

AR OV LC-FAOD B3 11 Billzds 1) B AFI O K # G- o ik Z2 VT, AU F— k&
T AEMFRINHEIC LD AT ) A L RO ORBPOMREZREL, /o s8— kA k
AT CEMENE N T A —F R Tz,

3) RHEEFSRYEhefRr
UX007-CL101 #XB&. UX007-CL201 3Bk, UX007-CL202 #ER DS T — & & A= RHEF S B e fRAT
AT o7, FHEMIEVBIEMITOFEMIT (VI 3. fHEM (Fval—1ay) i) OESHE,

(2) BINEEEH
BB L

(3) HEREEEH
R L

(4) YYF7SRY

RN 13 Bz, AH 0. 3125 g/kg (1.25 g/kg/H D 25%) Xi% 0.375 g/kg (1.50 g/kg/H D 25%)
S SOTECE EIRA L CHER OB G LI EDOA~T X U BOR)NToey 7 V75 A (CL/F)
DOIFHIE L, 0.3125 g/kg P 50T 6.05 L/h/kg, 0.375 g/kg #¢5-0T 4.31 L/h/kg TH o7,

(5) HIEH
YR L

(6) Z0ft
AR L

3. BEM (REaL—ay) &

(1) ALY

Ho2WIN AL =R A MIT T HEA DD ORI, KOG HEEZED 1-a 78— | &
¥ N E GO RHEMBEMEIREE T L2 Wz, BT VIS, NIAT Y A U REEGSDOA~T X
VEED RNT O GERE BT A 7-0, ~T X RO CL/F IR ENE 2 L2 A T, FIT, (RED
WREEZET HI20, CL/F ROENTOSMAFE (V/F) 127 a X N v 7 R75—0 7 &I
7=

B LU A P DCLICEEDS W TEBHE S 27z, RHERISRWENEE T L D HEE S D 0RER &4 i
BRA I CHEHEZLET D Z LI TE o Tz, ZD8, EETIVOFHB A AT A —F 2 HNT,
BRI/ — DR EBEHE (RUA~TFH A2 1.25 g/kg/HB. 1 B4\, &L K &2221) %
ZEEME) AR THRMT, vIab—varEE_LE,

(2) IS A—BEHER ?
55 1 AHEER  (UX007-CL101 #BR) (2200 L7 fdRepk A 13 i, M OV I AHRRER  (UX007-CL201 3R,
UX007-CL202 5&B%) & 00 L 7= LC-FAOD B3 30 # (5 A 7 . /N 23 f51)) &7 — & % AW THRE
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SEFSRYEhREMRNT 2 5206 U 7=, REEFERMEIRE N T A — X HEEMEIX, B 1IN R— K 2> hD—
WWLSGHEEE =5 (Kal) 73 0.425/h, &2 WL =t o 78— |k A > hO—RIRIGEFE %L (Ka2) 2% 0.507/h
THY ., ~T XTI DOK 56%I1L5F 1 WL /S— R A bW BAL, FH2WIN=a /78— R A b
D5 OWINNBAT 2RNCIRIER T2 2 RSz, 8 ELE L TREORELEE L, CL/F
KOV/FIZEESL T A N v I A r—0 o 72T VICHBATLeE, TR AN v I RF—=Y T
FEEUT 1123 D> 72, LC-FAOD BB Tl g a |2 b R TRy 2 RHE CO~T % D CL/F B3
19N EHEE SN2, BRRIEE 2 BB T 5 L, Z OETERME MW S, BIREEE OHE
TEMEIL CL/F 234 60%, Kal 2% 100% T, HFriZ, WIGEE OB AZEZDRKE W &R I,
BRETIACHAS NS I 2 L—3 3 Tl AUCuy D SEHEEEIL, T _XToILZE (4. NCI-0DWG
RIS S IFRERE. A [AAKROIEA AL, MR, REE) 23 80~125%DFPHNTH o 72, Chax D AR
HEEMD ., £ < OIEEN 80~125%DHFPANTH V. RENEWVEM (73, 1~126kg) M O &
WEER] (17.6~62. 1 %) TEINEIL 146% &L DN 130% T o 7203, BRAIZEE Tl S gz,
ZNHDOFERID . Flin, NCI-0DWG /3 3AI2 2D < e, AR, MERI, (REIX. ~7 ¥ VEBROIEYE)
REIZERIRIICER O H DB L RIS 7202 L DR STz,

4. ww 43)

KENDOFNKTTHD VAT X ) A 0%, BROBERZRIZIEE NPETREY /X—B1Z X 0 sk
SRSV, FIRE L NS b3y R 7 IREA ERIERC AT REZ: CT DlElE~7 2 Vel LTI & D,
L7Zido T, RUNTH ) A v ODEFBREIITS DT NHEEZLND,

5. 9%
(1) Mm%k —ixBarS&@ad
LR L

(2) Im&—REEEEFTEE M

ZEER R L

< W SARRAEFEERBR T, WERRIIC NI AT Y ) A U EES LIRS v N RO
FIZBWTHREBEMEOHEAD 23580 b s, WRAEOR R & U THEREORD K CREHINED
BAOPRlEREZSNTZbDEEZBND,

(IX. 2. (5) sttty OHESH)

(3) At~ ITH

MU ER L

<HE Y SKHOE FLHFA~OBITHICOWTIEARBTH L, HE MY 7 V=Y REOMONE
AR IX LD IEH 720 CTh 5,

(4) BERANDBITIH
AR L

(5) ZOMOBB~DHITHE
AHFN O FEZIEERBEN) T 272 CRRIE, MLt a I L CEFITEITIL, T2 O &L Ol T
I har RUTICRATL, T2 TRIC@SND,

(6) MIFEAFKEERY
AKFNOEETEMERB THH~TZ U (40 TN 400 umol /L) DIMIER 37 fEE&RIT. FRLFENR
77. 5% K% TR 80. T% T o7,

6. 5
(1) RBIELIR VHRBHRRR ©
NUNTH )AL DKL > THERSND T HZ O FEMAHREILZ, S b= RUT7< b
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U 7 290281 L ENIBERIL CTh 5,
NTHERIE, T L CoA T X —BIZ L AT X ) A )L Col \ZEH S T=D BN EER L %
2T D, NTH A CohMlTHET 2L CoOAT e R X —BIick % ) AL CoA &7 (Tk
FIU CoA 1 B3HDfH) . BIZA VXL YL CATE FuFr—Fizkh B-4# b2 % /) AL CoA &
b, Dk, B XU H ) A CoAIFTFAT—VBIZL > TS, 7EF /L CoA 1531 L7
oA=L CoA 1 3 FEAER L, TNHITERANOZ R LXF—JRE LTRSS, 7L, EiE%
DRFED ARG T TIE, HIRIZIBWCGEM R EE R 72 S, B-F b2 % J AL CoA IrD
B-t R~ & g (BHP) D RFEH S5 (C5) 7 AR, TEF L CoA 225 f-E Fu LR

(BHB) %D fFE 4 (C4) 7 b ARICR#H SN D,

ANTE UBOTERBER (BB

fHAE

\/\VA»J\m_

NTIVEE(CT)

—_|

Cn : fJRFE#n, BHP : -k R R & iR

(2) RBICBEAET HBR (CYPFH) OO FiE.
In vitro DINHFRBRICBNT, NUAT X ) A U F3RRT Lz 3FEEO Y X—F¥ (RN 7V &Y RV
SRV FERY Z VY RUSR—VREZ L7 2 HARFIAT AT LY ASA—) 1255 THIK
DREINDZ EDRENTZ, F/-, B MFI 70y —2A%HW= in vitro DGHEBRIZEB VT, ~
THUBRIZTF 7 m— A P450 (CYP) XU U Py ) LRIV a U iREEBEESE (UGT) 2/ L TR
B END REMEAME W 2 E AR E T,

(3) YEBRBEMNROEERVZDEE

MR L

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)

FE5H©

(4) REBMOFEMOERRUGEML, FAELEY
/ﬁ‘ﬁfﬁ%ﬂ%&i\ /\7‘]& :/E&'%\ BHP\ BHB «C\\ﬁ)éo

7. HEet
LR L

8.

b5 YR K—5—(ZBAT B 1EE

@)

/lwcw

FEFILCoA(C2)

+
O
\VJk&mA

JoE# :JbCoA(CB)_/

L

(e
(ZILO—RESH)

In vitrolZBWT, WExX¥ U7 b7 v AR—F—%E A L7- HEK293 iz AW T, ~T7 % g,
BHP.BHB D EFER W IAIL h TV AR—F— (F¥T =4+ h T v AR—F—R Y ~27FF R[0ATP] 1B1.
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OATPIB3, AT =42 NF o AR —%&— [0AT] 1. OAT3., BB FFH v ~T 2 AR —%— [0CT] 2.
multidrug and toxic compound extrusion [MATE] 1. MATE2-K) (Zxd AFHEREZ s L 72 RBR CTlT.
N H FEDS 0ATL (ICs0: 30. LuM) JZTROAT3 (ICs: 33.1uM) ZIHETSHZ LR ENT-,

In vitrolZB\\C, Caco-2 HJFFAZ T, ~7 % g, BHP, BHB OHEH b T v AR —%— (P-kE
58y [P-gp). TLEETHES » /327 B [BCRP]) Sk BFEREZ B LZRBRTid, W h b P-
gp XIE BCRP (ZxF L TH LR EII R & 2o T,

9. ENMZFICLIRER
L L

10. REDEREZETHEE

(1) BHaeEE

NUANTEZ ) A ROZEDOREDO RPN DTN ThH o722 L b, B EL AT 2 HBFIC
BB NI ANTZ A2 ROZEORG Oy ERE 2 5N 7 2 3BT 50 L TV 72, RFIORH
OB 27 — 2 b, BIEREREEN N ~T X ) A v J OO OIRYEHRE I B % KT
AW E . BB,

(2) FrigaepEs "
FFHEREFE E A2 AT HHBEICRBIT D U ANT X A2 ROZFORE Oy E e 42 319 2 3R 135
i LT, BURIORTEE NS, FFEEEREEN N U ~T X ) A VO DR O SR ERE 5
Bh RIETAREMEIMEVWEE X BN,
FNUNTH ) A TGN DREY R—=BIZ L o TATHZ UL 7 ) a— WK RS D M3,
FFHSRERE X REN T ORI RIS % AT X720,

C ANTH RO TR X RO Far RUTKHNTAELS B TH Y A RID 2R,
TSI OB TIXRWNZ & D | IFRERERRE S~ % ik O SR Eh eI KT 3 B X R E Y
EEZHND,

- JHFERRERRE TIZE . CYP L OV UGT OFE B ONEMME T T 525, KFND in vitroi BRIZIB N T
NUNTZ )AL ORBMTHDL~T X RO BIP X2 6 REEEEOLE TIdRanz &n
IRENTEY , FHEEREEN N U AT X ) A 2 R OZ ORI OIRYENRE I B % KT 3 [ REME
RN EEBZ NS,

< RHEREEMENREMATIZ BN T, NCI-0DWG A3 $AIC 3D < BREE DS BEFE F 137" % VIR DR R &
ICEEE L2\ Z LR ENT,

11. 20t
LR L
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V. 22 (FEALOZEES) Y 5EHE

1. EERB L TOHEA
RESH TN

2. EEABRLTDER
REINTUWN W

3. DEXIIHRICERET HFE L TDOER
REIN TR

4. RERUVRAEICEEYT HIELEDER
V. 4. MIELOHEICHEESEE] 2207028,

5. FEELGEXRNIELZTDER

8. EELEARKIE

AR OFEIT, RHNEIERCH R FIE IR ®E LZEMXUIF0fED L L TITH 2 &, AANCLE D
JEEIEZEE L7 EC, TORBFZIHEIRFEEEZZEZICREFONE L HEERMT T2 &,

F 72, AFN O FCRIERIC X D AB OB ERICIE., BFEONESCEEDDCI #HET I &,

(fE30)

LC-FAOD OFEIREFICB W CREFHIIEERERTH Y . EMFEI RO LD, HxDBEETH
B, FEln, RNE, FEMONEE L~ UL UGB RV — B 2 AR08 L, BN &7,
LT HDHERNDH DL, iz, AFHLO e ) —EBEESRZ 1 B e U —EER&ED 256~35%L 35
7202, WBHEO LYV EB 2 HRIEHERE~OEENVNE L 2555035 5,

6. REDERZEIHBEICEHAT LR

(1) EHHE - BEREOHLEE

9.1 BHHE - MERZEDHLHEE

9.1.1 BN HBESEXIIHEERNFTROH L EE

BEORBEZEEICHZE L, AROBRGEEZHETHZ L. MEEIZBITDAREND~T Z B~
DAHREDAR T XUFIA~T H VBEOWINOIKR TIZ LY . AAOIERAPNESE T 28001 H D,
(fiFa)

ARANTRE O £G4, IHE WHTL%%»W}A—t FOANTHE L ) o — VKSR S,
T B R ONEGERITHEY S —E OIEMEITRFET D,

(2) BHEEEERSE
BRE SN TV

(3) FrHeElEE RS
BRE SN TR

(4) HIEREZEH T HF
BRE I TV
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(5) Wiw

9.5 1FiF

PEAR SUTAENR U TN D ATREME D > 2 eI, 18R LA etk 2 B D Ll S 256
WCOHRFGS DL, HIET » MIARHID 50% DCT &, K OEIR Y 3 FICAHKID 30% DCT &%
HLlzE& (FnEhte MIARIOBAAEZRG L&D 1.9 FEW 0.9 FICHYT2H
&), BIBICEREFENRO TV D,

(fi0)

IR T D ARFIE I L AT 27 — XTS5 TE Y LC-FAD OBEHFEFICIB W TEK

IR SR RVES T M ONREENHEE SN DR A7 IIAHTH %,
MX. 2. (5) AJHRAEwmIERER] OESM

(6) EElLim

9.6 1ZELIF

R EOFRMELOHIRBORRMEEZZBE L, RO TP IEZHRETT 5 Z &,
(fREL)

AF D M TFA~DOBIT, BIHLRERA~OEENIAH FEE~ORBIZET 27— X320, 8
gl U=iEBR i, BRELBIBTPICT v bOFA~D U ~T X ) A 2 TFE ORI D4 SRR
BOBNRNoT-,

(7) MNREFE
BRE STV

(8) &=frdE

9.8 EHE

BEOREZBE LN OEEICHRSG T2, MRICAEBRENMETLTWD Z L%,
(fiAF)

KFN DGR FRER TIIEBRE 1S mlhE 2l AL TR o 72728, 65 3 LL Lo B 12 BT 2 AHK D%
RIZEHT 20T —ZIFE LTV,

7. HEER
(1) HHEZESEZTDER
BRE STV
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(2) SHRZEELZDER

10.2 HHREE

(BFRISEET S &)

BEITL L,

KK EEARELR - dEE Ak W - falRIN 1
AHNOERNETT 287200 | UV SN—PREERICEY . AKX
AN AHK Y B HBHIH, BEDREEZ 55T

D DT FROBEHENME T
TEBLNLDRD D,

0AT1 X% OAT3 OFVE & 7x H 3
Al (eI R, AMbLFH
— R AU UF=TE)[16.7T B
]

TS O o i A E S A
THEBENRH LT, BE
DIRFEE IR T A L,

AENOIEERBH TH D ~T X
VERHS OAT1 TN 0AT3 A PHET
%2 LT, 0ATI XU 0AT3 %4
L 72 24 O IEA Oligi 6 73 B

SNHAREMED B D,

(fERA)

AANTAE A 54 %ﬁﬁﬁfﬁ@ﬁuﬁ)ﬂwt KO A~TE gl 7Y a— UK RS,

TG TROUEGR BT Y S —E OFEME

N5,
A BRI OAT1 M OY OAT3 |
vitro),

TIREDN LRI BTN H 5,
(TVIL. A EhRE

8. El¥EH

2 L CHHEERZR LTz (ICk
OAT1 XU OAT3 D HVE & 70 4 FEFi|

BT 2IHA ] DESM)

RAFT 20 KRG EY N—BIREHR (Fl, AU 2% > K)
EOEMT 2 & KANORBM T H~T7 52 EORGEEMMET L, AR OBRZEIME T 5 A48

ErE

:30. 1umol/L e O¥33. 1 umol/L) (in
(ZatI R, AFFLFH—],

N F=T7%) Ol

1. BI¥ER

ROBWERBHHOND ZEBHLDT, BEEToITITV, B
14 2% 72 EWEU R LEZAT O T &,

D b NTE ARG 2 T

(1) EXGEER & MEAAER
RE I TV

(2) TOOBEIER

11.2 Z DD EIER

10%24 E

1~10%Aw

R (MR, LIEESR. A
PRk, IR e R & &

HI ) (45.5%). A (4sso). | B
e -
(f#75)
AFNC & B SR BHEIICIE, IO, TR WM, B0 YR e 5,

UX007—-CL201 3Bk K& O UX007-CL202 7R DYERE 2 # 6 L7z LC-FAOD &Mz T, HYERRIZ

KO AFEE S Y L S HIBEEARFFSL (370 B (70. %)

STZHRILTH (45. 5%) .
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FREEE (17.2%) KROWER (15.2%) Th-olz,




BlIERSE—RERF
S E IHE5LER (UX007-CL201 BER) MDARELEELAHLIATERORENRRE (BHNT—4)

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

PT SEEBIEL (%) PT FEEBIEL (%)
TRERIE & OBEN S HHEFGR 19 (85.5) e 2 (6.9)
T 12 (41.4) RIS AT, R 1 (3.4)
15 6 (20.7) AR 1 (3.4)
G 3 (10.3) HRE P R 1 (3.4)
M i 3 (10.3) IR 1 (3.4)
THA b2 3 (10.3) A kY 7 U+ KB 1 (3.4)
=Y/ 3 (10.3) R ST 1 (3.4)
L 2 (6.9) [ 1 (3.4)
NG N i 2 (6.9) AV AMEE 5 1 (3.4)
TR 2 (6.9) FEERK 1 (3.4)
A 1 (3.4)

MedDRA version 17.1

B E DB (UX007-CL202 RER) DARELEESHLIATERORERR BHNAT—5)

LC-FAOD & LC-FAOD &
(N=94) (N=94)

PT FEEBIE (%) PT FEIEGIER (%)
TR L ORI H B HEES 64 (68.1) L R E N 1 (1.1)
T 36 (38.3) TI=T ) TR 1 (1.1)

7 =7 —FBHmn
REER 15 (16.0) TANRTXUBET I/ FT VA 1 (1.1)

7 =T —EH
N A & 11 (11.7) 181EH 2% 1 (1.1)
LS 10 (10.6) Bleo R g4 1 (1.1)
iR 9 (9.6) HER 1 (1.1)
TN 6 (6.4) Hk e 1 (1.1)
HAL 2R 4 (4.3) £ 1 (1.1)
RS Rl AR 4 (4.3) BE(E A EHE N 1 (1.1)
HIEAR R 3 (3.2) H IkEE 1 (1.1)
N N i 2 (2.1) A LR 1 (1.1)
RAIEER 2 (2.1) PALESN 1 (1.1
M7 V7 F R ARFF—F 2 (2.1) JEE 1 (1.1)
N
SHR 2 (2.1) SERESE 1 (1.1)
B3 1 (1.1) IO BERARR 1 (1.1)
B R IE R R 1(1.1) B R 1 (1.1)
IR 1 (1.1) fEEAR 1 (1.1)

ENEN) 1 (1.1)

MedDRA version 20.0
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AR5E44 Dojolvi Dojolvi

WR7cH 4 | Ultragenyx Pharmaceutical Inc. Ultragenyx Pharmaceutical Inc

KRN | 202046 77 2021421

T i i 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

FH#EK Y | For patients receiving another medium—chain triglyceride (MCT) product,
= discontinue prior to the first dose of Dojolvi.

(& NE5))
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
MR liquid
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8.1 Pregnancy

Risk Summary

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, and therefore is not
relevant to clinical use in the intended populations

There is a pregnancy 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 4£ 10 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 4£ 2 H)
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