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The present invention discloses a new pharmaceutical combination, pharmaceutical composition and
use thereof, including berberine ursodeoxycholate and SGLT?2 inhibitor, or berberine and/or
ursodeoxycholic acid and SGLT2 inhibitor. The pharmaceutical combination and pharmaceutical
composition can exert synergistic weight loss and/or blood sugar lowering effects. At the same time, the
pharmaceutical combination provided by the preset invention can also significantly improve insulin
sensitivity. The present invention also provides uses and methods for treating one or more metabolic diseases

or conditions.
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[ 32 2044 %#% ] Pharmaceutical combination, pharmaceutical composition and

use thereof
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The present invention discloses a new pharmaceutical combination,
pharmaceutical composition and use thereof, including berberine ursodeoxycholate
and SGLT?2 inhibitor, or berberine and/or ursodeoxycholic acid and SGLT?2 inhibitor.
The pharmaceutical combination and pharmaceutical composition can exert synergistic
weight loss and/or blood sugar lowering effects. At the same time, the pharmaceutical
combination provided by the preset invention can also significantly improve insulin
sensitivity. The present invention also provides uses and methods for treating one or

more metabolic diseases or conditions.
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2 | RS 1.5 0.5% FELE R | JRM

SF39H - 461 HEEHRRAE)

pa|
e
it
s
i
Py
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g
H]EIEE 1.4%N _FRH LD N
3 0.8 o B | 3R—X
ik ELR(PH=7 4) thlE

[0283] 5 A% CSTBL/OT M NEBIENEERE 1 (% > HES/NEAEE
DARSEE B T BB RERE I Sy B IR AR AR AR > Hor » B IRAH 12 RN
AL (CD) A TIRE » FlerERAH/ NS 60% = AER R 60%HFD)
VRE 10-12 AREE DIO REREERY - SPIgRGE 2 40g DL | « #f 60%HFD IE&
INEET TN AT EIE 3 K - AT HEES —FEAORES 05% CMC-Na
HLT 0 —R 2R SHICAVNEREE - B8E - BBstE - BE R AT
Bk - DIBSEIFRTERE - IR 3 BTN T4E - s TeR N LR
FR o SraHIBtR RS 3 WA/ NBUETTSAREE  SBEE R EED DO S84
SERGTETE 5 ul/g </ NEEBE (g) T EEFIRVEESIENT - HNBE G454 -
KEEERATE W THER BEAASERETE R 4R EEIIEFP R4S SRS A R AR B
PRIF—EL - BRI BN S SETRIRE - H 245545 - 530
FENE 2 e E (HE 24 h 2ENEREENEE) 21X
FAH/NERSE BRI | BRI 5 A5 6 RF1SE 20 Koy Rl AR
fll— AR B b (1€ B 8:00 Z2E £ 17 2:00 (8 EREE) © 44855 25 K
AR/ NS BT TRS AR ELADATL A S AR (AR T B B o 4H AT A RIS
EERPRIF—E0) © 454578 4 1H(& (Day28) - Zi& 6h> #17 OGTT (Omin >
15min > 30 min > 60 min > 90 min > 120 min ) #3Hl/NEUIMAE - [EREE P&
4/ INEEGETTER TAFAKERIT (Omin » 15 min » 30 min - FZXERMEY 30 ul) >
TIBEIMAE>10pL - FIS ELISA IS 2/KT  SE4R S5 SR CH (D29)
BedBnsshl - R E 6h o EITZERRMERCH] 5 FERZE4E/ N CO2 > UL M

+

_Pl‘

SF4A0H - fk 61 HEEFRRIAE)
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PRI > LA EH/ NI TRREEIIRE - WRATBEA ST ~ B S2ANRG 25
HERTT > oA TIRIRTEE -
& 3. EHE | HRIRISEEE )T 3R

H B P o EE \
gt REIREH SAEETE FRAR ]
Al | (R P
Gl 8 CD - - - -
0.5% CMC- \ QD*4 7
G2 8 | 60%HFD - ER i
Na @ REED)
QD x4 7§
G3 8 60%HFD | HTDI1801 300 mpk | JEH s
@ REED)
BT \ QD4 1
G4 8  |60%HFD 15mpk | JEH s
Empagliflozin (FF4EEE)
QD x4 7§
HTD1801 300 mpk | EH s
( 545)
G5 8 60%HFD j —
BHEH] . | QD4 i)
15 mpk EH
Empagliflozin (R 48"
EIESTES-iy 10 =N \
G6 8 60%HFD \ Q3D=4 7
Semaglutide | nmolkg | JE5T
[0284) ;% : 1) QD : GKk— ; BID: — K@% ; Q3D : B=R4AH— -

2) fEHEF 3 5ERk 2 FEEEER - G3 ~ G5 4H HTDI1801 {&48 2 RV 4EHIE
FF% 200 mpk © G4 A GS AHEIEH L4 2 RV SR E 55 10 mpk
[0285] &R 1 By E RS RAT FATAL -

[0286] 1. fHAIGHE
HATE » 4 61 F(GHHHPE)
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(0287 Y& H&A SR TSR AL N AT 5 /N B Y A

AL N AR S
[0288] 2. g (L5 R
0289 )G 1 ~G6 5 4B/ E RS T2 (L LA T 22 4 TR 2 3 Fioree

SN
B 2

SEAYOME 1 FoRe

2EMHN R/ N NEEETS - AR R R -

x4 Ghep) 1 RES(LER (BBE - 9{H > Br  g)
Gl G2 G3 G4 G5 G6
(b 8 |2 |8 (LB |Sh |8 |2h |8 |20
Day
2 % |2 % |8 |%¥ |8 |%¥ |8 | |z |%

0 1315]0.0% |43.3]0.0% |43.6|0.0% 429 0.0% [42.9/0.0% [43.1]0.0%

1 |31.7]10.5% |43.2 42.9 42.8 424 1 -1.0% |40.9
0.2% 1.6% 0.2% 5.2%

2 1319 1.1% |43.2 43.1 42910.1% |42.0 |-1.9% |40.8
0.2% 1.2% 5.4%

3 132.1(1.9% |42.9 42.3 42.8 41.3 |-3.6% |42.3
0.8% 3.0% 0.1% 1.9%

4 132212.1% |42.8 42.3 429 10.0% |41.0 |-4.5% |40.6
1.1% 2.9% 5.8%

5 |32.1(1.8% |43.1 42.5 43.010.4% |40.7 |-5.1% |41.1
0.5% 2.6% 4.6%

6 |31.9]1.2% |42.8 42.0 429 10.1% |40.5 | -5.7% |41.7
1.0% 3.8% 3.4%

7 132.0]1.4% |42.5 41.5 42.6 39.8 |-7.3% |39.8
1.8% 4.9% 0.5% 7.7%

554217 » 2 61 H(ERERAE)
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8 |31.9|1.3% | 42.7 40.8 42.7 39.0 [-9.1% |40.5
1.4% 6.2% 0.4% 6.0%

9 132.0(1.4% |42.9 40.7 43.1 10.5% | 38.5 41.5
0.8% 6.6% 10.5% 3.6%

10 | 319 |1.3% |43.1 40.7 43.2 10.8% | 38.3 39.6
0.3% 6.5% 10.8% 8.1%

11 |32.0|1.4% |43.5|0.6% |40.6 433 1.1% | 37.9 39.9
6.8% 11.9% 7.4%

12 1319 |1.1% | 43.9 | 1.4% | 40.8 437 1.9% |37.9 40.8
6.3% 11.9% 5.4%

13 319 | 1.3% | 43.7 |0.9% | 40.4 43.6 | 1.8% |37.1 393
7.1% 13.5% 8.7%

14 1322 2.1% |43.8|1.1% | 39.7 43.7 12.0% | 36.6 39.6
8.7% 14.7% 8.1%

15
31.710.7% 143.8 | 1.1% | 39.5|9.0% [43.5|1.5% |36.7|14.5% [40.4|6.3%

16
319 | 1.3% [ 43.8 | 1.2% |39.6 | 8.8% |43.8|2.3% |36.8|14.3% |39.09.7%

17
320 [13% 1439 1.4% 1394 |93% |44.1 |29% |36.8|14.2% |39.5|8.4%

18 10.3 - -

32.1 [ 1.8% 1443 12.4% 389 | % 44.513.9% |37.0|13.8% |[40.7|5.6%

A3 - dk 6l HEEFRRAE)
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19 10.3 - -

31.8 | 1.0% 144.5|2.9% 389 | % 44.8 |4.4% |36.6 | 14.8% |39.1 |9.4%

20
31.710.4% |44.7 | 3.3% |139.2 |8.4% [45.1 |5.2% [36.8|14.2% |39.6 | 8.3%

21
322 12.0% 1452 4.5% |39.5|7.8% [45.5|6.2% |36.8|14.4% [40.5]6.1%

22
320 1.7% 1454 |5.0% |39.7|7.2% |46.0|7.3% |36.8|14.3% |39.1 9.4%

23
322 123% 1463 16.9% 140.2|16.0% |46.4|8.3% |36.8|14.3% |40.0|7.3%

24
324 2.8% |46.3|6.9% | 40.5|5.4% | 46.5|8.5% |36.4|15.1% |40.6|5.8%

25
323 12.4% |46.1 | 6.5% 40.7 |4.8% |46.5|8.4% [36.4|15.4% |39.5|8.4%

26
320 1.5% |46.0 | 6.3% |140.1 |6.5% |46.3 |8.1% |36.3|15.6% |40.0|7.9%

27
320 1.5% |46.0 | 6.3% 140.2 |162% |46.7|89% |36.8|14.5% [41.0|5.4%

28

32.1|1.9% |46.2|6.8% |39.5[7.9% | 46.5|8.4% |36.4 |152% |39.4|9.2%
[0290] 14 RN - IEEHIRHASEEAACRFEAE - M{ERFE SR RIRE
T AN G2 RS LSS 1 RS MR8 & > BAESIIFE G458

P44 - dk ol HEETRRAE)
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EAES ARSI L 2R TR & > HIY RGBS EMFATHIEME G2 A
—2 AR BN Go fran gt vinla FRRG B MR Z1R&R 18 ML
FYEE - iff HTD1801 &H G3 Al =458 (HTD1801+Eg5I%) 4H GS HIRE
EER R (LRE T - HSOREE e Ry ¢ B aa R RISl
BB ES (LS —EIE R T 0 G5 S E T EIREEE FIHRBtIREE
PRHEE S > B HTD1801 BEREERTS [EEAVAS E[FIBHYAT 2 & - sZ&E R
R E S AR R IREHIEH DR o - B I# 24T R BB HUS B E
HYRCR - (A8 HTD1801 —jiE{E 1% - AT LA RIEE - BE R mEx
CHYRERCR - H ORGSR ERCRB TN H ATER IR 02 (5 AR AT
JRE Y RSB E ST R -

[0291] 14 Ki& - IEH HIRHAVAS EEESRMERy - HE A IR Al B EHY
BABAFHAVERR RIS & - SRR EIRE TR 4R - 1R 5 2 1Y
3 - ifEE HTD1801 &5 85K ERY N8 » HTD1801 (HAG = (i ER e S 58 >
i G5 (HTDI801+EAgHi% ) BRI RFF A #—2 s, - M
HEAT R AR AR T - HTD1801 AR H 55 - (& B A R EEHYRCR -
i ELAS e AL 4ERF IR R R Y AT T — 2P [ HTD1801 HYFHEM-F
5 EEASEEHYZ I -

[0292] 3. FEAEEEHIEER

[0293] *4A%E 25 Ki% > HIE G1~Go sHFHEWREE - B2
LEEE - 4HECTH9E > ERATR S AE 4 - B 5 Aor -
RS EHEf 1 4545 25 R8N EREIRSEER
HE | 8SE (g) | B8R (g) | #GHREE (%)

Gl 32.22 5.71 17.69%

G2 46.55 21.76 46.51%
FASH - 261 HEHHRHD
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G3 40.10 16.23 40.12%
G4 47.53 23.36 49.13%
G5 35.02 12.30 34.63%
G6 38.73 14.74 36.99%

[0294] &SR oT4D » 4558 25 Ki% - G4 (BAEHI%) dHRSAE & EMAEARTE
R G2 HEE4ABE AN » 1 G3 (HTD1801) 4H ~ G5 (HTD1801+E & %135 )
ZHLAR: G6 ( FISEA&ERL ) sHASAS & EFRRASELIIME(L » Hr » G5 4HAY&TH
GBI HT & - oA ALZEERF - HTD1801 FIESF 5 i3k
CESURA R AN BB - L T AR ETRER -

[0295] 4. FFHig ~ RS K2 TR B4R

[0296] 455 28 K% - 1A H CO, ZEERIE/ N, » ¥ G1~G5 Z4H/NE
EATRREIRE - WCERRTRE - DU AEETAGRT (IS SRS 202 ) - i THIAS
i > oy RIEfTIAIREEE > 450~k 6~ [B 6 ~ [B 7 FE 8 Fw -

6. Hhif 1 4557 28 Rig/ N BB A E RS R

$E | BT Cg) | FETARRG (g) | MI=EARHG (g) | BB AERERT ()
Gl 1.14 0.55 0.90 0.31
G2 | 147 3.21 2.51 1.24
G3 | 098 2.32 2.31 0.78
G4 | 1.34 3.02 2.82 1.20
G5 | 097 1.85 1.81 0.63

[0297] sZ&5R R > sUBRT > HTD1801 EAERE S5k I pe SR & T
SRR 2 E - FrlE BBt RE S04 HTD1801 (AT A Aa SR B A
BEE - BNMEEH RS LU TRV & & - B BRI AR

Fa6H - H 61 HEEFRRAE)
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[0298] 5. Al &

[0299] 4% 25 K% > JIE Gl ~G5 s RBW#EE - INEENILE

{e&E R

rHHCHFEE > ERAOTR 7 ME 9 - & 10 B -
R 7. EHEG 1 4555 25 RI&/DNEALN S EER

HE |88 (g) | AW (g) | HLASEE (%)
Gl 32.22 13.56 42.14%
G2 46.55 6.06 13.20%
G3 40.10 7.50 19.02%
G4 47.53 5.17 10.92%
G5 35.02 8.41 24.60%

[0300] G3 (HTD1801) sH/NERALAEEMEN G2 (HAISHEHIE N > G4
(EAEFF) B/ N A S BB G2 B BRAERR(K - E WS A
G3 (HTD1801+E#&515 ) 4B/ N LA & B2 A NI & B R A #E
M eI - bR > fEZAER NEAHE AL T > HTD1801 AREAE

Fl FRESa i Eie S AL A2 E B E -

[0301] 6. Z=RemiisS R

[0302]45%% 20 K12 > A SEBVEERMBEGERL N 8 ME 11 -
% 8. GG 1 5 6 RANE 20 KAGHYEE B MHE (mmol/L) ${ELER

Gl G2 G3 G4 G5 G6
Day 6 6.8 8.8 7.9 7.8 7.1 6.2
Day20 | 6.8 94 8.4 7.9 6.2 8.9

[0303] G3-G6 FrA %A &E4H1E 5 6 RANE 20 RHIEFHY M A [FIR2E
BATH - 61 HEVERAS)
1133096900-0

112151639 FEHESE A0202



202432104

T HEESS 6 Kip - G6 4 (FISRAEILN) VI Mk BEE - B2
FII55 20 Kby > Hmk IR S8 - 11 G5 (HTD1801+E &S5 ) dHAYMmAEAN
FERFEIRRE > 256 20 Kby > MR CEME] =8 EIRH - TIREE
BRI B EES 5 KB I 2AT » BIAUSE 1 1+1>2 BYIRERECR -

[0304] 7. HEfit= OGTT s BRI EAE R

[0305]) {E4A%E5E 28 RHIE&4H OGTT :HERAVIMAMSES R TR 9 Fr
7 o IHE-RF T B AR HR SRAT S T RS R Ay M- T i & AR AUC (RII
SETEE) srhlaE 12 A0E 13 Fos -

% 9. B 1 /NE D28 OGTT (I (mmol/L) 455

0 min 15min | 30min | 60min | 90 min | 120min

Gl 6.95 17.00 17.02 15.00 14.68 14.18

G2 9.75 22.25 23.80 25.05 24.08 21.18

G3 10.65 19.88 20.04 2348 19.88 2222

G4 10.97 19.60 18.90 18.18 14.54 1548

G5 8.22 15.03 17.13 15.73 11.65 13.75

G6 7.50 18.25 1642 13.78 12.47 10.25
(0306 JHEUR » tHEHIREAIEIEAE G2 Z4adsHA M= &19H M
Hrr > G4 (Efg51%#) ~ G5 (HTDI8OI+EHEAIF) ~ G6 (F=EAEEK)

H TNFEKPHE -

[0307] :: OGTT s - B2 BRE RGERA TR 10 > IRER
-RFEBR AR R AT S T RS 2Ry e TR (BIERE Z/KT) 22 hl4niE
14708 15 Frr -

7 10. ZHEf1 1 /Neg, D28 OGTT ZEREERGER (B * mmol/L)

SF4A8H - k61 HEHRRIAZE)
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Omin 15min 30min
Gl 1.99 7.18 4.49
G2 7.83 17.26 16.87
G3 4.78 9.17 7.55
G4 5.11 9.10 8.73
G5 2.12 4.76 4.24
G6 1.63 9.81 5.39

[0308] EEET » SAHEA NGRS ZIRE K TAIEIE 2K TAR S
HAEEE T » b G5 (HTDISOI+EMFNF) IS RIEER(E 4
BRE ZKTRHEL R BEE - ERBFERUE -

[0309] [ OGTT SER4EF T4l » G5 (HTDISOI+EEIIE) F i EATH
W (EAOLEIAE KT TEAR MK TS ST - HE B E KT
MEHREZ K THEE TS NS Esnal B BAER R0
YRR R BB BT GBI » S A RIS A
FRRE © (TR S B » B ERE AR - A EERE R
MR R R (BB ATHISCRTBE AR ) SaIRETETT - (B2
R REERE R IE A SRR 2 AR SRS
S SR B tHIRT T HTDIS01+ EASHIFHy4 & BT T B
REGFIEEE ] -

[0310] 8. BEXCH 24h B B2 (L

[0311] S4BV C4AHEEE AT 24h B E B2 (LW 16 For » K> G4
BV ) BRI TR A IS - i G3 (HTDISOI) fI GS

(HTD1801+E&5% ) HAVREEME -~ (RHHARIHIEE -

SFA9H - fk 61 HEEFRRIAE)
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[0312] EHEHY 2. /NERARAE L S AEBRER A ZE A 515 H g

[0313] 2.1 734H ~ HIEM&GEEEER TE 11
%= 11
| omEEy) ]
e | | AR | BE(L
ARl EEE | | ECEE s
Tl & B ME
(mg/mL)
Gl - - - - - - -
G2 | 0.5% CMC-Na| - - - - B
10 1.4% N —_fi2 3
Semaglutide 5 B . e
G3 3 nmol/k | 0.8 H Bl B 6% il B | R
(FIEHEER) o _
g ER(pH=7.4) K
0.5% o
250 0.5% CMC- B | BXR
G4 HTD1801 100 CMC-Na
mpk Na e —=
&
Dapagliflozin 10 0.5% HEC | /&% | BX
G5 \ _ 4 0.5% HEC N )
CGEBSF) | mpk e | R’ | —K
Empagliflozin 15 0.5% HEC | /&% | BX
G6 _ 6 0.5% HEC
(B854 | mpk A = R N
Dapagliflozin 10 o
\ _ 4 0.5% HEC \ TRk
(EIEFF) mpk EREER . (SYN
G7 i
250 0.5% CMC- & —K
HTD1801 100
mpk Na
550K -+ 361 HEEVERAS)
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Empagliflozin 15
B 6 0.5% HEC SR
(BHEHE | mpk Fefme | | BXR
G8 &
250 0.5% CMC- = —X
HTD1801 100
mpk Na

[0314] 22 Bk

[0315])5~6 1B CS7TBL/6J [t/ N B EN 8 1 1% THE S/ NEAsE -
DARG BB % T S A1 7y R IR AR AR A 4 - Horp - S REH 12 HU/NER(E A
Trimeart (CD ) I TIRE - RFIERERIZE/ NERSE R 60%= HERTTEERH60%HED)
R 10-12 B DIO FERHEAY - SPIgRGEEE 40g DL E - ¥ 60%HFD IRE
/NEGEITINHONIARENE 3 K - BEEES — R ORES 0.5% CMC-Na
BT —KR 1 X - phitilVNEREE - BBF - fBHELL - BREZE /KT
BIMME - DESEFERIEE - #7085k 12 BITHE 4 - o aiRIeR N &8
B o oreHfRTRIRER 12 WA/ NEETTAAEE - SLEEERTRE DO - Z4HHY
AEERGTETE S5 n LigwNEEASE (g ) 5T ERBRINVEE R AT BN &4 8540 -
B 4H Y 4E BRI PP AN4A BEI TR E - AR BEIG Prisr— B - &R EE BB 4R
= AREERHIRE - ERGEE R o LR - BEHE 1 XReE (HE 24
h 2 VR E B AE )  BATEE | RBWE/NERSE 115 16 RAE
30 ROyl Mgl —RERMmE (£ L+ 9:00 ZZEZETF 3:00 (&5
) 5 4REESE 24 X (D23) - WA/ NETHIEITRSAREERINL A& E e Hl

(g BIIRR ] B By sH i RIS ] B PRISF— B ) - 4585 1-7H 25 Ri&(Day24 )
& 6h > #f7 OGTT (Omin > 15min > 30 min » 60 min > 90 min > 120 min )
fa B/ INERITURE - 4585 F-7H 29 Ki& (Day28) » ZE& 6h » #1T OGTT (0 min -
15min > 30 min > 60min > 90min > 120 min ) [G]AFE Flt Z4H/ NEHETTEE T

AFpk PRI (Omin > 15 min > 30 min » FRERMEY 30 L) - srEEmAE>10 ¢
ST » 4 61 F(HHHHE)
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L > FIFt ELISA iR & Z/KT  BUES SR H (D30) FhadBRedEs -

EAEER 6h > EITEREMMERRM  BS1R 248/ NeR CO2 > L PR Im oAy - L

~

HIS A/ NI TREEIRIE - WERATBRAI S T ~ YSRAORE 2 ARAERT > 73 hliE

{TIRNETHE -
= 12, Fh ) 2 4HRIF04AEE T 5
B -
4H )51 SEEN il H4GEmE | a8k
(H)
Gl 8 C57BL/6] CD - -
G2 8 DIO 0.5%CMC-Na - p.o.
Semaglutide
G3 8 DIO - 10 nmol/kg s.C.
GEIiZ=l
G4 8 DIO HTD1801 250 mpk p.o.
Dapagliflozin
G5 8 DIO \ - 10 mpk p.o.
CGERSTIH)
Empagliflozin
G6 8 DIO - 15 mpk p.o.
O dED)
Dapagliflozin
\ - 10 mpk
G7 8 DIO (ZEREHE p.o.
HTD1801 250 mpk
Empagliflozin
- 15 mpk
G8 8 DIO (BHEFF) p.o.
HTD1801 250 mpk
E52H - 61 HEHHHAS)
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[0316] )% G : group ; mpk : mg/kg ; p.o. * CIIREGEE § sc. @ fZ %
5 o

[0317] 2.3 ) 2 (YEER&E R 40 T HTIL -

[0318]) HRAYRHH :

[0319] sr4H4GEERTAS AN B FIIER /NEAI B EAEAE S 28R 0E
17 /[ 18 A - AV NEAVRS IS 40g > SelR & BN IEE /N B
EIrE o RIS R -

[0320] 1) AEEEMELER

[0321] G1~G8 B4HFREE ($9E) IS EBLARERHEB( LR T
13~ F 14 ME 19 ~ 5 20 s -

= 13. Fhafl 2 iBEAESSR (BEEr : g)

DAY | Gl G2 | G3 G4 | G5 G6 | G7 G8

0 307 1 455 | 454 | 453 | 454 | 46.2 | 44.1 | 45.1

1 31.1 | 45.6 | 432 | 445 | 455 | 463 | 458 | 43.8

2 313 1 454 | 432 | 44.1 | 453 | 46.1 | 450 | 434

3 312 | 45.1 | 442 | 441 | 45.1 | 46.0 | 446 | 42.9

4 315 1 45.1 | 425 | 436 | 448 | 46.0 | 446 | 424

5 317 1 451 | 428 | 43.1 | 443 | 45.6 | 43.3 | 41.5

6 315 1 452 | 4377 | 4277 | 44.1 | 458 | 434 | 414

7 314 | 454 | 42.1 | 427 | 44.0 | 46.0 | 43.3 | 41.1

8 31.8 | 45.1 | 42.1 | 42.5 | 4377 | 45.6 | 42.8 | 40.7

9 31.8 1 45.0 | 43.1 | 419 | 434 | 455 | 422 | 40.1

10 | 314 | 450 | 413 | 419 | 435 | 454 | 415 | 40.2

SF53H - 461 HEEFRRAE)
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112151639

11 | 315 | 448 | 41.1 | 41.7 | 432 | 456 | 40.8 | 39.9
12 | 31.7 | 448 | 413 | 41.3 | 43.1 | 455 | 404 | 39.0
13 | 31.6 | 445 | 397 | 403 | 426 | 453 | 39.9 | 38.0
14 | 319 | 449 | 404 | 405 | 42.7 | 456 | 39.8 | 37.6
15 | 319 | 449 | 41.1 | 403 | 429 | 456 | 39.1 | 374
16 | 319 | 448 | 394 | 402 | 428 | 453 | 39.2 | 36.8
17 | 322 | 452 | 40.0 | 399 | 432 | 45.7 | 39.0 | 36.6
18 | 322 | 454 | 40.7 | 39.7 | 43.3 | 45.7 | 38.5 | 36.6
19 | 323 | 454 | 39.1 | 394 | 435 | 45.7 | 38.5 | 36.9
20 | 322 | 457 | 397 | 393 | 435 | 458 | 383 | 36.5
21 | 322 | 458 | 409 | 39.1 | 439 | 46.0 | 37.6 | 36.2
22 1322 | 460 | 39.1 | 39.2 | 439 | 46.2 | 36.7 | 35.7
23 | 327 | 462 | 395 | 389 | 43.8 | 46.1 | 37.0 | 35.6
24 | 323 | 457 | 397 | 38.2 | 435 | 45.7 | 37.1 | 355
25 [ 324 | 459 | 38.6 | 384 | 439 | 460 | 373 | 35.6
26 | 325 | 463 | 395 | 38.6 | 442 | 466 | 37.0 | 35.6
27 324 | 464 | 399 | 38.7 | 443 | 465 | 36.8 | 35.2
28 | 324 | 46.7 | 385 | 384 | 439 | 46.0 | 36.1 | 34.7
29 [ 322 ] 460 | 389 | 374 | 438 | 465 | 359 | 342
%= 14, ghhl 2 REE(LRE
DAY | Gl G2 G3 G4 G5 G6 G7 G8
0 0.0% | 0.0% | 0.0% | 0.0% | 0.0% | 0.0% | 0.0% | 0.0%
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1 1.4% | 02% | -49% | -1.6% | 03% | 04% | 1.1% | -3.0%
2 20% | -03% | -50% | -2.5% |-0.1% | -0.2% | -0.7% | -3.9%
3 1.8% | -08% | -2.7% | -2.5% |-0.6% | -03% | -1.4% | -5.1%
4 25% | -08% | -6.4% | -3.7% |-12% | -0.5% | -1.5% | -6.0%
5 32% | -09% | -58% | -49% |-2.4% | -13% | -3.6% | -8.2%
6 27% | -0.5% | -3.8% | -5.7% |-2.7% | 0.8% | -5.0% | -8.3%
7 24% | -02% | -7.4% | -5.7% |-2.9% | 0.4% | -5.7% | -9.0%
8 35% | -08% | -713% | -6.2% |-3.7% | -12% | -6.5% | -9.8%
9 37% | -12% | -51% | -7.5% |-4.4% | -1.5% | -71.5% | -11.2%
10 |1 24% |-1.0% | 91% | -7.4% |-42% | -1.7% | -89% | -11.0%
11 | 25% |-14% | 9.6% | -7.9% |-4.7% | -12% | -10.3% | -11.7%
12 1 33% |-14% | 9.1% | -8.7% |-4.9% | -1.6% | -10.9% | -13.6%
13 | 3.0% | -21% | -12.5% | -10.9% | -6.1% | -1.9% | -11.7% | -15.9%
14 | 40% |-1.2% | -11.0% | -10.7% | -6.0% | -1.3% | -12.0% | -16.8%
15 139% |-1.3% | 9.5% | -11.1% | -55% | -1.4% | -13.2% | -17.0%
16 | 39% |-1.4% | -13.1% | -11.2% | -5.7% | -1.9% | -13.1% | -18.4%
17 |1 48% |-0.7% | -11.8% | -11.8% | -4.7% | -1.1% | -13.5% | -18.9%
18 | 49% |-0.1% | -10.3% | -12.3% | -4.5% | -1.0% | -14.6% | -18.8%
19 | 51% | -0.1% | -13.9% | -12.8% | -4.2% | -1.2% | -14.7% | -18.2%
20 | 5.0% | 0.5% | -12.5% | -13.2% | -4.1% | -0.8% | -15.1% | -19.1%
21 1 48% | 0.8% | 9.8% | -13.5% | -3.3% | -0.4% | -16.6% | -19.8%
22 149% | 1.2% | -13.8% | -13.4% | -3.3% | -0.1% | -18.1% | -20.8%
23 1 6.6% | 1.6% | -12.9% | -14.0% | -3.5% | -0.1% | -17.8% | -21.2%
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24 | 53% | 0.6% | -12.6% | -15.6% | -4.2% | -1.1% | -17.7% | -21.3%

25 |1 54% | 1.0% | -15.0% | -15.1% | -3.2% | -0.4% | -17.4% | -21.0%

26 | 57% | 2.0% | -12.9% | -14.6% | -2.5% | 0.9% | -17.9% | -21.0%

27 154% | 22% | -12.1% | -14.5% | -2.4% | 0.7% | -18.2% | -22.0%

28 | 54% | 2.8% | -152% | -151% | -3.2% | -0.4% | -19.2% | -23.1%

29 |1 5.0% | 1.1% | -14.5% | -17.4% | -3.4% | 0.8% | -19.8% | -24.2%
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