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History of Oral Fluoropyrimidine Development

{ Active Compound )

{ 1st generation )

FT-207(Tegafur)
1973
800 -1200mg/day

{ 2nd generation ) { 3rd generation )

5-DFUR

G
m_— 1987

800 -1200mg/day

JUFT IS-1
L
1984 i

{
300 -600mg/day ﬁ)\"‘"’“
1999
‘- ' 80mg /m?/ day
Capecita)bine
COER)CH,
1 B - ulgm
1657mg /m?
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— suppression
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& CDHP' ¢ oPD? "\ F-B-Ala: a-fluoro-B-alanine
<+ Oxo? 9 oPrT* = Anabolism < Catabolism

2XFT, the oral prodrug of 5-FU, shows good bioavailability and is slowly converted to 5-FU to

_ prolong its antimetabolic effect.
>X:CDHP is a potent and reversible inhibitor of DPD, a 5-FU degradation enzyme.The combination of

" CDHP and FT retains high concentration of 5-FU both in blood and tumor cells and prolongs

_ therapeutic effects.
:Oral co-administration of OXO with 5-FU specifically inhibits the phosphorylation of 5-FU to .

" (FUMPY° catalyzed by OPRT within the GI mucosal cells,and consequently reduces the Gl toxicity
of 5-FU.



Fluoropyrimidine
Cancer Chemotherapy Drugs ey or biasio, Mayo

1% Generation 5-FU
2" Generation Furtulon FUTRAFUL
(5'-DFUR) (Tegafur)
3"Generation Xeloda UFT/UFUR
(Capecitabine) (Tegafur/Uracil)
4" Generation TS-].
(DIF + OPRT moduration) (Tegafur/Gimeracil/
Oteracil)

Liver and Tumor (CYP 2A6)

Neurotoxicty
(HFS)

|

Degradation

< Mechanism of TS-1°
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TS-1 Phase Il Studies in Japan

2. TS-1 R BBk 4E

(1) E¥ELed
R 546.5%(60/129%1),

RE32. 6%(30/9219']) :

Tl EEEEESH RIERREED, EREFRS32.6%(42/1290]), EE R
BRREEE34.8%(8/2301) -

EUIESEE S RRAREED HREZES34.1%(29/8561), BERE IR 35 FHHY
REZEE48.1%(23/52f) -

Z BRI BB (fE Ataxane A M BB EEY) (B BIEFir B 85 2 FL B/
B R B O, B IR 23R 72521.8%(12/5561)) -

AR A ¥ RAVBR R A BE P, L FEZR 5532.2%(19/594) -
EUEEE SRR D, HRERE30.5%(18/59), FETRE R 5% 258
RIEZEE24.1%(7/294) -

(2) BHRA%EE

S RAEBIIE/N AR E, EECDDPH AR FEE 547.3%(26/5561), iETE
R IR EER B43.1%(22/514l) -
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AiGERS

KERREEZREZTRBRANYREE, SX4GEE2
R, REEENFEER:
i REIE 1 BHARFAEIE
ie ® B & (*E'%‘E’?Tegﬁur ElE) | (tBEHm Tegafur ’f-%%)
<1.25 m? 40 mg/ R 80 mg/H
1.25m2~1.5 m2 50 mg/ X 100 mg/H
21.5 m? 60 mg/ X 120 mg/H
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IR S S ZHER

SHAEEAE=40mg/dose x2RH  BREERH =2 X/A Bfi:' 55 (cm) ' £ZE (Kg)
BHE\NSH 135 140 145 150 155 160 165 170 175 180 185 190
35.0 1.113 1140 1167 1194 1.220 1.246 | 1.272 1.297 1.322 1347 1372 1.396
37.5 1.148 1176  1.203 __ 1.231 1.258 1.285 1.311 1.337 1363 1.389 1414 1.440
40.0 1.181 1.210 _1.238 | 1.267 1.294 1322 1349 1376 1.403 1.429 1455 _ 1.481
42.5 1.213 1.243 | 1.272 1.301 1.330 1.358 1.386 1414 1.441 1.468  1.495 | 1.522
45.0 1.245 1.275 1305 1335 1364 1393 1422 1450 _1.478 | 1.506 1.534 1.561
47.5 1.275 1.306 1.337 1367 1397 1427 1456 _ 1.485 | 1514 1.543 1.571 1.599
50.0 1.304 1336 1367 1.398 1429 1460 _ 1490 | 1519 1549 1578 1.607 1.636
52.5 1.333 1.365 1.397 1429 1460 _1.492 | 1522 1553 1.583 1.613 1.642 1.672
55.0 1.360 1.394 1426 1.459 _ 1.491 1.523 1554 1585 1.616 1.646 1.677 1.706
57.5 1.388 1.421 1.455 _ 1.488 | 1.521 1.553 1.585 1.617 1.648 1.679 1.710 1.740
60.0 1.414 1449 1483 | 1516 1550 1.583 1.615 1.648 1.680 1.711 1.743 1.774
62.5 1.440 1475 | 1510 1544 1578 1612 1645 1.678 1.710 1.743 1.774 1.806
65.0 1.465 1.501 1.536 1.571 1.606 1.640 1.674 1.707 1.740 1.773 1.806 1.838
67.5 1.490 1.526 1.562 1.598 1.633 1.668 1.702 1.736 1.770 1.803 1.836 1.869
70.0 1.514 1.551 1.588 1.624 1659 1695 1730 1.764 1.799 1832 1.866 1.899
72.5 1.538 1.576 1.613 1.649 1.686 1.721 1.757 1.792 1.827 1.861 1.895 1.929
75.0 1.561 1.599 1.637 1.674 1.711 1748 1784 1819 1854 1.889 1924 1.958
77.5 1.584 1.623 1.661 1699 1.736 1.773 1810 1.846 1.882 1917 1.952 1.987
80.0 1.607 1.646  1.685 1.723  1.761 1.798 1.835 1872 1908 1.944 1980  2.015
SEBTE 40mg/®  (20mg capsules x2 cap/®) BAS | AAEEFRES, 23(5), 443-450, 1968
50mg/® (25mg capsulesx 2 cap/® ) A= W O04xH 0663 88 83x 10*

60mg/®

(20mg capsules x 3 cap/® )

A fARERE (nf) W

“FE (kg) " H:&F (cm)
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e} = ol EES| & =
B8 | 40mg/ R 50 mg/ X
B8 40mg/ X | 50 mg/ R 60 mg/ X
{E%—40 mg/ R—50mg/ X | 60 mg/ X 75 mg/ R
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Proper Use of TS-1 Single Agent in Advanced

Gastric and in the Adjuvant Treatment

ULN © ¥R2&{H EER

CorgtMEL/min) =

MBE (ko) X (140 - =89

#ERE AWEBeR HFcE
PS 0-2 3
AERR & - AR EE PSO PS 1-3
Perforrarce StatusiPS) KPS 90-100% KPS 30-80%
Kamofsky Performance
Status(KPS)
miETsE 2 9.0a/dL 8.0~9.0g/dL
BprhsE SMmEEs |3500~12000/mm? 2000~3500/mm? = 12000/mm?
EPMIRE 2 2000/mem?® 1000~2000/mm?
m/ RS 2 108 /mer?” 758108 /mm®
SRaes s 1.55ULN 1.545ULN-3mg/dL
FFIheE AST(GOT) < 2.5485ULN 2.5fEULN-150IU/L
ALT(GPT)
B ANEERT < ULN ULN-1.5mg/dL
CerffidZ{&**(mL/rmn) z 80 80~60 60~30
MikicER VI E VW EIN T U1 ES2ERE
BlMEIE P ceEasEoc 1 EEE | AOMIEEES T
(R ERERE EINRRIEIRT) | (FCo. 30-40mi/min W
B S 5E) W HeEre 8932 F WA NE)
FEIEET

(Cockcroft-GaudtZ223t) 72 x M lcreatrine{fi(ma/dL)

B ERNILLETNEMIELL0.85

Cer. € 30mi/mmn
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IERE(EF

zh-3:]]

(REA B 7= )
AR A o] 45 &%
mEIEHE mEIEEHE
PS 4
"53' HIFAES <8.0g/dL
E EIMEREY | <2000/mm?
* REh i ERE | <1000/mm?
m/\iREy | <7. 55 /mm?
iy WIEEZE | = Smgldl
gé AST(GOT) | = 150 IU/L
ALT(GPT)
%m ANET &S = 1.5mg/dL
Be
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Proper Use of TS-1
(BHA B . FE/NiRafimTE S P Cisplatin)

iR eI ST IR A AR R i 1T iR iz 12 HA S8 — HRARG IRt BR (AN i B4R T2
1K ~ cisplatinfEZE /\ K45 F60mg/m2) AN I ZE AL - FHEMERNEZEH -

BE S RAVIRTS-1HREBEIZTHE
3)’?@.@!1&)33219512 {RZ14K - CisplatinBIRETS-13% 7R

B FEIEA60mg/m?2 - WEEFTHARE—
@% ' YNRIREE—

2073

/l\

RERERERELZE  FENREERA - SRIRAW

BIE - ZIREERE -

RSB 8 R ARL AR A& X W/ )\ i

BENKE LREREMH LRIREREREER O] B 4EE R EERRE —

TS1ELEORLAG F21K

1 B2
¥ T HARE 138 2@ 3@ 138 28
TS-1 21HEBORST 14 HRERE
Cisplatin I e
(60mg/m2)

cisplatinBl 258K 48 F60mg/m? » ZIETS1KE14K - ZiLTEIER -

EEERE




Proper Use of TS-1 Combining Cisplatin in
AGC and NSCLC

ULN : #¥®{f FER

WEsEHE W EAEER" fHEie=
PS 0-2 3
Mm#ELFE = 9.0g/dL 8.0~9.0g/dL
EmEMy | 3500~12000/mm® | 2000~3500/mm?> 12000/mm?
fadel ] = 2000/mem? 1000~2000/rmm?
/R e 2 10| /mm? 7.5~ 10|/ mm?
epe= < 1.58ULN 1.5fBULN-3mg/dL
BFIE | ast(GoT) = 2. 548ULN 2 5EULN-1501U/L
ALT(GPT)
CerfRER{E**(mL/min) > 80 80~60"
Bsstam B pemEiee T | RENER—EEERE

Cer. : < 50" ml/my EREEEH

ALEERT B & E (creatinine clearance)it Bl{E ( Cockcroft-Gauititl )
= [ (140-58:) X MBE(ka) ) / (7T2XmBANEsiZ N8 F=EH)
(ZMBERBETRESATELIO85)
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o A& AHE TR IR G E
( iRHA B 7= S B Cisplatin)

{ — } — TRz
138 238 3iE 138 2@
TS-1 ( B 1R OMRAST IR AEIARE |
BIEEIE
Cisplatin (60mg/m2Y ?%’89%
TS-1 Cisplatin TE®ER
R TRART | 13T RALART FARIER R RS P e
day? day14 day21 day28 day35
fRARtRE X
RBIER X % A A A A A
mER A A A A A
ERIER ‘ SRS
S FRREUR a2 B R EARFIFh B R B ek R &1L >>
5k OR% » TRZEEEER « B2 F - B8  WIERZEREER -
BE IR ERER (FIRREE ~ IR « S0 )
Ba
s
Y| o ! OJEEMREIEEHIT A MWEBRISS

F—BRELESENERRBSNTERAENRREE -
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2 Y e N B
1.MERPRE (ERILE)

H12EEERAREZZORTS-18EXEIE32-40mg/dose Z MIFEEFRE o BEYILREAET72/)\0F
MRERPFAEZEE » gimeracil (CDHP)&1552.8% - tegafur (FT)#1&7.8% - oteracil
potassium (Oxo0)&£2.2% ~ X&EHcyanuric acid (CA)AA11.4% - T&IELE_H#(5-FU)EI
WEBT.4% o

2. MIFPEE (GEEIE )
EIEE28 R TR _IREREA32-40mg/doseITS-18F » 131 ~ 7 ~ 14 28 KBIEMTS-1 M T8
E > oREFZEBBEEE - BMEEBERETS-118 ° REMRIEZIE (Ura)REHEE - B
CDHP5|ZHIDPDIFI{EAZ 0l i HY - IRRERBIEHEER1,2)

KB =
TS- 1R EERR D ARS-FUEARBIIBENERBEESE » FTH49-56% ~ CDHP &
32-33% * Ox0&7-10% @ M5-FUE17-20% (BEHN ER) -

A FRPHEER 2Tz "4  EEREBERRSE BE2EE

HEEMEEEE1260KE R TTS-1REZORIETFTELETNENZHD

(FT ~ CDHP ~ Oxo) B ¥(5-FU ~ CA)EAGEIRFREIZY R RDEE - ESE72/\0F © FHFRIRHE

BHICDHPA52.8% ~ CAB11.4% ~ FTE7.8% ~ 5-FUAS7.4%K0x0552.2% ° Hoh{F{a pk{3

BB REICIRERTRERREFEM - KBW12W\ERER ' AWIEFHRRE - 5

M » COHPERSLLHIRUKRNE R A SR - RILLNRREEBESHINEE T EEF © CDHP
mi¥EET _ EHBITIEE -

’E%i@i%@' £ BRERE1.25m2 E~1.5m2RiE48FTS-1 50mg (25mghBEE=2) » 1.5m2 E43F60mg (20mgiBEEx3) CA*2 1 Oxoff
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Mechanism of adverse events
in patients with renal dysfunction

FT Liver
/ - FBAL Renal
CYP2A6 DHFU

DPD ’ FBAL
\@ 7= CDiP

> 5_FU
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TS-1E8 R4 FHIZEYEN 2

Cmax Tmax AUC (o-48hr) T2

(ng/mL) Chr) (ng * hr/mL) Chr)
FT 1971.0%269.0 2.411.2 28216.9x7771.4 13.1%3.1
5-FU 128.5%41.5 3.5%1.7 723.9%272.7 1.910.4
CDHP 284.6x116.6 2.1%1.2 1372.2x573.7 3.0%0.5
Oxo 78.01+58.2 2.3¥1.1 365.7%£248.6 3.0x1.4
CA 117.9%184.4 3.4%1.0 892.0x1711.7 3.8%1.6

MeanxtSD
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Phase lll Data in TS-1

Postoperative Gastric Cancer
» ACTS-GC Study (NEJM 2007)

Advanced Gastric Cancer
» JCOG 9912 Study (Lancet 2009)
» SPIRITS Study (Lancet Oncology 2008)




Randomized phase lll trial comparing

S-1 monotherapy versus surgery alone
for stage Il/lll gastric cancer patients (pts)
after curative D2 gastrectomy

(ACTS-GC study)

M. Sasako, T. Yamaguchi, T. Kinoshita, M. Fujii,
A. Nashimoto, H. Furukawa, T. Nakajima,

Y. Ohashi, S. Sakuramoto, H. Imamura,

for the ACTS-GC group

Gastrointestinal Cancers Symposium (ASCO-GI), Jan. 19-21, 2007, Orlando, FL



Study design

Curative gastrectomy (D2)

within 6 weeks after surgery B

Central Randomization (dynamic balancing)
Adjustment factors : stage*(ll, llIA, l1IB), Institution

! !

S-1 80-120 mg/day** Surgery alone

4 wks administration with 2wks off
in each course for 12 months

(No further therapy)

** Body surface area (m?2)

<1.25 80mg/day . i : :
125-<15 100mg/day 1.;:1?:;9 (;Iassﬁ' ication of Gastric Carcinoma,
>=1.5 120mg/da

Gastrointestinal Cancers gymposwm (ASCO-GI), Jan. 19-21, 2007, Orlando, FL



Adverse Events (1)

S-1 Surgery Only
(n=517) (n=526)

Grade 3 Grade 4 Grade 3 Grade 4

Luekopenia 6 (1.2%) 0 2 (0.4%) 0
Anemia 6 (1.2%) 0 3(0.6%) 1(0.2%)

Thrombocytopenia 1 (0.2%) 0 2 (0.4%) 0
AST 9(1.7%) 0 17 (3.2%) 1 (0.2%)
ALT 6 (1.2%) 0 16 (3.0%) 1 (0.2%)
Total bilirubin 7(1.4%) 1 (0.2%) 2(1.0%) 1 (0.2%)
Creatinine 0 0 1(0.2%) 1 (0.2%)

*NCI-CTC (Ver.2.0)

Sakuramoto et al. N Engl J Med 2007; 357:1810-20



Adverse Events (2)

S-1 Surgery Only
(n=517) (n=526)
Grade 3 Grade 4 Grade 3 Grade 4
Stomatitis 1 (0.2%) 0 0 0
Anorexia 30 (5.8%) 1 (0.2%) 8 (1.9%) 3 (0.6%)
Nausea 19 (3.7%) - 6 (1.1%) -
Vomiting 6 (1.2%) 0 7 (1.3%) 3 (0.6%)
Diarrhea 16 (3.1%) 0 1 (0.2%) 0
Rash 3 (1.0%) 0 2 (0.4%) 0
Fatigue 3 (0.6%) 0 3 (0.6%) 0

*NCI-CTC (Ver.2.0)

Sakuramoto et al. N Engl J Med 2007; 357:1810-20



Overall Survival

100 (All randomized)

Overall Survival (%)
@)
o

- HR = 0.68 [0.52-0.87] 3-year OS
L p = 0.003 - S-1 80.1%
(stratified log-rank test) -Surgeryonly  70.1%
0 | | | | |
0 1 2 3 4 5
NERET ok Years since Randomization
S-1 229 9515 370 196 46
Surgeryonly 530 504 352 163 40

Sakuramoto et al. N Engl J Med 2007, 357:1810-20



Overall Survival

all randomized

100 100
9 ey 9
Q/ ‘H-n-: °~’
g =Illlll- -g
£ 50 UE) 10—
% HR = 0.68 [0.52-0.87] = HR = 0.669 [0.540-0.828]
o 2
3 )
3-year OS 5-year OS
S-1 80.1% S-1 71.7%
"Rt="* Surgery only 70.1% "UERR'f Surgery only  61.1%
0 1 2 3 4 5 0 1 2 3 4 5
Years since Randomization Years since Randomization
No. at risk
S-1 529 515 465 416 363 316

Su
Sakuramoto et al. N Engl J Med 2007; 357:1810-20 "gery only 530 504 438 365 327 268
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Relapse-free Survival

100 (All randomized)
<
©
P
& L i,
a LT
Q 50 r T eeeees
o L
3 HR = 0.62 [0.50-0.77] 3-year RFS
=5 p < 0.001 - S-1 72.2%
E (stratified log-rank test) - Surgeryonly  59.6%
0 | | | | |
0 1 2 3 4 5
No. at rick Years since Randomization
S-1 529 463 290 145 25
Surgeryonly 530 437 252 111 21

Sakuramoto et al. N Engl J Med 2007, 357:1810-20



Relapse-free Survival

all randomized

NEJM (2007) ESMO (2010)

100 100

3 )
E xll § \l
2 oy, S ™.
z ‘bu. 2 ‘lq.h
u:) \--% U=) "“"'“'Hlllll-.
8 50 -hllllli o 50 --------------------------------------
= 'g HR =0.653 [0.537-0.793]
3 HR = 0.62 [0.50-0.77] o
Q 8
© )
o] 3-year RFS & 5-year RFS
4
— S 72.2% —_— S 65.4%
"™ Surgery only  59.6% """ Surgery only  53.1%
0 | | | | | 0 | | | | |
0 1 2 3 4 5 1 2 3 4 5
Years since Randomization Years since Randomization
No. at risk
S-1 529 463 399 354 322 201

Sakuramoto et al. N Engl J Med 2007; 357:1810-20 "¢ © 530 437 348 302 254 147



Site of First Relapse

S Suraerv Onl Hazard Ratio
Site (n=529) (2:5);,0) y for Relapse P Value
(95% CI)

No. of relapses 133 (25.1%) 188 (35.5%)

Local 7 (1.3%) 15 (2.8%) 0.42 (0.16-1.00) 0.05
Lymph nodes 27 (5.1%) 46 (8.7%) 0.54 (0.33-0.87) 0.01
Peritoneum 59 (11.2%) 84 (15.8%) 0.64 (0.46-0.89) 0.009
Hematogenous 54 (10.2%) 60 (11.3%) 0.84 (0.58-1.21) 0.35

Sakuramoto et al. N Engl J Med 2007; 357:1810-20



TEE (%)

In house data

TS-1#2 iR E R TF R H 2 BRI %R

100

90 -
80- %= 12{E AS-15%%8

0. RHT7E AARARALL R fth
WHRIE - FILET1218
o0 SERERENER

01  —12m (34061)

40- 6-12M (404l )

— <6M (1084 )
Surgery alone (530 )

30-
20-
10+

0 1 2 3 ACTS-GCHRE S RIREE
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In house data
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Phase lll Data in S-1

Postoperative Gastric Cancer
» ACTS-GC Study (NEJM 2007)

Advanced Gastric Cancer
» JCOG 9912 Study (Lancet Oncology 2009)
» SPIRITS Study (Lancet Oncology 2008)




Combination Chemotherapy for treating
advanced/metastatic GC
' Kim et avI. 1993

FAM < CF ’ -
¥ eth phnme
A platinum era:
FAM < first-generation
i ~ Kelsen et al. 199 ______ regimens =i
era: second- _,

- generation
regimens
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Phase Il studies with novel agents

(Pre-S1 Era)

Study

Regimen

Response Rate

Time to
progression

Overall
Survival

1-yr
survival

REAL-2
(Oxaliplatin)

Epirubicin 50 mg/m2iv
Oxa 130 mg/m?iv
Capecitabine 625 mg/
m2/bd

q3wW

47.9%

7.0 mos

11.2 mos

46.8%

German
(FLO v.s FLP)

Oxa 85 mg/m?2 LV
200 mg/m?2 5-
FU 2,600 mg/m2 24-
hour continuous
infusion, Q2W

34.8%
41.3%
(> 65yr)

5.8 mos

6.0 mos
65yr)

(>

10.7 mos

13.9mos (>

65yr)

45%

V325
(Docetaxel)

Docetaxel 75mg/m?
dayl

CDDP 75mg/m? day1
5-FU 750mg/m? day1~5,
q3wW

37%

5.6 mos

9.2 mos

40%

V306
(Irinotecan)

FA: 500 mg/m?, 5-FU
2000 mg/m?2 as 22h Cl,
Irinotecan 80mg/m?

31.8%

5.0 mos

9.0 mos

NA
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JCOG (Japan Clinical Oncology Group) 9912

Patients: Advanced/ metastatic gastric cancer

5-FU ci
800 mg/m? 24 hr civ (d1-5), g4wks

R CPT+CDDP
CPT-11 70 mg/m2iv (d1,15)
Stratifications; CDDP 80 mg/m2 v (d1) ’ q4wks
PS,
institutions, S-1
::,-?fv?;:gery’ 40-60 mg, bid ( 4 weeks on/ 2weeks off )
chemotherapy

Primary endpoint: OS
Secondary endpoints: adverse events, response, TTF, etc.

No. of patients to be included: 689 pts
Lancet Oncology 2009



Overall Survival
(%)

190 Py Response rate
| - in pts with target lesion -

CPT-11
5-FUci +CDDP

CR+PR 15 68 49
n 176 181 175
RR 9% 38% 28%

S0

0 12 24 36 (months)

Significance
n MST 1-yr HR 95%C.l. P-value | 1
- 5-FUci 234 10.8M 44.0% - = -

—CPT-11+CDDP 236 12.3M 52.5% 0.85 0.70-1.04 0.055! 0.05

234 11.4M 47.9% 0.83 0.68-1.01 0.034' 0.025
non-inferiority <0.001 (0.025

T: one-sided log-rank test (superiority) 1: multiplicity adjusted by Holm’s method



Toxicity (grade 3/4)

5-FU S-1 CPT-11+CDDP
(%) (%) (%)
Neutropenia 1 6 65
Diarrhea ) 3 9
Stomatitis 3 2 0
Nausea 7 6 21
Anorexia 13 12 33

Lancet Oncology 2009



Conclusion

Oral S-1 showed a significant non-
inferiority to 5-FU in survival with mild
toxicities.

S-1 should be considered for the standard
chemotherapy for unresectable or
recurrent gastric cancer

Lancet Oncology 2009



Phase lll Data in S-1

Postoperative Gastric Cancer
» ACTS-GC Study (NEJM 2007)

Advanced Gastric Cancer
» JCOG 9912 Study (Lancet Oncology 2009)
» SPIRITS Study (Lancet Oncology 2008)




S-1/CDDP vs S-1 (SPIRITS)

Patients: unresectable/recurrent gastric cancer

S-1+CDDP
S-1: 40-60 mg, bid for 21 days q5wks
CDDP: 60 mg/m? iv on day 8

N =298

S-1
40-60 mg, bid (28 days q6wks)

Primary endpoint: OS
Secondary endpoints: PFS, TTF, Response, Safety.
No. of patients: 298 pts

Narahara: Lancet Oncology 2008



Overall Survival

100

S-1  S-1+CDDP

No. of pts 150 148
80 F Response Rate 31% 549,
MST 11.0 13.0

1yrsurvival 46.7 % 541 %

2yrsurvival 15.3 % 23.6 %

Log-rank p-value: 0.04
HR: 0.77 [ 95% CI: 0.61 — 0.98]
Median follow-up time (M): 34.7

Estimated probability (%)

0 6 12 18 24 30 36 42 48 54
Months



Toxicity (grade 3/4)

S-1/CDDP S-1

(%) (%)
Neutropenia 40 11
Diarrhea 4 3
Stomatitis 1 0
Nausea 11 1
Anorexia 30 6

Narahara: Lancet Oncology 2008



Conclusions

» High efficacy was observed both in S-1 and
S-1+CDDP arm

e The median survival time of S-1 was 11.0 M
moreover, that of S-1+CDDP was 13.0 M

» S-1+CDDP regimen can be regarded as the
first-line standard treatment for AGC



S-1 PK
in Chinese (Taiwanese)



A multi-center phase Il and
pharmacokinetic study of S-1 as first-line
chemotherapy in Taiwanese advanced

gastric cancer patients
(TTYTG0501)

Jen-Shi Chen, M.D'., Yee Chao, M.D., Ph.D2., Ruey-Kuen Hsieh, M.D. 4, Li-Tzong Chen, M.D3., Ann-
Lii Cheng, M.D., Ph.D>., Po-Min Chen, M.DS., Ph.D., Tzeon-Jye Chiou, M.DS., Tsu-Yi Chao, M.D".,
Kun-Huei Yeh, M.D., Ph.D%3., Jacqueline Whang-Peng, M.D3.,

1.
2.

3

© N o o @ »

Division of Hematology-Oncology, Department of Internal Medicine, Chang Gung Memorial Hospital, Lin-Kuo, Taiwan
Cancer Center, Veterans General Hospital-Taipei, Taiwan

. Cancer Cooperative Ward in Veterans General Hospital, Division of Cancer Research., National Health Research

Institutes

. Division of Hematology & Oncology, Department of Internal Medicine, MacKay Memorial Hospital-Taipei

. Division of Oncology and Hematology, Department of Oncology, National Taiwan University Hospital, Taipei, Taiwan
. Division of Medical-Oncology, Department of Internal Medicine, Veterans General Hospital-Taipei, Taiwan

. Division of Hematology-Oncology, Department of Internal Medicine, Tri-Service General Hospital

. Division of Oncology and Hematology, Department of Internal Medicine,Far Eastern Memorial Hospital



Study Design

» Study Design

»Open-label, non-comparative, multi-center phase Il
study

» Patient Number
»Simon’s two stage optimal design
»P0=0.1 and P1=0.3
» o =0.05and  =0.20

Stage | =2/10
Stage i = 6/29




Summary Efficacy Results

. All Subjects Evaluable Subject
End Points (N=3£) (N=29) j
0 (1)
Objective Response Rate (%) (95% g|51?5/2° 51.3)  (95% éﬂég.ﬁ’, 59.3)
88 119

Median Time to progression (Days)  g54, c1.72.0 176.0)  (95% CI:79.0, 221.0)

261 299

Overall Survival (Days) (95% C1:124.0, 408.0)  (95% CI:216.0, NA)

* Five subjects were not evaluable for response.
*1 not eligible for study; 1 violation for protocol; 3 early withdraw (1 withdraw due to poor
compliance, 2 early withdraw due to early death.)
*Follow-up on Jan. 2008, there are 3 patients continuing receiving study therapy in the extend
study.



Study result :
Summary of Adverse effect

Grade 1 Grade 2 Grade 3 Grade4 % of G3/4

Hematologic
Leukopenia 5(14.7%) 5(14.7%) 4 (11.8%) 1(2.9%) 14.7
Neutropenia 4 (11.7%) 6(17.6%) 3 (8.8%) 1(2.9%) 11.7
Anemia 8(23.5%)  12(35.3%) 6(17.6%) 2 (5.9%) 23.5
Thrombocytopenia 5(14.7%) 0 (0.0%) 0 (0.0%) 2 (5.9%) 5.9
Non-Hematologic
Stomatitis 6(17.6%) 3(8.8%) 2 (5.9%) 0 (0.0%) 5.9
Diarrhea 5(14.7%) 8 (23.5%) 2 (5.9%) 0 (0.0%) 5.9
Nausea 8 (23.5%) 3(8.8%) 1(2.9%) 0 (0.0%) 2.9
Vomiting 5(14.7%) 2 (5.9%) 0 (0.0%) 0 (0.0%) 0.0
Pigmentation 1(2.9%) 2 (5.9%) 0 (0.0%) 0 (0.0%) 0.0
Asthenia 15 (44.1%)  6(17.6%) 4(11.8%) 0 (0.0%) 11.8
Liver SGOT increase 7(20.6%)  4(11.8%) 4(11.8%) 0 (0.0%) 11.8
SGPT increase 4(11.8%)  6(17.6%)  1(2.9%)  0(0.0%) 2.9
Renal Creatinine increase 3(8.8%) 0 (0.0%) 1(2.9%) 0 (0.0%) 2.9

Maximal Adverse Events, n=34 (CTC v3.0, 2003)

Cancer Chemo Pharm 2010 55



PK Comparison :Taiwan vs Japan

S-1 components and its metabolite multiple-dose pharmacokinetics after Dose normalization

Taiwan Japan
Parameters CV(% P value*
Mean SD ) Mean| SD | CV(%)
Day 1 n=12 n=12
AUC,, - 15.14 6.08| 401| 13.67 577 422| 0.460
SFU = — 556 001 353 240] 082| 342 0840
AUC,. 30.83 1407 | 456| 2660| 11.92| 448| 0.229
CDHP rc— KE 279| 454 542 2.51 463 | 0.504
AUC,, 572.07| 12566 22.0| 591.95| 204.08| 345| 0.857
FT207 Coe 4556 1217 | 26.7| 37.20 754 203| 0.092
AUC,._ - 8.49 628 739| 7.25 516| 71.3| 0478
Oxo Co 1.38 135 98.0 1.49 1.19 796 | 0.995
Day 28 =7 n=11
AUC,_ . 14.44 361 250| 11.46 376 328| 0117
SFU e 555 060| 272| 200 080| 381| 0251
AUC,. . 28.48 978 | 343| 2428 847 | 349 0.348
CDHP Crraxos 6.44 211| 328 b5.14 284| 552| 0.313
AUC,_ . 694.65| 25754 37| 779.94| 17116 21.9| 0.408
FT207 Crroxos 88.31 3111| 352| 7756| 1892 244| 0.372
AUC, ... 12.60 943| 748| 11.83| 18.08| 152.8| 0.921
Oxo Crraxos 2.46 182 | 743 234 368 | 157.1| 0.949




Conclusion

The present study demonstrates similarity
between Taiwan and Japan patients in the
PK of S-1 components and supports the
use of Japan data in the evaluation of PK,
safety, and efficacy for Taiwan patients.



Treatment of Advanced Gastric Cancer

Best supportive care
5-FU

FAM

FAMTX

DCF (V325)
ECF
Oxa+HDFL

XP (ML17032)
EOX (Real 2)

S-1 monotherapy
S-1+CDDP

Median survival

3—-4 mo

4-5 mo

4-5 mo
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s B &~ Disseminated
B = AT

B REIP ]
Intravascular Coagulation (DIC) ~

)’iﬁf-é}? BIRFhREEEE ~ IRK ~ EE MG £
MR E s EEON R - FHALEEE
‘ /)%J’fbkﬂjﬁl HALBFI - 2MHE 7H

R JE ke ERE 1% 2% (Stevens-Johnson
FARAE) « b B AR %ﬁ(wwf
%2 ) -HAERGEMHMBHREGE S ZMH
BEBR X~ MBI AR ~ Rk

RN 6y A
Tegafurj| #e = &
A& A

BFAEAL ~ &R~ SHUEE ~ OFERE(E
1% % Z ) ~ Nephrotic syndrome
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BHRE

W) BR R & 1

(14 BAEE IR 5 2 A

ERFARH

3K )

AR AR

mARERE | BRE | g et [T | s | sikasn
BB R B 92 (303’-26?8@8;?; m?) wsan) 850 (1-938)
hemoglobini 2 291 (3. 5_37 _%/gl/_d L) (52_2385 ) 2491 (1-218)
o IR 28451 (16 ;gf%‘_’j/,mss) (92_4;185 ) 2561 (1-46 )
Ba kA 5 96 B BRI REE é?.a?ffaﬁz AWK | BIRIAEH fffaﬁz“l’
GAE 58 A {E (%2 [F]) v RAE 58 i 18 ($e )
Diarrhea 100151 (Zzﬁ'gfa ) 951 (1-628)
Rash 6741 (2-22142 A) 63%1 (2-2548)
Stomatitis 1004 (3-22462 g) 9441 (2-99H)

* R A e SRR R IERER G BT
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=
‘5'] 'ﬁ; J
FE TRy,
g 1 H 2341 TR R AL Wi Wit I I e LB
(57811 ) (55%1) (59141 ) (5913 ) (5513 )
4 &R (CTC=34)#2 87.2%(22.5%) 96.4%630.9% ) 98.3%(42.4%) 94.9%(30.5%) 100% (61.8%)

8 m B (2 #2000/mm3 )

45.8%( 2.8%)

69.1% ( 9.1%)

32.2%( 0.0%)

49.2%( 3.4%)

52.7%( 5.5%)

"5 PG eER D (2 #1000/mm3)

72.79%10.9% )

42.4%( 5.1%)

65.5%(29.1%

dofr F D (D78 g/dL)

38.1%( 5.7%)

45.5% ( 3.6% )

50.8%( 5.1%)

50.8%( 6.8%)

(

(
43.99%( 8.5%)
(

(

(

(
27.1%( 6.8%)
(

(

)
90.9%6(21.8%)
)

fr AR D (2 #5%104/mm3) 10.9%( 1.6%) |38.2% ( 1.8%) | 33.9%( 1.7%) | 23.7%( 0%) 60.0%( 1.8%
AST (GOT) ¥ Au 11.1% 34.5% 18.6% 37.3% 14.5%
ALT (GPT) 3% /u 1.1% 29.1% 16.9% 27.1% 14.5%

RHRARIR (CTC= 34&) 33.9%( 3.5%) | 54.5%( 5.5%) | 61.0%(13.6%) | 33.9%( 6.8%) 78.29%(12.7%)
2.3 (CTC= 34&) 22.3% (0%) 47.3%( 0%) | 55.9%(10.2%) | 32.2%( 3.4%) 65.5%(10.9%)
%  2(CTC= 3#) 7.8%( 0.5%) | 30.9%( 0%) | 35.6%( 5.1%) | 20.3%( 1.7%) 38.2%( 7.3%)
BB (CTC= 34&) 18.7%( 2.9%) | 38.2%( 5.5%) | 37.3%( 6.8%) | 22.0%( 1.7%) 34.5%( 7.3%)
25 R AR 22.3% 47.3% 47.5% 35.6%
7 N X 17.1% 41.8% 25.4% 27.1% 25.5%
& A 21.3% 47.3% 39.0% 42.4% 23.6%
B 11.8% 16.4% 22.0% 22.0% 9.1%
IRAEREST

#H10 IR AT F A AR FU LR R PR SN
#2 : CTCH #4454 ANCI-CTC &4k B A Es /R 7 % & (Japan Society for Clinical Oncology)x % #

#3 : L4tk 47 (fatigue)
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Toxicity (grade 3/4) — Phase Il Studies and

Taiwan Experience

Trials ACTS- | JCOG SPIRITS TWEXP | FLAGS
GC 9912

(n=529) | (n=234) | (n=150) (n=148) (n=521)
Grade3/4 (%) (%) (%) (%)* (%) (%)*
Leukopenia 1.2 0.9 2 11 14.7 13.7
Neutropenia NA 5.6 11 40 11.7 32.3
Anemia 1.2 12.8 4 26 23.5 20.7
Thrombocytopenia 0.2 1.3 0 5 5.9 NA
Diarrhea 3.1 1.7 3 4 5.9 NA
Stomatitis 0.2 2 0 0.7 5.9 1.3
Nausea 3.7 5.6 1 11 2.9 NA
Anorexia 5.8 12.4 6 30 17.6 NA

*S1+ CDDP
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TS-1 ZEY) R

BRIFEZERE : 20mg/286 NTD/cap,

ERE/ERE 25mg/344 NTD/cap

20 mg: $25,000~30,000/8(TS-18E%E
&)
25 mg: $27,520/B(TS-1EEEEF)

TotaliBEERER  EIBE 20 mg: $93,750~112,500/48 =712
(F1i8E2.5~3EBEIR) 25 mg: $102,187/4872

TotaliGEBIZEH - BE T2 20 mg: $187,500~225,000
b (FIO/aES5EER) 25 mg: $206,400




TS-1B2E& 20« 25

Thank you very much for your
attention!!!



Mechanism of adverse events
in patients with renal dysfunction

FT Liver
/ - FBAL Renal
CYP2A6 DHFU

DPD ’ FBAL
\@ 7= CDiP

> 5_FU
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SRR TR RN | DREER 0 - BRABEMENRT) - Grae 3 B E(ASTALT: 26
AST(GOT)  2Grade? <25fULN BN - RIfFL &P
ALT(GPT) > 258 ULN
V& >Grade 1 <ULN K "ERABERRRT HANEE
it 215 my/dLBHIE LT
NBEERE <60 mL/min (& &) <30 ml/minf§ HEE TERGERER, MIERONMEERE(Cor )BT E
(Cer)) <30 mL/min ({F2E) T BIERF BEW BREELE
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D= S
158 > BELLELEEE
21N ~ ﬁ. "‘n T
HE % - RENEBEERS BEMER PR AEMERPOES(RE « BERFHH)
% 1B 2Grade 2 _ ‘
i SRABBILLE - AL L HEERE ST $ETE " BEABENERF RS
AR 2Grade 2
SREH AR BERTRRSERRY
1771 >Grade 2
AOERAY BERBBOREAS  RAHERTR  F24
AR TR ETELERARE REBEHELRE - NUANE/ R
Bt >Grade 2 i BFEEE  BRETE EBABEHRAT S E0EE
DANESR2RLL RN ;4T B AR T 2 AR R R (TPN)
BRAE | >Grade 2
WA ENE  BURTR  BENHTERS
HENBEEE Ll >Grade 25t ik i T BB RMAAT B RNER
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FEZBERRBIRFTHENERE
RHRFERNTS-1 | BERBIRTHIERE

FEXH

MR TEY2EA

EBEREZER 1 EARENEER  BiiRE0BERBRTE
e B2 EBXAEEAIOMg/REF » LiEHEEZANAE
GHAMMNLLXIFE - teoh - PR 2B EMESHEFABIL
B BR 7R E—EREE &z - TR EHNERE AR HAR

FiaiR TEY2ER

BEERMBEREANS THE(BE2E  FE1-28F)%
AmehBERIERTEY
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%69 B 4%/

(B % : ﬁClsplatlnﬁ-Fﬂ)

i %5 B

R=EA=4

5E
BMRES

B P ERR D

MMERS

IE P 13
aHRR

BRax

AST(GOT)

ALT(GPT)

ARt

AV ET R
(Cer.)

PR HENEEEEMRS

‘ 2Grade 3
‘ <2000/mm?

2Grade 3

| <1000/mm?

>Grade 3
<5 /mm?3

=2Grade 3

WEARAEIK <1000/mm? « #iR=38.5°C

' 2Grade 2

=158 ULN (2 ma/dLiL E) ~ ERIEFFINEER
R SIE Z BRI AT FRME £ FH(2-3 mo/dLE

BERE  HAREAR

2Crade 2
>2.5f& ULN

2>Grade 1

=2ULN

. >Grade 1

<60 mL/min

BERBIRPHEE
=3000/mm?

=1500/mm?

=7.58/mm?

W& R 1% ER <1500/ mm?
iR =375C~<38C

<1.5fZ ULN
({E:34 2mg/dL)

<2.5f% ULN

<ULN

=60 mL/min

BERERPENEESEE ERS
(REIRERE - REPAIRNERRR)

=Grade 4
<1000/mm?

=Grade 4
<500/mm?

2Grade 4
<258 /mm}

=Grade 3
P& R{E IR <1000/mm? « #8;8>38.57C

2Grade 2
>1.5(5 ULN (2 mg/dLLL k)

2Grade 3

=501 ULN : 2 8B F
Grade 2

2.5-5.0fF ULN

2Grade 1
=ULN

>Grade 1
<60 mL/min

TS-1

60mg/day
|
50mg/day

50mg/day
l
40ma/day

40mg/day
l
wE
3
f&sa
7T
12

BRMRRPROAERE

cbop

2L10mg/m2

EMER -

170
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5% > BB %Y B AR

(B % : #iCisplatinft F)

' _ BEEAEFHOBESEE / FRS | BRBBRTRNBEERE
e | @ - HENEBE/ERE BERERTFOESE (REIRESL - REPHEROERBR) e ebon
i3] >Grade 2 >Grade 3
SURTRAILLE  MARLLEAHERE S 6T : SRR A LLE 0 S4TSR
| HiRE A fEMR IR VAEER BT 20 IR MARR
AR % >Grade 2 >Grade 3
IREREETBRENTRRSERRY ERitRE AR BELHD  MEEOER
=OEIbAE)E | [\ 2Grade 2 BiZ% IR 1 2Grade 3 B2
#¥CODP >Grade 2 >Grade 3
FREH MBI BOERHIHRAENRERS  KKT EOERGTBRMNRETR © 87 =20\ BBEEHE AT
BETR ) 224\ PEMRE R EHER  2BIREREL(TPN)
NFCODP  2Grade? EiR >Grade 3
Frg B IENt 4NEER 2Bl EIERE § AP RSIRE A B2 24N IR =678 3 4P =24/ B RBRR B
 BRERBATPN)
RELO =i ;!G!raﬂgeﬂj?‘ﬁﬂwﬁm ByERGT - BENE
N BERMRERE  REETR BHOKR HENERAR ) PRI B
LARRAEEY gED| ~%i§ﬂw§iﬁ;§npm
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2% > BB EYBZR

(B % @ #iCisplatintf A)

FEERBERBRFHENRE
RHBRFEANTS- 1FEXE | BERBRTHANEE

FA—EREAFETS-1EE8K | BTS- 1 RRAERELSBERI4X > UEREAE
xR\ P —E&ERE

FRI—EEAFETS-17TRUA | R—FKEANTS- 1 BERRFE/R21 X

a1 ICTCAE v3.0R1R2E » BRETS-1ERERER  BP—HONAST R RESENZEE / RENEL -

H2  HRRFE Rz BERARTNERE LFEREUANEE AV AEREBEREIRARESE » BAT
BEGBBRKET -

A3 ELBEBEREYHR » S EHTS-1+CODPRIEE (SPIRITSEER)E P » {HHEFGINWALEE EBRE (Cr) B
50-60mL/minfmH (21/148%)A » BEREHMIREE B ~ MAREL ~ RRAE HRRERFES - BAL
MR AR R (Cor ER60mM L/minM fA s 2Ry » WAIRERE - BRE -
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WS BY BAEA
4? 7N ﬂl‘j a v N 7N
B iR s Rk

RE | FH- AENZRE/ERS BERRRPOLRE BERGRPOFEHE « BELFHEE)
MRS 2Grade 2 =3000/mm?

<3000/mm?

I moEwy  2Grte2 =108/ 08 T BRERBRAT HAOEE
8 | <758 /mm?

FTE 3o O 2Grade 3 ) W& R4 ER > 1500/mm?
Bt REFRIEER <1000/mm? + SiHERRIR=>38.5°C B8 >375C~<38°C
P TR A >Grade 2 <15f% ULN

>1.56% ULN (2 mg/aLLl ) ~ {$54 3 BF ThAERE AT 5| 2.2 78 12 ({E582 mg/dL ) : N T

BALEE LHC3 mo/d A B)IRRE + 5T RAR thip " AREBERIER PhHIAGRE, -

. N =Grade 3 (=5 ULN : =200 IU/dL) & »

AST(GOT) >Grade 2 <25 ULN BT
ALT(GPT) >2.5¢% ULN (100 Iu/dLELE) ({54100 IU/dL)
VB B >Grade 1 <ULN &g THERBERERTHENERE, o

=ULN (1.1~1.5 mg/dLELE) ({E#41.1 mg/dL) 2015 mo/dLRg + Q& EHF
BB ERE <60 mL/min (5 ##) <30 mL/min B i " ERERRR ) FRETHABEERE
(Cer.) <30 mL/min (f828) RIELERF (Cer)blmy HEE « AR

e
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18 > BRWBERNBAR

\nm:

B 47 12 %6 B MR R
RE FRAROZREENS AEMRATNGRE AERRATHRENE  SERTHR)
?[E e 2Grade 2
i | BAREN LN HMAREL LIRS TR IRR
- ORk% 2Grade 2
ERVREABLBRAIRNATERN o
B 2Grade 2 ‘ (—fith  BRESH E2TE "FREABERERTHANRE
HOERFOBHBARNRERNE  RAIEETR S E 0 A L)
RN AL PR
I&nt 2Grade 2
QUNEFR2/R L LR © 46 AR A 2L 2 AR R (TPN)
RELR >Grade 2

Rt NRRRE

MENRESE REETR BROHASEE
1l >Grade 2 &1 &
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128 > BHBSBEYBEAL
B B2 BB MR VR
FEZBERKEFHENESR
SEFRRERHREE | BERKBRKRTFHEE
m;REI15 B DAERIBEEE RHE - 1t - NFBEBE2BAL FMEMEER
ZAEES c BT —BEESRBHA T2 0 TREE RS F RS
[ 5% B2 I HEYEERE 1BREEE WEXHESEAE40my/ /KT L
>Grade 3 B [E R R FES R RN HEEEEKREANE - READEGE
SEf RS IE B B FIE 238 b b A B /F A AL » o 28
>Grade 2 & e xs FH ZZHA RS
AL ES BT EAZEY) v ERE @ EEMBEERREN IR
Grade 1 =pJESE-=Y R P AE




F a2 BWE) &2 ERR B A (B R 2 338 ~ FARE ~ REIEJR)

A M3 m iR 38 2 B gy AR 2 o) BE R RER 7k ) (BE R 2 32 3By ~ PRARE ~ BEE B > R T ar#e
fnFcreatininefd ~ M5 ~ Fd# R 82 F siCockeroft-Gault s XA E ey L& T35 28 (Cer
HEE) AARRBRESABETRICERESRN L BEL %A XK BRELARNE LAY
FT » 5-FT ~ CDHP & Oxo#) fo ¥ ;& & (MAAUCHE R % 57) °

AUC (0-8hr)
(Cerie 2 fH ) >80 mL/min 50-80 mL/min
FT 10060 + 1842 11320 + 2717
5-FU 541.2 + 174.8 812.4 + 244.9
CDHP 977.8 + 327.9 1278.0 + 306.6
Oxo 155.7 + 97.5 458.2 + 239.7

(n=17 (Ccr: >80 mL/min) , n=11 (Cecr: 50-80 mL/min) , meantS.D.)

£ ) Cockcroft-Gault> =, : Cerfii= ( (140—4#) x#E (kg) ) / (72x4Fcreatinine (mg/dL) )
(Lteayzt B XA Ll AKXt E & B R R0.854)
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& R EMER

5 85 : Leukopenia

ZHRAMRFEVHREEBEFMERE

(FRHI2)
35—
B 454 1,000/mm5RiE (36)
301 @ =&3 2,000/mm5kifE1,000/mm3LLE (1061)
O 482 3,000/mm*7Ri#2,000/mm3LL Lt (794)*
25
20—
]
10
S_
0 | |
1 ' 2 : 3 : A ' 5 ' 6 |
TS89 38 HABH 24 B RS (38)

"HIERKEY EEFR2MRGIP H—EE43BRHR

FHES KBALEARESERE
HEAFNABERCARE - BHE - BEEEMAIBNCI-CTC ver.2



4 37,8 4E A & 85 R Diarrhea

- Eo4 THAMH

25—

O EFR/3 ( 560)

O E8/2 (1961)

20 — B =51 (766)
15—
10—
5_.
0_.

1 2 3 4 5 6 7 8 9 10 " ~12" <6 ~21 1 ~27

TS-1FB R FRIKRE(E)

ERES KBALEAREIERSE
HEAFHABERCARE - RWE - BEEREBNCI-CTC ver.2
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Management for leukopenia

v 8 SR E ~ F PR D S R A

1W 2W | 1M 2M 4M 6M >1Y

AN TFR2~3H -

O/ .k F (WBC<2000/mm?)
DQ’\%G CSF# & ~ s A% "Z 4 (Adenine)
OF LR R THhAE £
> B Gk p ~ g T a w3k ) m
PERE B 0F L AR RR LR 0 FIuF
BPHAE - URBKRIRER T8




Management for thrombocytopenia

TW 2W | 1M 2M 4M 6M >1Y

AN BER2~3H,; HRTRAALEAEIR -

4

pag

015 1L % F (Thrombocytes <7.5%/mm3)
O s /)N AR iy o
O %% 406 28 DIC (R 72 M oA B P9 % ofn ) B

» Gabexate Mesilate

» Nafamostat-Mesilate

> Antithrombin 11 & |




Management for anemia

v & Ao 375 B A

TW 2W 1M 2M 4M 6M >1Y

FABFE PRV E ~ ARGV E 0 B 3R B R Bk,
Y H 8 AL AE B ATAS IR, o

0042 k4% ¥ (Hb <8 g/dL)

O & T 4 e 3K R 48 /& (p-RBC)
O 4 7 & % A4

O 45 7 45 A5 BR 20 4840

O 4 F 2 8L 45




Managemen jarrhea

B~ By R)ATH
W | 2W | 1M | 2M | 4M | 6M | >1Y

H RN BZF2~38 > HFTRALF1EB~1E A AT4 5,

O %% F
O 47 L7 A
> Albumin Tannate ~ Loperamide %
O Codeine phosphate
O 2855 (e LB B)
O##& - BRERS TIVHEE
O#ATHELEIEERAKR
O s 22 5128 P o 0k R 2kt
O 4R RS TIE SR




Management for Gl bleeding

v AEE B o ah 47 iR
W | 2W | 1M | 2M | 4M | 6M | >1Y

YR O AR T1EA AT -

O4% .k 3% T

O e ~ ok o (R ALS50E i)

O 45 i1k o 75|
» Carbazochrome ~ Tranexamic acid
> o 2 1L4% ~ thrombin %
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