2 [EEpMoN(TSa [EM)_(50ma/5mL), (0.19/10mL), (0.39/30mL) (CHEIKIRHZ)
Ib. 2k HE

T = Lff =
Aol oM & | MEIRFEHZHYAE)
TR S 18 = paclitaxel 50mg, 100mg, 300mg(10mg/ml)
HE o AA LHZO| M 2IAH EE= o|&2HAHe| HET A 0|0, 30C O|AoM= FAH £
= O[ZMo| FEESH MHo| FAH Fgst Fe(S7|of £ °—.”7HI
g= - 87 Pl 3 Mo|M EEm I UM
o 22 28Y(4F)E F7IZ2 3F F0o = 1F Fekstrt
o7 & 1, 8, 150 1 23[(ot&, MY) A= 1A[ZH Hit =
13| 200mg/m?® =&stct,
aloleksg ofgks 9|t ofH] Fek2 He gict
MEHM LE 13 Foi3nt 3 =Fol| « 022 ofef I
<M FZEHAMO| 2lst ST Ao 2 AT Al Foig>o wWEC
<A FZHMO| 2lst ST Ao 2 LB Al Fo{T>
8% 15| 200mg/m? 1XF Z&(75%) | 2%t ZE(56%)
A EH A 15 Fof Hio[ 18 150mg/m? |13 112.5mg/m?
(m?) F042(mg) [30mL | 10mL| 5mL | 18 F0{Zmg) 13 F0{Z(mg)
<1.37 250 0 2 1 200 150
1.38~1.62 300 1 0 0 250 150
1.63~1.87 350 1 0 1 300 200
1.88< 400 1 1 0 300 200
22H - B
1. 8¥=H
FI7| AlE Al™ol= ST F 1,500 cell/mm3 oAb SAm %
100,000 cell/mm3 O|&E2 CtE&lof X|EE A&t = U0 &
ZL|X| pd= EF F0iE AVt
okE =8 Aol XEMA S40| LtEH=X] F2|st0] BELH
sfiof stch. o 2ke| Fofol olst M2 thE X[=E, T LAl S
S 22 Mo odl =&2E =T UCt T H LS Aot =X}
= F=0| ZESHX| 2=c}.
2. FoigY
o] of2 XL (2~8C)5tYCt/F Fof MEEH A2 (1~30T)ol
M HEato| Jtsst (|tf 308), F04 M AH22 ol&sl &3] O
= 2EfolM WE=0| 2M35| Fds &g &elst = Wi 52 Ol
ol =3Ttct.
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National & . .
comprehensive NCCN Guidelines Version 4.2019 %%gjg\fngg rEEeElr'ﬁ:
NCCN [t Gastric Cancer MEEE SRR

PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent or Metastatic Disease (where local therapy is not indicated)

+ Trastuzumab? should be added to first-line chemotherapy for HER2 overexpressing metastatic adenocarcinoma

(See Principles of Pathologic Review and Biomarker Testing [GAST-B])
» Combination with fluoropyrimidine and platinum (category 1 in combination with cisplatin;!! category 2A in combination with other

platinum agents)
» Trastuzumab is not recommended for use with anthracyclines

First-Line Therapy
» Two-drug cytotoxic regimens are preferred because of lower toxicity.

» Three-drug cytotoxic regimens should be reserved for medically fit patients with good PS and access to frequent toxicity evaluation.

Preferred Regimens
- Fluoropyrimidine (fluorouracil® or capecitabine) and oxaliplatin'2-14

+ Fluoropyrimidine (fluorouracil® or capecitabine) and cisplatin2 1317

Qﬂ:gLﬂgqmm'gand_&mimg_n,rsg
« Fluorouracil®' and irinotecan

- Paclitaxel with cisplatin or carboplatin9-21

- Docetaxel with cisplatin?22

» Fluoropyrimidine1%:24:25 (fluorouracil® or capecitabine)
» Docetaxel26:27

- Paclitaxel?®2°

» DCF modifications

» Docetaxel, cisplatin, and fluorouracil®-30

» Docetaxel, oxaliplatin, and fluorouracil®!

» Docetaxel, carboplatin, and fluorouracil (category 2B)32
= ECF (epirubicin, cisplatin, and fluorouracil) (category 2B)33
= ECF modifications (category 2B)34:35

» Epirubicin, oxaliplatin, and fluorouracil

» Epirubicin, cisplatin, and capecitabine

» Epirubicin, oxaliplatin, and capecitabine

D =7hEesAR el Bad 20169 oHe5E7, 2018.12, BARAT FUe S, = | AlE
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PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent or Metastatic Disease (where local therapy is not indicated)

Second-Line or Subsequent Therapy
+ Dependent on prior therapy and PS

Preferred Regimens
* Ramucirumab and paclltaxel (category 1]36

* Docetaxel (category 1]2
* Paclitaxel {category 1) 1,28,57
« Irinotecan (category 1)
« Trifluridine and tipiracil (category 1}‘"
» For third-line or subsequent therapy
« Fluorouracil®f and irinotecan3®42:
* Pembrolizumab
» For second-line or subsequent therapy for MSI-H or dMMR tumors#4.45
» For third-line or subsequent therapy for gastric adenocarcinoma with PD-L1 expression levels by CPS of 210.46

Other Recommended Regimens
* Ramucirumab (category 1)
= Irinotecan and cisplatin1348

« Entrectinib or Larotrectinib for NTRK gene fusion-positive tumors?9:50
= Docetaxel and irinotecan (category 2B)°1

— HER2 kA0l BhXto| UXIQHA| FHetststx| 2 Mo trastuzumabe |
Foigt Aol HnE.
- XY 22 M fluoropyrimidinet platinume| 24 #HEg8#o| AHIE.

=

2 LXLHSZAM taxaneH 2t platinuml, fluoropyrimidine 2| &t
2 Q0

of ALEE = US.

- O|XRHS ZM =tXle| AMEl 1XHO| ALE = 2AHE 112{s5t0] A E
™35t ramucirumab, docetaxel, paclitaxel, irinotecan, ramucirumab
+paclitaxelo| H11=

O Korean Practice Guideline for Gastric Cancer 2018: an Evidence-—
based, Multi-disciplinary Approach?2

First—line systemic therapy

Statement 18-1. Palliative  first-line platinum/fluoropyrimidine

combination is recommended in patients with locally advanced
unresectable or metastatic gastric cancer if the patient’s
performance status and major organ functions are preserved
(evidence: high, recommendation: strong for).

Statement 18-2. Palliative trastuzumab combined with capecitabine
or fluorouracil plus cisplatin is recommended in patients with human
epidermal growth factor receptor 2 (HER2) immunohistochemistry

2) Guideline Committee of the Korean Gastric Cancer Association (KGCA), Development Working Group & Review Panel, Korean
Practice Guideline for Gastric Cancer 2018: an Evidence-based, Multi—disciplinary Approach, J Gastric Cancer. 2019
Mar;19(1):1-48



(IHC) 3+ or IHC 2+ and in situ hybridization (ISH) positive advanced
gastric cancer(evidence: high, recommendation: strong for).

Second-line systemic therapy

Statement  19. Palliative  second-line  systemic  therapy s
recommended in patients with locally advanced unresectable or
metastatic gastric cancer if the patient’'s performance status and
major organ functions are preserved. Ramucirumab plus paclitaxel is
preferably recommended and monotherapy with irinotecan,
docetaxel, paclitaxel, or ramucirumab could also be considered
(evidence: high, recommendation, strong for)

— Randomized trials and a meta—analysis have demonstrated the survival benefit
of secondline palliative chemotherapy (with irinotecan or taxanes) compared to
best supportive care alone for patients with locally advanced unresectable or
metastatic gastric cancer (HR, 0.64; 95% CI, 0.52-0.79; P<0.001). Weekly
paclitaxel resulted in a similar OS to that achieved with irinotecan in phase |l
trials. In addition, ramucirumab, a monoclonal antibody targeting VEGFR-2,
was shown to significantly improve survival in 2 phase IlI double—blind
placebo—controlled trials. In the REGARD trial, patients receiving ramucirumab
had improvements in both OS and PFS compared to those in patients
receiving placebo. Similarly, in the RAINBOW trial, the addition of ramucirumab
to weekly paclitaxel significantly prolonged the median OS (9.6 vs. 7.4 months;
HR, 0.807; 95% CI, 0.678-0.962; P=0.017) compared to that for paclitaxel
plus placebo.

— Based on the available data, ramucirumab in combination with paclitaxel is
recommended as the most preferred second-line treatment. Irinotecan,
docetaxel, paclitaxel, or ramucirumab as single agents can also be considered
as a second-line option if not previously administered in the first-line
treatment.

Third—line systemic therapy

Statement 20. Palliative third—line systemic therapy is recommended
in patients with locally advanced unresectable or metastatic gastric
cancer if the patient’'s performance status and major organ
functions are preserved (evidence: high, recommendation: strong
for).



O Pan—Asian adapted ESMO Clinical Practice Guidelines for the
management of patients with metastatic gastric cancer: a JSMO-
ESMO initiative endorsed by CSCO, KSMO, MQOS, SSO and TOS3)

Management of advanced/metastatic disease

Recommendation 6: second—and further—line treatment

6a. Second-line chemotherapy with a taxane (docetaxel, paclitaxel), or
irinotecan, or ramucirumab as a single agent or in combination with
paclitaxel is recommended for patients who are of PS 0-1 [A =
100% and |, Al.

6b. Similar efficacy has been demonstrated for weekly paclitaxel and
irinotecan. This recommendation was to be removed and be
replaced with the new revised ‘recommendation 6b’ below.

ob. In patients treated with chemotherapy which stopped before
progression and who have not progressed within 3 months it may
be appropriate to consider the reintroduction of the same drug
combination as long as any toxicity issues havebeen resolved [A =
100% and IV, C].

6¢. Nivolumab, pembrolizumab or trifluridine/tipiracil (FTD/TPI, TAS-
102) should be considered as third— or furtherline treatment, if
approved. lrinotecan or a taxane (if not used in the earlier lines) are
also options for third—or further—line treatment [A = 100% and V,
C]. Apatinib may also be considered but only in China [A = 100%
and |, Al.

All 12 Asian experts agreed with and accepted completely [A = 100%]
‘recommendation 6a’ and the deletion of ‘recommendation 6b’, with the proposal
that patients with mGC who have progressed on first-line treatment are assigned
to secondline treatment and care according to the treatment options presented in
Figure 1. These options are based on the observations that irinotecan or
docetaxel monotherapy have been shown to be superior to BSC in individual trials
in both Western and Asian patients, and also in a meta—analysis. A randomised
phase |l trial directly comparing irinotecan and paclitaxel as second-line therapy
in patients with advanced GC showed them to have similar efficacy. Whilst,
nab—paclitaxel(not approved for GC except for Japan) has been shown to be
noninferior to paclitaxel in an open-—label, randomised phase Il trial. However,
paclitaxel plus ramucirumab is now the preferred second-line treatment option for

3) Muro et al, Pan-Asian adapted ESMO Clinical Practice Guidelines for the management of patients with metastatic gastric
cancer: a JSMO-ESMO initiative endorsed by CSCO, KSMO, MOS, SSO and TOS, Annals of Oncology 30: 19-33, 2019
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patients with mGC and an Eastern Cooperative Oncology Group (ECOG) PS of 0
or 1, based on the results of the phase Ill RAINBOW trial conducted across 27
countries worldwide, in which 35% of the patients were of Asian ethnicity (ESMO
MCBS 2). A Japanese study has also investigated nab-paclitaxel and
ramucirumab in a single arm phase Il trial and reported promising activity.
Ramucirumab monotherapy is also one of the second-line options (Figure 1)
based on the results of the randomised phase Il REGARD trial in which 16% of
the patients were of Asian ethnicity (ESMO MCBS 1). Today, irinotecan or taxane
monotherapy is considered an alternative second-line treatment option for
patients with mGC who are not candidates for ramucirumab treatment or where
ramucirumab is not available. The experts agreed completely [A = 100%] with
the new revised ‘recommendation 6b’ that for patients treated with chemotherapy
which was stopped before progression and who have not progressed within 3
months it may be appropriate to consider the reintroduction of the same drug
combination.
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4) Sakamoto_2009_Paclitaxel chemotherapy for the treatment of gastric cancer. Gastric Cancer (2009)12: 69-78
5) Abeloff's Clinical Oncology Sixth Edition, 2020

6) Goldman—Cecil Medicine Twenty-Fifth Edition, 2016

7) Current Medical Diagnosis & Treatment 2019, Fifty—eighth Edition,

8) NCCN guidelines, version 2.2019 > Gastric cancer.

9) Muro et al, Pan-Asian adapted ESMO Clinical Practice Guidelines for the management of patients with metastatic gastric
cancer: a JSMO-ESMO initiative endorsed by CSCO, KSMO, MOS, SSO and TOS, Annals of Oncology 30: 19-33, 2019

10) Guideline Committee of the Korean Gastric Cancer Association (KGCA), Development Working Group & Review Panel,
Korean Practice Guideline for Gastric Cancer 2018: an Evidence-based, Multi—disciplinary Approach, J Gastric Cancer. 2019
Mar;19(1):1-48
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E7}=35H0 fluoropyrimidine, platinum x| 20| Aaljst ¢ et stXIE O
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o Tl0

A 1.0 — e DHP'107
Paclitaxel
> 0.8 1
.‘é
.g 0.6
(=X
g 04-
c
p= J
9 0.2
0 T T T T T T T T 1
0 3 5] 9 12 15 18 21 24 27
Time from randomization (months)
Mo. at risk
DHP107 106 51 20 12 7 4 3 1 1 g
Paclitaxel 116 41 24 10 5 2 1 1 0 0
B 1.0 —— DHP107
Paclitaxel
5 0.8 4
i
o 0.6
=1
[= N
S 04-
2
=
9 0.2
s —
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Time from randomization (months)
MNo. at risk
DHP107 118 104 71 55 3 19 8 4 2 4]
Paclitaxel 118 106 75 48 34 21 10 7 4 1

Figure 2. Progression-free survival (per-protocel population) (A) and overall survival (full analysis set) (B).

11) YK Kang et al, Efficacy and safety findings from DREAM: A phase III study of DHP107 (oral paclitaxel) vs IV paclitaxel in
patients with advanced gastric cancer after failure of first-line chemotherapy, Annals of Oncology, 2018;29;1220-1226
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Table 2. Tumor responses (full analysis set)

Response, n (%) Oral DHP107 i.v. paclitaxel
(n=118) (n=118)

Investigator assessment

Complete response 5(4.2) 4(34)
Partial response 16 (13.6) 26 (220)
Stable disease 42 (35.6) 40 (33.9)
Progressive disease 45 (39.0) 46 (39.0)
Mot evaluable 8 {76) F(1.7)
Independent assessment

Complete response 2{1.7) 3 (25}
Partial response 20(169) 17 (14.4)
Stable disease 42 (35.6) 50 (42.4)
Progressive disease 48 (40.7) 46 (39.0)
Not evaluable & (5.1} 2(1.7)

iv, intravenous.
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