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Figure 2. Kaplan—Meier Analysis of the Incidence of Metachronous Gastric
Cancer.
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Helicobacter pylori Therapy for the Prevention of Metachronous
Gastric Cancer

Il Ju Choi, M.D., Ph.D., Myeong-Cherl Kook, M.D,, Ph.D., Young:-Il Kim, M.D., Soo-Jeong Cho, M.D., Ph.D.,
Jong Yeul Lee, M.D., Chan Gyoo Kim, M.D., Ph.D., Boram Park, M.S., and Byung-Ho Nam, Ph.D.

ABSTRACT

BACKGROUND
Pacenss With EGCly g CaNGers €13t are HGed 10 EASETIC MUGOSA OF UDIUCOSE o e Coer o e S 1
usually have an advanced loss of mucosal glandular tissue (glandular atrophy) and ‘L

are at high risk for subsequent (metachronous) development of new gastric cancer. |-

The long-term effects of treatment to eradicate Helicobacter pylori on histologic im-
‘provement and the prevention of metachronous gastric cancer remain unclear,

METHODS
In this prospective, double-blind, placebo-controlled, randomized trial, we assigned

470 patients who 1ad undergone endoscopic resection of early gastric cancer or high- \¥rél) :‘;:‘:m';"]‘ﬁ’ o

grade adenoma to receive eitter . pylori eradication therapy with a0tbiOtics OF Cop e e Jur usschas: e sy,
placebo. Two primary outcomes were the incidence of metachronous gastric cancer

detected on endoscopy performed at the leyear follow-up or later and improvement

from baseline in the grade of g!andular airophy in the gastric corpus lesser curvarure

at the -year follow-up.

RESULTS
A total of 396 patients were included in the modified intention-to-treat analysis
‘population (194 In the treaiment group and 202 in placebo group). During a median
followsup of 5.9 years, metachronous gastric cancer developed in 14 patients (7.2%)
in the treatment group and in 27 patients {13.4%) in the placebo group (hazard ratio
n the treaument group, 0.50; 95% confidence interval, 0.26 t0 0.94; P=0.03). Among
the 327 patients In the subgroup that underwent histologic analysis, improvement
from baseline in the atrophy grade at the gastric corpus lesser curvature was ob-
served In 48.4% of the patients in the treatment group and in 15.F of those in the
‘placebo group (P<0.001). There were no serious adverse evenss: mild adverse events
were more common in the treatment group (42.0% vs. 10.2%, Pe0.001).

concLusions
Patients with early gastric cancer who received H. pylori treatment had lower rates of
‘metachronous gastric cancer and more improvement from baseline in the grade of
gastric corpus atrophy than patients who received placebo. (Funded by the National
Cancer Center, Souty Korea; ClinicalTrials.gov number, NCT02407119)

JuragEin wouoms 1085
‘The New England Joumal of Medicine
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A Response to pembrolizumab in patients with gastric cancer
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Potential Indications of CKD-506

* In addition to rheumatoid arthritis and inflammatory bowel disease, CKD-506 has been tested for a range of autoimmune diseases
= About 10 indications can be developed in clinical trials

Phz will be completed in 2020 2Q

Confirmed efficacy In EAU model
Psoriasis Confirmed efficacy in IMQ-induced model

Chronic Obstructive Pulmonary Disease

Idiopathic Pulmonary Fibrosis

Asthma

Psoriatic Arthritis

Ankylosing spondylitis
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@ Function 1: Inhibits TNF-a in Macrophages

HDACS overexpression - NADPH oxidase, ROS A\
- NF-kB and AP-1 A - Inflammation A

CKD-506) HDACS inhibition > NADPH oxidase, ROS ¥
- NF-kB and AP-1 ¥ > Inflammation ¥
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Dual function in macrophages and T cells

@ Function 2: Enhances T, function

Decreased T,  suppressive activity in
RA patients

CKD-506 ) HDACS inhibition - FOXP3 acetylation A
Increased T, Suppressive activity A

(cKp-508)
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Reference: Science Signaling 2012
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* CKD—506, a novel HDACG—selective inhibitor, improves renal outcomes and survival in a mouse model of systemic lupus
erythematosus, Scientific Reports

* EG
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o ZAMOLO] ofgt tE= X|RE 2o AAS 10-2018-0041378, ot=

0l

80] i

HDACB: histone deacetylase 6; TNFa : tumor necrosis factor alpha; Treg: regulatory T cell
JAK: janus kinase; S1P: spiningosine—1—phosphate; DSS; dextran sulfate sodium
TNBS: 2,4,6-trinitrobenzene sulfonic acid; PLP: proteoipid protein; MOG: myelin oligodendrocyte glycoprotein.
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« Effects of phage endolysin SAL200 combined with antibiotics on Staphylococcus aureus infection, Antimicrobial agents
and chemotherapy, 24:62(10), 2018
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