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Afatinib
Erlotinib
Cetuximab
Bevacizumab

SHP-099
TNO155

RMC-4550

KRAS

|_‘

ARS-3248
AMG510
MRTX849
LY3499446

Vemurafenib
Dabrafenib

Encorafenib

Binimetinib
Cobimetinib
Selumetinib
Trametinib

GDC-0994
KO-947

LY-314996

A Progression-free-Survival Population

Progression-free Survival (%)

100~
90+ Clinical examination:
20 Anti-cancer effect of Irresa (Gefitinib)
i againt EGFR mutated lung cancer
70+
60~
50~
404
30-
Gefitinib
20- Standard (N=114)
chemotherapy
104 P<0.001 (N=110)
0 | | | I | I | . I |
0 3 6 9 12 15 18 21 24 27

Months since Randomization

N Engl J Med. 2010 Jun. 362(25):2380-8
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Table 7.1 Human tumor suppressor genes that have been cloned

Chromosomal Familial cancer

Sporadic cancer

> RUNX3
HRPT2

FH
FHIT

RASSF1A
TGFBR2
VHL
hCDC4
APC

NKX3.1
p16/NK4AD

p 14ARF c
PTC

TSC1
BMPR1
PTENd

WrT1
MEN1

BWS/CDKN1C

SDHD
RB

7sC2

cBpP
CYLD
CDH1
BHD
TP53

NF1
BECN1
PRKAR1A
DPC4'
LKB1/STK11

location

1p36
1925-32

1q42.3
3p14.2

3p21.3
3p2.2
3p25
4q32
5p21

8p21
9p21
9p21
9qg22.3

9q34
10g21-22
10g23.3

11p13
11p13

11p15.5

11923
13q14

16p13
16p13.3
16q12-13
16q22.1
17p11.2
17p13.1
17q11.2
17q21.3
17.q22-24
18g21.1
19p13.3

syndrome

parathyroid tumors,
jaw fibromas
familial leiomyomatosis?®

HNPCC
von Hippel-Lindau syndrome

familial adenomatous
polyposis coli

familial melanoma

nevoid basal cell
carcinoma syndrome
tuberous sclerosis
juvenile polyposis
Cowden’s disease, breast and
gastrointestinal carcinomas
Wilms tumor
multiple endocrine

neoplasia
Beckwith—Wiedemann
syndrome
familial paraganglioma
retinoblastoma,
osteosarcoma

tuberous sclerosis
Rubinstein-Taybi
cylindromatosis

familial gastric carcinoma
Birt-Hogg-Dube syndrome
Li—-Fraumeni syndrome
neurofibromatosis type 1
multiple endocrine neoplasia®
juvenile polyposis
Peutz-Jegher syndrome

gastric carcinoma
parathyroid tumors

many types

many types
colon, gastric, pancreatic carcinomas

renal cell carcinoma

endometrial carcinoma

colorectal, pancreatic, and stomach
carcinomas; prostate carcinoma

prostate carcinoma

many types

all types

medulloblastomas

glioblastoma; prostate, breast,
and thyroid carcinomas
Wilms tumor

pheochromocytoma

retinoblastoma; sarcomas; bladder,
breast, esophageal, and lung
carcinomas

AMLSY

invasive cancers

kidney carcinomas, hamartomas
many types

colon carcinoma, astrocytoma
breast, ovarian, prostate
multiple endocrine tumors
pancreatic and colon carcinomas
hamartomatous colonic polyps
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Vitamin B3Z & M| ZL0f| A| RUNX3E A= d 2t & = QUL

Vitamin B3 Of 2|5t RUNX3 M &2 d3t& Sot0] s L&Y X =7t 7 S5}L.
Kim et al., J Urol. 2011;185(6): 2366-75.

Vitamin B3 O 2|2t RUNX3 M Zd2tE S5l &= 7Y X[ =7t 7SOl LT,
Park et al., J Cell Physiol. 2012; 227(3): 899-908.

DEN alone group

4/13 6/13 a3
DEN alone + Vit. B3 group
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Frequency (%)

72
72
45
23
25
75
Hepatocellular (ZF2) 73
70
62
60

80 100
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CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

Nicotinamide in Combination with EGFR-TKIs for the
Treatment of Stage IV Lung Adenocarcinoma with EGFR
Mutations: A Randomized Double-Blind (Phase IIb) Trial

Hyung-Joo Oh', Suk-Chul Bae?, In-Jae Oh', Cheol-Kyu Park', Kyoung-Mi Jung?, Da-Mi Kim?,
Jung-Won Lee?, Chang Kyun Kang®, Il Yeong Park®, and Young-Chul Kim'

2024 Apr 15;30(8):1478-1487. (Impact factor: 13.8)

== 23 http://pubmed.ncbi.nlm.nih.qgov/38593249/
US National Library of Medicine s =% =: NCT02416739
Clinical Trial IDs: Amina-X-002
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Figure 3C

0.751

Survival probability
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0.251

0.001

ofF 1 gram®2| Vitamin B3 8+ &4 =
AN=zE2 = 4 22| 7|[tf+=8= 149 0|y =2[1
AMBRES A 28 = ULH

Standard
Chemotherapy

<<<< Duration of intervention >>>>

Female. Median OS (months)
= Nicotinamide : 43.4 (95% CI, 31.0-NA)
=  Placebo : 30.1 (95% CI, 22.1-37.1)
Log-rank P = 0.01

Iressa + Vitamin B3 (n=55)

Iressa alone (n=55)

T
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Figure 3D .
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