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Epigenetic analysis shows that many genes that suppress malignancy are silenced by
aberrant DNA methylation in lung cancer. Many of these genes are interesting targets for
reactivation by the inhibitor of DNA methylation, decitabine (5-aza-2’-deoxycytidine, DAC). A
pilot study on intense dose DAC showed promising results in patients with metastatic non-
small cell lung cancer (NSCLC). However, subsequent clinical studies using low dose DAC
were not very effective against NSCLC and interest in this therapy diminished. Recently,
interesting responses were observed in a patient with NSCLC following treatment with a
combination of the related inhibitor of DNA methylation, 5-azacytidine, and an inhibitor of
histone deacetylation. This finding has generated a renewed interest in the epigenetic ther
apy of lung cancer. Preclinical studies indicate that DAC has remarkable chemotherapeutic
potential for tumor therapy. This epigenetic agent has a delayed and prolonged epigenetic
action on tumor cells. This delayed action should be taken into consideration in the design
and evaluation of clinical studies on DAC. Future research should be directed at finding the
optimal dose-schedule of de DAC for the treatment of NSCLC.
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INTRODUCTION

The life expectancy of most patients with metastatic non-small cell
lung cancer (NSCLC) following standard chemotherapy is very
limited (1-3). There is an urgent need to develop more effec-
tive treatments for this malignancy. Molecular changes that place
in the genome of lung cancer cells can give insight to novel tar-
gets for chemotherapeutic intervention. Analysis of the genome
of lung cancer shows that both genetic and epigenetic events
are implicated in tumorigenesis. It is not possible to reverse the
genetic aberrations with current chemotherapy. However, epige-
netic changes are reversible and interesting targets for chemother-
apeutic intervention. One of the major epigenetic changes that
take place in lung cancer is aberrant DNA methylation in the pro-
moter region of genes that suppress malignancy. The silencing of
these genes can promote tumorigenesis by several mechanisms
including increasing cell proliferation, inactivation of genes that
suppress metastasis and angiogenesis, suppressing apoptosis, and
DNA repair. These genes are interesting targets for intervention
using a potent inhibitor of DNA methylation, such a decitabine
(5-aza-2'-deoxycytidine, DAC).

PHARMACOLOGY OF DECITABINE

5-Aza-2’-deoxycytidine is an analog of deoxycytidine and a pro-
drug that has to be activated by photophosphorylation by deoxy-
cytidine kinase (4). Since its antineoplastic action is dependent
on its incorporation into DNA, DAC is an S phase specific agent.
The incorporation of DAC in place of 5-methylcytosine in DNA
results in the inactivation of DNA methyltransferase 1 due to cova-
lent bond formation between the 5-azacytosine ring of DAC and
this enzyme. The end result of this process is hypomethylation of
DNA. Genes that are silenced by aberrant DNA methylation can

be reactivated by treatment with DAC. Both leukemic and tumor
cells are very sensitive to the antineoplastic action of low concen-
trations of DAC. In animal models of leukemia and cancer, DAC
shows curative potential (5). The antineoplastic action of DAC is
very dose-schedule dependent. The major side effect of DAC is
granulocytopenia.

PILOT STUDY ON DAC IN PATIENTS WITH ADVANCED NSCLC
A phase I-II clinical trial on DAC was performed at our Univer-
sity medical center on patients with stage IV NSCLC who had
received no prior chemotherapy (6). The patients received an 8-h
i.v. Infusion of DAC at intense doses of 200-660 mg/m?. For five
patients that received 2—4 cycles of DAC, three patients survived
4.3-9.3 months, and two patients survived 15.3 and 16 months,
respectively. (7). One patient that received five cycles of DAC
survived 81 months. This latter patient was removed from the
DAC study due to tumor progression and was treated with three
cycles of vindesine over 15 month interval. She then received no
further chemotherapy and eventually expired due to tumor pro-
gression. Due to the lack of understanding of the delayed action
of DAC some patients were removed from the clinical study due
to signs of tumor progression. The estimated steady state plasma
concentration of DAC during the infusion of 660 mg/m? in this
patient was 2.6 WM. Due to the small sample size many oncolo-
gists may consider these interesting responses with intense dose
DAC in patients with NSCLC as only anecdotal. This conclusion
is supported by clinical trial using low dose DAC in patients with
advanced NSCLC (8). Sixteen patients with stage IV NSCLC, ade-
nocarcinoma diagnosis, were administered DAC as 72-h infusion
at doses of 60-90 mg/m? total. Most patients received two cycles
of DAC. The overall response for all the patients was progressive
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disease. The estimated plasma concentration of DAC for these
patients was in the range of 0.04-0.06 M, which is 40- to 60-fold
lower than observed with intense dose DAC.

ANALYSIS OF STUDY ON INTENSE DOSE DAC IN PATIENTS
WITH NSCLC

The key question with respect to intense dose DAC for the treat-
ment of NSCLC is the observed responses an indication of its
chemotherapeutic potential or just chance occurrence that rarely
takes place. It is essential to look at both the clinical and preclin-
ical data on an experimental drug before making a decision to
continue or abandon future clinical investigations. An example of
how this process can take place is described below on different key
parameters that should be taken into account. One key mistake
that should be avoided is to conclude that an experimental drug
does not merit additional investigation based on the data from a
clinical trial that used a very poor and suboptimal dose-schedule
for the drug.

MOLECULAR MECHANISM OF ACTION

5-Aza-2’-deoxycytidine has a novel mechanism of action of reac-
tivating genes that prevent or suppress malignancy. A list of some
of the target genes is shown in Table 1. It is possible that there are
many other genes that suppress malignancy that are also reacti-
vated by DAC, but still have not been identified. Since DAC has
many gene targets in malignant cells, does it have more therapeu-
tic potential than an agent that targets only a single gene? Future
investigations will answer this question.

THERAPEUTIC CONCENTRATION AND DURATION OF EXPOSURE

The in vitro studies on the antineoplastic activity of DAC on
human lung carcinoma cells provide the data on what concen-
tration and exposure time is required to reduce colony formation.
DAC at 0.44 uM for 8h exposure reduced colony formation of
SK-MES-1 and NCI-H520 lung carcinoma cells by 47.3 and 21.7%,
respectively (6). A 10-fold higher concentration of 4.4 WM of DAC
reduced colony formation by 76% for both cell lines. In the mouse
tumor model the infusion of DAC for 18-h to give a steady state
plasma level of 2.9 uM produced a 2-log cell kill of the tumor cells
(5). In comparison, the patient who survived >5 years received an
8-h infusion of DAC at a dose of 660 mg/m?, which produced a
plasma level was 2.7 WM. This interesting correlation shows that
in the clinical trial with intense dose DAC, concentrations of this
analog were present in the plasma of the patients that had the
potential to significantly reduce the clonogenic potential of the
tumor cells.

DURATION OF TREATMENT

The in vitro colony assay shows that the longer exposure time of
24-h was more effective than the 8-h exposure. DAC at 4.4 uM
exposure for 24-h produced a >90% reduction in colony forma-
tion for both the lung carcinoma cell lines (6). In a mouse tumor
model a 24-h infusion of DAC was much more effective than a 6-
or 12-h infusion (9). This shows that the 8-h infusion used in the
clinical study was clearly suboptimal, but was chosen to avoid the
risk of unacceptable toxicity for the first patients that entered the
phase I trial. The preclinical data support the use of longer infusion
times of DAC in future clinical trials in patients with NSCLC.

Table 1 | Tumor suppressor genes silenced by aberrant DNA
methylation in lung cancer.

Gene Function Reference
BHLHB4 Transcriptional regulator, differentiation (23)
BLU Transcription repressor (17, 23)
CDKN2A Inhibitor cyclin-dependent kinase; cell cycle arrest (15, 16)
CDH1 Cell adhesion/metastasis (16)
CDH13  Cell adhesion (16)
CXCL14  Pro-apoptosis, cell cycle arrest (24)
DAPK1  Apoptosis (16)
DKK3 Wnt pathway antagonist (21)
DCL1 Cell growth, apoptosis, cell adhesion (15)
HOXA Homeobox transcriptions factors; differentiation (22)
genes

MGMT  DNA repair (16, 23)
MMP2 Degradation extracellular matrix (23)
RARR Retinoic acid receptor ; differentiation (16)
RASSF1A Cell cycle control (16, 17, 25)
Reprimo  Mediator of p53-mediated cell cycle arrest (20)
RUNX3  Transcription factor target TGF-Rpathway (25)
SFRP1 Antagonist of Wnt pathway (26)
TCF1 Differentiation (19)
TIMP3 Tissue inhibitor of metalloproteinase 3; metastasis (15)
WIF1 Antagonist of WNT pathway (18)

DESIGN OF CLINICAL TRIALS ON DAC IN PATIENTS WITH
NSCLC

It is not justified to conclude that DAC is weak antitumor drug
based on the results of clinical trial that used very poor dose-
schedule? In order to determine the full chemotherapeutic poten-
tial of DAC for the treatment of lung cancer, it is important to
find its optimal dose-schedule. Several suggestions are summa-
rized here for the design of a clinical trial on DAC in patients
with NSCLC with the long-term objective of finding its optimal
dose-schedule for cancer treatment.

PATIENT SELECTION

The major toxicity produced by DAC is myelosuppression. The
patients with NSCL that are candidates for a clinical trial on
intense doses of decitabine should have a good performance and
hematologic status. A minimum of 4 weeks after previous cyto-
toxic chemotherapy is necessary to permit adequate recovery from
bone marrow toxicity. An interesting cohort of NSCLC patients
would be those who were previously treated with targeted agents
(Erlotinib, Gefitinib), which produce no hematotoxicity.

DOSE OF DAC

One of the major reasons for failure of cancer chemotherapy is
the limited penetration of cytotoxic drugs into tumors (10). Due
to the low therapeutic index of most cytotoxic anticancer drugs,
there is a limit that one can increase the dose to obtain therapeutic
concentrations in the central region of the tumor microenviron-
ment. In this regard, the S phase specificity of DAC permits the
use of high doses of this agent for cancer treatment. The scien-
tific rationale for the use of intensive doses of DAC is based on
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its comparative pharmacology to ARA-C. Both these agents are
analogs of deoxycytidine, have an identical metabolism and their
antineoplastic action is due to their incorporation in DNA. How-
ever, their mechanisms of action are different. ARA-C is a potent
inhibitor of DNA replication, whereas DAC is potent inhibitor
of DNA methylation. In clinical trials in patients with leukemia
the standard ARA-C dose of 100 mg/m?/day was increased to
6,000 mg/m?/day (11). This represents a 60-fold increase in the
total dose per day for ARA-C. Since both deoxycytidine analogs
target the same S phase cells, their profiles for hematopoietic tox-
icity are similar. The preclinical data predict that concentrations
of DAC >1 M are required to obtain a potent antitumor effect.
This drug should be infused at a rate that gives this level in the
plasma. For example, an infusion rate of 50 mg/m?/h of DAC
gives a steady state plasma concentration for DAC in the range
of 2 uM.

DURATION OF DAC INFUSION

The preclinical data clearly show that a 24-h drug exposure is
much more effective than an 8-h exposure of DAC against human
lung carcinoma cells (6). Without question the conservative 8 h
infusion that was used in our pilot clinical study on lung cancer
was too short to produce good responses in all patients. A good
starting dose-schedule to use for DAC in a clinical trial in patients
with metastatic NSCLC would be 50 mg/m?/h for 18 h for a total
dose of 900 mg/m?. The key objective of this dense dose DAC ther-
apy is to eradicate the proliferative potential of the most rapidly
growing tumor stem cells. Depending on the response and adverse
events, the rate of drug infusion rate can be kept constant and the
duration of the infusion increased by intervals of 6 h.

DURATION BETWEEN CYCLES OF DAC THERAPY

Myelosuppression is the major toxicity produced by DAC. Due
to the delayed epigenetic action of DAC on hematopoietic cells,
the recovery from granulocytopenia takes about 2 weeks longer
than that observed with cytotoxic chemotherapy, such as ARA-C
(12). Many centers used a 4-week interval between cycles of cyto-
toxic chemotherapy. In the case of DAC, it is recommended to
use a 6-week interval between cycles so as to permit a more full
recovery of the granulocyte count. The delayed epigenetic action
of DAC also takes place on the tumor cells, which results in a
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slower recovery of their growth potential as compared to cyto-
toxic agents, which also permits a longer interval between cycles
of chemotherapy.

MONITOR OF CLINICAL RESPONSE

Tumor cells treated with DAC undergo several cell divisions before
growth arrest due to the time this epigenetic agent takes to
reactivate the expression of silent tumor suppressor genes. With-
out a sound understanding of the delayed epigenetic action of
DAC, one can conclude that the tumor is resistant to this agent.
An increase in tumor size of >20% after drug treatment is an
indication for removal of the patient from the clinical study
at many treatment centers. It is suggested that this criteria for
patient removal from the study should be increased to >50% for
DAC. This suggestion should be confirmed by careful evaluation
and may have to be modified depending on long-term clinical
response.

NUMBER OF CYCLES OF DAC TREATMENT

The patient with NSCLC that survived 81 months in our pilot
study received five cycles of DAC (6). It is recommended that
patients with good performance status also be administered five
cycles of intense dose DAC.

CONCLUSION

The epigenetic agent DAC shows considerable promise for the
treatment of NSCLC. The interesting response observed in a
patient with NSCLC following treatment with a combination of
inhibitors of DNA methylation and histone deacetylation is an
indication of that positive results can be obtained with epigenetic
agents (13). This latter study confirms both our preclinical and
clinical studies on DAC (6, 14). A good understanding of the phar-
macology of DAC and its delayed epigenetic action on tumor cells
should be taken into consideration in the design of clinical trials on
patients with advanced NSCLC (4,9, 12). The full chemotherapeu-
tic potential of epigenetic therapy of cancers will require intensive
clinical investigation (5). Table 1 summarizes the large number
tumor suppressor genes that are silenced by aberrant DNA methy-
lation in NSCLC (15-26) and which are interesting targets for DAC
therapy. These observations provide a positive outlook for future
progress for the therapy of lung cancer.

Oncol (2005) 32:443-51. doi:10. 8. Schrump DS, Fischette MR,

1. Scagliotti GV, De Marinis F, Rinaldi
M, Crino L, Gridelli C, Ricci S,
et al. Phase III randomized trial
comparing three platinum-based
doublets in advanced non-small-
cell lung cancer. J Clin Oncol
(2002) 20:4285-4291. doi:10.1200/
JCO.2002.02.068

. Scagliotti GV, Parikh P, von Pawel],
Biesma B, Vansteenkiste J, Mane-
gold C, et al. Phase III study com-
paring cisplatin plus gemcitabine
with cisplatin plus pemetrexed
in chemotherapy-naive patients
with advanced- stage non-small-cell
lung cancer. J Clin Oncol (2008)

[NS)

. Schiller JH, Harrington D, Belani

CP, Langer C, Sandler A, Krook J, et
al. Comparison of four chemother-
apy regimens for advanced non-
small-cell lung cancer. N Engl |
Med (2002) 346:92-8. doi:10.1056/
NEJMoa011954

. Momparler RL. Pharmacology of 5-

aza-2’-deoxycytidine (decitabine).
Semin Hematol (2005) 42:S9-16.
doi:10.1053/j.seminhematol.2005.
05.002

. Momparler RL. Epigenetic ther-

apy of cancer with 5-aza-2’-
deoxycytidine (Decitabine). Semin

1053/j.seminoncol.2005.07.008

Nguyen DM, Zhao M, Li X,

6. Momparler RL, Bouffard DY, Kunst TE, et al. Phase I study
Momparler LE, Dionne ], Belanger of  decitabine-mediated  gene
K, Ayoub J. Pilot phase I-II study on expression in  patients with
5-aza-2’-deoxycytidine (decitabine) cancers involving the lungs,

~

in patients with metastatic lung
cancer. Anticancer Drugs (1997)
8:358-68. d0i:10.1097/00001813-
199704000-00008

. Momparler RL, Ayoub J. Potential of

5-aza-2’-deoxycytidine (decitabine)
a potent inhibitor of DNA methy-
lation for the therapy of advanced
non-small cell lung cancer. Lung
Cancer (2001) 334:S111-5. doi:10.
1016/S0169-5002(01)00397-X

o

esophagus, or pleura. Clin Can-
cer Res (2006) 12:5777-85. doi:
10.1158/1078-0432.CCR-06-0669
. Lemaire M,  Chabot GG,
Raynal NJ, Momparler LF, Hur-
tubise A, Bernstein ML, et al.
Importance  of
of  5-aza-2’-deoxycytidine  for
epigenetic  therapy of cancer.
BMC Cancer (2008) 8:128. doi:
10.1186/1471-2407-8-128

dose-schedule

www.frontiersin.org

July 2013 | Volume 3 | Article 188 | 3


http://dx.doi.org/10.1200/JCO.2002.02.068
http://dx.doi.org/10.1200/JCO.2002.02.068
http://dx.doi.org/10.1200/JCO.2007.15.0375
http://dx.doi.org/10.1200/JCO.2007.15.0375
http://dx.doi.org/10.1056/NEJMoa011954
http://dx.doi.org/10.1056/NEJMoa011954
http://dx.doi.org/10.1053/j.seminhematol.2005.05.002
http://dx.doi.org/10.1053/j.seminhematol.2005.05.002
http://dx.doi.org/10.1053/j.seminoncol.2005.07.008
http://dx.doi.org/10.1053/j.seminoncol.2005.07.008
http://dx.doi.org/10.1097/00001813-199704000-00008
http://dx.doi.org/10.1097/00001813-199704000-00008
http://dx.doi.org/10.1016/S0169-5002(01)00397-X
http://dx.doi.org/10.1016/S0169-5002(01)00397-X
http://dx.doi.org/10.1158/1078-0432.CCR-06-0669
http://dx.doi.org/10.1186/1471-2407-8-128
http://www.frontiersin.org
http://www.frontiersin.org/Thoracic_Oncology/archive

Momparler

DAC epigenetic therapy of NSCLC

10. Minchinton Al, Tannock IE. Drug
penetration in solid tumours. Nat
Rev Cancer (2006) 6:583-92. doi:
10.1038/nrc1893

11. Kern W, Estey EH. High-dose cyto-
sine arabinoside in the treatment
of acute myeloid leukemia. Can-
cer (2006) 107:116-24. doi:10.1002/
cncr.21543

12. Karahoca M, Momparler RL.
Pharmacokinetic and phar-
macodynamic analysis of

5-aza-2’-deoxycytidine (decitabine)
in the design of its
schedule for cancer therapy.
Clin Epigenetics (2013) 5:3. doi:
10.1186/1868-7083-5-3

13. Juergens RA, Wrangle J, Vendetti FP,
Murphy SC, Zhao M, Coleman B,
et al. Combination epigenetic ther-
apy has efficacy in patients with
refractory advanced non-small cell
lung cancer. Cancer Discov (2011)
1:598-607. doi:10.1158/2159-8290.
CD-11-0214

14. Boivin  A-J, Momparler LE
Hurtubise A, Momparler RL.
Antineoplastic action of 5-aza-2’-
deoxycytidine and phenylbutyrate
on human lung carcinoma
cells. Anti-Cancer Drugs (2002)
13:869-74. doi:10.1097/00001813-
200209000-00013

15. Dammann R, Strunnikova M,
Schagdarsurengin U, Rastetter M,
Papritz M, Hattenhorst UE, et al.
CpG island methylation and expres-
sion of tumour-associated genes in
lung carcinoma. Eur ] Cancer (2005)

dose-

16.

17.

18.

19.

20.

4:1223-36. doi:10.1016/j.ejca.2005.
02.020

Feng Q, Hawes SE, Stern JE, Wiens
L, Lu H, Dong ZM, et al. DNA
methylation in tumor and matched
normal tissues from non-small
cell lung cancer patients. Cancer
Epidemiol Biomarkers Prev (2008)
17:645-54. doi:10.1158/1055-9965.
EPI-07-2518

Ito M, Ito G, Kondo M, Uchiyama
M, Fukui T, Mori S, et al. Frequent
inactivation of RASSF1A, BLU, and
SEMA3B on 3p21.3 by promoter
hypermethylation and allele loss in
non-small cell lung cancer. Cancer
Lett (2005) 225:131-9. doi:10.1016/
j.canlet.2004.10.041

Mazieres J, He B, You L, Xu Z,
Lee AY, Mikami I, et al. Wnt
inhibitory factor-1 is
by promoter hypermethylation
in human lung cancer. Cancer
Res (2004) 64(14):4717-20. doi:
10.1158/0008-5472.CAN-04-1389
Richards KL, Zhang B, Sun M, Dong
W, Churchill J, Bachinski LL, et
al. Methylation of the candidate
biomarker TCF21 is very frequent
across a spectrum of early-stage
nonsmall cell lung cancers. Can-
cer (2011) 117:606—17. doi:10.1002/
cncr.25472

Suzuki M, Shigematsu H, Takahashi
T, Shivapurkar N, Sathyanarayana
UG, lizasa T, et al. Aberrant methy-
lation of Reprimo in lung cancer.
Lung Cancer (2005) 47:309-14. doi:
10.1016/j.lungcan.2004.08.006

silenced

21. Suzuki M, Shigematsu H, Nakajima
T, Kubo R, Motohashi S, Sekine Y, et
al. Synchronous alterations of Wnt
and epidermal growth factor recep-
tor signaling pathways through
aberrant methylation and mutation
in non small cell lung cancer. Clin
Cancer Res (2007) 13:6087-92. doi:
10.1158/1078-0432.CCR-07-0591

22. Rauch T, Wang Z, Zhang X, Zhong

X, Wu X, Lau SK, et al. Home-
obox gene methylation in lung can-
cer studied by genome-wide analysis
with a microarray-based methylated
CpG island recovery assay. Proc Natl
Acad Sci US A (2007) 104: 5527-32.
doi:10.1073/pnas.0701059104

. Tessema M, Yu YY, Stidley CA,

Machida EO, Schuebel KE, Baylin
SB, et al. Concomitant promoter
methylation of multiple genes in
lung adenocarcinomas from cur-
rent, former and never smokers.
Carcinogenesis (2009) 30:1132-8.
doi:10.1093/carcin/bgp114

24. Tessema M, Klinge DM, Yin-

gling CM, Do K, Van Neste
L, Belinsky SA. Re-expression of
CXCL14, a common target for epi-
genetic silencing in lung cancer,
induces tumor necrosis. Oncogene
(2010) 29:5159-5170. doi:10.1038/
onc.2010.255

. Yanagawa N, Tamura G, Oizumi H,

Kanauchi N, Endoh M, Sadahiro
M, et al. Promoter hypermethy-
lation of RASSF1A and RUNX3
genes as an independent prognos-
tic prediction marker in surgically

2

w

2

(&}

resected non-small cell lung cancers.
Lung Cancer (2007) 58:131-8. doi:
10.1016/j.lungcan.2007.05.011

26. Zhang YW, Miao YE, Yi J, Geng J,
Wang R, Chen LB. Transcriptional
inactivation of secreted frizzled-
related protein 1 by promoter
hypermethylation as a potential
biomarker for non-small cell lung
cancer. Neoplasma (2010) 57:228—
33. doi:10.4149/neo_2010_03_228

Conflict of Interest Statement: The
author declares that the research was
conducted in the absence of any com-
mercial or financial relationships that
could be construed as a potential con-
flict of interest.

Received: 19 April 2013; accepted: 05 July
2013; published online: 29 July 2013.
Citation: Momparler RL (2013) Epi-
genetic therapy of non-small cell lung
cancer using decitabine (5-aza-2 -
deoxycytidine). Front. Oncol. 3:188. doi:
10.3389/fonc.2013.00188

This article was submitted to Frontiers in
Thoracic Oncology, a specialty of Fron-
tiers in Oncology.

Copyright © 2013 Momparler. This is an
open-access article distributed under the
terms of the Creative Commons Attribu-
tion License, which permits use, distrib-
ution and reproduction in other forums,
provided the original authors and source
are credited and subject to any copy-
right notices concerning any third-party
graphics etc.

Frontiers in Oncology | Thoracic Oncology

July 2013 | Volume 3 | Article 188 | 4


http://www.frontiersin.org/Thoracic_Oncology
http://www.frontiersin.org/Thoracic_Oncology/archive
http://dx.doi.org/10.1038/nrc1893
http://creativecommons.org/licenses/by/3.0/
http://dx.doi.org/10.1002/cncr.21543
http://dx.doi.org/10.1002/cncr.21543
http://dx.doi.org/10.1186/1868-7083-5-3
http://dx.doi.org/10.1158/2159-8290.CD-11-0214
http://dx.doi.org/10.1158/2159-8290.CD-11-0214
http://dx.doi.org/10.1097/00001813-200209000-00013
http://dx.doi.org/10.1097/00001813-200209000-00013
http://dx.doi.org/10.1158/1055-9965.EPI-07-2518
http://dx.doi.org/10.1158/1055-9965.EPI-07-2518
http://dx.doi.org/10.1016/j.canlet.2004.10.041
http://dx.doi.org/10.1016/j.canlet.2004.10.041
http://dx.doi.org/10.1158/0008-5472.CAN-04-1389
http://dx.doi.org/10.1002/cncr.25472
http://dx.doi.org/10.1002/cncr.25472
http://dx.doi.org/10.1158/1078-0432.CCR-07-0591
http://dx.doi.org/10.1073/pnas.0701059104
http://dx.doi.org/10.1093/carcin/bgp114
http://dx.doi.org/10.1038/onc.2010.255
http://dx.doi.org/10.1038/onc.2010.255
http://dx.doi.org/10.4149/neo_2010_03_228
http://dx.doi.org/10.3389/fonc.2013.00188
http://creativecommons.org/licenses/by/3.0/
http://dx.doi.org/10.1016/j.lungcan.2004.08.006
http://dx.doi.org/10.1016/j.ejca.2005.02.020
http://dx.doi.org/10.1016/j.ejca.2005.02.020
http://dx.doi.org/10.1016/j.lungcan.2007.05.011

	Epigenetic therapy of non-small cell lung cancer using decitabine (5-aza-2'-deoxycytidine)
	Introduction
	Pharmacology of decitabine
	Pilot study on DAC in patients with advanced NSCLC
	Analysis of study on intense dose DAC in patients with NSCLC
	Molecular mechanism of action
	Therapeutic concentration and duration of exposure
	Duration of treatment

	Design of clinical trials on DAC in patients with NSCLC
	Patient selection
	Dose of DAC
	Duration of DAC infusion
	Duration between cycles of DAC therapy
	Monitor of clinical response
	Number of cycles of DAC treatment

	Conclusion
	References


