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Clinical research methodology for Traditional Korean Medicine

treatment of lung cancer : Evidence-based approach
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Background : [ investigated clinical research methodology of Traditional Korean Medicine(TKM)
for treatment of lung cancer with Evidence Based Medicine(EBM) approach.

Methods : [ conducted the internet search of National Central Library, the National Assembly
Library, Korea Education & Research Information Service, Korea Institute of Science and
Technology Information for Korean theses and papers, and MEDLINE for the outside articles.

Conclusion : In addition to outcomes of clinical trial, abundant clinician's experience and patients'
preference are also considered. Pragmatic trials and quasi-experimental trials are better than
clinical trials to plan clinical design of TKM for lung cancer and appropriate endpoints includes

overall survival, disease-free survival, patient reporting outcome.

Key Words : evidence based medicine, lung cancer, Traditional Korean Medicine, methodology.
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in writing a protocol of clinical trials in orient
medicine. Korean Journal of oriental medicine. 2002.
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9 PET IAAE S 93 AAY2EYS £A4

3) David Moher, Kenneth F Schulz, Douglas G Altman.
The CONSORT statement: revised recommendations
for improving the quality of reports of parallel-group
randomised trials. The Lancet. 2001. 357.
pp.1191-1194.
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4) Joel J Gannier, Paula Rochon, David Moher, Joanne
Barnes, Claire Bombardier. Reporting randomized,
controlled trials of herbal interventions: an elaborated
CONSORT statement. Ann Inrern Med. 2006. 144.
pp.364-367.
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5) Marja J. Verhoef, George Lewith, Cheryl Ritenbaugh,
Heather Boon, Susan Fleishman, Anne Leis.
Complementary and alternative medicine whole
systems research: beyond identification  of
inadequacies of the RCT. Complementary Therapies
in Medicine. 2005. 13. pp.206-212.

6) Lillian Sung, Brian M. Feldman. N-of-1 Trials:
Innovative methods to evaluate complementary and
alternative medicines in pediatric cancer. J Pediatr
Hematol Oncol. 2006. 28(4). pp.263-266.

7) Bradley C. Johnston, Edward Mills. N-of-1
randomized controlled trials: An opportunity for
complementary and alternative medicine evaluation.
The Journal of Alternative and Complementary
Medicine. 2004. 10(6). pp.979-984.
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Research & Evaluation. 1997. 5(14).
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11) Ramzi Dagher, John Johnson, Grant Williams, Patricia
Keegan. Accelerated approval of oncology products:
a decade of experience. Journal of the National
Cancer Institute. 2004. 96(20). pp.1500-1509.

12) http://www.cancer.gov/cancertopics/pdq/levels—evi
dence-adult-treatment/HealthProfessional/page3.
2010.6. 10.
<Strength of Endpoints>
Commonly measured endpoints for adult and
pediatric cancer treatment studies are listed below in
descending order of strength:

A. Total mortality (or overall survival from a defined
time).
This outcome is arguably the most important one to
patients and is also the most easily defined and least
subject to investigator bias.
B. Cause-specific mortality (or cause-specific
mortality from a defined time).
Although this may be of the most biologic importance
in a disease-specific intervention, it is a more
subjective endpoint than total mortality and more
subject to investigator bias in its determination. This
endpoint may also miss important effects of therapy
that may actually shorten overall survival.
C. Carefully assessed quality of life.
This is an extremely important endpoint to patients.
Careful documentation of this endpoint within a
strong study design is therefore sufficient for most
physicians to incorporate a treatment into their
practices.
D. Indirect surrogates.

i. Event-free survival.

ii. Disease-free survival.

iii. Progression-free survival.
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iv. Tumor response rate.
These endpoints may be subject to investigator
interpretation. More importantly, they may, but do not
automatically, translate into direct patient benefit
such as survival or quality of life. Nevertheless, it is
rational in many circumstances to use a treatment
that improves these surrogate endpoints while
awaiting a more definitive endpoint to support its use.

13) John R. Johnson, Grant Williams, Richard Pazdur. End
points and United States Food and Drug
Administration approval of oncology drugs. J Clin
Oncol. 2003. 21(7). pp.1404-1411.

14) Center for Drug Evaluation and Research. Endpoints
for assessing drug activity in clinical trials. The
Oncologist. 2008. 13(suppl2). pp.19-21.

15) Cornelis J. A. Punt, Marc Buyse, Claus-Henning
KoHne et. al. Endpoints in adjuvant treatment trials:
a systemic review of the literature in colon cancer
and proposed definitions for future trials. J Natl
Cancer Inst. 2007. 99. pp.998-1003.
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3) A4 ZA&(disease control rate,
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Al 4o 22 x4 FekAEo] Fo] 53U W
Atk ojH et AXE 52 AAl(cytostatic) Y FE
E9 A9 o] 29 MAANE S T8 A ATl
A 71E A R A4 wS-E(ORR)S oAy
A AE717H0S) FEAIA A= Ads
o] HalElo] ARl F4o F4 Wik ohet TF
Azl ZAE dAste A E3 X159 P &

4) % RAgY77H(time to tumor

16) Tomasz Burzykowski, Marc Buyse, Martine J et. al.
Evaluation of tumor response, disease control,
progression—free survival, and time to progression as
potential surrogate end points in metastatic breast
Cancer. J Clin Oncol. 2008. 26(12). pp.1987-1992.
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progression, TTP)

T4 A 7R FAS WAARE AWo] 11
2 o 74X A7k 9wl ek, Fe AET]
ZHprogression free survival, PFS)& F-2+9] uj
ANE AR o] gouh AFEAIZEA O] ARES 9]
S 2ok 17|70l Bas AE7|7

QAo 54 Te YHIAR F

245, T A8717 Bk FAY A7)
e EFHT Qo U% AR 24 Yrpase
g EE F A8 kol FAY AR 5
A3k | 9o} HEYE Fol7] 931 2e B )
&3} 24 e B s Aol Fasih

) A& A9 7]7H(time to treatment
failure, TTF)
ol PeEIEA e AP 7|2l ojw 3k Ao
GE WA 0 e AR e, %9 A
o} Aol Elu X859t #EE AN Ze e

GOz AR AP BE TFa,

Shh #E S Aol AeAel 7159 g
52 ARA AmnY adRz B 5 glon
pamidronatet} zoledronate: THEA F5FolA
W2 o] HolE ofatAvt oA wel AH
TS NAAIIE 2748 A WA AHEFR A

ato] Aok QIS Wkt

et ghe] A& Wrketr] 913 EAQ] 54
T FACT-G(Functional Assessment of
Cancer Therapy-Genera)® 19931 Cella 5l
o] EElo] HAAMCE of] QAAIFAA AL
453 9t} 718H2003)2 kAt ate] A& Hrt
= frgsitta 45E FACT-GY @0 M
3 ole] EBHEES AHEE glste] w5kl
D o] ZARTE 4] Aoz FREo], AAH

17) Hwan Kim, Hee Jung Yoo, Yu Jin Kim, Oh Su Han,
Kyoo Hyung Lee, Je Hwan Lee, Cheol Won Suh.
Development and validation of Korean Functional
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A}3) 9 7EA A

(social/family well-being), A4

2+l (physical well-being),
2} Bl (emotional
well-being), 7]%5% 4 8l(functional well-being)&
$xte] w7te] wet 53 H (5 point Liket scale)
2 SAsHA Holsitt. A%e] 4§, FACT-Gl 5
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Assessment Cancer Therapy-General(FACT-G). The
Korean Journal of Clinical Psychology. 2003. 22(1).
pp.215-229.

18) What is cancer? National cancer institute. Available at
(http://www.cancer.gov/cancertopics/what-is—cancer).
2010. 6. 10.

19) g A%, 20079 AP 2 AP FAA T 2008
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o HgE 718A, A71EA, AZE TS &
A (respiratory epithelium)ol] A 7|98k F9%o]
o Fohe 2AA R wet 2A AAE F
(small cell lung cancer, SCLC)3} H]AAE #H Y
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AW, B 2AE F S Ad(Adenocarcinoma), H
/¢35 A E &(Squamous cell carcinoma), HAE
(Large cell carcinoma), %% (Carcinoid tumor),
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A, BANL FA, A3 UG S Huk
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disease, PD)9] 4742 A& wkg-& )3t} o
471 ko] Aol T it 2447t g,
olglgh 7kl ARA 71EE 2] 3 AARAY
T(WHO) =3l ZFHs T3, 1980+
Bl o] ZEQhel oAz ] dehA|e] whgrtE A
AletgiTh o]%F 199437 HE WHO EESt 574
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NCI®}  EORTC(European
Research and Treatment of Cancer) 159 %
slol  20001de RECIST(Response Evaulation
Criteria in Solid Tumor)gl= MZ2& X3 B
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o) A, WY, Awd. FP% Q=2 2003,
pp.284-325.
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= AR, 45 ol 4¥dE CT AAe
A5 77 FALelA o] &34 ¥71d Fagh

CT AMNA 10mm o3 S47b58 F%ah

15mm o9 FXAE tez FAs, & A7)
@ 23 olakE FAsta, WA 53X SHULL
2 ARG, 24 Ui $%) 0 AEE SF
stk 54 7hes e Mg 2 AES SAS @
o FE T, o] e I A WsE FI
Ago) uheg AR ARG (CRS LE 54
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22) Patrick Therasse, Susan G. Arbuck et. al. New
Guidelines to evaluate the response to treatment in

solid tumor. Journal of National Cancer Institute.
2000. 92(3). pp.206-216.
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Grade ECOG

0 Fully active, able to carry on all pre-disease
performance without restriction

Restricted in physically strenuous activity but
1 ambulatory and able to carry out work of a light or
sedentary nature, e.g., light house work, office work

Ambulatory and capable of all selfcare but unable
2 |to carry out any work activities. Up and about
more than 50% of waking hours

Capable of only limited selfcare, confined to bed
or chair more than 50% of waking hours

4 Completely disabled. Cannot carry on any selfcare.
Totally confined to bed or chair

5 | Dead

& 1. ECOG 3 4=

23) Peter Goldstraw, John Crowley, Kari Chansky. The
IASLC lung cancer staging project: proposals for the
revision of the TNM stage groupings in the
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classification of malignant tumor. J Thorac Oncol.
2007. 2. pp.706-714.

24) Oken, M.M., Creech, Tormey, D.C., Horton J., Davis,
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response criteria of The FEasten Cooperative
Oncology Group. Am J Clin Oncol. 1982. 5.
pp.649-655.

4. 3ge) Bele PAT AR

AA

1) @stol el et

FEE A fEES A Hz9 752 BC
17-12C BoEel Hg ol 2a9 mels mae
Z By 9o S A8 Hx V)5S BC
12C7% F3Q1 s KR 5% S Brs
B 5 el F2s A Ale As &
ATHOEE EEE B OF I Bl

= 71540, ol& Fst 7] R WS A &3
T 9AF ofF L HES & QUrh

PRk - MRawsoll “BRARE Sz e kAL
FR - EREMG AT IR RN
ik KAFET Borbiids w2 AE PURSEI J#k
HEABEIR o2k sFlom, PR - Mams ol A “filin%

2k G A HAEm o) 2k ST, THEE o
“WizhE AEEE AT B A8 5 AW
kG FENEE e skl Wt FLFAT
ARSHAl 7145 0] 9lth26) o] 2 mFolEu) dAje]
ok i, WiRE, SE, Ml o WES W
Elicsz=8

A5 glofA Hek A BRG] AEHS
71 sar AfANRIe] ol ukeh nEHK, N, S5
o ARYS 7T A3 AR 29 #IER
Abrete AR9H2 1247] 4 28 HAx=2 e
s, F234 ffikrks F4E Aol okdet ¥t
AbtAbol #AlS] mmMS A KSR HikE
< l&%ﬂiﬁi!iwl 1ol A el N ERES QA 2

a, RS S-S sEgcheTl A¢A 2] H=
/‘P%‘% A webs Wgol, o] FgA R 9l

o] o] k2
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mass until Han Dynasty. The Journal Of Korean
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tddf st ghojstl A =73, 1997. pp.243-264.
27) JaeHyun Park, Goo Moon. Brief review of cancer
treatment focused on JIJU. J of Kor. Traditional

Oncology. 2008. 13. pp.1-11.

49



AEgEapasat M233 45(2010% 78)
J. Oriental Medical Classics 2010:23(4)39-62

W o] H A 2t @“W%O] TEHoE T
st Asle e Wi, b, Kol whet ok
o] th2rh= Aot} 7|&Ee 'IE 1A gk ] ol
7h IR 2RI fauke] e A A | AL wil
%%Kﬁﬁﬁfu%ﬁ? Il ERGE MRME s K

& ARESaAL Hrltflol Sl A R I R a3l
7‘]“4 Bidius AH&skaL Aol BEMA, LR H
EIANAA HREE ERAE AW wiks AR
of gtk Aol whke] delifikge] ot

2) A A A7 dF

2 g E dxg A3 s o
2 AR B ATt oA glom, o
1990t o = h=Alo] k3t # %

U oo
iiﬂmrf
lo &

2

N

o Y T e

- rir

K= =,
o 0 B
. (o ofN

- il

B re

oo 41 8 ral'

&

o

M

ot

2

p

El

2.1_:‘

«
=,
ofo
=2
=

o T
Moo

ol

2

ke

21_1‘

wW

©
S,
ofo
lo, ok

FRE 530 www s Aol Hl‘
= H46000 firh
A 736, 7

N
X

Ory
=2
( r_\-g
o
re
—Ll
)
UI
‘=E}
é

4 = rlr w2

Oﬁ,g:

8) Qe Fbel A3t TA1EH £ 1. gjeheto] st
A, 1991. 12(2). pp.52-65.

29) 3. we] FAGAGA R e BHH u
3h2]313] 7). 1995. 16(2). pp.177-194.
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hAietal dhoeed P4 =84, 1997, pp.243-264
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37) A, TG0 AR AAE 1A, o AT 9. 1A
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8) Wha, a1, Ald I, L A
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B M E NCL-H460% A5499] apoptosis 2ol 13|
= B 4. digkeil#ers] ). 2007, 28(3).
pp.473-491.
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