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( Abstract )

A Case of End-stage non-small cell Lung Cancer Patient with
Brain Metastasis Treated with Pembrolizumab with
Integrative Medicine Therapy
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Jun Suk Jung, Sung Kyoo Cho, Kwang Soon Shin
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Objective: The purpose of this study is to report the case of a patient with non-small cell lung
cancer (NSCLC) with Programmed cell death protein 1 (PD-1) mutation treated by Integrative
Medicine Therapy (IMT).

Methods: A patient with metastatic NSCLC received pembrolizumab 200mg intravenously for every
3 weeks from July 2017. Repeat cycle every 3 weeks since July 2017. The patient has been
treated with Integrative Medicine Therapy (IMT) since December 2016. The tumor size was
measured by computed tomography (CT) and magnetic resonance imaging(MRI). Adverse events
were evaluated by the National Cancer Institute Common Terminology Criteria for Adverse
Events (NCI-CTCAE), version 5.0.

Results: After combined treatment, the extent of proximal portion of primary tumor in the left
lower lobe was decreased and disease status was stable radiologically. No evidence of newly
developed metastatic lesions in the brain since May 2017. The patient did not experience any
adverse event according to NCI-CTCAE ver. 5.0.
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Conclusion: This case study suggests that Integrative Medicine Therapy (IMT) may contribute to

tumor response, in conjunction with Pembrolizumab on the treatment of patients with NSCLC.

Key words Non-Small-Cell Lung cancer,

Medicine, Pembrolizumab.

Integrative Medicine,

Metastasis, Korean Herbal
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Th.11)(Figure la, 1b. E) I ©]% 2018 11¢¥
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Table 1. Laboratory Findings
2017/05 2017/10 2018/06 2018/09 2018/11 2018/12
WBC * (x103/11l) 13.12 6.38 6.73 6.73 6.70 7.24
RBCT (x106/11l) 3.85 5.07 4.82 5.12 4.82 5.03
Hb¥ (g/d)) 11.8 14.8 14.5 15.3 145 15.3
Platelet(x103/1l) 319 154 154 161 150 161
Albumin(g/dl) 43 4.3 4.5 4.5 4.3 44
ASTS(U/T) 19 17 22 50 16 22
ALT |l (U 14 17 19 28 14 18
ALPY(U/T) 49 58 78 56 53 56
BUN**(mg/dl) 204 15.7 19.4 203 13 15.1
Creatinine(mg/dl) 0.9 0.97 0.83 0.96 1.02 0.98
*WBC : white blood cell, ¥ RBC : red blood cell, ¥ Hb : hemoglobin, §AST : aspartate aminotransferase, [|ALT : alanine

aminotransferase, JALP :

alkalinephosphatase, **BUN : blood urea nitrogen.
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Figure la. Comparison of chest computed tomography
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Figure 1b. Comparison of chest computed tomography

A: Hypermetabolic nodule in left lower lobe of lung. (2016/11)

B: Decreased in extent of proximal of primary tumor in the left lower lobe. (2017/02)

C: Increased extent of primary lung cancer in the left lower lobe with direct invasion into ipsilateral inferior pulmonary vein. (2017/05)
D: Increased extent of primary lung cancer in the left lower lobe with direct invasion into ipsilateral inferior pulmonary vein. (2017/07)

E: (l%gtfr/lio)cycle of CTx(Pembrolizumab), extent of proximal of primary tumor in the left lower lobe has decreased by more than 30%.
7

F: No change in extent of primary tumor in the left lower lobe. (2018/11)
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2016/11

2017/05

2018/11

Figure 2. Comparison of brain magnetic resonance imaging

A: Left cerebellum metastasis. (2016/11)

B: Improvement of brain metastasis without newly developed enhancing lesion. (2017/05)

C: No evidence of newly developed metastatic lesion in the brain since May 2017. (2018/11)

Since being diagnosed with NSCLS *, this patient has been treating IMTY at the same time. First line CTx¥ was conducted with

Alimta/Cisplatin from December 2016 to May 2017. The CTx was changed to Docetaxel due to increase of tumors in May 2017.

After 2 cycles of CTx, the tumor increased further, and CTx was changed to Pembrolizumab. After 5 cycles of CTx, extent of

proximal of primary tumor in the LLL§ has decreased by more than 30%. Since then, it has maintained SD Il

*NSCLC: Non-Small-Cell-Lung-Cancer, T IMT: Integrative Medicine Therapy, ¥ CTx: Chemotheraphy §LLL: Left Lower Lobe, [ISD:

Stabel Disease

=
ofm
o
1o
)
N
Bl
i
)
0%
of
ol
rd
X
3
%
-

]

N T

A GAelE T @ geit 7hE7)
HHE 3, of7bel] 53] O Als o|= <lgh
e saetion 71-e) HEe
Fetitk 7k kel 1~53],
AL A ¥ B (Cheongpyetang),
Bl (Kyoungbang Hwangryeonhaedoktang)
12458 1749 078974 714, 7HR9
g 5Hog Ry, 1579 H wEY
HAEE VAS 5632 gastd fAHUY,
2017 1€ell= 71F, 7kl 34 glo] VAS 0
o FHACeH, 179 2¥ Chest CTH FHFH
HE%e A7|7F 7.2em(Figure 1a. A)IA 4.8cm
2 A38eS Q?lé}i’iq(Figure la, 1b. B).

1% 20179 58 #5 Aot TF 2719
AW 207 71W
Al VAS 7HOE FAasgo, A7
FEg TUA H&etHA VAS 5685 frA
s sAFANY, 17d 7¢
Pembrolizumab® 2 A WA = 713 7}

o

rk
4

<
>
73
©
=2,
r2

H

ol
el
o ofot

o8
of
R
=N to
1o ¢ pE it orlr S oX ol mie

J 37

o|N
L o

el

Fd

= b3 2450) VAS ool sl

) 2017 5 Left lower lobe(LLL)® 1'%
k0] inferior pulmonary vein®] A HZA O 2 A%
AOR Qg MY, SFIH AN HUzH
FHEE HAHCE Ad3NJihyeolhwan) T
Ao S AR (Kracie Yukgunjatang Ext. Fine
Gran)2 2017\ 7947 2018 6¥97H4] o
goh 179 79 ¥ ASCE H F24 g
o FEEY AYG50~100mh)Tds AL, A

=
e Aze

> ofX

ofN ol

o

@
DO
S
—
©
[
—_
)
n\o{, o
ot
=
a]
o
3
o
=
o,
Er
o
3
1Y
o
o
R
o2



Pembrolizumablt SECISIKIZZ SHE LIX0| St 2| HIAMI=ZA M 2Kt 18l | 19

al z

- S I
humanized IgG4 PD-1 TEFEIAZA 7]|E3)
gkslora el H|3] PES, ORR, OS, #H¢ =4
W) AL AT, BAE A Do
I, 718 AESAQUAL HAATAD

Pembrolizumab<

g 0 ﬁ‘rx} F 20% 1*0“’ ﬂié‘, 27, &
F 1A, AAL A8, Wb, AT 5
PD-L1 AAAFAAAE B2 A= 9=, o
A, 23 A", A Vs Asks, A
e TS ZadSled” oA o
TR AAPgAY] Eud AHoR <Qlsd]
& S A7) LS Sk AT W
o FA AR S7Hl Wt FASE S 8t
Agem,” ol @ BAge] 555 % o
T7F 223 S|tk

5ol Aerles Asha 17101

AN 7= vl AEE WY
T Atk FAd= ATF g3
o o oﬂ%n Lo, A2l 5 o

s
HIHAY, Ahatep o] vheAl(Panecene), Hl
A A (B-Elemene) 52 sesquiterpene] 3
quercetin, hesperidin ZLZ] 3L anthocyanidin
9] flavonoids AEES et datsl 18y

N9 5 88T, WAz 5E BAF

s, AEA Wel) BAE THES AL

WA QAL ZIAT Pl 4RL

WANAY BE F Qe AFARL B

o} 92,7 WA oul1ge, dEY
240)

o
R

ek Slo] AgHslFAMHeN) 9 B
-glucosidase EA7} PAE APH] a3 o]
Haso] 9tk Adpepde M olatast
ARANAM FHHE ZHES AHsT T
¢ ZAO= Bufalin, cinobufagin, cinobufotalin

o]-%‘}s} E u].vlqzulq. cLol-Jg_,,p} 2l
o WA sow A2 AT s

~ )

¢

ofe off 1 ox W rlo

r&.&“ﬁ@m{'
Jz oo to
é‘%oln]ﬂ
%r‘i;w
ok s T
\1—0‘ Dl‘
N

:i'j'io i
, 1o B L
§ o B QH
[o rlo i
= 12 “”
Ho, mid

> o

Fﬂgkmlo

fr
3
i
o
fiu

>

o

o

& , B TH oA kA L
Hire, THRERFH, dXe FRE,

i ATk HZ Bol Y ’m‘f?&‘ﬂ]
el

A

SU
@ #iol Z7kEN Wle

gl

Mg 3 slow  reacting
substance of anaphylaxix(SRS-A)H&-> A8 5},
T FAYSE  zymosandl 3] A
Leukocytes7t ZHIE o 24440 A4S o
Aste, E7loM = 718A We

LR EX PR e

Ao AR 54

o
¢

-
>,

it <HT1§1?*M75>> o A
, HOE, WM R OME



20 TSt AR 2018;23(2):11-25

MEE - M2 - S0iet- ZREH - BRI - Z2A - 24 - AR

T2 FAET S st EAME,
B 59 &% Ao &A1Y E%‘?@k%ﬂ

= JHEAA dEhde RBVERE, DRI

i, $EEAIR T 4% BvRcE OJ?& nj:

i, G A BE QS BEAE, HE N,
BAEE, /MEFER, ﬁﬁm,, Hﬁ%ﬁ?ﬁﬁ %91
ol

s

35 =
s x5
o

T

REFHS Gk, AE, AR5, B B
B, RH, kR, OKE B OFER PAHo
Am RS WEsol AST HEEAR Y
of AZE £58 Ageln” assAs @
A%l gol AEHT Y= Ao, @@.
2 il B @7TE oFolAx

s, dERouogzr o $zpo] AE
Y2 555 ¢35 AATT LA
SHFATH, 0, )8 AAsH] dAlxe A
ey, el FAoE ME ZH &)
11|1—0]. 0]—/1-"27}- _Zr_?,]_lZ_FﬂOE i]ﬂ—]é‘],x] E.:‘
o), £ 9T T Y

A THE 5‘”5}/‘]
A g -rfﬂ oAl A EAE FEE F8Q
s AEeE 5 sEdgdx e
Glutathione Peroxidase®] TAAEoIH, Fof A

E—ﬁ—ﬂr}i

mu i rx o o

IO
-
o?Lé

ATt Rel7)5e] Ao A
4 o Bl e, dmnzel gE A
92 AT 539 ¥uE BT Fois
A7p ARSI, A AR A TS
Bk ade A FoHA AGAE
= iiﬁﬁ‘ff‘:}.4z>

AFetAle] 4891 Thymosin a-1< Z5A 3E
A NK-ME, T-AES 717130 vpo]3 g
A7V EAE At Fatstdl 98 H

Thymosin®] =55 Hosk= &7} Slo} 3¢t

Q¥ 93 F4 HEHE WA I

I3 2YAEE @ MYOE YA X &
AL FAY, o2 AF59 yese aiE A
SA717] 3 BARoz AHL”Y 29X8
T SAE, TN, fueh g 9 vy
2719 &, ARMEF, K5 5 Odd 1YL
oA Tk A7 2 AEE TUHE s WA
A AE F Y AEet Wiy devt gloe
A7 AAE wF 9om o3 gid= YX
T, wEed, 954 9ud S ddEE Wy
Mo} AfolEFIRle] tsh AESHA e A&
A ZgolA 7lett o]HE IFI XEE
Al Ze] A Fell(Apoprosis) B FEdty, TF
o THEHE JUES Adsie] PAlEe 2
S JAste ABEA, 49 AL Ho] ¥z
stal gosistan AN 2 V18 &
Aget Wy o B AEE A =g

.% %E]_.Aié)@)

A7182= 20163 119 EBUS-TBNA A3}
% HEtge AFgel BHHNI, brain
MRI% AXAo] HPom ZAZHA 4 PD-LI
F(+95) HIAMEA FHAL 47 AS W
o 20169 12€FE 17d sE7A
Alimta/Cisplatin® 2 393818t QS Alg)sltirt
59 PDAALE DocetaxelZ2 7T sHAITH
221 A3 & pDAZSE 20179 7E€HH
Pembrolizumab® 2 3F¢kA] WA OH 2016
R2E9FE AR FFATH A5E &



Pembrolizumabt SECISIKIEZZ SHE LIX0| St £ HIAMZA I At 18l | 21

A d g
(Jihyeolhwan), SR ST A K racie
Yukgunjatang Ext. Fine Gran)g, 71&, 7F9
24 MRS &) Had, AnstdsEES
oAk oot WAAEE IFE H]
o8 A, AR, IFHLAAEE H
et

HEAF 7|7F 59 NCI-CTCAE version5.02.
2 e 9 7 Aed BEH AR
9} Pembrolizumab®] HWEEAZ 013t R8O
HAetAl koM, AR 71ZF F¢ AST, ALT
o Ws FAe AHIE FASA 15
& Holx] U3, BUN, Creatinine T3%

A9 QtellA frAEo] A=A HolA o
th Pembrolizumablo E kA WA & X
717 F9 WBC & @Fdd T A
FHFEA Q9kow RBC, Hb FTA&
E Uil E5 715 9A &d 94 HolA
or

179 29 Alimta/Cisplatin 328 Fof & 3}

= #2949 7|17} 7.2ecm A 4.8emE 7

R, 20174 749 F pDAA

Pembrolizumab©. 2 W73 52t st
173

B
N
N

e F, 20189 119 AAEX
49l o total collapse S i
o Quwel AlE = W
& X

S

o 2
_O|L
fd
2

)

= 5 rr

2 ok i

1o Hdo |

i X0 N 4z ok glo oE
o
>
ofx
oN i o fu © g2

cﬁ =) o
o 1
" or
o
20 e
o o
T
1w
of\
o
U
u
®
o

RECIST 1.1¢] <7sted SD FHlE
o, Wodeta] Folg old E3 RALn
ZE A A THFigure 1a, 1b, 2). J1EY £

ol dixzde]l fle 1Ed  E3ste]
Pembrolizumab ©EAHY 7}5AES wjAE +

U= HAZE Stk AT PD-LI HEE 50%

oliFel ojdd AgAHl e wiAEHS
Al Pembrolizumab 2mg/kg every 3weeks
Fol Al 0s7F 14970 €l E3tgt Aol wis) 4
7] BAE Pembrolizumabd £ EH A8 E
Ha3le] 17709 59 PR(partial response) A7
% SD(Stable disease)AEHE A Fo|H, &3]
Holz WHYYA Fo=E Qg FHEE A9
YehA] &+ A5 I8 W, Pembrolizumab
I FgeleHd A 5o Wao] FHH] =W
SUogke] A JjAel Zldsity AdEol B

L8k Hioth

i)

=

PD-L1 ®ol= HAAMZHY A9 23-28%
M E2 WHES yYehleu? waAEA
ggte] M Eo] Fol 1 YAHog Fosjth
Pembrolizumab3} T E-o] T}k 25
okl o] gtet Ao ® <late] ¢ dAje] A
7] BEE] F78tal AN, K38 9A <]

Ao ALY Y AA sE AHAEE
6.1%, FA] A% 4.8%, AR A 9.1%
o Eeith? 2 e A 20169 11

LA Fue HIAMEA HAL 47)
S 9|9 Pembrolizumab T8} £
8H4 A5 WEoE WHel 30% ol #
o] PRAZS YERd F 20189 11€ EA

il T2 olst #2444 glo] D
AEE fA Folth PD-L1 LAE 50% °1A
o] ojdel AZAHC] AT HIAAMEHAL A
9 Pembrolizumab (ng/kg)% 33 HHo=2
Fol Al 087} 14.97) Lol EBHe Aol wlg)®

T‘

N
e

A7) A= Pembrolizumabl 2 Al WA
T 7M€l AYAT PR AP F dA7A
SD JElE Holn, &3] Hols WA F
oz QF BALE A% UEhb 9= S
TelE W, BRI ARel 9] 240



22 TS AstO AR 2018;23(2):11-25

MEE - M2 - S0iet- ZREH - BRI - Z2A - 24 - AR

=
Adth wex gE Est o8tz X3

3l

]
T % dNEL Fo Os ARH 53 9
ol 8 ZoE ALZHTh

1) American Cancer Society: Cancer Facts &
Figures 200ED. Atlanta: American Cancer
Society; 2017
Available :URL:

https://www.cancer.org/research/cancer-facts-s

from

tatistics/all-cancer-facts-figures/cancer-facts-fi
gures-2018.html

2) National Cancer Center, Annual report of
cancer statistics in Korea in 2015, 2017
Available :URL:

http://ncc.re.kr/cancerStatsView.ncc?bbsnum

from

=438&searchKey=total&searchValue=&pag
eNum=1

3) R. Siegen, D. Naishadham, A. Jemal.
Cancer statistics. CA: A Cancer Journal
for Clinician 2012, 62(1):10-29

4) Soda M, Choi YL, Enomoto M, Takada S,
Yamashita Y, Ishikawa
Watanabe H, Kurashina K, Hatanaka H,
Bando M, Ohno S, Ishikawa Y, Aburatani
H, Niki T, Sohara Y, Sugiyama Y, Mano

H. Identification of the

S, Fujiwara S,

transforming
EML4-ALK fusion gene in non-small-cell
lung cancer. Nature 448:561 - .566, 2007
5) Cancer Genome Atlas Research Network.

Comprehensive molecular profiling of lung

adenocarcinoma.  Nature  511:543 - 550,
2014

6) Herbst RS, Baas P, Kim DW, et al
Pembrolizumab ~ versus  docetaxel  for
previously treated, PD-L1-positive,
advanced  non-small-cell  lung  cancer

(KEYNOTE-010): a randomised controlled
trial. Lancet 2016;387:1540-1550

7) Health Insurance Review & Assessment
Service. " AN A AHFofsh= kAl
of et 2wl HE71FE 92 W
e AlFARRY L AEANATHE ¥
3 A|2018-295%, 2018.11.30. Available

: URL:
https://www.hira.or.kr/bbsDummy.do?pgmid
=HIRAA030023010000&brdScnBltNo=4&
brdBltNo=45563&pagelndex=1#none

8) Martin Reck, Delvys
Andrew G.
Pembrolizumab  versus
PD-L1 - Positive ~ Non ~ Small-Cell
Cancer. N J  Med 2016;
375:1823-1833

9) Langer CJ, Gadgeel SM, Borghaei H, et al.
Carboplatin

from

Rodriguez-Abreu,
Robinson, et al.
Chemotherapy for
Lung
Engl

and pemetrexed with or

without  pembrolizumab  for  advanced,

non-squamous non-small-cell lung cancer:

a randomised, phase 2 cohort of the
open-label KEYNOTE-021
Oncol. 2016 Nov;17(11):1497-1508. doi:
10.1016/S1470-2045(16)30498-3. Epub
2016 Oct 10.

10) Naidoo J, Page

Toxicities of  the

study. Lancet

DB, Li BT, et al

anti-PD-1 and
anti-PD-L1 immune checkpoint antibodies.
Annals of Oncology, 26(12), 2375-2391.
doi: 10.1093/annonc/mdv383

11) Hofmann L, Forschner A, Loquai C, et al.



Pembrolizumablt SEICSIKIEE SXE LIZ0| S 27| HIAMIZA H2 2K 12 - 23
Cutaneous, gastrointestinal, hepatic, 20) National Cancer Institute. Common
endocrine, and renal  side-effects  of Terminology Criteria for Adverse
anti-PD-1 therapy. Eur J Cancer. 2016 Events(CTCAE) v.5.0, 2017. Available
Jun;60:190-209. doi: f r 0 m
10.1016/j.¢jca.2016.02.025.  Epub 2016 https://evs.nci.nih.gov/ftpl /CTCAE/CTCAE _
Apr 13. 5.0/
12) Gaduet TW. Integrative medicine: the 21) Ki-Rok Kwon, A-La Cho, Sun-Gu Lee,

13)

14)

15)

16)

17)

18)

19)

evolution of a new approach to medicine

and to medical education.

medicine. 1998;1(2):67-73.

integrative

R I T CERE R
olg dlF 20l FPrsta ek A

9] =&, 2012

T34, Aol $xte] FFT A
5 AY d=dEAlgsty g A
AFEHS] E=1E. 2016.

&R, FAAE} T GAE HEL
2 3" Hod da ¥ A Ut
$A; 1d. oiskdetesrs] AL 2014; 19(1):
33-41

&4, FHAE} FF 4A &o

g2} 14, isdeke g A 2014; 19(1):

Chen S, Flower A, Ritchie A, Liu ],
Molassiotis A, Yu H, Lewith G. Oral
Chinese herbal (CHM) as

treatment chemotherapy

medicine an

adjuvant during

for non-small cell lung cancer: A

systematic review.
Cancer.68(2):137-145, 201

2% wold] B Eoelsy
FEFIE, 12(1):19-23, 1986.
Eisenhauer EA, Therasse P, Bogaerts J,
Schwartz LH, Sargent D, Ford R. New
solid
tumours: Revised RECIST guideline(version

1.1). Eur J Cancer 45: 228-247, 2009

Lung

azh

response  evaluation  criteria  in

22

23

24

25

26

27

~

)

)

)

=

~

The Study and  Subacute

Toxicity

on Acute

and  Anti-cancer. Journal of
korean pharmacopuncture. 2003:6(2):7-27
Chang-rak Im, Kang Kwon, Young Chan
Sur, Sun-Hwi Bang, Seong Shin. A Case
of Hepatic and Pulmonary Metastatic
Colorectal Treated by
Traditional Korean Therapy and XELOX
Chemotherapy. Journal of korea Traditional
Oncology. 2012:17(1): 17 - 25.

Sun-Hwi Bang, Ki-rok Kwon, Hwa seung
Yoo. Two Cases of Non-Small Cell Lung

Treated

Cancer Patient

with Intravenous
Wild

Journal  of

Cancer
Cultivated Ginseng
Pharma-copuncture. korean
pharma-copuncture. 2008:11(2):13-19.
obdel 29 vlgebuets s gl s) o
HelgATF2A 229, 2011
QA olen, A7ls.
Colon26-L5 UM EFE o]&3 7Hdo] B
g gt 3 WSl mAE IF
&8I A 2006;23(1):133
Toriyama-Baba H, ligo M, Asamoto M,

Iwahori Y, Park CB, Han BS, et al
Organotropic chemopreventive effects  of
n-3 unsaturated fatty acids in a rat

multi-organ carcinogenesis model. Jpn J
Cancer Res 2001;92(11):1175-83.

Petrovich Z, Stanley K, Cox JD, Paig C.
Radiotherapy in the management of locally

advanced lung cancer of all cell types:



24 TSt TE R 2018;23(2):11-25

MEE - M2 - S0iet- ZREH - BRI - Z2A - 24 - AR

final reportof randomized trial. Cancer
1981;48:1335-40.

28) Chen YM. Update of epidermal growth
factor receptortyrosine kinase inhibitors in
non-small-cell lung cancer. J Chin Med
Assoc 2013;76:249-57

29) AEH, 25, FPAE FEH= Ao
5l A3 234 1E, e

gl StA A= R 4, 117-128, 1996

30) BHIEZE, 358K, rh R BUCHTZE SLRE T (B
SE%), p.5212~5231, E3EHRGEE, 57,
1997.

31) Lee BW, Kim EH, Kim KW, Park HG.
Fumigation Therapy and Aroma Therapy
in  Wai-Tai-Mi-Yao. Korea Institute of
Science  and  Technology  Information
18(3):116-125, 2005.

32) Miyamoto K, Furusawa K, Kuroiwa A,

Saito M, Miyata T, Furukawa T. Effects

of  ging-fei-tang on the  airway
inflammation and clearance. Am J Chin
Med. 1990;18(1-2):5-18.

33) AT, =59, o, ©1¥9F, 795

WAL A& G HAL 1990:111-3,263-4.

Fushinati S, Tsuchiya K, Minakuchi K,

M, Murakami

attenuation of post-ischemic brain injury

34

=z

Takasugi K. Studies on
by Kamp medicines inhibitory effects of
fress radical production. Journal of the
Pharmaceutical Japan.
1994:114(6):388-94.

Mizukawa H, Yosshida K, Honmura A,
Uchiyama Y, Kaku H, Nakajima §,

Haruki E. The effect of Oren-gedoku-to

Society of

35

=~

on experimentally-inflamed rats. American
Journal of Chines Medicine.
1993:21(1):71-8

36) AEA FGEFE O $FEe] AR JEM

M MEgEo] vx= fE Foigy A
g9l =+.2010.

T

BREBY. @ A ROTAGtEsngE. L ik

PR I, 1991,

38) Ohno T, Yanai M, Ando H, Toyomasu
Y, Ogawa A, Morita H, et al

37

~

Rikkunshito, ~a  traditional  Japanese
medicine, suppresses cisplatin-induced
anorexia in humans. Clin Exp

Gastroenterol. 2011;4:291-6.
39) Fujitsuka N, Uezono Y. Rikkunshito, a

ghrelin potentiator, ameliorates
anorexia-cachexia syndrome. Front
Pharmacol. 2014;10(5):271.

40) McCormick WJ. Cancer: the

preconditioning factor in pathogenesis;, a

approach. Arch Pediatr
1954; 71 (10): 313 - 2.

41) McCormick WJ. Ascorbic acid as a

Arch  Pediatr

new etiologic

chemotherapeutic
1952; 69 (4): 151.
42) Sharif-Khatibi L, Kariminia A, Khoei S,

agent.

Goliaei B. Hyperthermia induces
differentiation ~ without  apoptosis  in
permissive temperatures in human

erythroleukaemia cells. Int J Hyperthermia
2007 Dec;23(8):645-655.

43) Rasi G, Silecchia G, Sinibaldi-Vallebona
P(1994).

treatment with

of combined
alpha 1 and

Anti-tumor effect
thymosin
interleukin-2 after 5-fluorouracil in liver
metastases from colorectal cancer in rats.
International Jounal of Cancer 57:701-705
44) Mastino A, Favalli C, Grelli S$(1992).
Combonation therapy with thymosin alpha
1 potentiastes the antitumor activity of
interleukin-2 with cyclophosphamide in the

treatment of the Lewis Lung carcinoma in



Pembrolizumabllt SEQISIXIZZ SME! LiX0| SH &1 HIAMIEA T 2K 18l | 25

mice. International Journal of Cancer
50:493-499

45) van der Zee ]. Heating the patient: a
promising approach? Ann Oncol. 2002
;13(8):1173-1184.

46) Sharif-Khatibi L, Kariminia A, Khoei §,
Goliaei B. Hyperthermia induces
differentiation ~ without  apoptosis  in
permissive temperatures in human

erythroleukaemia cells. Int J Hyperthermia
2007 Dec;23(8):645-655.

47) Wust P, Hildebrandt B, Sreenivasa G,
Rau B, Gellermann J, Riess H, et al.
Hyperthermia in combined treatment of
cancer. Lancet Oncol 2002
Aug;3(8):487-497.



