CREFATS T FRLEF ] LG

gL - GIIM-99-9653

foF R OB RS AKE

SRR ERE CFEP RE

e AP
WHEAFES Kol ? Fa

(MB-6) 1% 5 9 e in i IS B3 TRAFT %

Randomized control double-blind trial on the alternative
effects of Chinese herbal formula (MB-6) in metastatic
colorectal cancer patients treated with chemotherapy



P&

p & |

# P & I

Bl P & I

Fo& A RRCFLREFEE R EE R REISREAL-4

Foow FoReral g A BT 2Rt FHR R 9
2 8 MB-6(= A4 S M E) Y FRTL E B oo 12
FZF B e 15
oo B T 15
EEE N G TN R I E RN B - 5 o ' B ) —— 19

E I e — 23
I T e 25
L] st 2 e 25
1.2 RBBR 2 3R 29

E o R S E———— 30



1.3 A SRR RAT——— 41
FIF FTFEW 51
E 55
L e 56
- I AERFRAMBRL R § B LA ERED F - 65
S Y AERFRTAFERIFE R LS e 66
ez TR F B R IRA R R T H e 76
R R 78
e SF-36 4 AR5 S B R RITR A e 81
2 — 85

II



# P&

et LR IAR A 22
F .= % %-#2? Target lesion measure #p Bf {3 4 7 ---momommmmememeem - 33
#H= iﬁ?;“ﬁs?l%ﬁﬁ%] R I 38
o L e R e e 39
R TR TP CY LR T ) S ——— 39
AR R F AT A FT mmmmmm e 42
FR R HARMTHR A 46
e~ DPRF OB RD (S L BRI 47
FRA CIRY P ES R SIFT LR 48
R+ T“?ié%éiﬁﬂiﬁlﬁ??‘-% ———————————————————————— 49
Foft - DRY P OE R (5 5K SF-36 3R A A e 50
WP &

F] 1 RBENN 28 Honmememememememememememeemcmem e 28
I = e s S ) B 31
B 3 : % % #c?? Target lesion measure 2. A B3 {4 & 47 -mmmmmommmmmmm e 34
B 3 : % %#c?? Target lesion measure 2. & B 14 & 37 (4§ )-----m-mmmmmmmm-- 35
B 40 A R R T 37
R R B R | 1 A 40

I



Bl 6 - B S ry B2 gt

v



B F AR TRAFRL S S E BT T F AR
R E SR RA AT IR ’@»66%% 2 TR
AL HVER c Ay A RER TR BV Y £
'}%'f‘q&/ﬁ% PR F UG o g E SR SR &g

TR RIS R OREL TEET 2 KT 2 4 fﬁf;%‘j,uz; B

FFLLZEohE  RALEIVE RS o by BT FATE
FLAARL B FEE S LA RS A i
EERBSERRE CEARR R > AP L EE A BEEMR o B RS W
o E:ﬂ HAH A FRE A G '*?55;5 R mﬁ%_@i;}; A e
R TS

R @ ¥ gﬂw‘;}fg;}»ﬂ Tk EEFE Y g
3 F B RS GE %EE“%EJJ‘J E- ] TEEBLF] 2 YR oL R
TL&’JE'?/I%”%—’\F et izt FEM AL E bp;.@igﬁg;ﬁ\*#ﬁg#?g
B2 F AR & RE RIS TR R vl g
BER A SRR EG AT LA GEZ R E 2%

= o

“TW\
«w;q
T%“v

-
"
it
o+

.
_r
_“

N
>

“11

—\\

180 R B AT B A FERp AR BB A R R D



PR

WP L Fh 2zt > 2009 & S5 0%k 5975 Brr~ - Fax
2R AREFASF Y- WO E o A5 T Rl &
e RN EG A > RN RF BN ERL T Fisk o
FIEF R R NES AR FEF o PRV E LR &
% =4 (Stage II1) ™% 3% % - & (Stage I1) 7 B4 % b "G
HOREP A GBS R (adjuvant chemotherapy ) @ 4%t % w #y
( Stage IV) = & HFRIAEEA F@RE Fick ( paliative
chemotherapy ) = & * f&¥= ;5% (target therapy)e #Am p = i* &5
FEF B ARRDEL S LFLERY > AR R b HI Y
g R AF T 0 A2 RS s Rk~ G RE T HEF L v
RpHARS LT BFRFLEEY
ARIOD I SR B e PEBE G E SRR ORLY
B REE N R DRAIT BT R F R FS A G
PEARHE R FESAGESRLFFISES ISR F- 4P

LA R o

VI



ReF o WA G RS RN o R RS

e i fE%E (MB-6) fo¥ R e (Placebo) » AlR* Efw ~ % =

ks

TR ST SUE R 3N =T N SR

Eo

& Mg it* % % (Common Terminology Criteria for Adverse

™

Events) - ## I rdfg < o o #or

8 B A 4 o

bt
o
i
,‘m

BERERRET D EEA CHREF D ELF R FSLTRER

oo WAL G E SR FIng T ? F A MB-6 1 0 EH IR
MR X MG TG 2 B A G AR RETZL AR R o R - T AR

FHVEHE R B 2B R RN - AR Rz 2EAUERE RV 4 - kT2 2haud
S RS N e s @ > @ RBFNN & 5 pt 7 a0 o A32F 1% RBFNN 22
WG E S REAI S Fnf iz B2 R MB-6 1 & % iR 7]
+ B 2_ B T2 o RBFNN #2035 5 xendf 380 fm P 82 & 4R R F] 5 B chsg 1 A% -

PRk A R TR TRTEED A DT m S
TEHEDLRE o AEREFILRADL hE BIEF TR - T LG T
PR e A Grade 344 édﬁ By B0 A F B et Grade

VIl



-2 end glie* R 7R eHRERME Lo FaRIFILE -

\lq:r

MRENA R G IR IR G Y e B TS e

@r o E A (MB-6) AL REs i Fingaobg L
RN E S SEY - RS- SEY & LI Sl A e Rl

PR P W AIRAAT T 2 ST A BT G TR & A

LR VIR AL R R I e #apt e A

S T AT SR N A T I L e

e L MB-6 Farif s ¢ A FL AP §f kA EER S A

(I

B foneBRBEL ARG Bump RE Y i 27 g

SR A BT TR R k0 2 i (R aER B ok

VIII



EFHEAA G T SR SRR LEEH Y - 1
oA R A St 0 2009 & S F%:)‘ﬁ;;éb’%’ﬁ:}%:fi?*‘$ﬁ?%ﬁ,‘:fg.,
LERRHE L FH - o WK E TR o XS E SRl &R
3

. DR Dl ¥ . 2 A = r N Kr N2 N2 2 NI
SRMERLA D REFR SRR A —“'r#%xvav%’vaf)ﬁ}f?‘ifﬁié %

i

\4

R RS AR Fick o 2 DEIED R R 2 R
#HoER UL FESF P w it Einka £ 4% =8 (Stage [11)
1R R 5 - (Stage 11) 7 3R "GHR F HERS oo g
/o (adjuvant chemotherapy) - & %% = # (Stage IV) m%,—‘gf Y
T &5 i 85% (palliative chemotherapy ) & & * &= ;5%
(target therapy) -~ 1943 % ),%J% LR AR R IR
TR L 4096 R R AR K L 3395 = & PP ska p - Y
Epbi A Hpol R L HRERME AARR e L HI F e
ARG AAES Rk~ AR RA IR FERL DRITY R

- 7 . 4
FRARHA TS BPRE L EST

R S SR T LY E 2 NS

(5-fluorouracil, 5-FU) % id% » H % & 2 frd|d § @K D



Ao HEax g E N T %4 ) (Oxaliplatin) > H iE%* % 3
FE % DNA e & = o 2 2 T i< | (Camptos CPT-11; Irinotecan) » #
Er s L dr ] d F P B o 2 3 5 ke s (target
therapy ) &4 o ¥ Lend MR (e & 35 1 FE ~ B ~ ek~ I
Foagdrd] (& ¥ ™ %) ~ v %k fF A H%k L (neuropathy ;

Palmar-palantar syndrome) % > %,f*f FETFIAELZRIEH S qg

N
F_&
Ty
=k
3\
=
5
1
=3
J
W
@
&
3
1
55
W
~
>
3
-+
=
=
i
=

HE P ERL F 0 A AR T R EFR RS AE Y

Tk bR FhLiohed BF P~ B ip Rk 2R
AR B0 G RERLR Y AR L RS TRk R
4 2% (World Health Organization - WHO) 3% 4 »v4= 3 1% ¢ F & -
i H s g2 (traditional medicine) * kffpsap g = Tﬁ%
e > 7% (complementary and alternative medicine > CAM) - & %A

W kY S B A B PR G &

S AN B R E @ R B0 G 30-4T0% R B K E 3

Y RE R A RS LRI A EEF T 1 F e RS
g 2% B E SRR Y FERR AR, B 2L AR



ERWBmp B in 5 &, a g s 2 A S R FRGHR

@

B3
=h
by
[5ad
ok
I
s
okl
s
DN
(w
=
N}
W
=5

L REREF LR MREEFE
W B RAES > HA S A AR 2 ha SRRl 0 f TR
TSRS o T, B ERIGE SR R B am iy g G
Ao ABFRRALFNEAST T LD R o i d T F L K
T oF mPIES P T > SHERF R & o FRISR S P A

>

=, ’ ¥y 22 - L a2 [ - o= r 2 = vy a2 N
FALZAP WS EFHF IO Y LA F R T LM

ARL D s FEDIE o b P RE R 0 8

2, P} 22 ¥ > RN B A sy e = [ - a7
L) ‘JF:—:& E"—‘F%Cl é/_’% 5 t'ﬂJlFF:" El"‘/r",‘ ’ ?Lp%ﬁ\':‘; =4 %ﬁﬁﬁmfﬁ%ﬁ DL

ISR R R R E et B IR R S
R R PR ST BRSNS R 1

RFEF ¥k Ao AT NTRR ) LA MM T FES LT

ERL T S 5 RE T S SeT TR

\



SEFEaER > - 2 1 1980 & Ratdp o M F SR AL E SR
ek ? T e d 4 il o 1989 & North Central Cancer
Treatment Group (NCCTG)# # < % & ¥ milFic % - &2 5 = H e @,
o @ * 5-FU 4t levamisole » v“id F X i Finfank F § fiteh
R4 ¥ (recurrent rate) v+~ & (overall death rate) I, s
FIAR AT OE AEFT Y 5FU S AR FinpERRL
FER i MR RO F RS E B E RS c 2 B LR E B
BRI S ES R Y DFES > bol 244 (Oxaliplatin) & T Fm<
(Campto ; CPT-11 ; Irinotecan) & & B & Frend 3o G A{EEe 65 /o &

12 it

# TE @4 (Erbitux) M2 TR L% | (Avastin) ¥ A7%
Il F R e AT 0§ R Ao & e F S (Tesponse rate) ™

3 @ & i 558 (progression-free survival ) »

5-FU S Aefiei 5 (o eng AL £ Bt cje 2 d oAbk dF o 23 & o
Fol (% 4 > B B FAMP # 299 3 pk & & p* (thymidylate

synthase) i & X e[ H 7% » R HFREZE &+ > @ BTk w2 DNA



2 Bsg o ¥ b 5-FU a#p @it 5 5-% femeedr H (5-FIR) £ » » i
Br RNA ¢ F 3 Fvo FEF A BFipga? « ink FRFLEI

leucovorin (- ER 2 #w2 % ) v € & 5-FU 2 thymidylate

34

synthase % & = — & 2 4f &£ 48 > @ 3 4 5-FU #r 4] thymidylate

synthase enfe# » 435 5-FU thpufprc % o

5-FU crglic* &% 2% o B o W& £ (500 mg/m’/5~10 mins) ‘&

L RN RO T SO X - e L IR S SN I )

e @B AE (1200 mg/m/24 hrs) 24 - P F L en= 58 Al
BlEw i ¥ R3S UpG#E, PRYMLE 2 wEAmes 244
B A g Aw BB §F 2 5FU sl TR o 8 ¢ 4k

Ps - ~ N ~ . Ve e » 13a14’15
BAF o #ai@drFodidbpe oS i o

Campto & 4 % 5 irinotecan hydrochloride » .4 ¢ Befedr & At
(Camptotheca acuminata tree)» 3t 2. & #fik (camptothecin) X &
S F G Rh- A2 Pdk, WL ERGZ L LSS B0
DNA &% — 4] = & 4 #& i % (topoisomerase-1) 2 B - Mg A g
MR o hlwmieAF WiEA2 Y > topoisomerase-1 gﬁr?ji? % 4 ¥ DNA
gl o gFrdd - mers o k(s DNA fER, R hE AR 4R,

topoisomerase-1 T *#, AF @A &4 AT 2 - Topoisomerase-1 ¥ 14



®_i& DNA ehif ®Wl - # &, & Irinotecan 2. +o7*d % % & §_2&
topoisomerase-1 % &, #4134 ¥ P4+ A 2 topoisomerase-1, #
HHW DNA A2 & ¥R DNA B4 H, #4we7- a i ki
oo i Bk dp en S o Campto  EAE L kA, FEBR

M, & rPRRA LR FREA S

Campto i & gl ie* S AP e riHCEk s S LH2 £
FogS sk o BlAe T s IR Tk~ PRIV HE] B R )~ B
BRI E 6 f SR o Ao LA R 3 Rk SRR
rde s e R et PHERRRERF LR &Y < £

PR RBI G PR L PR ER R o PR R

HEP AR BRI DR R(E 2 FFIRY 2ng) dek g P F
ABREZEH (Fp w6 2r) 48 PR EE R

=W w A R st F o FIR BB R AR R

15,16
o

IR IR B R

Oxaliplatin & - f&'= it w® 3 |+ £} (alkylating agent) > #
oxalate v 1, 2-diaminocyclohexane(DACH) £ platinum /& + #7% = 2
A E S o 2 R k22 Oxaliplatin &2 DNA 8% {5 ¢ A5 = B 2 3%

BF e R 4% 1% (intra— and interstrand cross—-links) » &3k DNA



Eadilimiz s 2 Uik o

Oxaliplatin i & & A B B4 5 T % B R AR K
B ovMERFE LIS YL ERERY o Ao FFREOEEMRR > &
TR AR MR AT R REERAEN G AR
BROEAFHE S AFFFEERETEVF I a7 2 -4
F R @ 4E 6 B - Oxaliplatin $ T %4 2] »
Oxaliplatin #hw 74 &2 %8 93w FIRRI © aw BHinf A
T REE R R LI SR E e S UE] LI PIC S e re

» S o A s ga 1517
K165 3/4 s A G T RA L = 2908 7

" @e ) (Erbitux) EEBE A E S RISHEDITAE > VA

-

- FEH bR 4 B 44 K )3 52 B (EGFR) chre d7 ] o A7 5 A om
QF A2 AL % E %k mre gt in EGFR & B4 o EGFR & ¥ i% ot
A G - ke B vV B R FREmE L E B
Epuk- Bl mre p > 2 L g A RFEF AL 0 FEH
LR A BN o Flpt g T B Ee ) infd H i % EGFR 4c
PAFEET o B MR AmE RS TR 5 W oakdrd| X B E S oRpmreahd £ 3
Hop X B2 S Rmie it B0 B g o @42 Bl iT* Sf

LL2RARFRYB0% HY 5 apE L~ S8F2 AR -



o T e 2B nE B R DY R K Y B f a5

Yes R B R TR RE A A pH L NF e - 3 F

"R B (Avastin)® - AE feent P HiRFAE > VEH MR L

IR g A LR TS (VEGR) & @ ol 4 4t o Frd] VEGF £ fo?

R B A 0 R F e B iR R BRI T RS
Pl et oo A2 27 XE T A R Rl S RS
v R PSR A R R FE

VE R B RE R L F R TREEE S N T

S FE s W e R BE o

=



BooE Rl A Bl LT e

&
Tf-
=
b
-
=
fim

SRR, A F R A A ARG

CHESRLFIS ST T A B RT o E g T R G

BAREAS X2 AmSlderEu Rl 0w IRBCT FZ WAL L 4 o F L

BAL AR 58 £ R T (5 s E U B A o FIR A B R

i i o Y RENHRE el T w0 FIES BF -

YRR RO F TR AR AL PR, T,

L

, .YL.

5 i s

R
é-\
No
g
N
W
%\«
N
AY
W
A
a>
=R
<3
(s
42
™
Nl
¢

v
B
RN

ﬁﬁf

SR EEE - T S P - ST TRl £
Hoehd FIREfeIAR 2 E o M R hd gl vy 1 & £ E ROk
PAES AR, RN ECRE ) BOREY )&%, 5 CRF B

W) FORE A0 1) eehpIl gl o d 7 s, oY AR
L R s A AR F o R TR B ip a8

FiL 4

xzuﬂ

LA, ek A REERY &, 2 f e il

G Y I, R R N o #T k2 Pl R A2 PR R R 2

e
fm}

P 1B B2 IS E R, et frik b s i 2

]



o S ;‘gﬁ/r' ltz»%%ﬁj”’%] g'ﬁﬁq 4 %5"”/”}?3 ﬂ}%ﬁ&ﬂ;ﬁ » T -H

&
gh‘(

(1) |L. "Lr"(}ib)"ﬁ#gr ﬁﬁ@g ’}f@—g‘%"ﬁi)—,ﬂ;ﬁi . Jﬁj‘j’?ﬁ,_%"

iy
Qi
e
RS
=
e

bt (2

i
aim

TR KL BPEEHR R S (3)

A ER

=53
e
¥
TR
¥
ks
&=

W EREF LTG0 R TR o

L

NADBLET (4) VREY n IR SRS T B2 B E M

B KR 1 (5) T A s AR B E R B IET £ g e

PP

NS

25 EpmR 5 (6) MK N R IRFE M F L w5 AR
RS D Bl N SR SPRIE X - CUE I ER $-F T

e e P T REARG SR R EFE IR T RTE

v k7 g
LIt e BRI MARBGIEGF B TEY 0 T

B sz HAT - FHEAEY BAT  RLR AT d 0

g
e
\oT
Qi
>
e
>
(46;1
Sk
R
=
e
.
N
5

37 ;?w_ » Bl bR R
m » m? a2 0 PIF Ao it 2 A F R o iR i R

AN v PR ;s T 22
B LA A 2 N % FE . BAF R, A4 2
/:_fz/na = = FB"‘% o B IEY o R AT Y ; i‘ﬁ?""“ °

Rt BN S A A 208 B I H R s A A ois R

FALR DO B R LR H R R
%ﬁ%ﬁ\ﬁ%\ﬁﬁ\%ﬁivwﬁﬂ§g%*?%ﬂﬁﬁéiﬂ:
g R F] MR RE T AGE S SHIRENLES FRISE N ()
U RF] RS o R R () MR R DR o T RE

10



VR T e (U IR

e
A

i

& B

A EINE S B

e X

2L
z

"\
U

) ;f,’ 4 F

7
~

2]
]

e

w
R M

’F%’z [N fg}?ﬁ"’?‘?

v
*

B J

11



$2 8 MB-6(= vhif S HE)h? FATL 2 o

FARFLGER S 3 0 PR > PR o 37 2 &,
T (B AT B ERABEKRD (ATRE) PR E RS E

TR FAE R (i t WY )EY BT S FELF O 0]

BF EAUERTF s

(1) FRZFEELEBwe LI
B2 ALGES LT WS, RE R AR N T,
1,2 -25 (OH) &4 % D3 % &~ iv&pF P& s itk 3
dmre b iER T B AEY 2 FNAYEICER 2 EwE AR
fpAe gt A Er md & D3 R EF R R e Hgr kA
CofppE, miek P Bl B HE Y 2F AT T A
v, B A gL HT -60 vz 48h & 96h , LR v S hwe ik,

Fi4e G0/ Gl ¥ iwve B, § »fefimme 2 © o T F v id

W e B E RS Gl rngdy s it 22 £

AP AS J 6 g IR Fe ], U] e gtk R, @ o

3

R,

12



WA g~ mF RN e PN e s ity
AERITY cFF Ea MBI B & me sk
PP s e, A H e i U
(2) &% %2 bwre k=7 itk
o L e RN R G T W A, @
AP EARE ERF A G KPR B R B
e R S180 , A B9 Fpiwie ik HF29 | A § g wmre 8 293 2 A i+
we g HepG2 wmethE e ®  F§ 2 T L% v jps C - fi
F Pajrps 2 (2 w LR Behd AERE A A B L) = JE 4
Fong B e d| BT Emie B o Vb 5§ ik oF
e imie NI e FEDNA B - R d FRMGEETHE FR L
185 ~ 285 PrABHIA 2 AP et BRlEARY g
HEAPFEFRE G AR ey Do
(3)  &F F Mg mre chprd| (T
B9 G 15 MT et A e ) SRR R T 2
LFRREEY o B 2 ¥ER YRR R E Hil ~ i
R B o v T R S V5 LOX - TR 1 pF COX 2
S IREER R W LT A B S A S O i LW

CER EC LN EE SERCE Feil- LA

13
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*Grading system for cirrhosis: the Child-Pugh score

Bilirubin | Albumin Hepatic Ascites
Score PT (Sec)

(mg/dl) (gm/dl) encephal | (grade)
| <2 >3.5 1-4 None None
2 2-3 2.8-3.5 4-6 1-2 Mild
3 >3 <2.8 >0 3-4 Severe

Child class: A: 5 -6, B: 7-9, C: > 9.
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Colorectal cancer patients with distal metastasis
( Clinical or Pathology stage 4 )
Treated with chemotherapy + target therapy

n=20

Double blind randomized
Baseline data created
Quality of life (SF36)

Follow patients biweekly

n=12

\ 4

Chinese herbal formula
group
n==~o6
drop out

(refuse chemotherapy)

(n=1)

A 4

Analyzed for
chemotherapy-related
toxicity and quality of life

n=>5

A 4

Placebo group
n=~6
Refused the chinese
herb granules or
irregular(or stop) taking

medicine

(m=1)

\ 4

Analyzed for
chemotherapy-related
toxicity and quality of

life

n=>5
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SRR LE RSN EHREZM G AF T R E T 2009 £ 2 2010
E2 Yy AL kREEHRE B 510822 16 iy b
#c# ¢ 5 7 GOT (AST)~ GPT (ALT) ~ Hb~ WBC count ~ RBC count ~ Het ~
MCV ~ MCH ~ MCHC -~ Platelet count ~ RDW ~ Lymphocyte ~ Monocyte -
Eosinophil~CEA % Target lesion measure % 16 ¥ #icdz o # ¢ Target lesion
measure ¥ 5 F A STHE o 2 e B oo M- S RIE AR BEALA 4T 0 do & 2 2
2B 3417 0 d 27 AvF 2 CEA -~ GOT 2 MCHC ¥ Target lesion
measure 4p B 1+ 2 4F > Person 4p B H#cB £ 0.5 1+ > B2 ¥ 17 CEA i &
BooNRES AINE L ZHEAPMPRT KT E 0 HREY MCH £ R
BREEAPRM A 230w 2 CEA & L iE e 4p B o 3% 8- % S #c2? Target
lesion measure Bf B2 A 47 0 5 @WAcH 2 7o 0 B¢ F oo B L R Sk
Vo oo R ¥RESY; 0 Jd B v CEA 432 Target lesion measure #
B AR AR s HAeAA LA 4 —F/T &2 Target lesion measure 2. & c74p B
Mo F) P AR ;ﬁ— o REAY SRR A 47 & F]3 #3F Target lesion measure £
PEA > g AL GES > $d 1 @2 RMSE:® & i3 2 Bt o

FERRbos  Brgts 3B FIF 2 AT R 0 MBI fRE TS R R o
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F. . 2 % $-#c2? Target lesion measure 4p i 14 4 47

i NENGE SR W o HEe o 2
GOT (AST) 0.75 -0.10 0.16
GPT (ALT) 0.45 -0.22 -0.09
Hb 0.08 -0.24 -0.12
WBC count 0.04 0.27 0.17
RBC count -0.24 0.40 0.16
Hct -0.33 -0.19 -0.19
MCV -0.01 0.08 0.03
MCH 0.16 -0.71 -0.28
MCHC 0.59 -0.27 0.23
Platelet count 0.07 0.46 0.26
RDW -0.33 0.01 -0.17
Lymphocyte -0.11 -0.07 -0.07
Monocyte -0.30 -0.08 -0.13
Eosinophil 0.45 0.19 0.14
CEA 0.88 0.33 0.66
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1.2 #5582 =
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EH AR 40T o BN 2R R A 5 A AR TR
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&5 26 FHHh o WH P 20 L HIETL VR 6 BB EATRE Y 5 WA
T~ 2 AP e R R 3 0 o g RS 15 B R el A
AO20 o B R AR GOH - R e B O 2 R
PP ek e 44T o B S 2 B 6 4 W5 P RE HEI B At 2
ool Bl TR AR E BRI B BB R ORI E AP § $RT 45
R ehaigfide 5 - 22 8mp e S higit poh, med
Bodh (22 4ot 46 5957 0 LRGN A RS BUF R L R BB RSB AIT AR
P# T dficy? RMSE 3+ 85 03V s 2 2 R V3 RIFEIF AR M Thilicy 3 &

0.95 -
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+ ¥ 3 %i;‘ﬁ;f])s b4 ﬁ%ﬂg?;}i;;upq

St idy
P 4 -2

min max mean
GOT (AST) 21 101 40.77
GPT (ALT) 13 106 26.50
Hb 9.4 13.7 11.59
WBC count 1.4 9.8 5.56
RBC count 2.92 4.41 3.75
Hct 28 40.3 34.44
MCV 75.2 803 120.08
MCH 244 37.6 31.05
MCHC 32.2 34.9 33.64
Platelet count 81 323 186.65
RDW 13.8 254 18.36
Lymphocyte 8 49 27.78
Monocyte 4.8 57 14.81
Eosinophil 0.3 32 3.59
CEA 2 915.5 83.22

Target lesion measure 0 160.4 54.94
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oAb 4 HERE - B A

W~ A ERK By Ay
ﬁgl IS I@l 3% ¥
¥~k ¥~ ¥~k
GOT (AST) ~ GPT (ALT) ~ Hb ~ WBC count ~ RBC
15 count ~ Hct ~ MCV ~ MCH ~ MCHC - Platelet count ~ 20 1

RDW ~ Lymphocyte ~ Monocyte ~ Eosinophil ~ CEA

245 Ho7 4P M 4 8 RMSE

Subset A RMSE
Training 0.95 11.54
Validation 0.96 16.19
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1-3 #5405 R BACR B A 17

net, =" & ¥ k BAJLE ol 2 Sk o
net=# I A % ] BaJLE Ll S S dkiE o
Pl Y, 5 EEFE S kBag2d ~ a5

5 aY; dY; dnet; 0H; dnety Zf.( Wit £ (et W,
o = — = = net; : e e
U7 9K, Ludnet; GHy onet, 9X, £ 177K kK (6)

B f (net)) & f (nety ) » ¥ > &vg 73 R

Sy = Z Wi Wik (7)
k

P17 23S R T E AR R 2 T AR & R~ e
BRFEZBY i 6997 0 d 47 CEA 551 82 BEAS

BHEP A E

0
o
B

=x % 2. ]+ % Eosinophil » ¥ & | 5
Lymphocyte o &~ I 5540 S 4t & FlF 27 447 > P w o erad 2
ZFEN e AR 2B R RS A R o E R A ERBIT
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16 F B AR A 3T

R = S Sensitivity
GOT (AST) 9.80
GPT (ALT) -12.26
Hb 2.23
WBC count -4.68
RBC count 8.37
Hct -6.12
MCV 2.42
MCH -7.42
MCHC 11.70
Platelet count 6.10
RDW -6.47
Lymphocyte 1.52
Monocyte -13.18
Eosinophil 16.66

CEA 26.33
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BAEST GG 0 R AR SF36 K S E Nk 8 B
w B TRV RIHZENHRBREAILE A N m S22 Bou R iR
e Fset8BG Y F 5B IMEH 0 F 3 BR e NMITH A

PR iy At IR (mental health ;s MH) » # {8 R 8 & i

[a—
(@p)

&
(e
=)

183 & (p=0.011) - fe i 6 & & THIFRILT

3 % Ko > A @A G (B4 (Physical Component Scale) 14 % w32
& 84 (Mental Component Scale) > Bl &F sk ev LI I E G 7

BieHERETIAF T P E (p=0.018) o FHT EfL -

AL E SR LE A Y 23 R MB-6 5 30

BB Ltk TG B2 M RS AF e Zb U M T R - SR R
WS A B2 B Rt - ARz AP GT d - ka2 bR
e e g a2 @ RBENN & 5 gt # 5 o A3+ % 1% RBFNN 2 ¢

XD SRS s i R MB-6 180 & L iR FlS

2B % o RBFNN 35i0 § sendf 3 m e 22 & 4 R 15 [ ehsg 4830 -
RrLp a TR 2 PR FRERBEEE MOk o W3 F YA o
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Gender

Male
Female
Age(years)
(Mean+SD)

Range
Body Weight (kg)
(MeanSD)
Height (cm)
(MeanSD)
BSA( body surface area) (m2)
(Mean%SD)
Metastatic site
Lung
Liver
Chemotherapy Regimen
Modified FOLFOX
ECOG performance status
0
1
2

(n=5)

58.6+13. 17
46~72

62+5. 33

160. 9+5. 12

1.520.17

¥t 2 (Placebo)

(n=5)

60. 8£15. 92
53~TT

5618. 14

157+6. 07

1.540.15
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Fofe N TR P OF OB (i SREc R R

4 % % (MB-6) p value # B % (Placebo) p value A% e ¥R e p value

(n=5) (n=5) (n=12)
Baseline Post - Tx. Baseline Post - Tx.

[WBC(/ul) 5538.6+1887.23 5631.5+1781.36 .623 6348. 7+2627.19 5216.34+1392.61 0.347 518.6+1563.2 .613
(Mean %SD)
Neutrophil (/uL) 3487.8+1397.26 3308.9+1215. 81 .813 5538.6+1887.23 5631.5+1781.36 0.623 167.3+1163.0 41T
(Mean %SD)
Lymphocyte(/ul) 1289.2+543. 78 1387.5 +425.3 L2176 1357.9+468. 34 1936.7+1271. 24 0.613 58.2+996.3 .816
(Mean %SD)
Hemoglobin(/ul) 11.7+1.37 11.8+1.55 .651 11.3+1.96 10.8+1.93 0.321 0.54+0.837 . 852
(Mean %SD)
Platelet(x103/uL) 246.5+72. 81 218.6+39. 28 .562 465.2+£322. 65 338.1+1.55 0.326 8.7+38.6 . 539
(Mean %SD)
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FRA CIRY P ES RS EIFET S GRS

% % » (MB-6) p value ¥ B 2 (Placebo) p value Bk eEHR R p value
(n=5) (n=5) (n=12)
Baseline Post - Tx. Baseline Post - Tx
BUN(mg/dL) 17.1+£7.53 18.3+13.16 0.422 18.9+9.16 16.8+8. 173 0.525 0.246.17 0.369
(Mean SD)
Creatinine(mg/dL) 0.87+0. 35 10.3+0.55 0.953 1.1+0.46 0.940.18 0.921 0.140.28 0.959
(Mean SD)
SGOT (U/L) 29.8+10. 84 28.7+5.60 0.758 35.4+27.32 33.9428.67 0.605 1.6+8.63 0.426
(Mean SD)
SGPT(U/L) 25.3+£11.07 23.6+7.61 0.682 43.5+38.19 36.9+42.55 0.566 3.2%9.05 0.263
(Mean SD)
Na(meq/L) 137.8+3.86 137.1+3.93 0.501 136.8+5.23 141.2+5.18 0.737 0.7+£3.54 0.231
(Mean SD)
[K(meq/L) 3.840. 35 3.940. 26 0.485 3.740.52 3.940. 66 0.322 0.0£0.49 0.962
(Mean SD)
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et BN A2 chd Bl (Y R

% % 2 (MB-6)

¥ P& %2 (Placebo)

(n=5) (n=5)
JRE T PRE(S | PREW  JRES
vk = (Nausea)

Grade 1~2 5 4 4 5

Grade 3~4 0 0 1 0
*Ret (Vomiting)

Grade 1~2 4 3 3 3

Grade 3~4 1 0 2 1
"2.8(Diarrhea)

Grade 1~2 3 2 3 4

Grade 3~4 1 0 0 0

w %k WA 5 A (Neuropathy)
Grade 1~2 4 4 3 4
Grade 3~4 0 0 1 1
008 LF W (Mucositis)
Grade 1~2 4 3 3 3
Grade 3~4 0 0 0 0
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Zofeb— DR OB R (5 5K SF36 R A A K
4 % = (MB-6) ¥} P8 2 (Placebo)
(n=5) (n=5)
PR PR 14 p value PR PR {5 p value

S g4 @z 5 (PF) 81.3+9.35 80.2 + 16.32 0.957 83.7421.04  85.0 + 18.36 0.173

F]4 12 i & F XU (RF 25.7+37.56 43.5 + 52.17 0.345 17.8437.42 375 + 46.27 0.258

£ % (BP) 94.8+10.96 88.0 + 12.99 0.123 83.5+¢12.37 81.3 + 942 0.659
-4 E (GH) 55.6x14.95 88.0 + 12.99 0.063 47.7£16.03  46.1 + 14.88 0.487
=4 (VT) 48.2+17.38  53.5 £ 16.77 0.368 57.3+15.29  61.7 + 14.37 0.113
A€ 7 i (SF) 47.3423.75  59.3 t 26.37 0.086 66.3+45.36  63.82 + 16.58 0.566
Flirx 4t £ (RE) 27.8442.31 47.2 + 4891 0.104 66.8+17.38 93.5 + 13.06 0.117
wIZg gk (MH) 37.8415.81  53.7 + 15.727 0.011% | 57.749.96 58.5 + 11.77 1.003
42k & #4a (PCS) 51.843.68 453 = 6.77 0.156 45.7+6.95 46.5 £ 6.79 0.868
I A E A (MCS) 27.3+11.08 37.3 + 12.19 0.018% | 48.3+11.33 46.5 + 5.72 0.226
*p<0.05

PF : £ 484 1@ 5 it (physical functioning )

RP : F]4 2 it & ¢ % *T (role limitation due to physical problems )
BP : £ 487t % (bodily pain)

GH : - 4z 2 (general health)

VT : %4 (vitality)

SF : 4+ ¢ 7 & (social functioning )

RE @ F|i-% & ¢ % *2 (role limitation due to emotional problems )
MH : w22 (mental health)

PCS: 4 @k & {¥ 4~ (Physical Component Scale)

MCS : w12 & 5 ¥4~ (Mental Component Scale )

2
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BE A B2 B R - SR PRAUMM T d - kP2 2hami S
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G E R FIRT P ES A (MB-6) w0 L IfBE L d F k]
g2 G FRRECHRBEAIRY ¢ B R T a R FIE o
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|8 IR AP RT - BARE S ST R B A
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it B E UL I AP (FR ek o
GESR AL PR BIEY RIS FH AL AR AT KR
4 Grade 1~2 # g i* %,—‘ BREREIRY BHpaisq LR tap

AP VERREAHBEARY B s o Grade3~4 & B iT¥ ih

.ﬁ B#IDF R0 A o Bl Rays R R BT 0 $3T £ 384 Grade 1~2

S

BlLEY B FHPEEDRT 0 > 7 &~ 2 Grade3 cha gl i£% &
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Mo R RIN e  EH - B T "Fﬁﬂﬁ,ﬂjﬁ—ﬁiiié
&8 (quality of life) sF R € £ X € & > 437§ h2> T e 7 R

49~53 . o v e e . . ‘
AHEHRE B X T B el 4 R & TR 0 SF-36 B A

LR F B o AR Y AR TEY o 8K SF-36 1T LT
T4 o F%ketigr? Z3HB-6) sz PoEERkE e ol
o m e FRIBEF > ¢ 3aE4 (LB 535 A) Ak e P

(LT3E 5 593 &) ~FliFkded £ (THE 5472 &)

4
1E]
2

-~

B O(T3E L 537 &) AECREJRET § R FEY 0 AT &
Bk & ¥4 (Mental Component Scale) i&# tF & i I 53t F ehi &

(p=0.017) 5 2+ A TR 6 Pl @R 1 7 P AL — 3807 i v B
TRFERELFED 2 5 M F RER AT R DB RN
FE & RSehiiie T4 (power) hBT I A F gL R o LA
kv F BT B B 0B Rl i - HEFEFF AT - H R
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Toxicity Grade | Comment

Gastrointestinal

Diarrhea

Nausea

Vomiting

Mucositis

Neuropathy

Peripheral Neuropathy

Neuropathy:
Motor and Sensory

Nail disorder

Blood/Bone marrow

Leukopenia

Neutropenia

Thrombocytopenia

Hemoglobin

Other Adverse Events

Allergic/hypersensitivity

Skin reaction

Acne-like rash

Dyspnea
Date blood sample: / / (dd/mm/ yyyy)
WBC: x1 03/ ul; Neutrophils: x1 03/ uL
Hb: g/dL; Lymphocyte: X 103/ uL
Platelat: <107/ ulL
B.U.N: mg/dL; Creatinine: mg/dL
Bilirubin D: mg/dL; Bilirubin T: mg/dL
GOT(AST): U/L; GPT(ALT): U/L
Na: meq/L; K: meq/L; Ca: meq/L

Investigator’s Signature:

Date: / / (dd/mm/ yyyy )
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Toxicity Grade 1 Grade 2 Grade 3 Grade 4
Gastrointestinal
Increase <4 Increase 4~6 Increase >7 Life-threatening
times/day over | times/day over | times/day over | consequences
) baseline baseline baseline
Diarrhea S
or mild increase| or modrate or severe
in ostomy increase in increase in
output ostomy output | ostomy output
Loss of appetite| Oral intake Inadequate oral | Life-threatening
decreased intake, need IV | consequences
without body | fluid and tube
Nausea . .
weight loss or | feedings or TPN
dehydration or
malnufrifion
lepisode in 24 | 2~5 episodes in | =6 eipsodes in 24| Life-threatening
. hrs 24 hrs hrs consequences
Vomiting .
IV fluids or TPN
indicated
Erythema of Patchy Confluent Tissue necrosis,
Mmucosa Ulcerations or ulcerations or spontaneous
Minimall pseudomembra|Pseudomembran bleeding
Mucositis symptoms and nes es, bleeding with | Life-threatening
normal diet Symptomatic frauma conseqguences
but can eat or Unable to
swallow adequately oral
modified diet intake
Neuropathy
Weakness Weakness ,sensor | Life-threatening
interfering with y consequences
Hand-foot . function, ol‘re.ro"rion ,pqre‘rh Disabling
Asymptomatic sensory esia interfering
syndrome . .
alteration or with ADL
paresthesia,
tingling
Pain in nailbed
Nail disorde Discoloration Partial or — —
complete loss of
nail
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Blood/Bone

marrow
Leukopenia <3.0x <3.0~2.0 x <2.0~1.0x <1.0x
Neufropenia <1500 <1500~1000 <1000~500 <500
Thrombocytopenia <75000 <75000~50000 <50000~25000 <25000
Hemoglobin <10.0/ g/dL |<10.0~8.0/ g/dL| <8.0~6.5/ g/dL <6.5/ g/dL
Other Adverse
Events
Transient Rash, flushing, Symptomatic Anaphylaxis
flushing or rash urticariq, bronchospasm,p
Drug fever<38C dyspnea arenteral
. . Drug fever=38 medicatfion
AIIerg|c/i\r/1i;T/persenS|‘r C indicated
Y Allergy-related
edema/angioed
ema
hypotension
Faint erythema Moderate Moist Skin necrosis or
or dry erythema; desquamation ulceration of

Skin reaction desquamation | patchy moist [Bleeding induced dermis
desquamation by trauma or Spontaneous
abrasion bleeding
Intervention not | Intervention Associated with
indicated indicated pain,
Acne-like rash disfigurement, —
ulceration or
desquamation
Dyspnea on Dyspnea on Dyspnea with Dyspnea at rest
exertion, but exertion, but ADL Infubation
Dyspnea can v\{olk 1 fight Ungble to wglk indicated
of stairs without | 1 fight of stairs
stopping without
stopping
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Topic -
Randomized control double-blind trial on the alternative effects of
Chinese herbal formula (MB-6) in metastatic colorectal cancer
patients treated with chemotherapy
Background:

The prevalence of colorectal cancer is increasing yearly in Taiwan. It has
been the first of cancer incidence and the third of cancer mortality rate
according to the statistic of 2009 of bureau of national health insurance ,
department of health. The most effective treatment of colorectal cancer is
surgical resection. For those patients with pathologic stage III, stage I'V, and
some high risk groups in stage Il , adjuvant chemotherapy is indicated. But
the selective specificity of chemotherapy is not high. It destroys not only the
cancer cells but the normal cells at the same time. That causes lots of side
effects. Those side effects include decreased human immune function ,
gastrointestinal discomfort and poor life quality.

To reduce those problems caused by chemotherapy , some Chinese
herbal formulas were used to improve the human immune function by many
researches and they do show some benefits. The purpose of our study is to

evaluate the alternative treatment of the Chinese herbal formula in metastatic
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colorectal cancer patients treated with chemotherapy. Hoping those patients
can benefit from the complementary and alternative treatment and can
decrease the side effects caused by chemotherapy.

Methods -

Metastatic colorectal cancer patients treated with chemotherapy were
enrolled in this study,, and double-blindly randomized into two groups:
Chinese herbal formula group and placebo group. Chinese herbal formula
(MB-6) and placebo were taken during the chemotherapy period of time.
Those patients were evaluated every two weeks, using the “Common
Terminology Criteria for Adverse Events” which designed by National
Cancer Institutes (NCI) for the toxicity evaluation and laboratory
data( including: blood cell counts, liver function and renal function) were
recorded. Metastatic lesions were measured by computer tomography. All
data were recorded and analyzed.

Results :

In each group, 6 patients were randomly enrolled. But only 5 patients
completed the study. For the evaluation of the toxicity of chemotherapy, the
number of patients who suffered with the Grade 3~4 side effects decreased
in both groups; however, those patients with Grade 1~2 side effects, the

number only decreased in the Chinese herbal formula group, but the same
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phenomenon was not found in placebo group. To evaluate the patient’s life,
the SF-36 questionnaire was used, the mental health score increased, and
there was significant statistically difference( p=0.011 ), while the score in the
Mental Component Scale was also increased (p=0.018) .

Conclusions

By using the Chinese herbal formula (MB-6) in metastatic colorectal
cancer patients accepting chemotherapy, the toxicity of chemotherapy
decreased, and the life quality of those patients were promoted. It shows that
Chinese herbal formula (MB-6) offers an alternative way to alleviate the side
effects of cancer treatment. However, due to the large varieties of
chemotherapy agents and the accurate mechanism and effective ingredients
are not totally clear. More clinical trials are necessary to confirm our

theory.

Key words : Chinese herbal formula ~ MB-6 ~ Metastatic colorectal cancer ~

Chemotherapy
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