- N B2
B B 5 K Ih 6E 1 B
Chinese Medicine Treatment in
Functional Gastrointestinal Disorders

J

T K #F£, Zhao—xiang BIAN, MD, PhD
Director, Hong Kong Chinese Medicine Clinical Research Center,
Hong Kong Baptist University

BB AT , 10-11 Sept 2015



R (HM) RERZIAK

(NEE) = “IRATE » als
= ERTRE - BRSEE 0 )3
At AEIEIKE o NS - K
KEUUAR » FHL2HAT o Jean Anthelme Brillat-Savarir.

(1755 — 1826)

i
r
=
B
r
"Tell me what you eat,_.

and | will tell you
what you are."

2



.
WHEEE, BREAE —1 1
1 1
3 1
F-.
E B
41
b

T B
E

r

O

r

-—— e ® A aw

The relationship between the degree of gut health and human %ng\i% ( 1/}80‘;251) (F=8) FiE
disease processes has long been recognized: Hippocrates s _ NTGREE > BWHLE -
(460-370 B.C,) stated,“All diseases begin in the gut.” Treatise on the Stomach and Spleen:

All diseases begin in the gut!
BERLEE R RE !
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WE RAN BLOOD TESTS, DID M.R.I.SCANS,
TOOK STOOL SAMPLES AND PERFORMED A
COLONOSCOPY...AND WE'VE DETERMINED
THAT THE “BLOATING SENSATION”
YOU’RE EXPERIENCING IS “FAT.”
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Reprinted from Funny Times / PO Box 18530/Cleveland Hts. OH 44118
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Common disorders of the gastrointestina- [
(GI) tract account for about 50 million
visits per year to physicians trained in
traditional allopathic or osteopathic
medicine.

In the United States, the overall
expenditure for complementary and
alternative medicine (CAM) is in the tens
of billions of dollars per year.
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Aaron J. Michelfelder MD, Kit C. Lee MD and Eva M. Bading MD
Primary Care: Clinics in Office Practice, 2010-06-01, Volume 37,
Issue 2, Pages 25
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Gastrointestinal Disorders B
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DISEASES OF THE DIGESTIVE SY STEM

e | [
=B 1%fmEE (Organic disorders) 'WM‘PW o r
Ex: jB{VBIfiE/e5(Gastrointestinal =1 = B
tumor). SCTEMERZE(1BD). iB{IE s .
&= (peptic ulcer)...... i Vier .
SRR w=
Py ] oo
= e |
INBETESBEE (Functional disorders) e | ol |
Ex: THEeME Bt AR (Functional i =
dyspep5|a)\ THEEME{EF(Functional tnmcpoon ’
constipation) BB FZ S E(IBS) G
TOREREIES | DIACHEIRES.... o8 -

Hemorrhowds
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Not fully understood about diseases causes g
lr

Ulcerative Colitis

b Slomachq

pH--Hp
Colon Cancer and Polyp
Transverse colon

HECEER

Social

Altered
life habits

Genetics
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Pathophysiology of FGIDs

- PNIEENRTBINEERSE
(Sensory-motor function
disorder)

- BElZERINEERE (Brain-gut
axis dysfunction)

- IMERER(Psychosocial
stress)
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* Mast call activaton
* Inflammatory cytokines
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Clinical Manifestations of FGIDs

7 HY R IR 7

BEREYMER

« BEJE headache
LR [ 26 dyspnea

« M2 palpitation

+  AIlJ&@ muscle pain

B BEfElR
Gl symptoms
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Extra-gastrointestinal symptoms

&

-

-
1 1
HEE

r
b
r
5
r
r



s

| I
o B B R BRI R B ——
Treatment Targets for FGIDs L
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Symptomatic treatment

 {EF) constipation
—  E3EE |axative
— B9 WEE prosecretory agents

I 1 1 1 1 |

« F5E diarrhea
—  1F}E %% antidiarrheals
—  5-HT,SZBEfEHE 5-HT, receptor antagonist

- |

« [EJ& abdominal pain
—  fRESEE antispasmodics
— I HDEEEE antidepressants
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Modern Treatment Status for FGIDs
REBRERFTEFE—EREY, EMERRERS

Current treatment methods have certain efficacy,

but the efficacy was not good enough.
e Ex. 1 BEERE. MEE RWBELKRIBSHWAKKER

e Bulking agents, antispasmodics and antidepressants for the
treatment of irritable bowel syndrome

11l

| Total (95% CI) 286 279 > 100.0 % 1.10[0.91,1.33] |
Totsd events |64 (Bulong agent), |36 (Placebo)
Heterogeneity: Tau® = 0.03; Chi® = 15.49, df = 10 (P = 0.12) ¥ =35%

Test for overall effect Z = |00 (P = 0.32 K3 Egml
'%E E;EE . Eﬁiﬁ@@ﬁu*ﬂ tb , EE Test for wbzcmp"::fjmcs cf— =°13|(:. af= | (F=0.5), F =52% ﬁﬁg*’&ﬁj

F
I}JiﬁgﬂngS%% 002 a5 | 2 5 10 B
Outcome: Comparing nr(%) of [ Toual 95% €D 1008 975 . 100.0 % 1.49 125, 1.77)
Total events 579 (Spasmoltic), 382 (Placebo)

successfully treated patients Heterogenety. Taut = 0.08; Ch* = S837. = 21 (P = 000002). F =64%

with IBS Test for overall effect: Z = 4.46 (P < 0.00001) ﬂg’g%

Test for subgroup differences Che® = 28.38, df = 9 (P = 000), F =68%

01 02 Q3 2 5 10

L Towat 95% c) 285 232 -~ 100.0 % 149[1.05.2.12] |

Total events 154 (Antidepressants), B6 (Placebo)
Heterogeneity, Tau® = 0.12: Chi* = 1741, df = 7 (P = 0.01); F =60%

- m#
Test for overall effect: Z = 223 (P = 0.026) ;n;[ﬂ =/i¥

Test for subgroup differences: Ch* = 116, &f = | (P = 028), ' =14%

H
D

o1 02 a5 1 2 5 10

Ruepert L, et al. The Cochrane Library, 2011. Plcsho  Antidepressre agent
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Modern Treatment Status for FGIDs
RERRTEGEE—ERER, BEMAHRE

Current treatment methods have certain efficacy,

but the efficacy was not good enough.
« Ex. 2 2014AGA¥ W : MAZBEZ e EN LW EE

e American Gastroenterological Association Institute Guideline
on the Pharmacological Management of Irritable Bowel
Syndrome

—

T

. The AGA recommends using linaclotide (over no
EEFIARSARIBS-CRIEEER R | : : jents wi

drug treatment) in patients with IBS-C. (Strong

HREYRIERSRIIREE(BIRAY) recommendation; High-quality evidence)

Only linaclotide was strongly

recommended in treatment of IBS-C, the Comments: Patients who place a high value on
recommendation levels of other drugs avoiding diarrhea and avoiding higher out-of-pocket

expenses associated with linaclotide may prefer
alternate treatments.

were conditional.
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CAM for GI diseases

Dig Dis Sci (2015) 60: 1883 1888
DOL 10.1007/510620-014-3498-3

@ Cros

REVIEW

Complementary and Alternative Medicine Use Is Prevalent
Among Patients with Gastrointestinal Diseases

Adelina Hung « Nancy Kang * Andrea Bollom -
Jacqueline L. Wolf - Anthony Lembo

Table 1 Demographics

Table 1 continued

Associate Professor,

Harvard University

- 1 1 f I f 1 8B 1 1 1

Characteristic % of CAM users % of CAM non- Characteristic %% of CAM users % of CAM non-
(n= 118) users (n = 151) (n = 118) users (n = 151)
Age (mean, range) 45 (19-78) 48 (17-87) Abdominal pain 54 % 52 %
Gender Indigestion 26 % 22 %
Male 19 % 4 % Rectal bleeding 16 % 21 %
Female 81 %! 56 %! Bloating/gas 59 %! 40 %'

Race Difficulty or pain with 8 % 9 % =
White 78 % 83 % swallowing ‘
African-American 9% 8 % Hieastbarn 1% 24.%

Hispanic 8 % 5 Did not respond 6 % 9 % r
Asian/Pacific Islnder 5 % 3% Diagnosss
-- - - Gastroesophageal reflux 30 % 22 %
(GERD)
Irritable bowel 32 % 23 %
syndrome
Gallbladder disease 3% 1 %
Liver disease 3% 5 %
Pancreatic disease 3% 4 %
Celiac disease 13 % 5 %
Inflammatory bowel 16 % 22 %
disecase
Stomach/bowel cancer 0 % 1 %
Did not respond 24 % 30 %

12



Reasons and perceived benefits

Reasons for CAM use

Information through the media

Dissatisfaction with conventional medicine

Side effects of prescribed medications

Wish to have more control over own health

Advised by family and friends

Advised by doctor

Prefer natural therapylconsistent with personal values

Wish to feel generally better

% of CAM patients

Improved relationship between my heaith care provider and me

Decreased side effects of prescription medications

Allowed me to decrase the number/dose of prescription medications

Decreased pain

Gave me a greater sense of emotional/mental well-being

symptoms between the two groups. Users reported “wish to
feel generally better™ as main reason for utilization, and a
majority of patients (62 %) experienced improved Gl
symptoms. Among patients who did not discuss CAM with
their physicians (30 %), they cited physician failure to ask
about CAM as the major reason (82 %).

Conclusion CAM is prevalent among patients attending a
GI clinic, particularly among women and those who are
dissatisfied with conventional therapies and “wish to feel
better.” Greater awareness and understanding of CAM
among GI physicians is necessary.

Greater control of my own health
Gave me a greater sense of physical well-being

Improved my gastrointestinal symptoms

Perceived Benefits of CAM

A1l
0 1

13

T
40

% of CAM patients

N 1 1 1
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Modern treatment in FGIDs

- PEEREFRAGEMEE RN ETR R

CM is a favorable supplement in FGIDs
treatment

« PEREREQIFBAENMERDE
Concept of CM is helpful to optimizing
clinical practice

=~ 1 1 &I 1 1 1 1@ |
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Chinese Medicine Treatment in FGIDs pmm

- wEEHNETE  Background of Chinese Medicine .
— HHB2000E W JEF FE & — History of more than 2000 years Eé
— TR R — Different theoretical system .
— L TANNE R — Various forms of treatment .
o hEEE LR RS g gk T * LExperience of (M treatment
_ eEALE — Nine rTlethods of ‘.cree.tting diarrhea .
SRR RFEA KRR e,
N Dachengqi decoction, Xiaochengqi .
o @%%%{g% decoction
— B * Advantages of CM =
— LER A — Long—term medication experience r
— FBRRD — Low cost

— Less adverse events

15
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Barrier of CM Treatment il
o B 1EF|2015%F8F, #CDSRE ¢ There are only 11 SRs for-r
BEEF, EH11E RG KL CM treatment in r
RER P ELEE Em, & gastroenterology in the 3
g Cochrane Database of
' B Systematic Review up to r
a qﬂﬁ%:jﬁ Aug. 2015, include: =
- #R: 2R — Chinese herbal medicine: 9 r

— Acupuncture:

= RIE T BN TEEEEM EEEFFEE'EFEﬁﬁn

It is compulsory to conduct high-quality CM clinical trail on
the foundation of evidence-based medicine

- |
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How to develop a new drug based on TCM7mm
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Technical Approach
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New approaches for TCM drug developmemnis
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CM Treatment in Functional Constipati
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« Etiology and pathogenesis in CM

i SR pEEE BE
Heat inducin QI and yang Yin
stagnation stagnatlon stagnatign deficiency deficiency
¥ -
k
WiwEXiz. HRAE BXimiE , BEXE
Pathogens lingering in large Loss of warm and moistening,
intestine, Obstruction of Fu-qi disorder of bowel movement
{Efb

Constipation 19
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CM Treatment in Functional Constipatiom
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e Therapeutic principles and methods in CM

UM =S

4 IS E )

Eliminating pathogens at first
M. SWoBILUER. Bl BSRZE
Purging heat, warming and dissipating, and regulating qji for

\_ heat, cold, and gi constipation, respectively )

g #IEH% B

Strengthening vital energy at first
WBERRSINTRE , ERZARRFI. m<UEHZE

Nourishing yin and blood, and invigorating gi and warming

\_ Yang according to the deficiency of gj, blood, yin and yang )

20

-
1 1
] 1

Wr

WEEE

Relieved after
pathogens gone

IERR (8@

Relieved after vital
energy abundance

- 1 1 1 1 1 1



Systematic review of Chinese herbal
medicine for functional constipation

Searching OVID, VIP, TCM Database System and CIN ‘

I

‘ 62 literatures found 1

Excluded 4 reviews, 2 for 2nd
constipation, 10 for non-CHM studies
and 2 for combined treatment

‘ 44 potential studies

Excluded 3 studies not in
- appropriate randomization

41 randomized
controlled trials

Excluded 6 studies suspected
in double publication

35 RCTs for |
further analysis L

Although there are many Chinese herbal medicine (CHM)
interventions available, and some have been verified by
clinical trials, their efficacy and safety are still questioned
by both patients and health care providers worldwide.
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MaZiRenWan for Functional H=r
Constipation i
c MIR—: BMEFALAR e« Study 1: Optimal Dose
Determination
— /\m/\ n\—\f‘l—é' Eﬁq
iy%lS)ﬂ AR — Prospective 18wk study .
- ¥ 8 — Single blinded .
- HEHE — Dosage controlled [
— FFSEEERN. 10/2006-10/2007 — Study period: 10/2006- .
10/2007 !
MZRW 2.5g bid (LD) (n=32) -

MZRW 7.5g bid (HD) (n=32)

| | | |

0 2 10 18
27 Time(Week)
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MaZiRenWan for Functional Constipationm

C WREAHAKE RS BB HE AR
o BAE WAL 88 & UL 5T - 34 FA BR 4B A i W 4L (P<O. 05)
e HD group showed benefit in terms of increased CSBM,

constipation-related symptoms and global symptom
improvement when compared with other two groups (P<0. 05)

E=3) Low dose
=0.276 EZZ3 Median dose
20 I'LI‘._+ E= High dose
g p=0610
@ 4+ | —
@ 1.5+ ++ - i
5 *
o 1.04
z
B
§ 0.5+
£
o 0.0 s

Baseline (Wk1-2) Treatment (Wk3-10) Follow-up (Wk11-18)

Pairwise comparisons were performed of each treatment group
with its baseline: *p<0.05; **p<0.001; *p<0.005; **p<0.001.

23

Cheng CW, et al. Am.J.Gastroenterol. 2011; 106: 120-9
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MaZiRenWan for Functional Constipationm

o . MR LR R e Study 2: Randomized 1
@%% Placebo—controlled Trial .
L AISJE AT A — Prospective 18wk study
_ #e — Double blinded .
_ G RUB| Y — Placebo controlled r
— B EH: 07/2008-06/2009 - gg;ggoge““: 07/ 2008 B
— FE (ID: NCT00741936) _ Registration (ID: r
NCT00741936)
r

MZRW 7.5g bid (n=60)
e Placebo 7.5 b (n=60) ——

Placebo 7.5g bid (n=60)

0 2 10 18
Time(Week)

24
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MaZiRenWan for Functional Constipationm

. 7”%5 B EHERE R EE A G FEAZRE AL\ —
BRI 2 A A443.3 % F18.3%, TR\ B M er Al o r
J%%B0.0 % F2 15.0 (P < 0.05) N

* Responder rates for the MZRW and placebo groups were 43. 3% r

and 8.3 % during treatment and 30.0 and 15.0 % in the
follow—up period, respectively (P < 0.05). B
50 - P<0.001 I HsP [
' l B Placebo ;
40 ~ ‘
P=0.049 r.

S 8
| 1

Responder rate (% patients)
I

o
|

Treatment (Wk3-10) Follow up (Wk11-18)

Cheng CW, et al. Am.J.Gastroenterol. 2011; 106: 120-9
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On going studies of MZRW for constipatiem

MZRW formula proved by
clinical studies

Study 3.
Identifying major active compounds
in MZRW for constipation
Manu In preparation

Drug combination for
constipation
On going

Study 2.
MOST: Naive
Bayes model for
target prediction
Done

Study 4.
Design drug
combination from
MZRW for
constipation On
o[e]lgle

Compounds
Identified in MZRW
by LC-MS
Published

Study 1.
GIl-motility related
drug targets
Done and Manu In
preparation

Unpublished data

26



Major approaches for identifying the major activel il |

compounds of MZRW by combined approach [ B0 [
i
Computer - l

Chinese Herb Medicine l __________________ I
MZRW I
o | r
& \ '@ I
S0 ' 9 I ) l b
o2 I @) Gl motility related I
l I (*) ° target panel r
@ genified compounds |
MZRW Extract |:|$. from MZRW in rat plasma I .
l I © andfeces |
LC-MS Identification i (<) In silico target [
Animal Studies @) prediction by MOST I "
plasma’ feces L - e e S S S S S S S S S S S S S .. J |
l o Major active r'
G t .
P ngg{sa?es Va"d;t'on compounds in MZRW
- 000000 _» U 00
Tt © © 00
h LA S TR ! «

Unpublished data
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Modern treatment in FGIDs

- PEBERZEERINGEEERFNRTFA
CM is a favorable supplement in FGIDs
treatment

- PEEEREQSH IR ENERD R

Concept of CM is helpful to optimizing
clinical practice
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Treatment Concept of Chinese Medicine @

e Treatment based on holism concept

SRR TS E

Indivisible structure

R EEEE

Organic whole of
human body

IREtEE AR

Cooperation in function

1 1 1 1 1 1

Egae ko ' | REEEE

Interaction in pathology

-

Holism concept

| EBEBEARIBS—TE
AE!?I*I%EEI@I,‘.@T)—'IE Unify of nature
Unity of human and ,
environment

| R ERIRRE—E

Unify of society
30
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Holism Concept and Clinical Practice @

BEISEE

Holism Concept

Ve

-

BIE LHEE

~

Interaction in
pathology

J

Ve

ERAIRIGRIR—1E

Unify of nature

~

_ BHERIGISR—H

Unify of society
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| Clinical Practice

-

Frag KB

Treating combined

disease
.

J

modification
\

MEREFLFA TR

Dietary and lifestyle

J

DERITREE
Psychological and
behavior therapy

31
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Ex. Comprehensive Management of IBS

11
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Symptomatic treatment

TN L
Dietary modification
BB AFRIEINE

Avoid irregular diet

N

.

DIEREX
Psychological therapy
BESREE R IB4E

Avoid anxiety

EEBN TR
Lifestyle intervention
Proper physical exercise %%é?éﬁ@ﬁﬁ%%ﬁﬁﬁ;;’j WNERSER |




-
KREE r-=r

Future Expectation
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