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Increased risks of chronic kidney disease associated with
prescribed Chinese herbal products suspected to contain
aristolochic acid
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SUMMARY:

Aim:  Nephropathy associated with aristolochic acid (Aa) has been documentad by human and animal studies,
Ancignt Chingse herbology claimed to reduce toxicity in their mixtures. It was the objective of this study to
determine the risk of chronic kidney disease (CKD) associated with Aa-related Chiness herbal products (CHP)
or mixtures of herbs in a national cohort.

Methods: Aratospactive follow-up study was conductad, using a systematic random sampla (200 000 paople)
in the Mafional Health Insurance reimbursement database during 1997-2002. The incidence rates of CKD and
end-stage renal diseass (ESRD) were calculated for the whole sample and thoss that had ussd CHP suspectad
to comtain A&, Gox regression modals were constructed to control potertial confounders, including age, sex,
hypartension, diabates mellitus, and use of non-stercidal ant-inflammatory drugs and acetaminophan.
Results: A total of 109 242 persons were included in the final analysis, 102 464 (51.3%) men and o7 379
{48.7%) women, with an average incidence rate of 1984/10° parson-years for CKD and 279/10° parson-years for
ESRD. after contralling other risk factors, the hazard ratios for developmeant of CKD seamed to increase for
patients that had consumed more than 30 g Mu-Tong, and more than &0 g Fangehi.

Conclugion: Prescription of more than 20 g Mu-Tong or mora than 60 g Fangchi CHP was associated with an
increasad risk of developing CKD. In addition to prohibitng the use of Guan-Mu-Tong and Guang-Fangehi,
patients who have used thase CHP should continue to be followed up.

KEY WORDS: aristolechic acid, Chinese herbal products, chronic kidney disease.

INTRODUCTION varallel with such cooularitr. as warmed by the Wacld Health



Risks of Kidney Failure Associated With Consumption of Herbal
Products Containing Mu Tong or Fangchi: A Population-Based
Case-Control Study

Ming-Nan Lai, MD,? Jung-Nien Lai, MD, PRD.# Pau-Chung Chen, MD, BhD,"
Shu-Ching Hsieh, MS, PhD,? Fu-Chang Hu, MS, ScD* and Jung-Der Wang, MD, ScD'-5°

Background: Taiwan has a remarkably high inzidencs of end-stags renal diseass (ESRLY). The
ohbjective of this study s to determine the association between preacribed herbal products cortaining
aristokchic scidand ESRD.

Study Design: Population-based case-sontrel study.

Setting & Participants: All new ESRD cases in Tawan and a aimple random sample (200,000
p=opke) drawn from the national heatth ilurance reimburssment databasge in 1997-2002,

Predictor: Ages, asx; hypertension; diabetes, curnulative doses of nonstercidal anti-inflammatony
drugs, acetaminogphen, and adu terated herbal supplements potentially sontaining arstelochic acid
before the development of chronie kidney dissass; and indications for prescribing such herbs,
ireluding chronic hepatitia, chronic urinany tract infection, chroniz neuralgia, or chronic muasculosksl-
taldiseases.

Outcomes & Measurements: Ocourrence of ESRD through construction of multiple kegistic regree-
asion modela.

Results: There were 36 620 new ESRD cases from 1998 through 2002, After exclusion of cazes
with chronic kidney dissasze diagnossd before July 1, 1987, there wers 25 843 new cases of ESRD
ard 184 851 cortrols in the final analysis. Women, aldsr age, hypertension, ard diabstea wers
significartly associated with increased risks of the development of ESRD. After adjustment for
known risk factors, curnulative dosss =80 g of Mu Tong (OR, 1.47 [05% G 1.04-2.4 4] for 64-100 g;
OR, 5.82 [95% G, 3.80-8.71] for =200 g) or Fangehi (OR, 1.60 [95% C1, 1.20-2.44] for 61-100 g;
OR,1.94[95% Cl,1.20-2.02] for =200 g) were associated with increaszed risk of the development of
ESRAD with a doss-responze relationship. This relationship persisted when analyzes wers limited to
partizipants who conaumed <500 pills of nonstercidal anti-inflammatory drugs ard those without
diabstes.

Limitations: Mo measurement of renal function, no contact with petisnts, over-the-counter sales
wiere not rezorded, and potential undersstimation of sxposure dose forcases ard ORa.

Conclusions: Consumption of =60 g of Mu Tong or Fangehi from hemal supplements was
asacciated with an increased rizk of developing kidney failurs.

A Kidney Dis ocmo © 2070 by the National Kidney Foundation, fne

INDEX WORDS: Aristolochic ackd;, Chiness heil nephropathy; ernd-stage renal dissass; Mu Tong;
Fangechi.

M ompared with other countries,’ Taiwan
has a remarkably high incidence and
prevalence of chronic kidney disease (CKD)
and end-stage renal disease (ESRED). Multiple
causes have besn reported. including an in-
creasing proportion of aged patients.” in-

creased incidence of diabetic nephropathy.?
high prevalence but low awareness for CKD.*
and the comprehensive coverage of Taiwanase
national health insurance.” In addition, there
have besn case reports of renal failure caused
by Chinese herbal products™* or herbs contain-
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1. Introduction

Traditional Chinese medicine (TCM), a long and widely used
form of medical care in ethnic Chinese communities and
nearby regions, has recently been adopted by other ethnic
groups worldwide [1-5]. Most indications and contraindica-
tions of TCM therapies currently in the market are solely
based on documentation found in ancient books [6] asso-
ciated with a traditional belief that these herbs and/or their
combinations are usuallv safe. Randomized controlled trials

Ci m1p|¢lL hlund counts, .md liver and k]dne fumlmn tests were nhl.unL
. I{Lmnpulm nhser'. auun.ll ~tud|o were conducted h.md on the mmhummml

o (8ZF
from the

RT trc-aun{-nt_ l{c-lrmpucli'.'e nhs{-n ational .\tllllln_.\, nund an .nmu.umn th\wn th mmumplmn m’
uch as Mu T
pective observational studies seem to have specific advantag
. as well as possibly other alternative/complementary therapies.

and an increased risk of CKD, ESRD, and urinary tract cancer.
when investigating the safety and

therapeutic principles of TCM usually take a holistic view
involving activating systems, improving system connection,
and enhancing human disease resistance [11]. TCM doctors
usually prescribe herbs tailored to the patients symptoms/
signs and constitution, which often requires some modifi-
cation of the ancient Chinese formulae. As a result, herbal
formulae that consist of modified prescriptions of herbs
continue to appear and are also prescribed without any
systematic evaluation [1]. Thus there remains a big question
in TCM research as to how to evaluate TCM prescrintions:
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included in systematic reviews. Selective publication of
positive trials is another problem. ™

The quality of TCM trials could be improved by
adopting the bias-reduction points in the CONSORT
guidelines. Meanwhile, the patient, intervention,
comparator, and outcome should also be carefully
documented. For example, it is important to compare
TCM with a placebo or an intervention of proven
efficacy rather than interventions with unknown
effects. Furthermore, patients” inclusion and exclusion
criteria, and indications and contraindications of the
tested therapy, must be specified clearly in a language
comprehensible to users who have never learnt TCM.,
Tested herbal products also need to be standardised
to ensure manufacturing consistency. Standardisation
is similarly important for diagnosis and procedural
treatments, such as acupuncture.

Because TCM and western medicine differ, debates
arise about which outcomes to use. Patients’ views

in access to effective care for poor people.
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Table 1

Freguency distibution of vanows risk factors and crede and adjusted Odds Ratlos (ORs) with 95% Confidence Intervaks (Cls) for newdly oocurmed type 2 DM patients with

kidney failure and for control subjects.

Fisk factor

Case sulsjects

Control suljects

N

346

N K09

b 4

Crude OR (95% O1)

Adjusted OR [ 95% 1)

SeX
Female
Male
Age (years)
20-34
40-59
B0-74
=TS
Hypertension
No
Yes
TCM® usage
M

100 [ Referent)
112 ([ LDD-1.26)

1.00 (Referent)

1.7 { L2B-2.3400)
247 (217-3490)
326 ([ 237-1.50)

1.00 (Referent)
1448 (131-170)

LU0 (Referent]

100 {Referent)
121 [ LOB-13&)

LD (Referent)
L5349 (L18-215)
250 [ LE5-338)
255 (LB3-3.55)
I
LD (Referent)
127 (| Le-134)

‘ Yes

0.6k (0L59-0.M)

L0 (R
069 (0Ue1 -0LFT)

o
1
F

= =3
Number of med ical treatments for diabetes
Nane
1
2
3 or meone
Chronkc unnary tract infecthon = 12 times in 1 year
Mo
Yo
Amineglyonsides, total amount prescribed, DDD
o
1-3
=13

Cochrman-Amitage test for tend®; £=—4.32, p <0001

1.00 (Referent)

100 (0.96-125)
T (12X2-1.70)
3.05 (252-3.68)

100 [ Referent)

0BT [ DubE—100)
056 [ D4e-0.68)
054 [ 0L45-0.66)

100 {Referent)
115 (0L M-1.75)

1.00 {Referent)
120 L7 - 136
156 (123-1498)

LD (Referent)
119 {L-137)
L70{ L43-2103)
3.3 (3.07-161)

L0 (Referent)
075 (DUe0-092)
049 (0. 40-0.559)
040 (032-0045)
I
100 (| Referent)
0 (0Ue1-1L43)

100 (| Referent)
L13 {LD0-1.28)
Ladb { L14-187)
N

* TCM refers o taditonal Chinese med kol ne.

" DDOD refers to define dally dose.

= Trend includes zero group (e, non-TCM wser).
= pVahses are two-sided.
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Table
Frequency distributi
kidney fallure and fo

e (ORs) with 95% Confidence Intervals | i of type 2 DM patients with

f variows risk factors and crode and ad justes
ontral subjects.

or newly o

Risk factor Case subjects Contrl subjects Crude DR (95% (1) Ad justed OR [ 95% 1)
N 1346 % N - M, 059 %
497 3nE 14 sferent)
L] B0 D0-1.26)

Referent)

M

.

Number of diabetic complications
(1]

1
+
w3
MNumber of med ical treatments for diabetes
None 160
1 %
2 427
i 489
iy of prescribed LWDHW®, £
Mao d user B4
Non-LWDHW TOM user A2
LWDHW
1-30 BS
= 31 15
Chrondc unimary tract infec S im 1 year
] &2 0.1 13,832 98 .4 1 R
ex 25 149 P 1.6 1.1
Amineglyoosides, otal amount prescribed, DO
0 B2 R
1-3 Ay 4141
=3 HA el

ran-Armit age test for trend™: £ 432, p=0.0M

* LWDHW nefers

o Lite-Wei-Di- Hisam g- Wi,
pen group (Le., non-TCM wser)

statistically significantly decrease in the risk kidney failure that is detection of most, if not all, cases of kidney failure. The other
associated with the use of TCMs. This study has a number of major risk factors for kidney failure, namely age, sex, history of
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Duhuo Jisheng Tang for treating osteoarthritis of the knee: a
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HSIEH SC, LAI JN, CHEN PC, CHEN CC, CHEN HJ, WANG JD. IS
DUHUO JISHENG TANG CONTAINING XIXIN SAFE? A FOUR-WEEK
SAFETY STUDY. CHIN MED. 2010, 11;5(1):6.
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Is Duhuo Jisheng Tang containing Xixin safe?
A four-week safety study

Shu-Ching Hsieh', Jung-Nien 1 ai**, Pau-Chung Chen’, Chao-Chung Chen’, Huey-Jen Chen®, Jung-Der Wang™'*

Abstract

Background: Though the nephrotoxicity and carcinogenicity of aristolochic add (AA) are known, its safety in
clinical usage is not clear. This study aims to evaluate the safety of Duhuo Jisheng Tang (DJT) in a four-week study
to treat osteoarthritis (OA) of the knee.

Methods: A qualitative and quantitative investigations on DJT were conducted. A list of adverse events (AEs),
complete blood counts, and liver and kidney function tests were measured for participants with knee OA at their
scheduled hospital visits. Each detected AEs was independently assessed for severity and causality by site
investigators (Chinese medical doctors) and study nurses,

Results: A total of 71 eligible subjects were included in the clinical study where 287 AEs were reported. DT did
not contain detectable aristolochic add (AA) under thin-layer chromatography (TLC) analysis and gas
chramatography coupled with mass spectrometry (GC-MS). There were no significant changes in liver or kidney
functions,

Conchicion: In fricwesk Lo af DT fn enal fokbolar damane nn eevers incidences of AFc and aduvercs dnin
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BM) Open Non-aristolochic acid prescribed
Chinese herbal medicines and the risk
of mortality in patients with chronic
kidney disease: results from a
population-based follow-up study

Chuan Fa Hsieh,"? Song Lih Huang,® Chien Lung Chen,* Wei Ta Chen,® Huan
Cheng Chang,"® Chen Chang Yang'’

ABSTRACT

Objectives: To evaluate the relationship between the
use of non-aristolochic acid (AA) prescribed Chinese
herbal medicines (CHMs) and the risk of mortality in
patients with chronic kidney disease (CKD).

Design: Nationwide population-based follow-up study.
Setting: Longitudinal health insurance database
sampled from the Taiwan National Health Insurance
Research Database.

Participants: A total of 47 876 patients with CKD
were identified. Participants who had ever used
AA-containing CHMs, had cancer or HIV prior to the
diagnosis of CKD, died within the first month of CKD
diagnosis and who were not Taiwanese citizens were
excluded. A total of 13 864 participants were eligible
for final analysis.

Primary and secondary outcome measures: All-
cause mortality among patients with CKD between
2000 and 2008.

Results: After controlling for potential confounders,
we found that participants who started to receive non-
AA prescribed CHMs after the diagnosis of CKD had a
lower risk of mortality as compared with non-users of
non-AA prescribed CHMs (adjusted HR (aHR) 0.6;
95% Cl 0.4 to 0.7, p<0.001). Moreover, participants
who had used non-AA prescribed CHMs prior to and
after the diagnosis of CKD also had a lower risk of
mortality than non-users (aHR 0.6; 95% Gl 0.5 to 0.8,
p<0.001). In subgroup analyses, we found that such
an inverse association was present only among
patients who were not eligible to receive erythropoietin
therapy (ie, serum creatinine <6 mg/dL and/or
haematocrit value 228%).

il 2inns’ Patien vho received non-AA
prescribed CHMs after the diagnosis of CKD, yet before
the start of erythropoietin therapy had a lower risk of
mortality than those who did not.




Journal of Traditional and Complementary Medicine Vol. 3. No. 4. pp. 256-262
Copyright © 2013 Committee on Chinese Medicine and Pharmacy, Taiwan

0 ®

Journal of Traditional and Complementary Medicine
l l Journal homepage http://www jtcm.org

Concurrent Use of Conventional Drugs with Chinese
Herbal Products in Taiwan: A Population-based Study

Ming-Chen Chen'?, Jung-Nien Lai'”, Pau-Chung Chen**, Jung-Der Wang?®

'Institute of Traditional Medicine, School of Medicine, National Yang-Ming University, Taipei, Taiwan.

*Department of Family Medicine, Taipei City Hospital, Yang-Ming Branch, Taipei, Taiwan.

*Department of Chinese Medicine, Taipei City Hospital, Yang-Ming Branch. Taipei, Taiwan.

“Institute of Occupational Medicine and Industrial Hygiene, College of Public Health, National Taiwan University, Taipei, Taiwan.
*Department of Public Health. National Taiwan University, College of Public Health. Taipei. Taiwan.




Table 4. Top five co-prescribed Chinese herbal products and conventional drugs, by case and co-prescription frequency, 2007

Drug-CHP

Total no. of
cases (%)

Total no. of

co-prescriptions (%)

Average no. of
co-prescriptions per person

Total
Acetaminophen™

SH: Corydalis Rhizoma

HF: Supplemented Free Wanderer Powder
Diclofenac*™

SH: Salviae Miltiorrhiza Radix

HF: Channel-Coursing Blood-Quickening Decoction

Dextromethorphan’

SH. Fritillariae Bulbus

HF: Pueraria Decoction
Ambroxol’

SH: Puerariae Radix

HF: Ephedra, Apricot Kernel, Licorice, and Gypsum Decoction
Ibuprofen™

SH: Glycyrrhizae Radix (Gan cao)

HF: Pinellia Heart-Draining Decoction

120,729 (100)
34,217 (28.3)
7289 (6)
6948 (5.8)
13,045 (10.8)
5706 (4.7)
6033 (5)
13,927 (11.5)

6573 (5.4)
6009 (5)
8396 (7)

5638 (4.7)
4821 (4)

845,103 (100)
123,307 (4.1)
10,426 (0.3)
10,754 (0.4)
85,363 (2.8)
9342 (0.3)
8782 (0.3)
67.778 (2.3)
8924 (0.3)
7546 (0.3)
67.641 (2.3)
8707 (0.3)
7399 (0.2)
54572 (1.8)
8316 (0.3)
7184 (0.2)

7.0
3.6
14
1.5

6.5

1.6
1.5
4.9
1.4

1.3

8.2

*An analgesic (also known as a painkiller) is any member of the group of drugs used to relieve pain. "A cough medicine is a medicinal drug used in an

attempt to treat coughing and related conditions
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Increased Risk of Hospitalization Related to Motor Vehicle
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ABSTRACT

Background: Several epidemiological and experimental studies have found a positive association between the risk
of motor vehicle accidents (MVAs) and use of zopiclone and benzodiazepines. There is, however, little evidence of
any risk of MVA attributable to the use of zolpidem 1 day before such accidents. We attempted to determine whether
the use of zolpidem 1 day before is associated with an increased risk of an MVA.

Methods: Tlcine a |-million-nereon randoamlv canmnled cohart from the Taiwan National Health Incirance
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Table 3 Regression coefficients (Coeff) and standard errors (SE) of most frequent complaints, adjusted for age, marriage, religion and education

WHOQOL Domain

Over all QOL
(WHOQOL General health
Physical Psychological Social Environmental Q1) (WHOQOL Q2)

Variable definitions Coeff SE Coeff SE Coeff SE Coeff SE Coeff SE Coeff SE
Hot flushes (yes/no) —0.08 0.37 0.10 0.36 0.18 0.40 —0.23 0.33 —0.03 A2 —0.08 0.37

Night sweating (yes/no) 0.33  0.36 0.27 035 0.11 0.38 023 0.32 0.01 A2 0.33  0.36
Emotional disturbance (yes/no) —0.24 0.40 —0.62 0.39 —0.11 0.43 —0.05 0.36 —0.34 13" —0.24 0.40
Aerarabpiaardbereorenereesinas S et AepE He—— 5 AT g & el e
Insomnia (ves/no) —0.98 0.33"* —0.76 0.32* —0.72 0.35* —0.69 0.29* —0.08 11 —0.98 0.33"*
Palpitations (yes/no) 0.01 0.35 0.23  0.34 0.16  0.38 033 0.32 0.30 11* 0.01 0.35
Headaches (yes/no) —0.58 0.42 —0.45 0.42 0.04 0.45 —0.41 0.38 —0.07 14 0.05 0.15
Numbness of extremities (yes/no) —0.59 0.67 —0.43 0.68 —0.61 0.73 —0.31 0.62 0.36 23 —0.15 0.24
Poor memory (yes/no) 0.26 0.32 0.08 0.32 0.24 0.35 0.25 0.30 0.02 11 —0.06 0.11
Frequent urination (yes/no) —-0.76  0.42 —0.17 042 —0.05 045 —0.49  0.38 —0.11 14 0.09  0.135
Reduced libido (yes/no) 0.23 0.33 0.10 0.33 —0.63 0.36 0.08 0.31 0.10 11 0.00 0.12
Dry eyes (yes/no) —-0.07 037 0.01 0.37 0.23  0.40 046  0.34 0.03 A2 0.02  0.13
Tinnitus (yes/no) —0.47 0.33 —0.41 0.33 —0.41 0.36 —0.51 0.30 —0.14 11 —0.06 0.12
Abdominal fullness (yes/no) —0.50  0.34 —0.46 034 —0.43 0.36 —-0.28 0.31 —0.08 11 —-0.24  0.12*
Dry mouth (yes/no) 0.00 0.35 —0.36 0.35 —0.20 0.38 —0.12 0.33 0.26 A2 0.01 0.12
Cold feeling of extremities (yes/no) —-0.75 037" 0.05 036 —0.02  0.40 —0.30  0.33 —0.23 A2 —-0.75  0.37*
Dropsy (edema) of face or body (yes/no) —0.41 0.46 —0.68 0.45 —0.12 0.49 —0.20 0.41 —0.11 A5 —0.41 0.46
Listlessness (yes/no) —0.82  0.56 —1.07 054 0.30 0.39 —0.71 0.50 0.01 18 —0.82 0.36
Bitter sensation in mouth (yes/no) 0.25 0.38 0.43 0.37 0.36 0.40 0.07 0.34 —0.12 A2 0.25 0.38
Anorexia (yes/no) 0.79  0.63 0.94  0.62 —0.57  0.68 1.15  0.57* 020 0.21 0.79  0.63
Tightness or pain in chest (yes/no) —0.62 0.36 —0.85 0.35* —0.82 0.39* —0.82 0.33* —0.23 0.12 —0.62 0.36
R? 0.24 0.16 0.22 0.24

*p < 0.05; **p < 0.01; ***p < 0.001
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Quality of life and sleep quality amongst climacteric women seeking
medical advice in Northern Taiwan

Hsien-Chang Wu?P, Jung-Nien Lai #%* Jing-Shiang Hwang?

* Institute of Traditional Medicine, Schoo! of Medicine, National Yang-Ming University, Taipei, Taiwan
':Depumnenr of Chinese Medicine, Buddhist Tzu Chi General Hospital, Taipei Branch, Taipei, Taiwan

¢ Department of Chinese Medicine, Taipei City Hospital, Yang Ming Branch, Taipei, Taiwan

4 nstitute of Statistical Science, Academia Sinica, Taipei, Taiwan

ARTICLE INFO ABSTRACT

Article history: Objective: To investigate the impact of the subjective sleep quality and quantity on health-related quality
Received 22 July 2011 of life (QOL)amongst women between the ages of 40 and 60 years seeking medical advice (SMA) in Taiwan.
EECEW':E% 1:1" ;e‘”]sezdogozrm & March 2012 Methods: Atotal of 1098 climacteric women were drawn from two hospitals and each subject was asked to
cepte pr fill out a World Health Organization quality of life questionnaire. In addition, the Pittsburgh Sleep Quality

Available online 21 June 2012 . . . . . .
Index was employed to evaluate the sleep quality and quantity of the climacteric women. Multiple linear

regression analysis was first employed to reveal influential demographic factors and sleep parameters

i:;g]mms" related to the QOL outcome variables. Strpcturql equation modeling was then built on the identified impor-
WHOQOL-BREF tant variables to validate the causal relationships between menopausal symptoms, sleep parameters, and
Climacteric QOL.

Sleep quality Results: The mean scores for the physical and environmental domains were significantly lower than those
Daytime dysfunction of the premenopausal women, as were the overall quality of life and general health for perimenopausal
Quality of life women. Although usual quantitative sleep parameters did not significantly predict QOL in the climacteric
Medical advice women, after controlling for demographic factors, severity of the menopausal symptom, and menopausal

status, subjective sleep quality and daytime dysfunction were found to be major determinants of the scores
in different OOL domains.
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The prescribing of Chinese herbal products in Taiwan: a
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Table 3.

Most commonly prescribed Chinese herbal products, by most common diagnoses (ICD-9 codes) and prescription frequency, 2004

Chinese herbal products

Single
herb

Herbal
formulae

Most common
diagnoses
(ICD-9 codes)

Total no. of
prescriptions

Prescription tre-

quency

Total no.

%

Yin Qiao San

Ma Xing Gan Shi Tang
Jie geng

Shin Y1 Ching Fey Tang
Ge Gen Tang

Jie geng

Ma Xing Gan Shi Tang
Bel mu

Zhi Sou San

Xing ren

Suan Fao Ren Tang

Jia Wei Xiao Yao San
Ye jiao teng

Chai Hu Jia Long Gu Mu Li Tang
Shin Y1 Ching Fey Tang
Xiao Qing Long Tang
Cang Er San

Shin Y1 San

Chan tui

Jia Wel Xiao Yao San

Y1 mu cao

Xiang tu zi

Dang Gui Shao Yao San
Gui Zhi Fu Ling Wan

AN T WA

LY Y Y W W W W W W WY

Acute Nasopharyngitis (ICD 460)

Symptoms of the chest and
respiratory system (1CD T86)

General symptoms (ICD 780) 13951

Allergic Rhinitis (ICD 477) 10196

Menstruation/other abnormal bleeding Qo6
disorders from the female genital

tract (ICD 626)

4594
3460
3331
3128
2764
2137

2080
2052
1882
1568
3672
2848
2057
1892
1718
2432
20092
1845
1735
1372
2858

18.1
13.6
13.1
12.3
10.9
14.4

14.0
13.8
12.7
10.6
26.3
204
14.7
13.6
12.3
239
205
18.1
17.0
13.5
287
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CLIMACTERIC 2009;1-7, ifrst article

Prescription pattern of traditional
Chinese medicine for climacteric
women in Taiwan

Y-H. Yang, P-C. Chen, |-D. Wang, C-H. Lee and |-N. Lai*

Institute of Occupational Medicine and Industrial Hygiene, National Taiwan University College of
Public Health, Taipei; *Institute of Traditional Medicine, School of Medicine, National Yang-Ming
University and Department of Chinese Medicine, Taipei City Hospital, Yangming Branch, Taipei,

Taiwan

Key words: TRADITIONAL CHINESE MEDICINE, TAIWAN, CLIMACTERIC

ABSTRACT

Background Traditional Chinese medicine (TCM) has become more popular as a
therapy for symptom relief among menopause-aged women. The aim of this study was
to analyze the utilization of TCM for climacteric women in Taiwan.

tober 2009

20 1% O¢

Methods The study analyzed frequency distributions among 19 379 women aged



Table 3 The three most common herbal formulae

prescribed by traditional Chinese medicine doctors for

each of the five most common disease categories
women around climacteric age

Disease category

Symptoms, signs and
nditions

Chuan-qgiong-cha-diao-san
Suan-zao-ren-tang

Diseases of the
respiratory system
Yin-giao-san
Chuan-giong-cha-diao-san
Ma-xing-gan-shi-tang

Diseases of musculoskelet
ystem and connective t
Shu-jing-huo-xie-tang
Du-huo-ji-sheng-tang
Shao-yao-gan-cao-tang

Diseases of the digestive system
Ban-xia-xie-xin-tang
Ping-wei-san
Xiang-sha-liu-jun-zi-tang
Diseases of the

genitourinary system
Jia-wei-xiao-yao-san
Dang-gui-shao-yao-san
Long-dan-xie-gan-tang

Total
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Table 3. Probable adverse drug reactions detected by the panel of investigators
(Chinese medical doctors) and study nurses
Cases adjudged by the panel to be No. of cases
probable ADRs
Digestive system

Abdominal distention

Diarrhea

Abdominal pain

Nausea

Hyperacidity

as a whole

Headache

Dizziness
Respiratory system

Cough

Sore throat

Rhinorrhea
Cardiovascular system

Varicosity
Metabolic and nutritional disorders

Edema
Notes:
“The number of cases was used as the numerator for the calculation of the risk. The

denominators for the calculation of the risks were 1,691 person-days and 5,122

person-sachets.

stomachache
diarrhea
dizziness




TasLe 3: Major variables of the measurements between weeks 1 and 4 and baseline are summarized as mean difference with a 95% confidence
interval.

Baseline Week 1 Paired T-Test Week 4 Paired T-Test
mean (5D) mean (SD) mean difference (95% CI) mean (SD) mean difference (95% CI)
Pittsburg sleep quality index 13.0 (2.9} 11.0(3.4) (—2.86, —1.26)*** 0.0(3.2) (—4.93, —3.10)***

Subjective sleep quality 2.4 (0.5) 1.9 (0.6) (—0.62, —0.27)*** 1.5 (0.7) (—1.10, —0.69)**=*
Sleep latency 2.4 (0.8) 2.1(0.9) (—0.44, —0.04)* 1.8 (1.0) (—0.86, —0.36)***
Sleep duration 2.4 (0.8) 2.1(0.8) (—0.44, —0.07)** 1.8 (0.8) (—0.77, —0.36)***
Habitual sleep efficiency 1.8 (1.1) 1.4 (1.1) (—0.67, —0.16)** 1.1(1.1) (—1.04, —0.49)**=*
Sleep disturbances 1.6 (0.6) 1.6 (1.3) (—0.27,0.39) 1.4 (0.6) (—0.39, —0.03)*
Daytime dysfunction 1.5 (1.0) 1.1(0.9) (—0.67, —0.22)*%* 0.9 (0.8) (—0.88, —0.34)***
WHOQOL-BREF Scores

Physiological domain 12.3 (2.00 13.0 (1.9) (0.29, 1.05)*** . . (0.64, 1.63)***
Psychological domain 11.4(2.3) 11.7 (2.6) (0.00, 0.78) . 6 (0.02,0.96)*
Social domain 12.9 (2.00 13.0(2.1) (—0.36, 0.48) ) . (—0.70,0.43)
Environment domain 13.5 (2.1) 13.6 (2.2) (—=0.22,0.42) 6 (2. (—0.42.0.59)

Variable definition

FSH (mIU/mL) 51.2 (26.2) — — 51.9 (28.5) (—4.40,4.29)
LH (mIU/mL) 29.3 (14.9) — — 30.3 (15.9) (-1.32,3.31)

Abbreviation: WHOQOL-BREF: the World Health Organization’s quality of life instrument—short version; CI: confidence interval; FSH: follicle-stimulating
hormone; LH: luteinizing hormone.

*P < .05 by paired f-test compared with baseline; ** P < .01 by paired f-test compared with baseline; ***P < .001 by paired {-test compared with baseline.
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Fig. 2. Changes in Pittsburgh Sleep Quality Index (PSQI) global and selected sleep parameters scores at each visit among post- and perimenopausal women based
on intention to treat. Data are expressed as mean = SE. Peri-I: perimenopausal women in the JWSYS group () (n=11): Peri-S: perimenopausal women in the SZRT
group (A ) (n=8): Peri-J: postmenopausal women in the JWSYS group (O ) (n=19); Peri-S: postmenopausal women in the SZRT group () (n=22).
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Abstract

Background: Jia-Wei-Shiau-Yau San (JWSYS) was reported to reduce various menopausal-related symptoms, and Suwan-Zao-Ren Tang (SZRT) is a
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Finished Herbal Product as an Alternative Treatment for
Menopausal Symptoms in Climacteric Women

JUNG-NEIN LAI, M.D..,! JING-SHIANG HWANG, Ph.D..? HUEY-JENG CHEN, M,D..?
and JUNG-DER WANG, M.D., Sc.D.?

ABSTRACT

Background: There is a paucity of scientific evidence supporting the efficacy of herbal medicines in treat-
ing menopausal symptoms.

Objective: The aim of this study was to evaluate safety and efficacy of the finished herbal product TMN-1
in the treatment of menopausal symptoms in climacteric women.

Design and setting: A multicenter, prospective, observational follow-up study was conducted from July 2003
to December 2004 in four hospitals in Taiwan.

Participants: Initially, 126 women were included who were between 45 and 55 years of age, were experi-
encing hot flashes, and were without hormone replacement therapy. Women were excluded if they had any
signs of active cancer. Of the participants, 82% completed the study. The reasons for withdrawal included ad-
verse effects (n = 7), failed to return (n = 7), lack of efficacy (n = 6), and from protocol deviation (n = 3).
Intervention: Every participant received TMN-1 treatment 4 g, 3 times per day, for 12 weeks.
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Integrating traditional Chinese medicine
healthcare into dementia care plan by reducing
the need for special nursing care and medical

expenses
Shun-Ku Lin, MD*®, Pei-Chia Lo, MD°, Wang-Chuan Chen, MD, PhD®®, Jung-Nien Lai, MD, PhD"¢"

Adjust hazard ratio (aHR) with 95% confidence interval (Cl) of the different advanced nursing care.
TCM group 4094 (100%) Non-TCM group 5344 (100%) aHR (95% CI)
Average occurrence Average occurrence
Variables Number (%) time, (year) Number (%) time, (year) 95% Cl

Endotracheal Tube care 99 (2.4%) 7.4 248 (4.6%) 6.2 0.58-0.86
Urinal indwelling 1260 (30.8%) 6.3 2038 (38.1%) 5.6 0.51-0.73
Catheterization Care

Nasogastric tube Care 953 (23.3%) 5.8 1906 (35.7%) 4.9 ; 0.49-0.66

" We defined the average occurrence time was the duration from the 1st dementia diagnosis to the 1st application of advanced nursing treatment.
aHR = Adjust Hazard Ratio, Cl = confidence interval, TCM = traditional Chinese medicine.




Hospital cost grouped according to different duration of traditional Chinese medicine (TCM).

TCM use Cumulative hospital cost (USD) Average hospital cost (USD) Standard deviation P-value of [ test

P-value of ANOVA test

TCM non-TCM users 44,937,157 8419.93 18216.96 [Reference]
TCM users 30,894,887 7546.38 15472.56 P=1015
< 100 Days 12,093,291 7342.62 13932.03 -
100-199 Days 8,440,075 7423.11 16368.90 =
>200 Days 10,387,127 L7886.96J 16455.60 -

[Reference]
P<.001

TCM =traditional Chinese medicine.

The length of hospital stay grouped according to different duration of traditional Chinese medicine (TCM).

TCM use Cumulative hospital days Average hospital days Standard deviation P-value of f test

P-value of ANOVA test

TCM non-TCM users 267,775 50.17 120.09 [Reference]
TCM users 184,010 44.95 115.86 P=1035
< 100 Days 72,725 4416 102.08 -
100-199 Days 48,087 42.29 106.63 -
>200 Days 63,350 48.10 ) 137.47 -

[Reference]
P<.001

TCM =traditional Chinese medicine.




IObservational Study

Traditional Chinese medicine therapy decreases

the pneumonia risk in patients with dementia
Shun-Ku Lin, MD?, Yueh-Ting Tsai, MD, PhDP, Pei-Chia Lo, MD®, Jung-Nien Lai, MD, PhD%%"

Abstract
Pneumonia is a frequent complication in dementia patients and is associated with high mortality rates. The aim of this retrospective |
cohort study was to determine whether traditional Chinese medicine (TCM) therapy can decrease pneumonia risk in dementia patients.
The cohort dataset was obtained from the Longitudinal Health Insurance Database 2005, a sublibrary of the National Health Insurance
Research Database, containing all medical data of 1 million beneficiaries, randomly selected from the all Insurers in year 2005.

Newly diagnosed dementia patients (n=9712) without pneumonia were analyzed from January 1997 to December 2003. After
matching by sex, age, urban level, Charlson comorbidity index, insured amount, and comorbidities, 1376 pairs (1:1) of TCM and non-
TCM users were acquired. Every dementia patient was individually recorded from 1997 to 2012 to identify pneumonia incidence
(onset after 3 months of dementia diagnosis).

Demographic characteristics, Charlson comorbidity index, comorbidities, behavioral and psychological symptoms of dementia,
and psychotropic drugs were also investigated. Cox proportional regression was used to compute hazard ratios and 95%
confidence intervals (Cls) after adjustment for the above-mentioned variables.

There were 419 (30.5%) and 762 (55.4%) pneumonia cases in the TCM and non-TCM cohorts during a mean follow-up period of
7.6 years. The adjusted hazard ratios (95% CI) for pneumonia admission was 0.62 (0.55-0.70) for the TCM group.

Patients who received TCM therapy at higher cumulative doses or for longer periods experienced increased protection from
pneumonia admission. Ma-Xing-Gan-Shi-Tang, Yin-Qiao-San, and Xiao-Qing-Long-Tang might represent possible formulae
reducing the incidence of pneumonia. TCM might be associated with a lower risk of pneumonia in dementia patients.




Lin et al. Medicine (2016) 95:37

www.md-joumal.com

Multivariable Cox model measured hazard ratios and 95% Cls of TCM for pneumonia in matched cohort.

TCM use

Case number

Pneumonia admission

Incidence density (1/years)

Adjusted hazard ratio (95% Cl

MNon-TCM user

TCM use

TCM use cumulative time
<200 days
200-399 days
400 days=

TCM use cumulative dose
<1000g
1000-1993¢
2000g=

762
419

242
83
124

175
66
178

7.4%
3.5%

Cochran-Armitage trend test Z < 0.001

4.7%
3.5%
3.0%

Cochran-Armitage trend test 7 < 0.05

4.8%
4.2%
3.2%

Reference
0.62 (0.55-0.70)

(" 0.66 (0.57-0.77)

0.53 (0.40-0.71)
0.47 (0.39-0.58)

0.68 (0.58-0.81)
0.58 (0.45-0.75)
0.50 (0.42-0.59)

l~=“—

Cl=confidence interval, TCM = traditional Chinese medicine.

Survival Bate of Preumaonla [%)

= TCM user
T TCM nan-uses

Log rank test p < 0.001

Survival Rate of Preumonia |%)

——-3sdays
— < 200dap

m— TCM non-user

T T T T T T
4 L] ' 10 12

A Observation time [years)

T T T T
& -3 1 p 14

Observation time (years)

Lo ranik test g = 0001

Observation time (years)

Figure 2. (A) Survival curve of hospitalized pneumonia in patients with dementia. Kaplan-Meier survival curves and log-rank analyses revealed significant
differences in the rates of pneumonia admission between traditional Chinese medicine (TCM) and non-TCM users (log-rank test, P< 0.001). (B) Survival curve of
hospitalized pneunonia in patients with dementia according to traditional Chinese medicine time stratification. TCM usage for <200, 200-399, and =400 days
resulted in significantly reduced rates of pneumonia admission (log-rank test, P < 0.001). (C) Survival curve of hospitalized pneumonia in patients with dementia
according to traditional Chinese medicine dose stratification. Patierts with cumulative dosas of <1000g, 1000-1999, and 220009 showed significantly reduced
rates of pneumonia admission compared to patients without TCM use (log-rank test, P <0.001).
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OPEN a ACCESS Freely available online

Increased Risk for Invasive Breast Cancer Associated with
Hormonal Therapy: A Nation-Wide Random Sample of
65,723 Women Followed from 1997 to 2008

Jung-Nien Lai'?, Chien-Tung Wu?, Pau-Chung Chen®, Chiun-Sheng Huang®®, Song-Nan Chow’, Jung-
Der Wang*®%*

Conclusions: 5,156 (20%) women ever used E+P, 2798 (10.8%) ever used E-alone, and 17,717 (9%) ever used other

preparation types. The Cox model revealed adjusted hazard ratios (HRs) of 2,05 (95% CI 1.37-3.07) for current users of E-
alone and 8,65 (95% CI 5.45-13.70) for current users of E+P. Using women who had ceased to take hormonal medication for

6 years or more as the reference group, the adjusted HRs were significantly elevated and qreater than current users and
women who had discontinued hormonal medication for less than 6 years. Current users of either E-alone or E+P have an
increased risk for invasive breast cancer in Taiwan, and precautions should be taken when such agents are prescribed.
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PLOS ONE 2014;9(12):E.113887
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EVIDENCE-BASED COMPLEMENTARY AND
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CHINESE MEDICINE 2012;7(1):22 (SCI)
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