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Safety evaluation of commonly used Chinese herbal medicines during pregnancy in mice (WS)

human
lmpmduc"o" ORIGINAL ARTICLE Reproductive biology
3 Chines Dodderseed_ _ bimasyn Tsst ot
Safety evaluation of commonly used A |
| - S8
Chinese herbal medicines during e e
pregnancy in mice
v caiagesaming
Chi Chiu Wang!"2*, Lu Li", Ling Yin Tang", and Ping Chung Leung? - B
Department of Obstetrics and Gynaecology. The Chinese University of Hong Kong, st Floor, Block E, Prince of Wales Hospita, Shatin, 3 ] ="
New Territories, Hong Kong “School of Biomedical Sciences, hinese University of Hong Kong, Shatin, New Territories, Hong Kong
*Institute of Chinese Medicine, The Chinese University of Hong Kong, Shatin, New Territories, Hong Kong S— -
Figure 2 Congenital polydactyly deformities in matemal exposure to Chinese medicines during the organogenesis period E8—EIS in mice. (Left
panels) Twelve Chinese medicines induced unilateral or bilateral polydactyly appendage (open arrows) at EI5 are shown. Scale bar represents
mm. (Right upper panel) Vehicle control with normal digit (closed arrow) at E15 is shown. Scale bar represents | mm. (Right lower panels) Safranin
Maternal death after birth observed Antepartum maternal mortality occurred in whole gestational period observed s ol i i o mamu?n’mi;&m) sl bl
szﬂFzEFEt {maternal death befare blrth]ﬂ!ElF"ﬁﬁFEtﬁ but not in the normal digits (closed arrow) in the control group. Magnification
Largehead Atractylodes (EI7R) Chinese Dodder Seed (22 F)
Chinese Dodder Seed (322 F) White Peany Root (3 %5)
Liquorice Root (H &) Pilose Asiabell Root (325)
White Peany Root (3 %5) Wingde Yan Rhizome (LLIZ4)
Szechuan Lovage Rhizome ()11 Villous Amomrum Fruit (FH=)
Tangerine Peel (BREZ) Raw Rehmannia Root (ZE #1 3)
Szechuan Lovage Rhizome (JII &)
Tangerine Peel (FRRZ)

Significantly increased maternal death before delivery in whole gestational period and | Increased Perinatal mortality
is dose-dependent B hnE =L T E
BERMBAFSRITER, TRBNERHBIE

Himalayan Teasel Root (42 1#) White Peony Root (E3%5)
Chinese Taxillus Twig (& ZF4E) Raw Rehmannia Root (& 1 %)
. e Figure | Fetal resorption in maternal exposure to Chinese medicines during the organogenesis period EB—EI5 in mice. Ten Chinese medicines
Szechuan Lovage Rhizome (JII &) induced late fetal resorpton at €15 are shown. Scle bar represents | mm.

Chi Chiu Wang, Lu Li,,Ling Yin Tang,Ping Chung Leung.Safety evaluation of commonly used Chinese herbal medicines during pregnancy in mice. Human Reproduction,2012,27(8):448—-2456.
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Potential reproductive toxicity of LAR, the most commonly used Chinese medicine for threatened miscarriage (LS)

human
Ireproduction ORIGINAL ARTICLE Early pregnancy

Potential reproductive toxicity

of Largehead Atractylodes Rhizome,
the most commonly used Chinese
medicine for threatened miscarriage

L. Li", L.Y. Tang"T, Gene C.W. Man', Benson H.Y. Yeungz,
Clara B.S. Lau?, P.C. Leung and C.C. Wang'*

tal Day y5 mice in maturation period. (A, B) Malform: d lower limbs of mice from 2 clinical

re
X e gro leton staining cor (rmed h the humerus luxation (y was separated from the scapula at the
Department of Obstetrics and Gynaecol o” The Chinese University of Ho [.'K , Prince of Wales Ho: p tal, Shatn, New Ten e b e
Hong Kor 2, Dgp \u (O and T olo; y The CP e Uniw fHo g Kor P of Wal I H S‘V.!'.I nd Closd O 25 mm.
New Terntorie: ong “Ins (cr*- Nu , The Chin u-. n— ng Kon ,sn \le -.g,H ng Kong . Lz
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L. Li, L.Y. Tang,Gene C.W. Man, Benson H.Y. Yeung,Clara B.S. Lau, P.C. Leung,C.C.Wang.Potential reproductive toxicity of Largehead Atractylodes Rhizome, the most commonly used Chinese
medicine for threatened miscarriage.Human Reproduction, 2011,26(12):3280-3288
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Safety aspects of Chinese herbal medicine in pregnancy—Re-evaluation of experimental data of two animal studies and the clinical experience

Available online at www.sciencedirect.com

ScienceDirect
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Axel Wiebrecht,Wilhelm Gaus b, Simon Becker,Josef Hummelsberger,Kirsten Kuhimanna.Safety aspects of Chinese herbal medicine in pregnancy—Re-evaluation of experimental data of
two animal studies and the clinical experience.Complementary Therapies in Medicine. 2014,22:954—964.
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SELE S0 14(28.00) 28(56.00) 6(12.00) 2(4.00)| 48(96.00) IR 5 R 2 A R B TFoxd
XL 50 10(20.00) 20(40.00) 11(22.00) 9(18.00] 41(82.00) — B4H (P <0.05).

CHE - 1.754 5.128 3.544  10.010,  10.010

PE -  0.246 0.033 0.089 0.003 0.003
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3% P /K ( ng/mL) 1% HCG K ( U/mL) 105% E, 7KF( pg/mL)
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SRR ATE1AE Hik12 A JAITE ATELA ik 12 B JAITHT AITELA Hik 12 @
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5827.45 +1 733.99 50 246.89 +10 582.56112198.55 +11060.77 | X4MA 50 355.78 £201.99  451.35 +130.99 733.69 £33.98

XHEBLE S0 26.67 £8.01 27.03 +7.55 |29.62+4.44
¢ - 0.504 1.999 2.221 1.038 8.307 3.683 & " 0. 140 2.495 2.844
P& - 0.615 0.048 0.029 0.302 <0.001 <0.001 PiE - 0.889 0.014 0. 005
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Results

BRI RERRT Row Totals
*6 BABHFFTREBHE Bi(%)] e 3 (5.00) 080 |47 (45.00) [009] 50
| L) 7 (5.00) [0.80] 43 (45.00) [0.09] 50
An piE | BEASK  BRR™ aE
m*ﬁ 50 44( 88. 00) ] 3( 6. 00) ) Column Totals 10 90 100 (Grand Total)
SEBAE 50 | 36(72.00) | 7(14.00) 3(6.00) The chi-square statistic is 1.7778& The p-value is .182422. The result is not significant at p < .05.
X HE - 8.000 5.944 2.083
Pl - 0.007 0.025 0.279 RIF-RAKK, BRMR~HIP>0.05 7
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Results s e e
BES% EE;EJ&J\&% = Row Totals XTJTI‘E\@E g %;ﬁ#%ﬁ%x{ttto
MR 44 (40.00) [040] |6 (10.00) [1.60] 50
] 36 (40.00) [0.40] |14 (10.00) [1.60] 50

Column Totals

The chi-square statistic is '+. The p-value is .0455. THe result is significant at p <.05.
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F 6 MLBABEHEKGTAIME B -HCG. P. E,LLIL
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A3 B-HCG ( miU/mL ) P ( ng/mL ) E, (ngl)
(4>)
RWE 50 28108.34+14112.68 27.6945.13 283.49+106.19
XEE 50 29288.00+14503.35 29.54+5.04 279.06+103.17
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#x9 WABEARTTHIFME B -HCG. E, 7KL

A3 B-HCG ( miU/mL ) E,(ngl)
e AT 28108.34+14112.68 283.49+106.19 SR T840 5 5ot BB 4 34 T S B I B- HCG. E28
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Ref: Bhoil R, Kaushal S, Sharma R, Kaur J, Sharma T, Thakur R, Sharma R. Color Doppler ultrasound of spiral artery blood flow in mid first trimester (4-8 weeks) in cases of threatened abortion and in
normal pregnancies. J Ultrason. 2019 Dec;19(79):255-260. doi: 10.15557/J0U.2019.0038. Epub 2019 Dec 31. PMID: 32021706; PMCID: PMC6988462.
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In most studies, adverse effects and toxicity of the Chinese medicines
as one of the short-term outcome measures were not stuﬂg
(Table 1). Only 2 RCT studies with 130 participants (Zhang et al., /
2005; Teng and Wu, 2008) reported adverse effects and toxicity of RE2NER 130 2B RCT R IRE THARAKES
combined Chinese and Western medicines or Chineseffmedianes\ Fﬁzﬁjﬁzﬂﬁﬁﬁ q:,-é-}iﬂl];r E}i}-‘—*uﬁ.l
alone, but not Western medicines alone. No adverse effects were

' _\_ BEXRRERRERATEZA,

reported under combined medicines, but minor adverse effects

J

~

were observed in ~2-8% of women with Chinese mesdicine—atone | ° E{Aﬁq%*?&ixﬁﬁr—°

treatment. The effects included dry mouth, constipation and insomnia. L 1&7:1_: 2-8% E"]$Z$1EFE qﬂiﬁfjﬁﬁlﬁ‘]t'liqﬂ)”u$ S| Eéﬁﬁ
No adverse effects and toxicity were identified in the quasi-RCT in Z:E}im (|:| F. 1;*%*[]9&5&)0

either intervention (Song and Zhu, 2007). The controlled trials did

not report adverse effects and toxicity after interventions (Gong and K

Chen, 1993; Zhou, 2006). No meta-analysis was performed.
Two case series reported no adverse effect and toxicity after
Chinese medicines treatment (Wu and Ji, 1994; Gu et al., 2

Only one case series identified 0.9-3.9% of some gastrointestinai [T 15']$§'J?&LEP?'5/E|‘F SRR =N EEJ" =
effects, including nausea, dry mouth, anorexia and constipation S BE—1NEHRINBET 0.9-3.9% p—LsH Jib] EBRN,

(Chen et al., 2001). @,*ﬁ:u’l..\ AF. REFE,
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This review identified the adverse maternal and perinatal outcome
of Chinese medicines for threatened miscarriage. Preterm premature
rupture of membranes (PPROM) was recorded in a study with inci-
dence of 2.1%. Prematurity and associated neonatal mortality were
recorded in several studies with an incidence ranging from 0.2to |
6.4%. It is well known that threatened miscarriage is associated with
the risk of suboptimal pregnancy outcome (van Oppenraaij et al.,
2009; Saraswat et al., 2010). Women with threatened miscarriage

have a significantly higher incidence of antepartum haemorrhage
(overall 1.2%). They are also more likely to experience PPROM
(overall 1.9%), preterm delivery (overall 11.0%) and to have babies
with an intrauterine growth restriction (overall 8.3%). First-trimester
bleeding is also associated with significantly higher rates of perinatal
mortality (overall 1.8%) and low and/or very low birthweight babies
(overall 11.0%, odd ratios > 2.0). In comparison, after treatment of
threatened miscarriage with Chinese medicines, no antepartum haem-
orrhage, intrauterine growth restriction or low birthweights were
recorded and the prematurity rate was relatively lower, but the
PPROM rate was slightly higher. The neonatal death rate due to pre-
maturity with respect to first trimester bleeding is ~2.6—8.5% (Wil-
liams et al., 1991), which is comparable to our current review.
These results suggest that Chinese medicines treatment for threa-
tened miscarriage may not be associated with an increased risk of |

\

GE&?E*DFMEE?:TE&’E ZUERFRE:

-BHRERE IR B S BRI AR EH2.1%, LR

?EJEHJ?IJH:iif*ﬂ]%ﬁi)L?Et$E’]ﬁir$7'jo 7%6.4%1{B1X
XE B2 EERIREFHENFHEILETETLEERAN,

preterm delivery and neonatal mortality.
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On the other hand, malformations were reported in 0.9% of babies
whose mothers had taken Chinese medicines for threatened miscar-
riage. Unfortunately, the details of the malformations were not speci-
fied. Although at least half of threatened miscarriages are associated
with chromosomal anomalies of the conceptus, the risk of birth
defects does not appear to be increased significantly. The overall inci-
dence rates of congenital anomalies in women with and without
vaginal bleeding in first trimester are 3.2 and 2.7%, respectively (Sar-

aswat et al, 2010). The results suggest that Chinese medicines for ( .
—_— £ ,
threatened miscarriage may not be associated with increased risk of — -~ ERHZARIEE I NAGR JL S KRG XU B AT BE

congenital malformation.
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