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Background: Nausea and vomiting are the most common complicated issues in pregnancy
period, but they have not been paid much attention. Herb based formulations can be effectively
used for the treatment nausea and vomiting observed during pregnancy. Aim: To investigate
the effect of ginger in nausea and vomiting during pregnancy in comparison with vitamin B6
and placebo. Materials and Methods: This is a randomized and double-blind clinical trial.
The women who had nausea and vomiting and did not take any medications were included
in this study. 120 women were selected by simple random sampling method, and divided into
three groups and were given vitamin B6, placebo, and ginger, respectively. 97 women completed
the treatment. They were given treatment for 4 days and were followed after a week. The
instrument used in this study was a questionnaire, including demographic characteristic
and determining severity nausea and vomiting based on the analog visual scale. Data were
analyzed with SPSS software and t-test and Kruskal-Wallis test. Results: There was significant
difference between groups in severity of nausea and frequency of vomiting (P < 0.001).
Conclusion: Ginger was effective in treating nausea and vomiting in pregnancy, but its use
needs further studies to determine the proper dosage and the confirmation about the safety

of this drug for a pregnant mother and her fetus.

Ginger, nausea, placebo, pregnancy, vitamin B6, vomiting

Nausea and vomiting are the most common complaints during
pregnancy and are approximately experienced by 70-80% of
pregnant women.!"”) This condition usually begins at week 4-§
after menstruation and is more severe at 9" week. It starts to
decrease in the following wecks and in most cases, improves
until the 14" week; however, it continues during the whole
pregnancy in 2% of the cases.*”!

Although the disorder is mild to moderate in most cases, it causes
undesirable condition and discomfort. In recent times, maternal
mortality for this cause is extremely rare and has a prevalence of
about 0.5%; however, it is the most common reason for mothers’
hospitalization in the first few weeks of the pregnancy.” In
spite of the fact that nausea and vomiting are considered to
be gestational complications, the remarkable point is a good
pregnancy outcome in subjects with these complications that
they are less likely to undergo abortion and/or low birth weight.!
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Since gestational nausea and vomiting can be gradually
decreased and improved, the treatment takes longer in most
women and is usually symptomatic.”! Depends on the severity
of symptoms, management course will be different, and it can
be different from a simple change on diet to hospitalization and
even receiving total parenteral nutrition.” Different methods
of treatment are available. Vitamin B6, antihistamines or
H -receptor antagonists (diphenhydramine, diphenhydranate),
dopamine blockers (metoclopramide) and corticosteroids, as
the last step of treatment in severe cases, are used.®! Given
the fear of teratogenicity effects, pregnant women do not
have the tendency to use of chemical drugs during pregnancy.
Following the thalidomide tragedy and the incidence of major
malformations, limitations have been taken seriously during
pregnancy, although the rational use of drugs secems to be
necessary and sensible in many cases.”’

Recently, much attention has been paid to herbal medicine
as a therapeutic approach. Garlic, chamomile, peppermint,
sea oak and ginger are used to treat gestational nausea
and vomiting.'*!" As a spice, ginger (Zingiber officinale)
has a long history in food and pharmaceutical applications
and is widely used in traditional medicine, especially in
China, Japan, India, and Iran to treat various discases,
particularly  nausea and  vomiting in  pregnancy.!'!?



In different studies, ginger has been used as a treatment for
nausea and vomiting in pregnancy.!">'* No cases of abortion or
increase in birth deficit and maternal complications have been
observed following ginger administration.2#1%"!

Among the available forms of ginger, ginger tea, biscuits, and
capsule can be enumerated.”’ Consumption of the latter is
easier for stomach and contains dry form of ginger which is
more effective than its fresh root.!"!

In this regard, the present study was conducted to compare
the effects of vitamin B6, ginger and placebo in treatment of
gestational nausea and vomiting among pregnant women.

The present randomized double-blind  clinical = trial ~ was
conducted on 120 pregnant women who were referring to health
centers in Amol/Iran. Selection was by simple random sampling
method. This trial was approved by Institutional FEthics
Committee of Islamic Azad University of Babol/Iran (Vide
reference number: 1025-12/14/2010). A consent letter based on
subject’s willingness and interest to participate in the study and
continue strictly for four consecutive days was obtained.

Inclusion criteria
Subjects of age 18-35 years, gestational age <20 weeks and
experiencing nausea with or without vomiting were included.

Exclusion criteria

Pregnant women with specific diseases or problems such as
high blood pressure, epilepsy, diabetes, known sensitivity to
ginger, and the ones in need of hospitalization due to severe
nausea and vomiting and also those with no possibility to be
followed-up were excluded from the study.

Test drug and posology

Ginger capsule (Zintoma, 250 mg), Vitamin B6 (40 mg)
orally and placecbo (sugar 40 mg) were coded and packed
in similar coverings in Pharmacology Laboratory. Zintoma
contains dry powder zingiber rhizome. The active ingredients
of zintoma are: Alkaloids (e.g. Gentialutine, gentianine),
glycosides (anaroswerin, amaropanin), volatile oils (bisabolene,
zingiberene, gingerols, zingiberole).""

Then the codes were given to the laboratory coordinator, so
that the patients and the investigator could not be aware of the
types of the medicines which were used. The selected subjects
for intervention were assigned to three groups.

The medicines were given to the participants and they were
instructed by investigators to take one capsule each 6 h in
day for 4 consecutive days. They were also given required
information regarding their proper diet and avoiding of high-fat
food intake.

Assessment criteria

The intervention study was done based on pre- and
post-assessment for the following parameters: Preliminary
assessment included assessment for severity of nausea and
vomiting. Nausea as a subjective symptom was investigated

using two scales including visual analogue and Likert scale.
Visual analog scale (VAS) is a 10-cm line divided from
0 (indicating no nausea) to 10 (severe nausea) that participant
showed the severity of their nausea.

The frequency of nausea and vomiting was also determined
based on recording the plus sign (+) 24 h before and during
the treatment period. One week after the drug administration,
the response to the treatment was evaluated by Likert scale.
The mean daily nausea in three groups was compared before
and after treatment using Kruskal-Wallis test.

Data were analyzed by SPSS statistical software version # 16
using t-test, Kruskal-Wallis, and Fisher’s tests at P < 0.05 level.

Initially, 120 women selected and divided into three
groups (40 women in cach groups), but 23 women dropped
out from the study because they did not continue treatment.
97 women (vitamin B6 = 35, placebo = 28, ginger [zintoma]
=24) were included in the study. The participants” demographic
characteristics were determined in three groups and there was
no significant difference. The mean nausea and vomiting was
determined before intervention in all three study groups. The
severity and the frequency of nausea as well as the frequency
of vomiting showed no remarkable difference before treatment
in three groups [Table 1]; whereas, the mean severity and the
frequency of nausea and vomiting revealed significant reduction
in all three groups after intervention [Table 2].

Comparison of the severity of nausea and vomiting during the
treatment days did not show significant difference between the
three groups; however, the severity of nausea in placebo group
was higher than that of the ginger and vitamin B6 groups
during the treatment [Table 3].

One week after the treatment initiation, participants’ treatment
status was cvaluated by Likert scale. It is evident from the
results that severity of symptoms reduced dramatically in 60.6,
42.7 and 61% of ginger, placebo and B6 group, respectively;
although, severity of the symptoms in some of the subjects
worsened (32.2, 8.8 and 18.3% in placebo, B6 and ginger group
respectively). 46% of placebo recipients versus 16% of B6 and
27.6% of ginger recipients developed problems such sever nausea
and vomiting, stomachache and heartburn during the treatment.
Severity of nausea and vomiting in placebo group in some cases
led to medicines discontinuation and the use of other treatment
methods. Stomachache, heartburn and increased nausea were
also reported in 10.2% of ginger recipients.

The history of migraine headaches, fatty-food intake before
pregnancy, female fetus, carly gestational age, first pregnancy,
obesity, stress, history of nausea in previous pregnancies in
mother and sisters, and housework are predisposing factors for
the nausea in pregnancy.”

Being concerned about the occurrence of abnormalities in fetus
due to drug administration, especially during the first month of



Table 1: Demographic characteristics of the intervention groups

Characteristics Vitamin B, (35) (%) Placebo (24) (%) Ginger (24) (%) P
Age (year) 240.03+3.7 25.39+5.24 24.9+5.5 0.54
Parity

Nulliparous 29 (83.5) 21 (86.6) 20 (84.4) 0.32

Multiparous 6 (16.5) 3(13.4) 4 (14.6)
Gestational age (week) 8.9+2.9 9.1+£3.6 9.1+4.6 0.73
Onset of nausea (week) 5.7+0.31 5.8+0.3 6.7+0.29 0.32
Frequency of nausea before treatment 2.5+1.8 4+3.7 3.5+£3.03 0.34
Moderation of nausea before medication 5.8+3.07 5.21+3.15 6+3.3 0.55
Frequency of vomiting 24 h before treatment 1.17+£1.49 1.17+£5.02 2.14+4.16 0.2
Education

Only reading and writing 7 (20) 7 (32) 6 (26.5) 0.54

Diploma and under diploma 22 (65.7) 12 (57) 14 (61.8)

High education 5(14.3) 1(3.6) 2 (5.9)

Missing 1(2.9) 4(7.1) 2 (5.9)
Occupation

Employed 3(5.7) 0 1(2.9) 0.41

Housewife 31(91.4) 24 (100) 22 (94.1)

Missing 1(2.9) 0 1(2.9)

Table 2: Comparison of the severity of nausea and
vomiting before and after treatment period
Variables Groups Mean difference T Significant

Before After
treatment treatment

Severity  Vitamin B, 5.8+3.07 0.88+0.54 7.31 <0.001
of nausea Placebo  5.21+3.15 3.01x2.07 4.7  <0.001
Ginger 6+3.3 0.8+0.4 6.39 <0.001

Frequency Vitamin B, 1.49+1.17 0.88+0.5 2.39  0.022
of vomiting Placebo  5.02+1.17 0.49+0.13 2.67 0.013
Ginger 4.1622.14 0.89+0.47 4.29  <0.001

pregnancy, the pregnant women and their families have been led
to higher tendency toward the use of herbal medications.!
Dissatisfaction toward the new medical treatments in terms of
the adverse effects of chemical drugs is notable on the other
hand using traditional methods contributes to significant
reduction in medical costs, easy access and a descend in terms
of the side-effects.!'”!

According to the results of present study, a safe 4 days
treatment with 1000 mg of ginger daily improved the signs of
nausea and vomiting in pregnant women. Doses ranging from
1000 to 1500 mg ginger have been used during pregnancy.*'%1?
A safe dose of 1000 mg daily proposed in previous studies"*!l
for the treatment of pregnancy-related nausea and vomiting. In
present investigation no significant difference has been observed
between the effectiveness of ginger, vitamin B6 in reducing
nausea and vomiting of pregnancy (P = 0.59). The findings are
consistent with other clinical studies.!>#!

It seems that impact of ginger in treating nausea and vomiting is
caused by anti-cholinergic as well as anti-histamine properties.*!!

The most common side-effect in administration of ginger
rthizome is the gastrointestinal effect, because increased in
desquamation of gastric epithelial cells.”) The components
of ginger responsible for its medicinal value-gingetol and
shogaol-have only local effects on the gastrointestinal
system, whereas many pharmaceutical anti-nausea agents
have effects on the central nervous system (CNS).* In
this study, 10.2% of ginger recipients were affected during
the treatment. Stomachache and heartburn were the main
problems identified immediately after administration of
ginger. In previous research work stomachache and
dizziness was reported as the side effects of ginger in 6% of
recipients.”* Similarly, stomachache was reported in 9.4% of

ginger recipients in another study.!"™

It seems pungent odor and taste medicinal form of many herbal
medicines such as ginger is a problem in consuming; hence,
applying more appropriate forms of medication (e.g., tablets)
may facilitate the use of these compounds.

According to the results ginger is as effective as B6 in reducing
gestational nausea and vomiting which can be used as a simple,
accessible, and convenient approach.

The authors would like to thank of all the pregnant women that
participated in this study. Special thanks go to Mr. Akbar Nattaj and
Mrs. Mohamad Khaniha and Babaei for their cooperation in collecting
data.



Table 3: Comparison of the severity of nausea and vomiting during treatment period among different groups

Variables Days 1
Groups Mean+SD
Severity of nausea Vitamin By 2.71x2.7
Placebo 3.39+3.3
Ginger 3.41+£3.44
P (Kruskal-Wallis) 0.76
Frequency of vomiting Vitamin By 0.9+1.1
Placebo 1.1+£1.1
Ginger 1.1£14
P (Kruskal-Wallis) 0.56

SD: Standard deviation
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