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Abstract

Background: Non-steroidal analgesics are the most commonly used analgesics for pain relief in opioids
induced withdrawal. One of the herbal remedies that reduce muscle pain, anxiety, and fatigue is Passiflora
Incarnata (Pincarnata). In this study, we compared Piroxicam and P. incarnata in withdrawal-induced
myalgia and anxiety.

Materials and Method: This was a clinical trial carried out on 43 candidate patients for maintenance
treatment with methadone. The individuals were randomly divided into two groups. The control group was
prescribed piroxicam capsule (10 mg every 12 hours), while the intervention group received drops of P.
incarnata (10-15 drops three times a day), until symptoms of withdrawal were resolved (7 to 10 days). In
the first, 3rd, sixth, and ninth days of treatment, the patient’s vital signs, myalgia (visual acuity), and anxiety
(Beck test) were recorded and analyzed.

Results: The results of this study revealed that the flower drops resulted in a reduction in myalgia (mean
score of 5.4+ 0.79 on the first day decreased to 1. 3 £0.5 on the ninth day), but there was no significant
difference in comparison with Piroxicam (p=0.705). Further, P. incarnata significantly reduced the anxiety
caused by withdrawal (p =0.001).

Conclusion: P, incarnata drop can be used to reduce the pain and anxiety caused by the drug’s withdrawal.
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Introduction adverse on human health*'3. Unfortunately, drug
addiction and poisoning in adolescence and youngsters
also are increasing>*!4, Methadone is a proper
replacement for withdrawal situation °-'2. Withdrawal
is also accompanied by important consequences such

Today, drug addiction and opioids poisoning are
social, health, and political problem involving most
countries of the world, especially the developing

countries!~4. Opioids use has so many direct or indirect . . .
as anxiety, stress, nervous seizures, and severe myalgia

15 Tolerating myalgia is hard and unbearable for an
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Non-steroids are one of the most commonly used
analgesics to reduce the pain caused by withdrawal.
While based on Iranian traditional medicine, one of
the herbal remedies that reduce myalgia, anxiety, and
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grouch is Passiflora incarnata 3.

Passiflora incarnata L. (Passifloraceae) is used in
traditional herbal medicines, which has shown different
therapeutic properties '® 17, Interestingly, in India, it
is used to treat morphine’s dependence '® while in
Africa, it is used for its sedative and analgesic properties
1920 The P. incarnata is not narcotic or addictive, so
it is used in tea, pills, and drops for treatment of sleep
disorders, restlessness, irritability, and anxiety ! 2122,
In recent years, many studies have been conducted on
the effective substances of this plant as anti-anxiety
and toxicity properties 23>, and as a benzodiazepine-
receptor agonist >*. Animal studies have also revealed
that P. incarnata L. has been effective in controlling the
pain caused by alcohol withdrawal 2°. Meanwhile, other
studies have indicated that when the plant is used in the
treatment, it reduces the need for opioids in addicts 2°.

Piroxicam is a potent inhibitor of the cyclooxygenase
enzyme with some serious adverse effects 2’. Regarding
the effects of analgesic drugs and very few studies on
the effectiveness of P. incarnata plant in some common
complications of drug addiction withdrawal, this study
was conducted to compare the effects of Piroxicam and
P. incarnata on myalgia and anxiety due to addiction
withdrawal.

Materials and Method

This project was a single-blind clinical trial
performed on clients of addiction treatment centers in
Sabzevar city. Conscious informed consent form was
obtained from all participants in the study. The project
was also registered as IRCT20170404033202N6 at the
Iranian Center for Clinical Record Registration. Forty-
three patients who wanted to replace use of opium with
methadone were included into the project with personal
satisfaction. The subjects were divided into two groups
using simple random method. Piroxicam (10 mg once
every 12 hours) was prescribed to one group (n = 20),
while the other group (n=23) received P. incarnata drop
(10-15 drops based on the weight three times a day) 28%°
which were consumed until the withdrawal symptoms
resolved and methadone dosage stabilization (between
7 and 9 days).

The patients received methadone and analgesic
every day, until resolution of withdrawal symptoms and
methadone dose stabilization. Every three days (1st, 3rd,
sixth and ninth), the patient’s vital signs were based on a
self-designed checklist; the amount of muscle pain was
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completed based on the Visual analog scale (VAS) and
anxiety based on the Beck test. If the visual score of pain
was more than 9, then pain reliever would begin and be
excluded from the study and another person would be
replaced. The Beck Anxiety Questionnaire has a high
validity rating 2°. The total score of this questionnaire
lies within the range from 0 to 63 3°. The pain was
measured by the researcher using Visual Analog Scale
(VAS), standardized for pain assessment.

Finally, the data were collected and analyzed by
SPSS20 through independent T-tests, paired t-test, and
repeated measurement.

Results

In the study of 43 individuals selected in this study,
the mean age of the subjects was 35.7 = 3.5 years in
the two groups, with a total of at least 28 years and a
maximum of 45 years old, where most patients were 30
to 42 years old. The mean age in P. incarnata group was
37 + 4 years and 34.5 + 3 years in the Piroxicam group
(Table 1).

All subjects were male, so in terms of the threshold
of pain, there is no confounding. The frequency of
drug use was between 1 and 3 times a day, with an
average of 2.4 £ 0.2 mg/dl in the intervention group,
and in the control group 2.3 + 0.2 times a day. Most of
the patients used opium three times a day. The mean
amount of consumed drug (opium) was 1.28 = 0.5 in the
intervention group, and 1.21 + 0.5 in the control group.
The duration of opium addiction varied from 1 to 4
years, with an average of 2.68 years. The number of drug
intake days (passiflora or piroxicam) was between 7 and
9 days until all the symptoms of pain were resolved. A
total of 41% of people had 8 days of taking medication
(pain reliever). The mean of Piroxicam and Passiflora
use was 8 £ 0.79 and 7.96 £ 0.76, respectively (p =
0.85). The mean score of pain and anxiety before the
intervention was not significantly different between the
two groups (p> 0.05).

In the Piroxicam group, the mean score of the VAS
on the first day was 0.86 = 4.7, and on the ninth day, it
was 0.51 £+ 0.1, which showed a significant decrease (p
<0.001). In the P. incarnata group, pain intensity was
0.79 + 5.4 on the first day and decreased to 0.5 = 1.3 on
the ninth day (p <0.001).

Comparison of the two groups on the 9th day in the
Piroxicam group revealed a mean pain score of 0.51 + 1.4
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and in passiflora group 0.5 + 1.3 (p = 0.705). The mean
anxiety score in the Piroxicam group on the first day
was 0.5 + 3.50 and on the ninth day in the same group,
which was 0.5 + 2.4 (p=0. 001). In the passiflora group,
the average anxiety score on the first day of treatment
was 0.5 + 3.62, and on the ninth day of treatment, it was
0.34+ 1.1 (p=0.010). Comparing the effect of two drugs
on anxiety, the results indicated that the mean anxiety
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score in the Piroxicam group was 0.5 £ 2.4 on the ninth
day, and 0.34 + 1.1 in the passiflora group (p = 0.001).
Based on the results of repeated measurement analysis,
pain and anxiety severity at different times in the P.
incarnata group and piroxicam group were statistically
significant (P <0.001). Further, the results of Bonferroni
post hoc test showed that all the times in each group had
a significant difference in two groups (P <0.05) (Table2)

Table 1: Comparison of demographic variables and data related to addiction in two groups of Piroxicam

and Passiflora incarnata

Passiflora incarnata group Piroxicam group

Age (year) 4+37 3+5/34

Male 23 20
Gender

Female 0 0
Duration of opium addiction (year ( 2.81+£0.5 2.56+0.5
Amount of opium use (g) 1.28£0.5 1.21+0.5
Drug use frequency per day 24402 23+0.2

Table 2: Comparison of severity of pain and anxiety in the designated days in two groups of passiflora

and piroxicam

Variable Anxiety Score Intensity of pain
repeated repeated
Time measurement measurement
Group 1st day 3rd day 6th day 9th day test results 1st day 3rd day 6th day 9th day test results
i F=264.87 F=184.29
Passiflora group 3.6£0.5% | 1.4320.59% | 1.13+0.34% | 1.120.34* 5.4£0.79% |2.96£0.7% | 1.83:0.5% | 1.320.5*
(n=23) P<0.001 P<0.001
iroxi F=36 F=82.84
Piroxicam group | 3 5.0 5% |32:0.52% | 29403% | 2.4%0.5% 4740.86% | 2.65:0.6% | 1.9£0.6* | 1.4£0.51*
(n=20) P<0.001 P<0.001

* Significant difference between each day and other times

Discussion

The results of this study suggested that drops of
P. incarnata reduce the anxiety and myalgia caused
by withdrawal. There was no statistical difference in
the treatment of mediation between the two treatments
at the end of the study. To the best of our knowledge,
this study is the first clinical trial on the effect of P.
incarnata in the treatment of anxiety and myalgia caused
by opium withdrawal. Compared to other similar studies
that had examined the effect of passiflora on other
diseases, there was a similarity between our study and
those articles in terms of the sample size, duration of
drug use as well as the results, which are in line with the
findings of this study. Other studies showed the positive

effects of Passiflora drops in reducing the anxiety similar
to benzodiazepines; the greatest effects of P. incarnata
was from day seven onward 3!, 3. Some animal studies
have also suggested the agonist effects on GABA-a in
creating anti-anxiety effects >>?4, Others also argue that
P. incarnata extracts may be helpful in the control of
withdrawal symptoms of alcohol consumption *°. Some
studies have suggested that opioid withdrawal leads to
a significant reduction in the analgesic threshold and
induction of withdrawal hyperalgesia 3. Previous studies
have reported the clinical role of active ingredients of
this substance synergistically '’. It is reasonable that the
pain reliever and anti-anxiety properties of this plant
can be attributed to the synergistic action of GABA
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A , GABA B and its effect on opioid receptor % 3¢, A
considerable part of the scientific literature has provided
pre-clinical evidence of the beneficial properties of P.
incarnata in the treatment of addictive behaviors related
to substances such as amphetamine, nicotine, cannabis,
ethanol, and benzodiazepine 343738,

Conclusion

The results suggested that P. incarnata drops as
well as Piroxicam can reduce the severity and anxiety
and myalgia caused by withdrawal.
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