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Abstract

he objective of the present study was to evaluate the efficacy
of Unahi coded drugs combination, UNIM-268 with and without Munzij-Mushil
Therapy/(M. M. Therapy) in the treatment of lymphatic filariasis, which is caused
by the thread-like parasitic filarial worms. 154 selected patients were divided into
Group-A (84 patients) and Group-B (70 patients) for their treatment without and
with M. M. Therapy respectively. After treatment, the improvements in clinical
parameters of disease were observed in the patients of both groups. Filarial
oedema volume score was found significantly reduced to 49.08% in Group A
patients and 69.68% in Group-B patients. Improvements in lower limb volume
in Grade-2 and Grade-3 filarial oedema were found 56% and 44% respectively
in Group-A patients; 78.5% and 65.67% respectively in Group-B patients as
compared to baseline. Comparatively better response of trial drugs were
observed in Group-B patients. Pathological markers such as the level of TLC,
total eosinophils counts, A.E.C. and ESR were found significantly reduced after
treatment with the coded drugs. Biochemical parameters of Liver function and
Kidney function tests were within the normal range after the treatment. Unani
coded drugs combination, UNIM 268 was found clinically effective and safe in
treatment of lymphatic filariasis.

Keywords: Lymphatic filariasis, Unani coded drugs, UNIM 268, Munzij-Mushil
Therapy.

Introduction

Lymphatic filariasis is a vector-borne parasitic disease that is endemic in many
tropical and subtropical countries including India. The disease is caused by the
thread-like parasitic filarial worms. Wuchereria bancrofti is responsible for 90%
of the cases; Brugia malai and Brugia timori are among other species responsible
for rest of the 10% cases (Das et al., 2002; Fauci et al., 2008; Michael et al.,
1997; Park, 2009). The filarial parasites are transmitted by mosquitoes bites.
Preferred habitats of these parasites are the lymphatic vessels and lymph nodes
of the hosts, where adult worms (macrofilaria) live for 5-10 years (Subramanian
et al., 2004).The chronic manifestations including hydrocele and lymphoedema
are the result of accumulating infection and worm-induced damage in the
lymphatic system. The disease affects over 120 million people worldwide and
more than 1.3 billion people in 80 countries are at risk of the infection. About 43
million people are suffering with chronic lymphoedema and hydrocele (Michael
et al., 1996; Michael et al., 1997; WHO, 2012). India contributes about 40% of
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the total global burden and accounts for about 50% of population at risk of filarial
infection (Ramaiah et al., 2000; Zagaria et al., 2002). Bihar has the highest
endemicity (over 17%) followed by Kerala (15.7%) and Uttar Pradesh (14.6%)
etc.

According to Unani scholars, the lymphatic filariasis (Da’ul Feel) is swelling of
feet and calf. Affected leg becomes hugely swollen in advanced stage similar to
leg of an elephant, therefore, it is termed Da’ul Feel (Kabiruddin, 2007). According
to Abu Baker Mohammad Bin Zakariya Razi and Ibn al-Quff Masihi, the disease
is caused by the Black Bile (Sawda) (Razi, 1962; Masihi, 1356H), while Nuh
Qamari has mentioned the abnormal flow of the thick matters towards the legs
as causative factor of the disease (Qamari, 2008). Some Unani physicians say
that disease is due to the abnormality of phelgm and Black Bile (Antkari, 2009),
while few add pure sanguine temperament to the list (Khan, 1885).

Diethyl carbamazine (DEC) is the only drug available for therapeutic control of
lymphatic filariasis (Park, 2009). Due to serious allergic reaction and others
adverse effect of the available drugs in modern medicine, it is need of time to
find out efficacious and safer drugs for treatment of lymphatic filariasis. Unani
medicine is one of them; this system not only provides the drugs information in
abundance but also claims that the drugs have least or no adverse effect on
human body.

Unani physicians, since ancient times, have mentioned single and compound
formulation for treatment of lymphatic filariasis but clinical data is not available
therefore this study was conducted with aim to assess the clinical efficacy of
Unani coded drugs in the treatment of lymphatic filariasis.

Material and Methods

Study Drug

The study drug was coded drugs UNIM 268 with UNIM 270, UNIM 271 and UNIM
272 used with and without Munzij-Mushil therapy.

Study Design

The study was designed as double blind open clinical trial.

Patients Selection

Diagnosis of each case was made with the help of detailed history in respect of
the patients i.e. history and physical examination, allergic history and others
systemic examinations as well as the laboratory investigations. The patients
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having lower limb lymphoedema and presenting one or more signs and
symptoms of lymphatic filariasis, such as fever with and without rigors,
lymphadenitis, lymphangitis, lymphoedema, dermatosclerosis, headache,
malaise, utricaria, orchitis and chyluria were screened for the clinical evidences
of the disease. All the screened patients with confirmed clinical diagnosis, who
met the inclusion/exclusion criteria, were selected for the study.

Inclusion Criteria

e Patients of either sex in the aged group of 11-65 years.

e Patients having lower limb lymphoedema.

e Patients with presenting symptoms of the lymphatic filariasis.

e Patients willing to sign informed consent form to participate in the study.
e Patients willing to comply with various demands of study.

Exclusion Criteria

e Patients below 11 years and above 65 years of age.
e Patients, who were suffering from others diseases.
e Patients with HB% less than 50%.

e Malnutrition patients.

e Pregnant or lactating women.

o Patients willing to take Unani therapy in writing.

Treatment of Patients

The present double blind open clinical study was approved by the institutional
ethical committee. 154 patients of lymphatic filariasis having lower limb
lymphoedema, were selected for the study at Regional Research Institute of
Unani Medicine, Patna between April 2008 and March 2014. Patients were
divided into two groups i.e. Group-A (84 patients) and Group-B (70 patients) and
were treated with coded drugs combinations UNIM 268 used with and without
M.M. Therapy, mentioned as below;

Group-A patients (Treatment without M.M. Therapy)
UNIM-268, two tablets of 500 mg twice daily on empty stomach for 90 days,
UNIM-270, five grams powder,

UNIM-272, 20 ml liquid,

UNIM-270 and UNIM-272 were mixed together and applied on the affected part
at night for 90 days.
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UNIM-271, 20 grams of coarse powder boiled in one litre of water was slowly
dropped (Nutool) on the affected part daily for 10-15 minutes before applying
paste at night.

Group-B patients (Treatment with M.M. Therapy)

() UNIM-MUNB (Munzij)

Decoction of UNIM — MUNB (35 gm of coded drugs) in the dose of 125 ml
was given orally once a day on empty stomach in the morning for 10 to 15
days according to chronicity of disease or till the appearance of Nuzj in the
urine.

(i) UNIM-MUSB (Mushil)

35 gm of UNIM (MUSB) was added to 15 gm UNIM (MUNB) recipe and
decoction of UNIM-MUSB (coded drugs) in dose of 125 ml was given orally
in night for 5 days on alternate days. The treatment with UNIM-MUSB was
started after end of treatment with UNIM-MUNB.

(iii) UNIM-TAB (Tabreed) (coded drugs)

Infusion of UNIM-TAB (crude drugs) in the dose of 50 ml was given orally
on empty stomach on alternate days to UNIM-MUSB (Mushil) administration
for 5 days.

After Munzij Mushil Therapy, Group-B patients were given the same treatment
as was given to Group-A patients.

Treatment Duration

Treatment duration for Group-A patients was 90 days and for Group-B patients,
it was 90 days in addition to numbers of days of M.M. Therapy.

Clinical Evaluation

The effects of trial drugs were assessed on the clinical parameters of the
lymphatic filariasis. The severity of lymphodema was measured on 4 pointer scale
in terms of lower limb oedema volume i.e. no oedema (absent=0), Grade-1 (mild
oedema=1), Grade-2 (moderate oedema=2) and Grade-3 (severe oedema=3)
for appropriate assessment and statistical evaluation of the trial drugs. The
patients were clinically examined at the baseline, after M.M. Therapy, at regular
interval of 30 days and after the treatment. They were asked about the
improvement or worsening in their symptoms during the course of the study.



Safety Assessment

The safety was assessed by monitoring adverse events either volunteered by
the patients or elicited by the investigator by clinical as well as laboratory
investigations at the baseline, after M.M. Therapy, at regular interval of 30 days
and after the treatment. The laboratory tests included Haemological Test (TLC,
DLC, ESR), Liver Function Test (serum bilirubin, SGOT, SGPT, alkaline
phosphatase) and Kidney Function Test (blood urea, serum- creatinine).

Statistical Analysis

All data were statistically analyzed by applying ‘t’ test. Probability level of less
than 5% was considered as statistically significant.

Results

Mean age of the selected patients was 38.32 years. The distribution of
characteristics / demographic data of patients in accordance with their age and
gender; dietary habits and temperaments; chronicities & status of the disease
and socio economic status are summarized in Tables 1-4, respectively.

The effects of trial drugs on the clinical parameters of lymphatic filarisis are
depicted in table-5. After treatment, scores of clinical parameters of the disease
including fever with and without rigors, lymphadenitis, lymphangitis,
dermatosclerosis, headache, malaise, utricaria and orchitis were found subsided
in patients of both groups.

Table 1: Distribution of patients according to age and sex.

Total No. of cases- 154

Age groups Male Female Total
(in years)

No. % age No. % age No. % age
11-20 06 03.90 10 06.49 16 10.39
21-30 09 05.84 22 14.29 3il 20.13
31-40 16 10.39 34 22.08 50 32.47
41-50 10 06.49 12 07.78 22 14.27
51-60 20 12.98 14 09.09 34 22.07
61-65 1 00.65 0 00.00 01 00.65
Total 62 40.26 92 49.74 154 100
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Table 2: Distribution according to dietary habits and Temperament of the patients.

Temperament Dietary habits Total
of patients
Veg. Non-Veg. No. | Percentage

No. | Percentage | No. | Percentage
Damvi 03 01.95 01 00.65 04 02.60
(Sanguine)
Balghami 23 14.93 101 65.584 124 80.52
(Phlegmatic)
Safravi 03 01.95 14 09.09 17 11.04
(Bilious)
Saudavi 03 01.95 06 03.89 09 05.84
(Melancholic)
Total 32 20.78 122 79.22 154 100

Table 3: Distribution according to chronicity and status of the disease

Chronicity Status of disease Total
of disease
New status Known status | No. | Percentage
No. [ Percentage | No. | Percentage
Up to 1 Year 48 31.17 07 04.54 55 35.71
01-03 Years 16 10.39 56 36.36 72 46.75
03-05 Years 06 03.90 18 11.69 24 15.59
Above 5 Years | 02 01.30 01 00.65 03 01.95
Total 72 46.75 82 53.25 154 100
Table 4: Socio — Economic status of the patients.
Socio Economic Status No. of Patients Percentage
Lower Income Group 99 64.28
Middle Income Group 52 33.77
Higher Income Group 03 01.95
Total 154 100
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Table 5: Clinical parameters of lymphatic filariasis before and after treatment

Clinical Group A (84 patients) Group B (70 patients)
parameters
Base After Per- Base After Per-
Line Treat- | centage | Line Treat- | centage
ment |reduction| Line ment |reduction
Fever with 49 4 91.8 38 1 97.3
Rigors
Fever without 16 1 93.7 11 0 100
Rigors
Lymphadenitis 77 10 87.0 68 8 88.2
Lymphangitis 77 9 88.3 68 12 82.3
Dermato- & 0 100 4 1 75.0
sclerosis
Headache 35 4 88.6 17 2 88.2
Malaise 30 6 80.0 13 0 100
Urticaria 8 1 66.7 3 0 100
Orchitis 4 0 100 & 0 100
Chyluria 5 0 100 8 0 100

The difference in mean age of Group-A and Group-B patients and effects of trial
drugs on filarial oedema volume are depicted in table-6. Mean age of the patients
placed in Group-A and Group-B were 38.30 + 1.28 and 38.27 + 1.69 respectively.
The difference in mean age of the patients in Group-A and Group-B was
insignificant (p>0.05).

After treatment, mean scores of lower limb oedema volume in Group-A patients,
was found reduced from 2.18 + 0.07 to 1.11 = 0.07, while in Group-B patients,
scores was reduced from 2.54 + 0.06 to 0.77 + 0.08 as compared to base line.
Percentage reduction in mean scores of oedema volume in Group-A and Group-
B patients were found 49.08% (p<0.001) and 69.68% (p<0.001) respectively as
compared to baseline (table-6).

After treatment, mean scores of lower limb volume in Grade-2 and de-3 filarial
oedema of Group-A patients were found decreased from 2.0 = 0.0 to 0.88 + 0.08
and 3.0 = 0.0 to 1.68 + 0.16 respectively, while mean scores of grade-2 and
grade-3 filarial oedema of Group B patients were found decreased from 2.0 +
0.0 to 0.43 + 0.09 and 3.0 = 0.0 to 1.03 + 0.10 respectively as compared to



Table 6: Comparison of mean age of patients and lymphoedema scores before
and after the treatment.

Treatment Groups
Group A Group B
(84 patients) (70 patients)
Mean = S.E.M Mean = S.E.M
Age of patients (Years) 38.30 = 1.28 38.27 + 1.69 (N.S.)
Day of Base Line 2.18 = 0.07 2.54 + 0.06
measurements
After 1.11 = 0.08*** 0.77 + 0.08***
Treatment
Percentage reduction 49.08% 69.69%

Statistical analysis by ‘t’ test. ***p<0.001 (Highly significant), p>0.05 (N.S.) as
compared to baseline;

Table 7: Mean percentage reduction of limb volumes in different grades of
filarial oedema.

Lympho- Treatment Groups
edema
Grades Group-A (84 patients) Group-B (70 patients)
Mean + S.E.M %age Mean + S.E.M %age
reduction reduction
Nos | Base- After Nos. | Base- After
line |Treatment line |Treatment

Grade-3 25 |3.0+0.0 1.68 44.00 39 |3.0+0.0 1.03 65.67

+0.16*** +0.10"**

Grade-2 49 [2.0+0.0 .88 56.00 30 |2.0+0.0 0.43 78.50
+0.08"** +0.09"**

Grade-1 10 |[1.0+0.0| 0.80+0.4 | 20.00 1 1 1 0.0

Paired ‘1’ test, ***p<0.001(Highly Significant) as compared to baseline.

baseline. Percentage improvement in grade-2 and grade-3 filarial oedema were
56% (p<0.001) and 44% (p<0.001) respectively in Group A patients; 78.5%
(p<0.001) and 65.57% (p<0.001) respectively in Group B patients as compared
to baseline (table-7).

At the end of the study, percentage reduction in total leucocytes counts (TLC),
total eosinophil counts%, absolute eosinophil counts (A.E.C.) and erythrocyte
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Table 8: Effects of Unani coded drugs combination, UNIM 268 with and without
M.M. Therapy on the levels of total Eosinophil counts, Erythrocyte
Sedimentation Rate (E.S.R.), Absolute Eosinophil Counts (A.E.C.) and
Total Leucocytes Counts (T.L.C.) before and after treatment of
lymphatic filariasis patients.

Haematological Treatment Groups
parameters
Group-A Group-B
Mean = S.E.M %age Mean = S.E.M Y%age
reduction reduction
Base- After Base- After

line [Treatment line [Treatment
Total Eosinophil 6.39 = 4.37 + 31.61 7.10 £ 4.47 + 37.06
counts% 0.28 0.26™** 0.46 0.21**
E.S.R. 21.70 £ | 10.75 + 50.46 26.80 + | 14.95 + 44.21
(mm/hr) 2.15 0.81*** 3.87 2.16***
A.E.C. 41719 + | 282.07 + | 32.38 | 456.98 + | 302.26 + | 33.86
(cell/cu mm) 19.10 16.90*** 25.87 17.86™**
T.L.C. 6756.63 +(6425.98 +| 4.89 |[7015.31 £|6589.51 +| 6.07
(1000/Cu mm) 147.32 81.06* 208.54 | 155.00*

*p<0.05( Significant), ***p<0.001(Highly Significant) as compared to baseline.

sedimentation rate (ESR) in Group A patients were found 4.89% (p<0.05), 31.61%
(p<0.001), 32.38% (p<0.001) and 50.46% (p<0.001) respectively, while the
percentage reduction in Group B patients were found 6.07% (p<0.01), 37.04%
(p<0.001), 33.86% (p<0.001) and 44.21% (p<0.001) as compared to baseline
(table-7).

Biochemical parameters of Liver Function Test (S. Bilirubin, SGOT, SGPT,
Alk.Phosphatase) and Kidney Function Test (Blood Urea, S.Creatinine), as
assessed by laboratory investigation were found within normal range after
treatment with trial drugs.

Discussion

The present study reveals that incidences of the disease increase with age with
the highest incidence of 32.47% in young age group 31-40 years. After age of
40 years, the incidences of the disease start decreasing with age with the lowest
incidence of 0.65% after 60 years (table-1). The highest incidence of the disease
in young age group 31-40 years may be due to involvement of most of the people
of this age-group in rice farming, fishing and others outdoor activities, where man-
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mosquitoes contact rate increases. This study is in accordance with the finding
that filarial infection increased steadily with age reaching maximum in age-group
30-40 years (Steel et al., 2002).

The present study disclosed the prevalence of the disease was highest 80.52%
among the people of phlegnatic (Balghami) temperament (table-2). It is in
consonance with the observation that disease is due to the abnormality of phlegm
(Antaki, 2009).

The study indicates that 53.25% cases were switched-over from other systems
of medicines to Unani system of medicine (table-3). This suggests that patients
not getting relief in other systems of medicine came for treatment of filarial
oedema with Unani system of medicine. The present study further reveals that
46.75% patients had chronicities of disease from 1 to 3 years. It may be due to
the lack of awareness of the disease amongst the most of the people, who left
the filarial infections untreated for long period till it becomes chronic.

The highest incidence of the disease 64.28% was observed in patients of low
income group (table-4) because poor sanitary conditions associated with low
socio-economic status of the community, make the environment conductive for
breeding of vector mosquitoes that facilitate the transmission of the disease by
mosquitoes. The poor people living in very remote areas also lack access to
health care and are not aware of the disease therefore prevalence of the disease
was found in low income group.

Clinical parameters of lymphatic filariasis including fever with and without rigors,
lymphadenitis, lymphangitis, dermatosclerosis, headache, malaise, utricaria and
orchitis were found subsided after treatment with the trial drugs but comparatively
better response of coded drugs was observed in improvements of the clinical
parameters of group B patients. (table-5).

The present study has disclosed and exhibited that mean scores of filarial
oedema volume, which is the main cause of social suffering, was found
significantly reduced to 49.08% (p<0.001) and 69.69% (p<0.001) in Group-A and
Group-B patients respectively as compared to baseline (table-6). Percentage
improvements in lover limb volume in Grade-2 and Grade-3 filarial oedema of
Group-A patients were found 56% (p<0.001) and 44% (p<0.001) respectively,
while percentage improvements in grade-2 and grade-3 oedema cases of Group-
B patients were found 78.5% (p<0.001) and 65.57% (p<0.001) respectively as
compared to baseline (table-7). This shows that trial drugs were found very
effective in reducing the lower limb oedema volume, when used with the M.M.
therapy. This finding is in accordance with the observation of Razi that decrease
in volume of the affected leg can be achieved through purgation of the disease
(Razi, 1962).
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The present study reports that significant improvements were observed in
haematological parameters, such as total leucocytes counts (TLC) (p<0.05), total
eosinophil counts (p<0.001), absolute eosinophil counts (A.E.C.) (p<0.001) and
erythrocyte sedimentation rate (ESR) (p<0.001) in the patients of both groups
after treatment with trial drugs (table-8). It is well known that absolute eosinophil
counts, which was increased in the case of lymphatic filariasis (Andrea et
al.,2004), was found significantly decreased after treatment with the unani coded
drugs. The ESR that indirectly measures the presence of inflammation in the
body and reflects the tendency of red blood cells to settle more rapidly in the
case of some disease status was found significantly reduced after the treatment
with trial drugs.

All safety parameters including biochemical parameters of Liver Function Test
(S. Bilirubin, SGOT, SGPT, Alk.Phosphatase) and Kidney Function Test (Blood
Urea, S.Creatinine) were found within normal range before and after the
treatment. This confirms that trial drugs are safe for treatment of lymphatic
filariasis.

Conclusion

On the basis of above observations, it can be concluded that the coded drugs
combination UNIM 268 with and without Munzij-Mushil Therapy is clinically very
effective and safe in the treatment of lymphatic filariasis. Lower limb oedema
volume was markedly reduced, when the coded drugs were used with Munzij-
Mushil Therapy. The trial drugs can safely be prescribed to the patients for the
management of lymphatic filariasis.
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