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Abstract:

Background: The World Health Organization (WHQ) considersHypertension (HT) as one of the most important
causes of premature death worldwide.lt is directly responsible for 57% of all deaths due to stroke and 24% of
all deaths due to coronary heart disease deaths in India. Recent studies conducted on Indian population have
shown that the prevalence of hypertension in urban areas is 25%,whereas, it is 10% in rural areas."

According to the statistics of the WHO, homoeopathy is the second most useful health care system in the world.
However, a meta-analysis in 2005 concluded that the clinical effects of homoeopathy are nothing but placebo
effects.’Although a conflicting conclusion was arrived at earlier in 1997 by another meta-analysis.’

The aim of this study was to evaluate whether individualized homoeopathic medicines could produce any
significant hypotensive effect different from placebo in patients with essential hypertension by comparing the
lowering of blood pressure level between groups.

Settings and Design: A prospective, double-blind, randomized, placebo-controlled, parallel-arm clinical trial
was conducted atDr. NishantDaryani’s clinic, Jaipur &Dr.NiveditaPattanaik’sclinic, Udaipur.(Raj.).

Material and Methods:Total 233 hypertensive patients were assessed for eligibility, out of which 150 were
enrolled and randomized for the study (verum/homoeopathy 70 &control/placebo 80). Among 150 patients 18
were dropped out during the study while 132 remained under regular follow up (verum 64, control 68). The
outcome measures were assessed at the end of 3 and 6 months.

Results: The baseline data were not significantly different between the groups. After 6 months, mean Systolic
Blood Pressure (SBP) in the homoeopathy group reduction was 26.6 mm Hg (95% CI 21.5, 31.7) whereasSBP
in the placebo group increased by 3.6 mm Hg (95% CI -8.7, 1.5). Similarly, the mean Diastolic Blood Pressure
(DBP) in the homoeopathy group reduced by 11.8 mm Hg (95% CI 9.2, 14.4) whereas DBP increased by 1.6
mm Hg (95% CI -3.6, 0.4) in the placebo group. Repeated measures ANOVA also showed significant difference
(P=0.0001) between the groups.

Detailed case recording of each patient was doneon Case recording format (CRF) following guidelines laid
down by Master Hahnemann in Organon of Medicine* and Kent's philosophy®.Wherever required
repertorization was done from synthesis repertory using RADAR software version 10.5° and final selection of
medicine was done through Homoeopathic MateriaMedica. Frequently prescribed medicines were
Natrummur.,Lachesis, Glonoine, Gelsemium, Bryonia alba, Aurum met. Pulsatilla, Sulphur, Digitalis and
Belladonna.

Conclusion: Individualized homoeopathic medicines produced a significant hypotensive effect comparing to
placebo.

Keywords: CI - Confidence Interval, Diastolic blood pressure,Essential hypertension, Homoeopathy,
Placebo,Randomized controlled trial, Systolic blood pressure.

. Introduction

Hypertension(HTN or HT) is classified intoPrimary or essential hypertension and Secondary
hypertension. About 90-95% of cases are categorized as primary hypertension, defined as high blood pressure
without any underlying cause. The remaining 5-10% of cases are categorized as secondary hypertension,
defined as hypertension due to some identifiable cause, such as chronic kidney disease, narrowing of the aorta
or kidney arteries, or an endocrine disorder such as excess aldosterone, cortisol, or catecholamines etc.
Essential hypertension (primary hypertension or idiopathic hypertension) the most common type of
hypertension, tends to be familial in origin and is likely to be the consequence of an interactionbetween
environmentalandgeneticfactors.Prevalence of essential hypertension increases with age, and individuals with
relatively high blood pressure at younger ages are at higher risk for the subsequent development of
hypertension. Hypertension can increase the risk of cerebral, cardiac, and renal events. ’
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Dietary and lifestyle modification can improve blood pressure control and decrease the risk of health
complications, although treatment with medication is required in cases where patient’s lifestyle changes are not
enough or not effective.

I1.  Aims &Obijectives

To evaluate whether individualized homoeopathic medicines can produce any significant effect
different from placebo in uncomplicated essential hypertension by comparing the lowering of blood pressure
between groups.

I11.  Material And Methods
Study Setting and Design -

The present study was a prospective, double-blind, randomized, placebo-controlled, parallel-arm trial,
conducted at Dr.NishantDaryani’s clinic, Jaipur &Dr.NiveditaPattanaik’sclinic, Udaipur. (Raj.)between January
2015 to June 2015, as per the Reporting Data on Homoeopathy Treatment’s (ReDHoT) guidelines.?

Screening and enrollment was followed by intervention and follow-up for next 6 months[Figure 1]. The study
protocol was completely in accordance with the Helsinki declaration on human experimentation and Good
Clinical Practice. °

Figure 1: Consort Study Flow Diagram
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Table 1: Baseline data (n=150)

BASE LINE DEMOGRAPHIC DATA
SOCIO DEMOGRAPHIC HOMOEOPATHY PLACEBO P VALUE
CHARECTERISTIC (n=70) (n=80)
AGE
20- 35 YEARS 5 (7.14%) 9 (11.25%) 0.561
36 - 50 YEARS 27 (38571%) 28(35%) 0.777
51 - 65 YEARS 38(54.29%) 43 (53.75%) 0.922
GENDER
MALE 27(38.57%) 31 (38.75%) 0.884
FEMALE 43 (61.43%) 49 (61.25%) 0.884
F/H OF HT 25 (35.71%) 29 (36.25%) 0.919
MARITAL STATUS
MARRIED 61 (87.14%) 65 (81.25%) 0.448
UNMARRIED 9 (12.86%) 15 (18.75%) 0.448
HABITATE
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URBAN 56 (80%) 64 (80%) 0.838
RURAL 14 (20%) 16 (20%) 0.838
RISK FACTORS
STRESS 45 (64.29%) 51 (63.75%) 0.919
SEDENTARY HABIT 32 (45.71%) 36 (45%) 0.939
RICH FOOD 37 (52.86%) 47 (58.75%) 0.575
HIGH SALT INTAKE 50 (71.43%) 54 (67.5%) 0.732
SMOKING 21 (30%) 26 (32.5%) 0.878
ALCHOHOL 9 (12.86%) 13 (16.25%) 0.723
BASE LINE CLINICAL DATA
CLINICAL INDICES HOMOEOPATHY PLACEBO P VALUE
(n=70) (n=80)
RESPIRATORY RATE(M # SD) 197+ 16 19.9+14 0.489
HEART RATE 82.7+118 84.5+10.9 0.343
(M SD)
HYPERTENSION STAGE (n -%)
PRE HYPERTENSION 6 (8.57 %) 11 (13.75) 0.459
STAGE | 22 (3143 %) 20 (25%) 0.489
STAGE Il 42 (60%) 49 (61.25%) 0.991
SYSTOLIC B.P.
(M £SD)
PRE HYPERTENSION 1294 +6.1 1315+5.1 0.709
STAGE | 151.5+54 150.5+5.4 0.767
STAGE Il 173.3+8.7 1715+9.6 0.684
DIASTOLIC B.P. 100.2 £10.7 98.7+6.9 0.684
(M £SD)
PRE HYPERTENSION 87.2+44 88.2+ 5.6 0.692
STAGE | 99.6+6.3 98.6 +5.0 0.713
STAGE Il 100.1+5.2 101.1+54 0.742
COMORBID CONDITION (n%)
HYPERLIPIDEMEA 15 (21.43%) 14 (17.5%) 0.689
HYPERGLYCEMEA 20 (28.57%) 23 (28.75%) 0.875
MANOPAUSE 22(31.43%) 20 (25%) 0.925

BASELINE PATHOLOGICAL
BIOCHEMICAL DATA

INDICES HOMOEOPATHY PLACEBO P VALUE

(n=70) (n=80)
BLOOD SUGAR
(M *SD)
FASTING 105.8% 29.2 107.1+27.3 0.284
POST PANDRIAL — 1 hour 1412 £28.1 1404 £ 405 0.436
BLOOD UREA: 286+98 29.1£ 8.9 0.192
(M £SD)
S. CREATININE: 09+02 08+01 0.490
(M £ SD)
LIPID PROFILE :
(M = SD)
TOTAL CHOLESTEROL 222.7 +28.1 219.2 325 0.107
HDLC 46.9 8.1 47161 0.176
LDLC 141.7 £ 21.8 138.2 £ 22.7 0.108
VLDLC 328%12.9 325+116 0.362
TRIGLYCERIDE 195.0 £ 65.4 202.7 £ 755 0.227
URINE MICROSCOPIC: n%
ALBUMINUREA (TRACE) 4 (5.71%) 5 (6.21%) 1.000
PUS CELL (10-20)/ FLD 3 (4.29%) 3 (3.75%) 1.000

[ Chi-square & independent t test were applied, Fisher’s exact P value, *P< 0.05, two tailed considered as
statistically significant. ECG, HDLC, LDLC, VLDC.]

Patient selection -

Inclusion criteria : The study inclusion criteria consisted of patients: (1) suffering from essential
hypertension (pre-hypertensives: SBP 120-139 mm Hg, DBP 80-89 mm Hg; Stage | hypertensives: SBP 140-
159 mm Hg, DBP 90-99 mm Hg; and Stage II hypertensives: SBP >160 mm Hg, DBP >100 mm Hg); (2)
between 20-65 years of age; (3) of both sexes; (4) having at least six-month history of suffering; (5) history,
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examination, and routine investigations did not revealed any complications or secondary causes; and (6) given
written informed consent.

Exclusion criteria : Cases were considered excluded where : (1) diagnosis or findings from the history
were uncertain; (2) physical examination or routine investigations produced suspicion of a secondary cause for
hypertension; (3) diagnosed (provisional/confirmatory) cases of secondary hypertension; (4) any kind of
continued anti-hypertensive therapy in last six months; (5) cases of malignant hypertension (SBP >200 mm Hg
and DBP >140 mm Hg) with clinical features of hypertensive encephalopathy (severe headache, vomiting,
visual disturbances, transient paralysis, convulsion, stupor and coma), cardiac decompensation (heart failure),
and rapidly declining renal function (oliguria); (6) patients suffering from isolated systolic hypertension (SBP
>140 mm Hg and/or DBP< 90 mm Hg), as was mostly found in elderly patients;(7) patients with labile
(sometimes, but not always, arterial pressure in the hypertensive range, i.e. not sustained) hypertension; (8)
patients not strictly conforming to the criteria given by the Joint National Committee - 7 (although variation of £
10 mm Hg in SBP and/or DBP was considered); (9) presence of severe concomitant disease (s); (10)
complications with HT i.e. failure of vital organs/systems, for example, kidney, heart, liver, lungs and the like,
as detected clinically; (11)presence of any systemic affections
(endocrinal/cardiovascular/locomotor/neurological/ hematological/ psychiatric etc.) or infectious disease(s) that
were already diagnosed or detected clinically or in routine labinvestigations; (12) immune compromised
patients; (13) diagnosed cases of developmental defects or congenital abnormalities; (14) pregnant and lactating
mothers; and (15) patients with a history of drug and/or alcohol abuse.

Intervention (Homoeopathic Medicine) /Comparator (Placebo):

A range of homoeopathic medicines with their potencies in centesimal scale were used as per the
requirement of the case, decided by the treating physicians. All the medicines used were manufactured by SBL
Company of India.

Medicines and placebo were dispensed in Good Clinical Practice environment. Each dose of either medicine or
placebo, administered orally, 4 pills at a time, identical in appearance, i.e. medicated with 30 numberglobules.

Sample size:

The hypertensive status of the study population was initially confirmed by taking the average of the
measured blood pressure twice on two separate occasions in both arms in a supine position during rest, using a
mercury sphygmomanometer of standard cuff size;the same was repeated throughout the study. Every case was
subjected to detailed screening by a specified eligibility criteria followed by recruitment in the trial. After
recruitment, all patients were subjected to baseline assessments. The pre-entry and post-intervention laboratory
investigations performed were as follows: Blood for routine investigation (CBC, ESR - 1%hour, FBS, PPBS-
2hrs., urea, creatinine, Lipid Profile), urine analysis (aloumin, RBC, WBC or pus cells), chest x-ray PA- view,
and ECG were performed before and after an intervention of 6 months.

Data were extracted from the reports directly and independently. Pre-designed case recording format
(CRF) was used by the investigators. All these were compiled at the end & data were extracted and analyzed.
Out of 233 hypertensive patients assessed for the eligibility criteria, 150 were enrolled. Then individual
treatment was prescribed to all the enrolled participants. The treating physicians were free to decide the
homoeopathic medicines, dosage and repetitions to be applied.

The patients were allocated randomly into one of the intervention groups with the help of coin-toss
method. Randomization codes ('h' = heads, ‘t” = tail) were mentioned on the prescription of each participant by
the treating physicians and were sent to the pharmacist. The pharmacist was instructed to serve to the groups as
per the mentioned codes on the prescription. The treating physicians were kept blinded from the code of
allocation, in strict confidentiality, throughout the study. The codes were decoded after the end of the trial. Thus,
70 participants were found to be randomized to verum (homoeopathy) and 80 to control (placebo). A total of 18
cases were dropped out (verum 6, placebo 12)while 132 remained under regular follow-up (verum 64, placebo
68).

If necessary, the prescription was changed in the course of time, and of course, the patients who started
on placebo stayed on placebo, except during intercurrent acute illness.

A detailed case recording of each patient was done by the investigators on CRF as per the guidelines
laid down by Hahnemann in Organon of Medicine*and Kent's philosophy;’Repertorization was done on the
basis of the totality of symptoms fromsynthesis repertory using RADAR software version 10.5° and final
selection of medicine was done through Homoeopathic MateriaMedica. In either group, patients were followed
up in person on every 14" day and finally at the end of 6™ month, by measurement of blood pressure.

During the six-month trial, all data were measured and analyzed at entry, after three months, and after
six months of the study by the outcome assessor.
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IV. Results

Out of 233 hypertensive subjects assessed for the eligibility criteria, 83 were excluded and remaining
150 were randomized into two groups, in which 70 patients were allocated to verum (homoeopathy) and 80 to
placebo group (control).

Among total 150 selected patients 18 were dropped out during the study (verum 6; placebol2). In this
way 64 participants out of 70 from verum, and 68 out of 80 participants from placebo group were included in
the final analysis. In the verum group, 2 subjects withdrew themselves from the study, 3 failed to continue
regular follow-up for the minimum required duration or investigations for the conduct of analysis, and 1
developed hepatitis during the course of study and attended other treatment. In the placebo group, 8 subjects
withdrew themselves; 3 were irregular, and 1 needed active therapeutic intervention for sudden deterioration of
condition [Figure 1].

After 6 months of intervention, change in blood pressure showed a statistically significant trend in
favor of homoeopathy. Blood pressure was lowered significantly in 54 (84.4%) and 9 pts.(13.2%) in the verum
and placebo groups respectively, (y; 2 - 64.06; P = 0.000, two-tailed). BP remained unimproved (static or
deteriorated) in 10 (15.63%) patients in the verum group and 59 (86.76%) patients in the placebo group.

After 3 months, mean SBP and DBP reduction was 16.6 (95% CI 9.9, 23.3) and 7.3 (95% CI 4.1, 10.5)
mm Hg respectively in the verum (homoeopathy) group. Contrarily, mean SBP and DBP raised by 2.2 (95% CI
-7.2,2.8) and 1.6 (-3.6, 0.4) mm Hg respectively in the placebo group.

Again after 6 months, mean SBP and DBP reduction was 26.6 (95% CI 21.5, 31.7) and 11.8 (95% ClI
9.2, 14.4) mm Hg respectively in theverum(homoeopathy) group. The mean SBP and DBP increased by 3.6
(95% CI -8.7, 1.5) and 1.6 (-3.6, 0.4) mm Hg respectively in the placebo group.

Repeated measures ANOVA was performed comparing data obtained at baseline, at 3 months and 6
months, which also revealed significant difference between the two groups, both in SBP[F=77.2]; P=0.0001 and
DBP[F=63.2]; P=0.0001.

Post hoc independent t test was carried out comparing 3 months and 6 months values which showed a
statistically significant difference between groups, both in SBP (mean difference = -17.8, t = -6.2 and mean
difference= -29.2, t = -10.38, P = 0.001) after 3 months and 6 months respectively and DBP (mean difference =
-7.4,t = -6.1 and mean difference = -11.8, t = -11.47; P = 0.001) after 3 and 6 months respectively. ([Figure 2],
[Table 2])

Figure 2: Mean changes of Blood Pressure over time

170
S 160 - RS
£ 130 E
€ a0 -
S_ﬁ 130 * -+ SBP Verum
_;_' 120 -@- SBP Control
@ DBP V
2 110 LBF erum
3 -~ DBP Control
2 100 P —
2 92
80 — - 2
Baseline After 3 months  After 6 months
Time points (months)
Table 2:
Blood Pressure changes in the two groups over different points in time
GROUPS SBP (mean + SD WITHIN Gr. BETWEEN Gr.
Baseline At 3 months At 6™ months F value P Fvalue | P
value value
HOMOEOPATHY 161.7£21.3 145.1+£19.0 135.1+18.3 71.90 0.0001 77.2 0.000
(n=70) 1
PLACEBO(n= 80) 160.7+ 16.9 162.9+ 15.3 164.3+ 15.8 7.50 0.001 - -
P value NS 0.001 0.001
GROUPS DBP (mean + SD) WITHIN Gr. BETWEEN Gr.
Baseline [ At3%months | At 6™ months Fvalue [Pvalue [ Fvalue [P
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value
HOMOEOPATHY 100.2+ 10.7 92.8+£8.5 88.3+6.7 57.62 0.001 63.2 0.000
(n=70) 1
PLACEBO(n= 80) 98.6+ 6.8 100.1+
P value NS 0.001 0.001

An unpaired/independent t test was carried out comparing three months and six months values showed
a statistically significant difference between groups, both in SBP (t = -6.261 and -10.386 after three and six
months respectively; P = 0.001 two-tailed) and DBP (t = -5.966 and -11.452; P = 0.001 two-tailed). [Table 2];
[Figure 2]

The most frequently prescribed homoeopathic medicines and placebo respectively in both groups were
Natrummuriaticum (n = 19, 19), Lachesis (n = 11,11), Glonoine (n = 10, 11), Gelsimium(n = 7, 7), Bryonia alb.
(n =4, 6), Aurum met (n=4,5), Pulsatilla (n= 3, 3),Sulphur( n=2,2), Digitalis (n= 2, 2),and Belladonna ( n= 2,
2) invaried potencies [Table 3].

Table 3: Most Often Prescribed Homoeopathic Medicines

Medicine Homoeopathy Placebo P Value
Number of Prescriptions Number of
Prescriptions

Natrummur 19 19 0.639

Lachesis 11 11 0.936

Glonoine 10 11 0.959

Gelsimium 7 7 0.985
Bryonia alba. 4 6 1.0007"
Aurum met. 4 5 1.0007
Pulsatilla 3 3 1.0007"
Sulphur 2 2 1.000"
Digitalis 2 2 1.000"
Belladonna 2 2 1.0007"

[ Chi-square test; P value two tailed at95% Cl; 'Fisher's exact P value; P<0.05considered as statistically
significant ]
Table 4: After Six Months Change In Blood Pressure

Homoeopathic Group Placebo Group
Medicine Number of Effect IN % Number of Effect IN %
Prescriptions in Nos. Prescriptions in Nos.

Natrummur 19 17 89.4 19 3 15.7
Lachesis 11 10 90.9 11 1 9
Glonoine 10 9 90 11 2 18.1

Gelsimium 7 5 714 7 1 14.2

Bryonia alba. 4 4 100 6 1 16.6

Aurum met 4 3 75 5 0 00
Pulsatilla 3 2 66.6 3 1 333
Sulphur 2 2 100 2 0 00
Digitalis 2 1 50 2 0 00

Belladonna 2 1 50 2 0 00
TOTAL 64 54 84.4 68 9 13.2

V.  Discussion

Individualized homoeopathic medicines definitely produced some hypotensive effects different from
placebo. Homoeopathic prescriptions in our study were based on homoeopathic principles. Mild-to-moderate
hypertension in many cases is asymptomatic, emphasizing the need for a holistic approach.

The final differentiation of the medicines was done with the help of Homoeopathic
MateriaMedica;frequently prescribed medicines wereNat.mur., Lachesis, Glonoine, Gelsimium, Bryonia alb.,
Arum met., Pulsatilla, Sulphur, Digitalis and Belladonna. The medicines were selected following the principles
of homoeopathy and were never be used specifically or blindly to control hypertension.

During the follow-up visits, repetition was done as per the requirement of the case following Homoeopathic
principles.

There are numerous arguments in the medical literature as to whether Homoeopathic medicines are
mere placebo or not. Homoeopaths feel that the way modern medicine looks at drug trial is not conductive in
measuring positive homoeopathic effects because different patients with same disease and disease complications
may need different individualized medicine rather than giving the same treatment for all patients with similar
disease as in modern medicine.
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The limitation of the study was that we excluded patients having malignant hypertension or having any
complication, hence, the study is unable to answer the question as to whether homoeopathy will be equally
useful in patient with malignant hypertension or having complications with it.

The present trial, although small shows the positive effect of homoeopathic medicines. Since this was
only twocenters study. Question about its generalizability arises, a multicentric double blind randomized study
using homoeopathic medicine is required in future.

VI. Conclusion

Finally our data suggest that individualized homoeopathic treatment have significantly beneficial effects
different from placebo in patients suffering from uncomplicated essential hypertension. It may be adopted as an
alternative public health approach in curbing the increasing prevalence of hypertension throughout the globe.
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