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Efficacy of individualised homoeopathic medicines as an adjunct to conventional
iron and folic-acid supplementation in iron deficiency anaemia among
reproductive-aged women: Single-blind, randomised, placebo-controlled trial

Abstract

Background: Iron deficiency anaemia (IDA) is a major public health concern affecting women of
reproductive age globally. If left untreated, it can cause various health issues including fatigue, shortness
of breath, abnormal heart rhythms, chest pain, and complications during pregnancy. Objectives: To
evaluate the efficacy of individualised homoeopathic medicines (IHMs) with iron and folic acid
supplement (IFS) in treatment of iron deficiency among reproductive-aged women, in comparison with
placebos with IFS. Methods: Single-blind, randomised, placebo-controlled clinical trial was conducted
over total six months at the outpatient-department, of which participants received interventions and
outcome assessments for three months. Reproductive women (15-49 years) with IDA were included
based on haemoglobin (Hb) level = 11.9 mg/dl to = 7.1 mg/dI with serum ferritin <15 > g/I; randomised
to receive either IHMs with IFS (IHMs-IFS, n = 30) or identical-looking placebos with IFS (placebo-IFS, n =
30) for 3 months. The outcomes included haemoglobin, Mean Corpuscular Volume (MCV), Mean
Corpuscular Haemoglobin (MCH), serum ferritin (SF) levels measured at baseline and after three-months
of intervention. Results: Of 110 screened participants, 60 were included after their consent and
intervened; entered into intention-to-treat analysis. Inter-group differences shown Hb, MCV, SF values
were statistically significant with medium effect size. Intra-group differences showed in Hb (IHMs-IFS: p <
0.007; placebos-IFS: p < 0.07), MCV (IHMs-IFS: p < 0.007; placebos-IFS: p < 0.07), MCH (IHMs-IFS: p <
0.001, placebos-IFS: p < 0.07), SF (IHMs-IFS: p < 0.007; placebos-IFS: p < 0.007) significant increases in
both groups. Conclusion: Significant improvement was observed, within and between the groups.
However, the magnitude of improvement was slightly greater in IHMs-IFS group compared with placebo-
IFS group, indicated by larger mean changes and medium effect sizes, favouring the adjunct benefits of
IHMs in management of IDA among reproductive-age women. Multi-centric, double-blinded, large-
sampled studies are warranted to confirm these findings.
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ORIGINAL ARTICLE

Efficacy of individualised homoeopathic
medicines as an adjunct to conventional iron

and folic-acid supplementation in iron deficiency
anaemia among reproductive-aged women:
Single-blind, randomised, placebo-controlled trial

Avidipta Hazra®™ *, Tanmay Sarkar®, Debarsi Das®, Rakesh Ghosh®,
Chandrani Ghosh

Metropolitan Homoeopathic Medical College and Hospital, Sodepur, Kolkata, West Bengal, India

ABSTRACT

Background: Iron deficiency anaemia (IDA) is a major public health concern affecting women of reproductive
age globally. If left untreated, it can cause various health issues including fatigue, shortness of breath, abnormal
heart rhythms, chest pain, and complications during pregnancy. Objectives: To evaluate the efficacy of individu-
alised homoeopathic medicines (IHMs) with iron and folic acid supplement (IFS) in treatment of iron deficiency
among reproductive-aged women, in comparison with placebos with IFS. Methods: Single-blind, randomised, placebo-
controlled clinical trial was conducted over total six months at the outpatient-department, of which participants received
interventions and outcome assessments for three months. Reproductive women (15-49 years) with IDA were included
based on haemoglobin (Hb) level <11.9 mg/dl to >7.1 mg/dl with serum ferritin <15 wug/l; randomised to receive
either IHMs with IFS (IHMs-IFS, n = 30) or identical-looking placebos with IFS (placebo-IFS, n = 30) for 3 months. The
outcomes included haemoglobin, Mean Corpuscular Volume (MCV), Mean Corpuscular Haemoglobin (MCH), serum
ferritin (SF) levels measured at baseline and after three-months of intervention. Results: Of 110 screened participants,
60 were included after their consent and intervened; entered into intention-to-treat analysis. Inter-group differences
shown Hb, MCV, SF values were statistically significant with medium effect size. Intra-group differences showed in Hb
(IHMs-IFS: p < 0.001; placebos-IFS: p < 0.01), MCV (IHMs-IFS: p < 0.001; placebos-IFS: p < 0.01), MCH (IHMs-IFS:
p < 0.001, placebos-IFS: p < 0.01), SF (IHMs-IFS: p < 0.001; placebos-IFS: p < 0.001) significant increases in both
groups. Conclusion: Significant improvement was observed, within and between the groups. However, the magnitude of
improvement was slightly greater in IHMSs-IFS group compared with placebo-IFS group, indicated by larger mean changes
and medium effect sizes, favouring the adjunct benefits of I[HMs in management of IDA among reproductive-age women.
Multi-centric, double-blinded, large-sampled studies are warranted to confirm these findings.
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prevalence of anaemia among women aged 15 to
49 years (reproductive age) was 53%,° and which
has been increased by 4% in the next National Family
Health Survey-V (2019-21).% Approximately 50% of
cases are considered to be anaemia due to iron de-
ficiency.® Iron deficiency anaemia (IDA) is defined
as a haemoglobin concentration in blood below the
lower limit of the normal range in individual age and
sex. The threshold for diagnosing anaemia is 120 g/L
for non-pregnant and 110 g/L for pregnant women
of reproductive age (15-49 years).® In adults, serum
ferritin level below 15 ug/L is diagnostic of IDA.° It is
more common in women of reproductive age owing to
inadequate intake of dietary iron or decreased absorp-
tion, increased requirement of it, and loss of blood.
Untreated anaemia leads to several issues, including
difficulties during pregnancy, fatigue, breathlessness,
arrhythmia, chest pain etc.”” To address this, the
Government of India launched the National Iron+
Initiative under the National Health Mission, supply-
ing Iron and Folic Acid Supplements (IFS) in 2013
to target populations. ' Despite such efforts, anaemia
prevalence remains high, suggesting the need for ad-
junctive strategies. Some preliminary evidence before
starting of trial was limited, suggesting that homoeo-
pathic remedies may enhance haematological param-
eters by stimulating physiological processes.®° There
is a paucity of randomised controlled trials eval-
uating the efficacy of individualised homoeopathic
medicines (IHMs) as adjunctive therapy for IDA, par-
ticularly in reproductive-aged women. This study
aims to evaluate the efficacy of IHMs as an adjunct
to conventional IFS in improving haemoglobin levels
in women of reproductive age diagnosed with IDA,
and to assess their effects on mean corpuscular vol-
ume (MCV), mean corpuscular haemoglobin (MCH),
and serum ferritin levels (SF). The rationale for using
IHMs with IFS in IDA is to improve the body’s iron
metabolism and absorption capacity with adequate
daily iron intake. This study aims to fill that gap by as-
sessing whether the adjunctive use of individualised
homoeopathic medicines with IFS (IHMs-IFS) offers
greater improvement in haematological indices than
placebo with IFS (placebos-IFS) alone.

Materials and methods

Study Design: This was a single-blind, randomised
(1:1 allocation), placebo-controlled clinical trial.

Study Setting: This study was conducted in the
outpatient department (OPD-3RA, Room no. H/7,
Hospital building) of Metropolitan Homoeopathic
Medical College and Hospital, Sodepur, Kolkata, West
Bengal, India.

Participants: On preliminary screening, individu-
als with primary signs and symptoms of anaemia (i.e.,
pallor, fatigue, weakness, irregular heartbeat) were
further evaluated. A total of 60 diagnosed anaemic
females (haemoglobin level <11.9 mg/dl and
>7.1 mg/dl; serum ferritin level <15 ug/L),>° aged
between 15 to 49 years were enrolled in this study.
Informed Consent Form (available in three vernacular
languages: Bengali, English, Hindi) was signed before
participating in this study to confirm voluntary
participation. In cases of minor participants (> 7years
to <18years), an informed assent form was signed
by both participants and their parent/legal guardian.

Inclusion criteria

1. Women in reproductive age (15-49 years old).
2. Women diagnosed on ICD-10 classification
D50.9;!! presented with primarily sign and symptoms
of iron deficiency anaemia (i.e., pallor, fatigue,
weakness, loss of appetite, irregular heartbeat)
or already clinically diagnosed anaemic women
(haemoglobin level <11.9 mg/dl to >7.1 mg/dl),
and serum ferritin level <15 ug/L,° and MCV and
MCH were assessed as outcome indicators. 3. Literate
patients willing to provide consent for treatment.

Exclusion criteria

1. Women with severe anaemia (Hb < 7 mg/dl).
2. Pregnant or puerperal women, lactating mothers.
3. All others type of anaemia. 4. Self-declared chronic
illnesses like Thalassemia, Leukaemia and other
haematological disorders. 5. Self-declared and/or
diagnosed immuno-compromised state and/or any
acute and chronic inflammatory disorder, with any
other complication. 6. Early menopaused, hysterec-
tomised patients. 7. Patients who were unwilling
to provide consent for treatment. 8. Already un-
dergone homoeopathic treatment for any others for
six-months or more.

Intervention and duration

Verum Arm: IHMs (according to the patients’ signs
and symptoms) were administered mainly in centes-
imal potencies (6C, 30C, 200C or 1M; according to
patients’ susceptibility and by following the literature
of homoeopathic posology),'? one to seven doses,
once or twice daily as required. Each dose comprised
six to eight globules (no. 20) of cane sugar or distilled
water, medicated with the indicated medicine (pre-
served in 90% v/v ethanol), taken orally on a clean
tongue; repetition of dosage was dependent upon
the requirement of each case. After taking medicine,
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patients were advised not to eat, drink, or brush
their teeth for 30 min, and in cases of globules, they
were advised to suck the globules instead of swal-
lowing. Homoeopathic medicines used in this trial
were procured from a Good Manufacturing Practice
(GMP)-certified company, Hahnemann Publishing
Co. Private Ltd., Kolkata, West Bengal, India, and dis-
pensed from hospital dispensaries. Identical-looking
glass bottles were used to dispense the medicines and
placebos were labelled properly. Based on symptom
totality, history, and constitutional features for every
occasion, a single medicine was prescribed. Reper-
torisation was performed using appropriate reper-
tories whenever required and Materia Medica was
consulted. Follow-ups were conducted at intervals
of 14 days. Regarding advice on adherence, partici-
pants communicated weekly via phone calls and text
messages. A register log-book was maintained for
recording data of prescribed medicines, potencies etc.

Comparator arm: Placebo, identical in appearance
to the IHMs, dispensed in an identical looking clean
phial, was administered for 3 months. Each dose
of placebo comprised six to eight globules (no.20)
of cane sugar, moistened with rectified spirit to
maintain similar smell, appearance and taste like
verum groups, taken orally on a clean tongue. After
taking medicine, patients were advised not to eat,
drink, or brush their teeth for 30 min, and in cases
of globules, they were advised to suck the globules
instead of swallowing. Follow-up has been done after
every 14 days.

Common care (both group): Iron and folic acid
supplement tablets, each sugar coated, blue colour,
containing dried ferrous sulphate IP - equivalent to
60 mg elementary iron, folic acid IP - 0.5 mg (i.e.
500 mcg), supplied by the government of West Ben-
gal, were administered as per standard guidelines, '°
into every patient, once daily for three-months. IFS
was used abiding govt. of India guidelines to treat
mild to moderate IDA.'°

Concomitant Care: At least 30 minutes of regular
physical exercise, adequate water intake at regu-
lar intervals and avoidance of physical and mental
stress, eating outside junk-food were advised as life-
style management in same way to the participants
of both groups. Patients were reminded of this at
every scheduled visit. However, adherence to these
recommendations was not objectively monitored or
recorded during the study period.

Outcome measurements

Primary: Haemoglobin was measured
as primary outcome at baseline and after
3 months.

Secondary: Other haematological parameters
MCV, MCH, SF was measured at baseline and after 3
months.

Haematological parameters were measured using
automated haematology analyser calibrated accord-
ing to standard laboratory quality control procedures.

Randomisation

A permuted fixed block randomisation method was
adopted using 6 permuted blocks, each of size 10; to
reduce the predictability of group assignments and
minimise imbalances in baseline characteristics. Ran-
dom sequences were generated by an independent
third-party random number generator, which was not
allowed to influence the trial any time. An allocation
ratio of 1:1 was maintained.

Blinding

Single-blind method was adopted-the participants
were kept blinded about the intervention given to
them throughout this trial period.

Sample size

Prior to the time of protocol development, due
to absence of previously published studies with a
similar design using IHMs and similar comparable
outcome measures; formal sample size calculation
from existing trials was not possible. As this study was
exploratory, a target sample size 60 (30 in each arm)
was considered.

Allocation concealment

A blinded (unaware about group allocation till
study end), undergraduate student (A.H.) was in-
volved in primary screening (presence of symptoms
of IDA i.e., pallor, fatigue, weakness, loss of ap-
petite, irregular heartbeat) followed by secondary
screening (haematological tests i.e., Hb%, SF); then
enrolment, and entering patients’ identification data
into a centralised computer software. This blinded,
specially-designed, protected centralised computer
software assigned patients randomly into either group
as per randomisation chart, this after allocation
data was only accessible by homoeopaths. There-
after, screened patients were taken, examined, and
prescribed by homoeopaths (T.S., D.D.), those who
have post-doctoral degree with at least five-years of
experience in clinical practice, by considering and
viewing their allocated group from this software. Pa-
tients were totally blinded about their intervention;
placebos were prescribed in some identical-looking
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medicinal terms. Homoeopathic pharmacists, who
were well-trained in this terminology to differentiate
medicinal names and placebo terms were assigned
for dispensing. Identical-looking amber-colored glass
phials were used to dispense medicines and placebos.
Strict confidentiality was maintained until the end of
the study.

Statistical analysis

Data at baseline and after three-months were en-
tered into the endpoint analysis; intention-to-treat
(ITT) method was adopted. Missing values were
replaced by predicted values from the equation
of linear regression model. Histograms, Q-Q plots,
Kolmogorov-Smirnov and Shapiro-Wilk tests were
used to test distribution of data; no deviation was
found, and normality were satisfied for outcome vari-
ables. Levene’s test was performed, and no significant
difference in variance was found on data. Unpaired
t-test was applied, and continuous data presented
as mean with standard deviation; categorical data
presented as absolute values (percentages) and chi-
squared test was applied for examining the baseline
comparability of the confounders. Intra-group pre-
post analysis was done by paired t-test for detection of
within-groups differences; among baseline data and
after 3 months data. Inter-group analysis between
IHMs-IFS and placebos-IFS was done by unpaired
t-test for detection of differences between groups;
among baseline data and after 3 months data. Cohen’s
d represented the effect size (small effect, > 0.2;
medium effect, > 0.5; large effect, > 0.8). Findings
were considered statistically significant with two-
tailed p-value < 0.05. SPSS-IBM, version-23 was used
for statistical analysis. '*

Study reporting adhered to the Consolidated Stan-
dards of Reporting Trials (CONSORT)'* and Re-
porting Data on Homoeopathic Treatment (RedHot)
guidelines. '°

Resulis

Participant flow: A total of 110 patients were
screened, 50 (illiterate: 02, denied consent: 4, not
diagnosed with anaemia: 37, already under homoeo-
pathic treatment: 7) were excluded, and 60 were
enrolled by fulfilling pre-specified eligibility criteria
and subsequently randomised and recruited with 1:1
allocation. Total study was run from April 11% to
September 27™, 2023. 02 (two lost to follow-up for
some reason) dropped out from the IHMs-IFS group,
and 01 (one incomplete) from the placebos-IFS group
(Fig. 1).

Numbers analysed: In total, 28 out of 30 com-
pleted in the IHMs-IFS and 29 out of 30 completed
the trial in placebos-IFS groups; the others dropped
out in both groups. All 60 participants (IHMs-IFS:
30; placebos-IFS: 30) entered into the final ITT
analyses.

Baseline confounders: No significant difference in
the distribution of the socio-demographic variables
between the two groups could be identified. Continu-
ous data was presented as mean +standard deviation
and unpaired t-tests were applied, and categorical
data was presented as absolute values (percentages)
and chi-square test was applied; also showing no sig-
nificant differences (Table 1).

Outcomes and effect size

Haemoglobin: After three-months, Hb was in-
creased by an average of 2.17 gram per decilitre
(g/dL) in IHMs-IFS group and 1.34 g/dL in placebo-
IFS group. Intra-group difference was statistically
significant in both groups; IHMs-IFS [baseline-
(follow-up) mean difference: -2.17 with 95% CI:
-2.78 to -1.55, p-value < 0.001, paired t-test] and
placebos-IFS group [baseline-(follow-up) mean dif-
ference: —1.34 with 95% CI: -2.10 to —-0.58, p-value
< 0.01, paired t-test). However, inter-group differ-
ence after three-months was statistically significant
[(IHMs-IFS)-(Placebos-IFS) mean difference: 0.56,
95% CI: -0.01 to 1.12, p-value < 0.05, unpaired
t-test] with medium effect size (Cohen’s d = 0.52),
indicated that the improvement in Hb levels was
slightly greater in IHMs-IFS group compared with
placebo-IFS group (Tables 2 and 3).

Mean Corpuscular Volume (MCV): After three-
months, MCV was increased by an average of 8.74
femtoliters (fL) in the IHMs-IFS group and 3.89 fL in
the placebo-IFS group. Intra-group difference was sta-
tistically significant in both groups; IHMs-IFS group
[baseline—(follow-up) mean difference: —-8.74, 95%
CI: -11.32 to -6.14, p-value < 0.001, paired t-test]
and placebos-IFS group [baseline—(follow-up) mean
difference: —3.89 with 95% CI. -6.48 to -1.29, p-
value < 0.01, paired t-test]. Inter-group difference
after 3 months was statistically significant [(IHMs-
IFS)-(Placebos-IFS) mean difference: 3.67, 95% CI:
1.13 to 6.21, p-value < 0.05, unpaired t-test) with
medium effect size (Cohen’s d = 0.75), indicated that
the improvement in MCV levels was slightly greater
in IHMs-IFS group compared with placebo-IFS group
(Tables 2 and 3).

Mean Corpuscular Haemoglobin (MCH): After
three-months, MCH was increased in both groups
[THMs-IFS: 1.55 picogram (pg); placebo-IFS: 1.33 pg].
Intra-group difference was statistically significant in
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Screening as per eligibility criteria (n=110)

Enrolment

Excluded (n=50)

Reason:

1. Illiterate (n=2)

2. Denied consent to participate (n=4)

2. Not diagnosed with anemia (n=37)

3. Already under homeopathic treatment (n=7)

v

Meeting eligibility criteria, enrolled and randomized (=60 )

!

v

Received IHMs + Iron & Folic Received placebos + Iron & Folic
Acid (IFA) Supplements (n=30) Acid (TFA) Supplements (n=30)

Lost to
follow-up
(n=2, 6.66%)

Allocation

Incomplete
(n=0, 0.00%)

A

Lost to
follow-up
(=0, 0.0%)

Incomplete
(n=1, 3.33%)

A,

Follow-up

Followed-up every month up to Followed-up every month up to
3 months & completed study 3 months & completed study

till the end (n=28, 93.33%)

till the end (n=29, 96.66%)

|

End point analysis

Analysis

(ITT analysis; n=30)

End point analysis
(ITT analysis; n=30)

Fig. 1. CONSORT flow diagram. Abbreviations: CONSORT: Consolidated Standards of Reporting Trials; IHMs: Individualised homoeopathic
medicines; IFA: Iron & folic Acid Supplement; LSM: Lifestyle modifications; ITT: Intention-to-treat.

both groups, IHMs-IFS group [baseline-(follow-up)
mean difference: -1.55, 95% CI: -2.38 to -0.72, p-
value < 0.001, paired t-test] and placebos-IFS group
[baseline—(follow-up) mean difference: -1.33 with
95% CI: -2.12 to -0.53, p-value < 0.01, paired t-
test]. But Inter-group differences after 3 months are
not statistically significant [(IHMs-IFS)-(Placebos-
IFS) mean difference: 0.65, 95% CI: -0.14 to 1.43,
p-value > 0.05, unpaired t-test] with medium effect
size (Cohen’s d = 0.43). This indicated that there
was no statistically significant difference in MCH
level improvement between two groups; however,
on within-group analysis, IHMs-IFS group showed
slightly greater mean change than placebo-IFS group
[(THMs-IFS)—(Placebos-IFS): 0.22], which may have
clinical relevance (Tables 2 and 3).

Serum Ferritin: After three-months, SF was
increased markedly in both groups [IHMs-IES:
25.48 micrograms per litter (ug/L); placebo-IFS:
18.48 pg/L]l. Intra-group difference was statisti-
cally significant in both groups; IHMs-IFS group
[baseline—(follow-up) mean difference: —-25.48 with
95% CI: —29.83 to -21.14, p-value < 0.001, paired
t-test] and Placebos-IFS group [baseline—(follow-up)
mean difference: -18.48 with 95% CI: -21.59 to
-15.36, p-value < 0.001, paired t-test]. But, inter-

group differences between IHMs-IFS and placebos-IFS
groups after three-months are statistically significant
[(IHMs-IFS)—(Placebos-IFS) mean difference: 7.02,
95% CIL: 1.73 to 12.31, p-value < 0.05, unpaired
t-test] with medium effect size (Cohen’s d = 0.68), in-
dicated that the improvement in SF levels was slightly
greater in IHMs-IFS group compared with placebo-
IFS group (Tables 2 and 3).

Medicines used

Overall, in this study, 14 different medicines were
prescribed with different potencies. The most fre-
quently prescribed medicines were Ferrum metallicum
(n = 4, 28.6%), Ferrum sulphuricum (n = 4, 28.6%),
Natrium muriaticum (n = 3, 21.4%), and Nitricum
acidum (n = 3, 21.4%) (Fig. 2).

Adverse events

Participants were actively monitored for adverse
events (AEs) throughout the study. Monitoring
protocols included scheduled visits every 14 days
and telephonic follow-ups, during which participants
were queried about any new or worsening symptoms
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Table 1. Comparison of socio-demographic characteristics between two groups at baseline (n = 60).

Feature IHMs group (n = 30) Placebo group (n = 30) p-Value
Age (Years)? 27.67 + 8.47 29.33 + 8.06 0.44
Blood Pressure? 0.87
» Systolic (mm/Hg) 113.93 + 12.24 113.40 +12.83 ’
» Diastolic (mm/Hg) 78.60 + 4.87 78.20 £+ 6.75 0.79
Residence®
* Rural 07 (23.3) 06 (20.0) 0.32
* Semi-Urban 21 (70.0) 24 (80.0) :
« Urban 02 (6.7) 00 (0)
Marital Status’
» Single 12 (40.0) 10 (33.3) 0.59
» Married 18 (60.0) 20 (66.6)
Education Status”
« 8 standard or below 05 (16.6) 06 (20.0) 0.16
« 9th _ 12th standard 14 (46.6) 07 (23.3) '
« Higher than 12% standard 11 (36.6) 17 (56.6)
Employment Status”
« Business 03 (10.0) 03 (10.0) 0.60
* Service 04 (13.3) 07 (23.3) ’
+ Dependent or others 23 (76.6) 20 (66.6)
Socio-economic status”
« Poor 05 (16.6) 05 (16.6) 0.14
» Middle 17 (56.6) 10 (33.3) ’
« Affluent 08 (26.6) 15 (50.0)

Abbreviation: IHMs, Individualised homoeopathic medicines.

4Continuous data presented as mean =+ standard deviation and unpaired t-tests applied.

bCategorical data presented as absolute values (percentages) and chi-squared test applied; p-value less than 0.05
(two-tailed) considered as statistically significant.

Table 2. Comparison of outcomes measured within two groups at baseline and after 3 months (n = 60).

Haematological Baseline: After 3months: Mean difference + SD
Details Mean + SD Mean + SD df (95% CI) tag p-Value
Haemoglobin (Hb%)
» IHMs-IFS group 89+ 1.21 11.02 £+ 0.99 29 -2.17 £ 1.64 -7.22 0.001**
(n =30) (-2.78, -1.55)
+ Placebo-IFS group 9.1 £1.24 10.46 £ 1.16 29 -1.34 £ 2.03 -3.62 0.01+*
(n =30) (-2.10, -0.58)
Mean Corpuscular Volume (MCV)
+ IHMs-IFS group 80.01 + 4.64 88.75 + 4.48 29 -8.74 + 6.96 -6.88 0.001~**
(n =30) (-11.32,-6.14)
« Placebo-IFS group 81.19 + 4.86 85.08 + 5.32 29 -3.89 + 6.95 -3.06 0.01*
(n =30) (-6.48, -1.29)
Mean Corpuscular Haemoglobin (MCH)
» IHMs-IFS group 27.77 £1.43 29.32 +1.49 29 -1.55 + 2.23 -3.81 0.001***
(n = 30) (-2.38,-0.72)
* Placebo-IFS group 27.35 £ 1.48 28.67 + 1.55 29 -1.33 £ 2.13 -3.42 0.01+*
(n = 30) (-2.12, -0.53)
Serum Ferritin (SF)
» IHMs-IFS group 9.81 £1.12 35.29 £+ 11.89 29 -25.48 +£11.63 -11.99 0.001***
(n =30) (-29.83, -21.14)
» Placebo-IFS group 9.79 £ 0.84 28.27 + 8.26 29 -18.48 + 8.33 -12.14 0.001~**
(n =30) (-21.59, -15.36)

Abbreviations: IHMs-IFS, Individualised homoeopathic medicines with iron and folic acid supplement; Placebo-IFS, placebos with
iron and folic acid supplement; CI, confidence interval; SD, standard deviation; tzo: t score at 29 degrees of freedom.

p-Value: intra-group differences detected by paired t-tests; *p < 0.05; **p < 0.01; ***p < 0.001.

using a standardised AE reporting form designed for
AYUSH interventions.'® Each reported event was
evaluated for onset, duration, severity, and potential
causality by AYUSH Pharmacovigilance Committee,

if required. No serious adverse events were observed
and reported from both groups during the study and
may be any minor AEs were self-limiting and un-
knowingly resolved without additional intervention.
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Table 3. Comparison of outcomes measured between two groups at baseline and after 3 months (n = 60).

Haematological IHMs-IFS group Placebo-IFS group Mean group Effect size
Details (n = 30) (n = 30) difference & SE  95% CI tsg (Cohen’s d) p-Value
Haemoglobin (Hb%)
Baseline: Mean + SD 8.9+1.21 9.1 +1.24 -0.27 £+ 0.32 -0.90, 0.36 -0.84 — 0.402
« After 3 months: Mean =+ 11.02 + 0.99 10.46 £ 1.16 0.56 £+ 0.28 -0.01,1.12 199 0.52 0.05*
SD
Mean Corpuscular Volume (MCV)
Baseline: Mean + SD 80.01 + 4.64 81.19 + 4.86 -1.19 +£1.23 -3.64,1.27 -0.97 - 0.34
After 3 months: Mean 4+ SD  88.75 + 4.48 85.08 + 5.32 3.67 £1.27 1.13,6.21 2.89 0.75 0.05*
Mean Corpuscular Haemoglobin (MCH)
Baseline: Mean 4 SD 27.77 £1.43 27.35 + 1.48 0.42 £ 0.37 -0.33,1.17 1.13 - 0.263
After 3 months: Mean + SD  29.32 4+ 1.49 28.67 + 1.55 0.65 + 0.39 -0.14,1.43 1.65 0.43 0.105
Serum Ferritin (SF)
Baseline: Mean + SD 9.81 +£1.12 9.79 + 0.84 0.10 £ 0.25 -0.49,0.52 0.041 — 0.13
After 3 months: Mean + SD  35.29 £+ 11.89 28.27 + 8.26 7.02 £+ 2.64 1.73,12.31 2.65 0.68 0.05*

Abbreviations: IHMs-IFS, Individualised homoeopathic medicines with iron and folic acid supplement; Placebo-IFS, placebos with iron
and folic acid supplement; CI, confidence interval; SD, standard deviation; SE, standard error difference; tsg: t score at 58 degrees of
freedom. p-Value: inter-group differences detected by unpaired t-tests; *p < 0.05; **p < 0.01; ***p < 0.001.

china officinalis [ DD
Nirieun acicun |
Ferrum metalticu |
Kalium carbonicum _
Calearea carbonica [ NI
Nux vonica | EE—
Ferrum phosphoricurn
Ferum suphuricar |
Lysopodium clavatum - [ —
Pulsatilla nigricans _ M Frequency of prescribing
Rhus toxicodendron _
Natrium moriaccur | —
Sepia offcinalis |
Amica montana - [

0 0.5 1 15 2 25 3 35 4 45
Amica Sepia Natrium Rhus Pulsatilla  Lycopodium  Ferrum Ferrum ; Calcarea Kalium Ferrum Nitricum China
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montana  officinalis  muriaticum toxicodendron  nigricans clavatum  sulphuricum phosphoricurn carbonica  carbonicum  metallicum acidum officinalis
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Fig. 2. Frequency of prescribed medicines.

Discussion income countries where nutritional deficiencies
are prevalent. IDA is characterised by reduced

Anaemia, particularly IDA, continues to be a  haemoglobin concentration, often accompanied by
global health burden, especially in low- and middle-  microcytosis and hypochromia, due to insufficient
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iron stores. Its clinical presentation includes pallor,
fatigue, dizziness, breathlessness, and cognitive
impairment, all of which can significantly impact the
quality of life. Among women of reproductive age, the
prevalence of IDA is alarmingly high due to menstrual
blood loss, inadequate dietary intake, and frequent
pregnancies, making this demographic particularly
vulnerable.

Female patients of reproductive age (typically
between 18-45 years) diagnosed with iron deficiency
anaemia, with laboratory confirmation of low
haemoglobin (Hb < 12 g/dL), and decreased serum
ferritin levels were included into this study. The
selection of this age group was guided by earlier
research highlights of studies like Balarajan et
al.,” Owais et al.,® Bansal et al.'” Participants who
were severe anaemic (Hb < 7 mg/dl), pregnant,
suffering from chronic diseases, or receiving ongoing
conventional anaemia treatments were excluded to
reduce confounding variables.

This single-blind, randomised, placebo-controlled
trial evaluated the adjunctive efficacy of individu-
alised homoeopathic medicines with standard iron
and folic acid supplementation in sixty reproductive-
aged women with iron deficiency anaemia. Sixty
participants were entered into end-point analysis.

Inter-group analysis after three-months of in-
tervention revealed that IHMs-IFS group showed
statistically significant improvements in Hb (mean
difference: 0.56, p < 0.05), MCV (mean difference:
3.67,p < 0.05), and serum ferritin (mean difference:
7.02, p < 0.05) compared to the placebo-IFS group
with medium effect sizes. Although both groups
showed significant intra-group improvements over
three months, the magnitude of mean changes was
consistently greater in the IHMs-IFS arm.

These findings align with early published studies
for instance, Lecithinum 6C significantly improved
haemoglobin, MCV, MCH, and serum ferritin in
reproductive-aged anaemic females align with
study conducted by Sarkar et al,'® while Ferrum
phosphoricum 3X and Ferrum metallicum 3X increased
haemoglobin, serum ferritin in moderately anaemic
children align with study conducted by Khurana
et al.'® Notably, the placebo arm demonstrated an
approximate haemoglobin increase of 1.3 g/dL
and a serum ferritin rise of about 18.5 ug/L,
closely matching improvements reported in
comparable studies conducted by Bansal et al.,'” and
Handiso et al. °

This supports the internal validity of the trial
and suggests that IHMs may offer additional
benefits when wused alongside standard care.
Single medicines were prescribed in this trial. 14
different homoeopathic medicines were used; Ferrum

Indian Journal of Research in Homoeopathy | Volume 20 | Issue 1 | January-March 2026

sulphuricum, Ferrum metallicum, Natrium muriaticum,
Nitricum acidum being most common.

Strengths of the study include rigorous randomi-
sation, adherence to homoeopathic principles with
individualisation, minimal-dose prescriptions and the
use of identical-looking placebos. Randomisation
helped reduce allocation bias, and the alignment of
placebo arm data with published literature supports
the internal consistency of the trial.

However, several limitations must be acknowl-
edged like single-blind design may introduce
potential detection bias, performance bias could
arise since treating homoeopaths knew the group
allocations. Small sample size and single-center
setting limit generalisability and statistical power
with short-term follow-up (three-months) does not
capture long-term effects. Lifestyle and dietary
adherence were not quantitatively assessed during
follow-up. Since nutritional intake and daily activity
may influence haemoglobin recovery, residual
confounding cannot be ruled out. Measurement of
some iron metabolism indicators was not feasible
due to infrastructural constraints.

Despite these limitations, the observed results align
with prior evidence suggesting possible benefits of
Homoeopathy in IDA. Future research should focus
on multi-center, double-blind randomised controlled
trials with larger sample sizes to confirm these
findings and improve both internal and external va-
lidity. Additionally, long-term studies are warranted
to explore the sustained benefits and underlying
mechanisms of adjunctive homoeopathic treatment in
managing iron deficiency anaemia.

Conclusion

In this single-blind, placebo-controlled randomised
trial on 60 reproductive aged women suffering from
iron deficiency anaemia, within-group improvements
on Hb%, MCV, MCH, SF were seen in both
IHMs-IFS and placebos-IFS groups and significant
between-groups differences at end-point in Hb%,
MCV, SF value were seen statistically significant
with medium effect size. where the magnitude of
improvement was slightly greater in IHMs-IFS group
compared with placebo-IFS group, indicated by
larger mean changes and medium effect sizes, which
overall favouring adjunctive benefits of IHMs with
IFS against placebos with IFS.

Statement of ethics

Approval was obtained from the Institutional
Ethics Committee, and this trial was prospectively
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registered in the Clinical Trials Registry—India
(CTRIL/2023/04/051327), before starting this trial,
with a secondary identifier of Universal Trial Number
(U1111-1298-4208). The study protocol followed the
latest revised Declaration of Helsinki on Human Ex-
perimentation.?' Before enrolment, each participant
was provided with an information sheet in the lo-
cal language detailing objectives, methods, risks and
benefits of participating, and confidentiality issues.
Written informed consent or assent was obtained
from all patients.
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Efficacit¢ de médicaments homéopathiques individualisés en complément d'une supplémentation
conventionnelle en fer et en acide folique dans I'anémie ferriprive chez les femmes en age de procréer : essai
randomisé, contrdlé par placebo, en simple aveugle.

Contexte : L'anémie ferriprive (AFI) est un probléme de santé publique majeur qui touche les femmes en age de
procréer dans le monde entier. Non traitée, elle peut entrainer divers problémes de santé, notamment fatigue,
essoufflement, troubles du rythme cardiaque, douleurs thoraciques et complications pendant la grossesse. Objectifs :
Evaluer I’efficacité de médicaments homéopathiques individualisés (MII) associés & une supplémentation en fer et en
acide folique (SAF) dans le traitement de la carence en fer chez les femmes en &ge de procréer, comparativement a
un placebo associé a une SAF. Méthodes : Un essai clinique randomisé, contr6lé par placebo et en simple aveugle a
été mené sur six mois en consultation externe. Les participantes ont recu les interventions et les évaluations des
résultats pendant trois mois. Les femmes en age de procréer (15-49 ans) présentant une anémie ferriprive (AF) ont
été incluses sur la base d’un taux d’hémoglobine (Hb) compris entre 7,1 et 11,9 mg/dl et d’une ferritine sérique
inférieure a 15 pg/l. Elles ont été randomisées pour recevoir soit des MII associés a une SAF (MII-SAF, n = 30), soit
un placebo d’apparence identique associé a une SAF (placebo-SAF, n=30) pendant trois mois. Les résultats
comprenaient I'hémoglobine, le volume globulaire moyen (VGM) et le volume globulaire moyen.

Les taux d'hémoglobine (TCMH) et de ferritine sérique (FS) ont été mesurés a l'inclusion et aprés trois mois
d'intervention. Résultats : Sur 110 participants présélectionnés, 60 ont été inclus apres avoir donné leur consentement
et ont participé a l'intervention ; ils ont été analysés selon le principe de l'intention de traiter. Les différences
intergroupes ont montré des valeurs d'Hb, de VGM et de FS statistiquement significatives, avec une taille d'effet
moyenne. Les différences intragroupes ont montré des augmentations significatives de I'Hb (IHMS - IFS : p < 0,001 ;
placebos - IFS : p <0,01), du VGM (IHMS - IFS : p < 0,00 ; placebos - IFS : p < 0,01), de la TCMH (IHMS - IFS :
p < 0,001 ; placebos - IFS : p < 0,01) et de la FS (IHMS - IFS : p < 0,001 ; placebos - IFS : p < 0,001) dans les deux
groupes. Conclusion : Des améliorations significatives ont été observées dans les deux groupes, tant au sein de
chaque groupe qu’entre eux. Cependant, I’ampleur de I’amélioration était légérement supérieure dans le groupe
IHMS-IFS par rapport au groupe placebo-IFS, comme I’indiquent les variations moyennes plus importantes et les
tailles d’effet moyennes, ce qui plaide en faveur des bénéfices adjuvants des IHMS dans la prise en charge de I’anémie
ferriprive chez les femmes en age de procréer. Des études multicentriques, en double aveugle et a grande échelle sont
nécessaires pour confirmer ces résultats.

Wirksamkeit individualisierter homoopathischer Arzneimittel als Ergénzung zur konventionellen Eisen- und
Folsduresupplementierung bei Eisenmangelandmie bei Frauen im gebarféhigen Alter: Einfachblinde,
randomisierte, placebokontrollierte Studie.

Hintergrund: Eisenmangelandmie (IDA) ist ein bedeutendes Gesundheitsproblem, das weltweit Frauen im
gebarfahigen Alter betrifft. Unbehandelt kann sie verschiedene gesundheitliche Probleme verursachen, darunter
Mudigkeit, Kurzatmigkeit, Herzrhythmusstérungen, Brustschmerzen und Komplikationen in der Schwangerschaft.
Zielsetzung: Bewertung der Wirksamkeit individualisierter homoopathischer Arzneimittel (IHMS) mit Eisen- und
Folsdauresupplementierung (IFS) zur Behandlung von Eisenmangel bei Frauen im gebarfahigen Alter im Vergleich
zu Placebo mit IFS. Methoden: Eine einfachblinde, randomisierte, placebokontrollierte klinische Studie wurde tber
sechs Monate ambulant durchgefiihrt. Die Teilnehmerinnen erhielten drei Monate lang Interventionen und wurden
hinsichtlich ihrer Behandlungsergebnisse untersucht. Eingeschlossen wurden Frauen im gebéarfahigen Alter (15-49
Jahre) mit Eisenmangelandmie (IDA) anhand eines Himoglobinwerts (Hb) von < 11,9 mg/dl bis > 7,1 mg/dl und
eines Serumferritins < 15 pg/l. Sie wurden randomisiert entweder IHMS mit IFS (IHMS-IFS, n = 30) oder ein
identisch aussehendes Placebo mit IFS (Placebo-IFS, n = 30) uber drei Monate erhalten. Zu den Ergebnissen gehdrten
Hé&moglobin, mittleres korpuskuldres Volumen (MCV), mittleres korpuskuldres Volumen

Hé&moglobin (MCH) und Serumferritin (SF) wurden zu Studienbeginn und nach dreimonatiger Intervention
gemessen. Ergebnisse: Von 110 gescreenten Teilnehmern wurden 60 nach Einwilligung in die Studie aufgenommen
und in die Intention-to-Treat-Analyse einbezogen. Die Unterschiede zwischen den Gruppen waren fiir Hb, MCV und
SF statistisch signifikant (mittlere Effektstarke). Innerhalb der Gruppen zeigten sich signifikante Anstiege der Werte
fur Hb (IHMS — IFS: p < 0,001; Placebo — IFS: p < 0,01), MCV (IHMS — IFS: p < 0,00; Placebo — IFS: p < 0,01),
MCH (IHMS — IFS: p < 0,001; Placebo — IFS: p < 0,01) und SF (IHMS — IFS: p < 0,001; Placebo — IFS: p < 0,001)
in beiden Gruppen. Schlussfolgerung: In beiden Gruppen, sowohl innerhalb als auch zwischen ihnen, wurden
signifikante Verbesserungen beobachtet. Das Ausmal} der Verbesserung war jedoch in der IHMS-IFS-Gruppe im
Vergleich zur Placebo-IFS-Gruppe etwas grofer, was sich in groeren mittleren Verédnderungen und mittleren
Effektstarken zeigte und die zusatzlichen Vorteile von IHMs bei der Behandlung von Eisenmangelandmie bei Frauen
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im gebdrfahigen Alter unterstreicht. Multizentrische, doppelblinde Studien mit groRen Stichproben sind erforderlich,
um diese Ergebnisse zu bestatigen.
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Eficacia de los medicamentos homeopaticos individualizados como complemento de la suplementacién
convencional con hierro y &cido félico en la anemia por deficiencia de hierro en mujeres en edad reproductiva:
Ensayo simple ciego, aleatorizado y controlado con placebo.

Antecedentes: La anemia por deficiencia de hierro (ADH) es un importante problema de salud publica que afecta a
las mujeres en edad reproductiva a nivel mundial. Si no se trata, puede causar diversos problemas de salud, como
fatiga, dificultad para respirar, arritmias cardiacas, dolor toracico y complicaciones durante el embarazo. Objetivos:
Evaluar la eficacia de los medicamentos homeopaticos individualizados (MHI) con suplementos de hierro y acido
félico (SIF) en el tratamiento de la deficiencia de hierro en mujeres en edad reproductiva, en comparaciéon con
placebos con SIF. Métodos: Se realiz6 un ensayo clinico aleatorizado, controlado con placebo y a simple ciego
durante un total de seis meses en el departamento de pacientes ambulatorios, de los cuales los participantes recibieron
intervenciones y evaluaciones de resultados durante tres meses. Se incluyeron mujeres en edad reproductiva (15-49
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aflos) con anemia por deficiencia de hierro (IDA) segun un nivel de hemoglobina (Hb) <11,9 mg/dl a >7,1 mg/dl con
ferritina sérica < 15 pg/l; aleatorizadas para recibir IHM con IFS (IHM-IFS, n = 30) o placebos de apariencia idéntica
con IFS (placebo-IFS, n = 30) durante 3 meses. Los resultados incluyeron hemoglobina, volumen corpuscular medio
(VCM), volumen corpuscular medio

Niveles de hemoglobina (MCH), ferritina sérica (SF) medidos al inicio y después de tres meses de intervencion.
Resultados: De 110 participantes evaluados, 60 fueron incluidos después de su consentimiento e intervencion;
ingresaron al analisis por intencion de tratar. Las diferencias entre grupos mostraron que los valores de Hb, VCM, SF
fueron estadisticamente significativos con un tamafio del efecto medio. Las diferencias intragrupo mostraron en Hb
(IHMS - IFS: p < 0,001; placebos - IFS: p < 0,01), VCM (IHMS - IFS: p < 0,00; placebos - IFS: p < 0,01), MCH
(IHMS - IFS: p < 0,001, placebos - IFS: p <0,01), SF (IHMS - IFS: p < 0,001; placebos - IFS: p < 0,001) aumentos
significativos en ambos grupos. Conclusion: Se observaron mejoras significativas tanto dentro como entre los grupos.
Sin embargo, la magnitud de la mejora fue ligeramente mayor en el grupo IHMS-IFS en comparacion con el grupo
placebo-IFS, lo que se evidencia en cambios promedio mayores y tamafios del efecto moderados, favoreciendo los
beneficios coadyuvantes de los IHM en el manejo de la anemia por deficiencia de hierro en mujeres en edad
reproductiva. Se justifican estudios multicéntricos, doble ciego y con muestras grandes para confirmar estos
hallazgos.
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