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Abstract The aims of this study were to conduct a systematic
literature review on balneotherapy about the specific therapeu-
tic role of mineral elements and other chemical compounds of
mineral waters and derivate peloids/muds and to discuss the
study methods used to evaluate it (in musculoskeletal condi-
tions). We searched Medline by PubMed using the following
key words: Bspa therapy^ Bbalneotherapy^ Bmud^ Bpeloid^
Bmud pack Therapy^ in combination with Brandomized con-
trolled trial^ Bdouble blind trial.^ We also reviewed the refer-
ence list of articles retrieved by theMedline search.We selected
the double-blind randomized clinical trials that assessed the
effects of mineral water or mud treatments compared to tap
water, attenuated peloid/mud therapy or similar treatments
without the specific minerals or chemical compounds of the
treatment group (Bnon-mineral^). We evaluated the internal va-
lidity and the quality of the statistical analysis of these trials.
The final selection comprised 27 double-blind randomized clin-
ical trials, 20 related to rheumatology. A total of 1118 patients
with rheumatological and other musculoskeletal diseases were
evaluated in these studies: 552 of knee osteoarthritis, 47 of hand

osteoarthritis, 147 chronic low back pain, 308 of reumathoid
arthritis, and 64 of osteoporosis; 293 of these participants were
assigned to the experimental groups of knee osteoarthritis, 24 in
hand osteoarthritis, 82 of low back pain, 152 with reumathoid
arthritis, and 32 with osteoporosis. They were treated with min-
eral water baths and/or mud/peloid (with or without other forms
of treatment, like physical therapy, exercise…). The rest were
allocated to the control groups; they received mainly tap water
and/or Bnon-mineral^ mud/peloid treatments. Mineral water or
mud treatments had better and longer improvements in pain,
function, quality of life, clinical parameters, and others in some
rheumatologic diseases (knee and hand osteoarthritis, chronic
low back pain, rheumatoid arthritis, and osteoporosis) com-
pared to baseline and non-mineral similar treatments. Internal
validity and other limitations of the study’s methodology im-
pede causal relation of spa therapy on these improvements.
Randomized clinical trials are very heterogeneous. Double-
blind randomized clinical trials seem to be the key for studying
the role of mineral elements and other chemical compounds,
observing enough consistency to demonstrate better and longer
improvements for mineral waters or derivate compared to tap
water; but due to heterogeneity and gaps on study protocol and
methodology, existing research is not sufficiently strong to
draw firm conclusions. Well-designed studies in larger patients’
population are needed to establish the role of minerals and other
chemical compounds in spa therapy.
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Introduction

Spa therapy is one of the most commonly used
nonpharmacological approaches for rheumatological diseases
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in many European and Middle Eastern countries, as well as in
Japan and Israel, in classical medicine as a cure for various
illnesses. However, despite the long history and popularity of
spa therapy, its role in modern medicine is still not clear (Tenti
et al. 2015). Double-blind placebo controls are challenging in
the field of medical hydrology. These controls, or patients
receiving placebo, are difficult to establish because of the
features of the therapies to be tested (e.g., mineral water baths,
or mineral mud-packs).

In the last 5 years, many RCTs have addressed the efficacy
of balneotherapy mainly in rheumatic diseases and general
pain management (Bazzichi et al. 2013; Branco et al. 2016;
Ciani et al. 2017; Ciprian et al., 2013; Costantino et al. 2012;
Cozzi et al. 2015; Espejo-Antunez et al. 2013b; Fazaa et al.
2014; Fioravanti et al. 2012, 2014, 2015a, b; Franke and
Franke 2013; Gremeaux et al. 2013; Gungen et al. 2016;
Horvath et al. 2012; Karagülle et al. 2017; Kovács et al.
2016; Kulisch et al. 2014; Metin Ökmen et al. 2017; Özkuk
et al. 2016; Pascarelli et al. 2016; Sarsan et al. 2012; Tefner
et al. 2012). These studies have sought to elucidate the mech-
anisms of action of mineral waters. Promising data so far
include increased plasma endorphin or cortisol levels, adrenal
axis activation, and reduced plasma levels of some inflamma-
tory mediators (IL, PGs, and TNF). Notwithstanding, the
mechanisms explaining the beneficial effects of mineral or
thermal waters or thermo-mineral mud observed in patients
with rheumatic disease remain largely unresolved. It has been
proposed that numerous factors such as mechanical, thermal,
and chemical effects play a combined role (Bender et al. 2005;
Fioravanti et al. 2011, 2017).

Spa therapy normally includes many different things in the
tested therapy which may also complicate research protocols,
making comparisons even more difficult. Basic components
of health resort interventions are balneotherapy and
climatotherapy. In many countries, treatments involving natu-
ral mineral waters, gases, and/or peloids are referred to as
balneotherapy (crenobalneotherapy and spa therapy). Routes
of application include steams for bathing, drinking, inhala-
tions, etc. Hydrotherapy is the use of tap water for therapy,
and climatotherapy is the use of climate factors for therapy. As
part of a treatment regimen, non-thermal water techniques
such as pool water-jets, exercises, mobilization, or massages
may be added. Physical effects have been attributed to heat
and massages along with beneficial effects of a relaxing less
stressful lifestyle away from home (daily care, health educa-
tion, meeting new people, etc.). There are numerous factors
with presumed additive impacts that comprise a complex ther-
apeutic intervention (Gutenbrunner et al. 2010; Gomes et al.
2013; Gomes 2017).

Although such complex factors have delayed the move of
medical hydrology to evidence-based medicine (EBM), there
have been some studies of acceptable quality for the present
review. These are double-blind RCTs in which neither patients

nor physicians were aware of the type of treatment a patient
received.

The objective of this review is to summarize whether the
mineral elements and other chemical compounds of mineral
waters or muds/peloids of spa therapy have clinical effects; we
reviewed double-blind randomized, controlled trials that
assessed the efficacy of these chemical components for rheuma-
tologic diseases compared with tap water and/or Bnon-mineral^
mud/peloid treatments in adults undergoing spa therapy.

Methods

Search strategy

We conducted a literature search concerning clinical studies
about spa therapy in September 2016, and in particular, we
examined the period between Bany year^ and September
2016. Medline was searched using the terms Bspa (therapy)^
OR Bbalneotherapy^ OR Bmud^ OR Bpeloid^ OR Bmud pack
(therapy)^ in combination with/ AND Brandomized double
blind.^ For each article retrieved using our search terms, we
looked for additional articles by using the related article link
onMedline, reviewingMedline articles by the same authors as
the retrieved article and reviewing the reference list of the
retrieved article. We also search on previous systematic re-
views (Espejo-Antunez et al. 2013a; Falagas et al. 2009;
Forestier and Françon 2008; Forestier et al. 2016; Fortunati
et al. 2016; Fraioli et al. 2013; Kardeş et al., 2017; Naumann
and Sadaghiani 2014; Pittler et al. 2006; Santos et al. 2016;
Tenti et al. 2015; Verhagen et al. 2015; Xiang et al. 2016).

Selection of articles

RCTs published in English language journals: trials that com-
pared mineral baths and or mud, to hydrotherapy or to non-
mineral similar treatments associated or not with other treat-
ments (massage, shower, exercises, etc…). We excluded
RCTs comparing mineral baths and or mud to no treatment
or other type of treatment (like pharmacological treatments).
We developed an independent data extraction sheet. All the
studies were reviewed by the same reader. We did not contact
other authors for further information apart from the trials.

Assessment of the methodological quality of retrieved
articles

For the quality assessment of the studies that were included in
the review after the preliminary selection, information was
extracted from each included trial on the following: number
of patients included in the studies and characteristics of trial
participants (including age, stage and severity of disease, and
method of diagnosis), and the trial’s inclusion and exclusion
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criteria; type of intervention (mineral baths and or mud versus
hydrotherapy or to non-mineral similar treatments associated
or not with other treatments); type of outcome measure and
more frequent study bias, taking in account the non-
excludable ones concerning studies of nonpharmacological
trials. At present, there is no universally accepted checklist
f o r ev a l u a t i ng t h e me t hodo l og i c a l qu a l i t y o f
nonpharmacological trials (Forestier and Françon 2008).

We used a checklist specifically designed to evaluate the
internal validity of non-pharmacological trials in 10-item
checklist to evaluate a report of a nonpharmacological trial
(CLEAR NPT). These items were selected using the Delphi
method to develop a consensus among 55 experts (Boutron
et al. 2005) (Table 1).

Results

The final selection comprised 27 trials, 20 related to rheuma-
tology (Abu Shakra et al. 2014; Bálint et al. 2007; Bender
et al. 2007; Codish et al. 2005; Elkayam et al. 1991; Flusser
et al. 2002; Franke et al. 2000, 2007; Güngen et al. 2012;
Kovács and Bender 2002; Kovács et al. 2012; Kulisch et al.
2009; Mahboob et al. 2009; Odabasi et al. 2008; Sukenik et al.
1992; Szucs et al. 1989; Tefner et al. 2013; Wigler et al. 1995;
Winklmayr et al. 2015; Yurtkuran et al. 2006) and 7 to other
medical fields: 3 on respiratory tract (Staffieri et al. 2008;
Ottaviano et al. 2011, 2012), 3 on dermatology (Borroni
et al. 2013; Wong et al. 2013; Hon et al. 2016), and 1 gyne-
cology (Zambó et al. 2008).

We analyzed only rheumatology according to our topic.
Rheumatology is the first indication for medical spas all over
the world (Fig. 1).

The studies had been conducted in 12 different health spas
(7 in Hungary, 1 in Israel, 1 in Turkey, 1 in Iran, 1 in Germany,
and 1 in Austria) and 8 in Rehabilitation Center and others.
Table 2 shows the authors, diagnose, participants, treatment
and control characteristics, locations, and mineral contents.

In the 20 trials, 10 included patients with knee osteoarthritis
(KOA), 4 of them tested mineral water bath (Szucs et al. 1989;
Kovacs et al. 2002; Yurtkuran et al. 2006; Bálint et al. 2007), 5
of them tested mud compresses/pack/gel (Flusser et al. 2002;
Odabasi et al. 2008; Mahboob et al. 2009; Güngen et al. 2012;
Tefner et al. 2013) and 1 of them tested mineral water bath
plus mud packs (Wigler et al. 1995); 1 trial with hand osteo-
arthritis (HOA), and tested mineral water baths (Kóvacs et al.
2012); 3 trials with low back pain (LBP), 2 of them tested
mineral water baths (Bender et al. 2007; Kulisch et al.
2009), and 1 tested mud compresses (Abu-Shakra et al.
2014); 5 with rheumatoid arthritis (RA), 3 of them tested
mineral water baths (Elkayam et al. 1991; Franke et al.
2000, 2007) and 2 tested mud packs/compresses (Sukenik
et al. 1992; Codish et al. 2005) and 1 with osteoporosis

(OP), that tested mineral water baths (Winklmayr et al.
2015). In Elkayam et al. (1991) study, we consider only the
randomized population (patients with RA).

We have reviewed each report to identify the criteria used
for assignment to experimental vs control groups: a total of
1118 subjects were initially enrolled in the 20 studies: 552 of
KOA, 47 of HOA, 147 of LBP, 308 of RA, and 64 of OP; 293
of these participants were assigned to the experimental groups
of KOA, 24 in HOA, 82 of LBP, 152 with RA, and 32 with
OP. They were treated with thermo-mineral water baths and/or
mud (with or without other forms of treatment, like physical
therapy, exercise…). The rest were allocated to the control
groups; they received mainly tap water and/or non-mineral
mud treatments.

Other reviewed data were as follows: enrolment, character-
istics of the treatments received, assessment methods and
scales, statistical tests used for the analysis of the results, con-
clusions of the investigators. There is a huge heterogeneity of
RCTs in the method used, very different from study to study
(inclusion and exclusion criteria, number of patients, end-
points, statistical test used…); this makes formal conclusions
or inappropriate doing a meta-analysis difficult (also evalua-
tion criteria, obvious for different diseases but even happen in
same pathology (KOA), with so different evaluation criteria:
pain, Lequesne index, Wester Ontario and McMaster
Universities Osteoarthrities index (WOMAC index)…, and
follow up duration (1 day to 1 year). Instead, each study has
been critically analyzed and compared to others.

Evaluation of study methodologies

Internal validity

Table 3 shows the internal validity of the selected studies upon
the CLEAR NTP criteria.

In the 20 trials, 4 have high internal validity: 2 get 10/10
(Franke et al. 2000; Winklmayr et al. 2015), 1 get 9/10
(Franke et al. 2007), 1 get 8/10 (Kovács et al. 2012); 5 have
medium internal validity: 3 get 7/10 (Bálint et al. 2007;
Mahboob et al. 2009; Tefner et al. 2013), 2 get 6/10 (Kovacs
et al. 2002; Kulisch et al. 2009); 11 low internal validity: 4 get
5/10 (Wigler et al. 1995; Flusser et al. 2002; Yurtkuran et al.
2006; Abu-Shakra et al. 2014), 7 get 4/10 (Szucs et al. 1989;
Odabasi et al. 2008; Gungen et al. 2012; Bender et al. 2007;
Elkayam et al. 1991; Sukenik et al. 1992; Codish et al. 2005).
Randomization procedures were adequate in 9 trials, but just 6
achieve concealment of allocation. The interventions were
described in detail in all of them, also because only few
have other interventions a part from the tested ones (in
contrast with majority of spa therapy published trials,
which normally include so other treatments as physiother-
apy, exercise but the control is no intervention or other
physical medicine intervention). The level of experience
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of the therapist is not mentioned in the studies, but as most
of them are in spas or rehabilitation centers, they were
probably qualified. Note that some studies are done at
home, self-made, or with assistant not specified.
Adherence of the patients to the prescribed treatments is

reported in four studies. Blinding of the patients and inves-
tigators was one of our inclusion criteria, in some studies is
not directly specified. The blinding of the therapist is just
mentioned in five studies. Only 6 of the 20 trials used the
intention to treat approach for the statistical analysis.

Table 1 Final checklist of items
to assess quality of randomized
controlled trials of non-
pharmacological treatment
(Boutron et al. 2005)

Item Possible answers

1. Was the generation of allocation
sequences adequate?

2. Was the treatment allocation concealed?

3. Were details of the intervention administered to
each group made available?a

4. Were care providers’ experience or skillb in
each arm appropriate?c

5. Was participant (i.e., patients) adherence
assessed quantitatively?d

6. Were participants adequately blinded?

Yes, no, unclear

Yes, no, unclear

Yes, no, unclear

Yes, no, unclear

Yes, no, unclear

Yes, no, because blinding is not feasible

No, although blinding is feasible, unclear

6.1. If participants were not adequately blinded

6.1.1. Were all other treatments and care
(i.e., cointerventions) the same in
each randomized group?

Yes, no, unclear

6.1.2. Were withdrawals and lost to follow-up
the same in each randomized group?

Yes, no, unclear

7. Were care providers or persons caring for the
participants adequately blinded?

Yes, no, because blinding is not feasible

No, although blinding is feasible, unclear

7.1. If care providers were not adequately blinded

7.1.1. Were all other treatments and care
(i.e., cointerventions) the same in
each randomized group?

Yes, no, unclear

7.1.2. Were withdrawals and lost to
follow-up the same in each randomized group?

Yes, no, unclear

8. Were outcome assessors adequately blinded to assess the
primary outcomes?

Yes, no, because blinding is not feasible

No, although blinding is feasible, unclear

8.1. If outcome assessors were not adequately blinded,
were specific methods used to avoid ascertainment bias
(systematic differences in outcome assessment)?e

Yes, no, unclear

9. Was the follow-up schedule the same in each group?f Yes, no, unclear

10. Were the main outcomes analyzed according to the
intention-to-treat principle?

Yes, no, unclear

a The answer should be Byes^ for this item if these data were either described in the report or made available for
each arm (reference to a preliminary report, online addendum etc.)
b Care provider experience or skill will be assessed only for therapist-dependent interventions (i.e., interventions
where the success of the treatment are directly linked to care providers’ technical skill). For their treatment, this
item is not relevant and should be removed from the checklist or answered Bunclear’
c Appropriate experience or skill should be determined according to published data, preliminary studies, guide-
lines, run-in period, or a group of experts and should be specified in the protocol for each study arm before the
beginning of the survey
d Treatment adherence will be assessed only for treatments necessitating iterative interventions (e.g., physiother-
apy that suppose several sessions, in contrast to a one-shot treatment such as surgery). For one-shot treatments,
this item is not relevant and should be removed from the checklist or answered Bunclear^
e The answer should be Byes^ for this item, if the main outcome is objective or hard, or if outcomes were assessed
by a blinded or at least an independent end point review committee, or if outcomes were assessed by an inde-
pendent outcome assessor trained to perform the measurements in a standardized manner, or if the outcome
assessor was blinded to the study purpose and hypothesis
f This item is not relevant for trials in which follow-up is part of the question. For example, this item is not relevant
for a trial assessing frequent vs less frequent follow-up for cancer recurrence. In these situations, this item should
be removed from the checklist or answered Bunclear^
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Criteria used for study enrolment and treatment
characteristics

In 12 of the 20 studies we reviewed, enrolment was based on
the ACR criteria for diagnosis of KOA, HOA, or RA. Others
used were as follows: 1 with EULAR criteria (Szucs et al.
1989) but ACR criteria for KOA were published by Altman
et al. (1986), 1 with Derek et al. (1999) criteria (Kovács and
Bender 2002), and in 2 is not mentioned (Flusser et al. 2002;
Wigler et al. 1995). In LBP, one of the three studies just men-
tions Bchronic complaints of lumbar pain for at least 6 month^
(Bender et al. 2007), Bfor more than a year^ (Abu Shakra et al.
2014), and in the other one Bmore than 3 months^ (Kulisch
et al. 2009). Patients in the experimental groups of 10 studies
were treated with hot mineral water baths (Bálint et al. 2007;
Bender et al. 2007; Franke et al. 2000, 2007; Kovács and
Bender 2002; Kovács et al. 2012; Kulisch et al. 2009; Szucs
et al. 1989; Winklmayr et al. 2015; Yurtkuran et al. 2006)
while two received hot mineral baths plus mud pack therapy
(Elkayam et al. 1991;Wigler et al. 1995); 7 receivedmud pack
therapy alone (Flusser et al. 2002; Güngen et al. 2012;
Odabasi et al. 2008; Sukenik et al. 1992; Tefner et al. 2013;
Abu-Shakra et al., 2014); and 1 received mud gel alone
(Mahboob et al. 2009).

The experimental group of Szucs et al. (1989) (KOA) re-
ceived 15 baths in the space of 18 days; those studied by
Kovács and Bender (2002) (KOA) same number of baths
but in 15 days, same as Yurtkuran et al. (2006), Kóvacs et al.
(2012) 15 baths in 3 weeks (HOA), same as Franke et al.
(2000, 2007) in RA. Bálint et al. (2007) were also 15 baths
but in 4 weeks (KOA). Bender et al. (2007) 10 baths in
2 weeks and Kulisch et al. (2009) 21 baths in 3 weeks for LBP.

Wigler et al. (1995) for KOA and Elkayam et al. (1991) for
RA used thermal mineral water everyday plus mud packs
every second day in the experimental group during 2 weeks.

Flusser et al. (2002) and Odabasi et al. (2008) for KOA
used 15 mud packs in the space of 3 weeks, but Güngen
et al. (2012) and Sukenik et al. (1992) were 12 mud packs
in 2 weeks and Tefner et al. (2013) 10 mud packs treatment
in 2 weeks; Abu-Shakra et al. (2014) for LBP and Codish
et al. (2005) in RA used 15 application of mud compresses
during 3 weeks for the treatment group and Mahboo et al.
(2009) 30 days of daily applications of mud gel for KOA.
The experimental group of Winklmayr et al. (2015) (OP)
received 5 baths in the space of 7 days followed by a
6 weeks lasting off-site non-treatment interval, followed
by a second on-site Bbrush-up^ time of treatment of two
more baths in 3 days.

Records identified through Medline 

searching

(n = 179)

Additional records identified 

through other sources 

(n = 15) 

Records after duplicates removed 

(n = 157) 

Records screened 

(n =  121) 

Not in english (excluded) 

(n = 36) 

Full-text articles assessed 

for eligibility 

(n = 41) 

Full-text articles excluded, 

with reasons 

Not on spa therapy  

(n = 36) 

Bakground information on 

spa therapy (n = 12) 

Not on rheumatology 

(n = 7) 

Not double blind RCT 

(n = 25) 

Studies included in 

qualitative synthesis (not 

on efficacy 

(n = 21)

Studies included in 

quantitative synthesis 

(systematic review) 

(n = 20) 

Fig. 1 Flow chart of articles
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Only six studies mentioned other treatments (a part of phar-
macotherapy) in the experimental groups: home-based exer-
cise program for KOA (Yurtkuran et al. 2006); regular exer-
cise also in KOA (Bálint et al. 2007), 3 to 4 h mountain hiking
tours in OP (Winklmayr et al. 2015) and specially described
electrotherapy for LBP in the Kulisch et al. (2009) trial, and a
complete rehabilitation program (exercise, physiotherapy, and
others related with a spa experience) in the Franke et al. (2000,
2007) studies for RA.

The studies also differed in the ways they handled treat-
ments already being used by patients at the time of enrolment.
In one study, all such treatment was not allowed (Kovács and
Bender 2002 KOA). The rest permitted the use of pain killers
and NSAID (doses not mentioned, only mentioned the Busual
ones^ or Bstandard ones^) if the patient had taken them at least
some time before starting the study (1 month to 6 months).
Some of them specify that supplementing the drug regimen of
subjects with new agents or introducing new treatments was
avoided during the study period. In RA, new DMARD or
steroids was not allowed in the last 3 to 6 months in the five
studies (others like injections of steroids were on the exclusion
criteria). In OP, participants should not have used hormone
replacement therapy or any other therapy affecting the bone
metabolism during the last 12 months before enrollment.

Timing of assessments of treatment efficacy

In all of the studies of the review, the patients either for exper-
imental or control groups were clinically evaluated (and some-
times laboratory tested) before and after treatment; at least two
assessments were made, one in the beginning and a second
one after 10 to 30 days (minimum and maximum duration of
the interventions). Reassessments are the difference: after 1st
day, 6th day, 8th day of the treatment (middle), 1 and/or
2 month after, 3 months after, 15 or 20 weeks after, 6 or
7 months after, and even 1 year after the treatment.

Evaluation criteria: clinical variables and indexes
of treatment efficacy

We reviewed 20 trials of rheumatology, focus on 5 different
end-points: KOA, HOA, LBP, RA, and OP. Of course, pain
has been the main outcome measured with visual scales, but
we can find three different ones and we also see that pain has
been evaluated in different circumstances: rest, after move-
ment, night pain…, every trial with its own considerations.
Tenderness has been evaluated in six trials and other clinical
parameters as swelling, effusions or crepitus, deformity…,
only in 4. The range of movement of joins has been evaluated
in six studies (with different methods) and muscle strength
only in 3 (always with a dynamometer).

Laboratory test had been included in the assessments of 9
studies of the 20 studied. The more used had been the

erythrocyte sedimentation rate (ESR) and high sensitivity re-
active C protein (hs-CRP) parameters, especially in the ones
with longer re-assessments. The OP study has measurements
of individual bone marker levels to visualize the balance of
bone formation and bone reabsorption together with the rate of
bone turnover.

We can find also some validated scales (WOMAC as a
prominent one, used in 6 of the 11 studies… but other’s has
been used as Lequesne Index, Owestry Index, Qualeffo-41,
Ronald and Morris Questionnaire); in some of them, also, we
find patient assessments with different short scales (visual or
oral, rated from a minimum to a maximum) for impairments,
disease severity or status and physician’s opinion with same
scales. Table 4 shows all the variables and index used in the 20
studied trials.

Statistical analysis

The methods used to analyze the results of treatment also
varied a lot in the 20 studies, and global analysis of all the
data was not possible. The assessment of treatment efficacy
was done in two ways: (1) intragroup comparison of data
collected before and after (and after) the treatments and (2)
comparison of experimental group vs control group data col-
lected with the same timing: 14 of the 20 RCTs have this
statistical between group comparison which is the only one
which makes it possible to conclude that a treatment is supe-
rior to its control. Most of the treatment groups (16 of the total
20) included only balneotherapy (baths and/or mud or deri-
vates) but no other treatments as physiotherapy or exercise,
therefore, pre- vs post-treatment comparisons are done within
each of the two groups, precluding confirmation or not of the
study hypothesis.

In the 20 studies reviewed, quantitative results were
expressed as means ± standard deviations, facilitating compar-
isons of the results of the different trials. Other four studies
reported some descriptive data in medians or ranges.

The statistical tests were usually appropriate for the distri-
bution of the data, but also differ widely. Five of the studies
used theMann-WhitneyU test (in some cases for comparisons
intra and inter-group); in others, 2 only for the later. Other
studies used Student’s t test for comparisons at the baseline,
8 between the two groups and the Friedman test for the com-
parisons between the different times of the study in the single
groups, 3 studies. Other studies used just the Student’s t test
for inter- and intra-group comparisons. We can find also other
type of analysis in all studies: analysis of variance (ANOVA),
multiple linear regression, Chi-squared test, Fisher’s exact
test, Friedman test, Wilcoxon test, Spearman’s correlation test,
or McNemar’s test for specific data.

In few of the studies, seven describe the source population
and seven studies specify the amount of evaluated patients
who were finally included in the study, a measure of external
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validity which represents representatively of the study popu-
lation from the entire population who has the same condition.

See Table 5 for the statistical analysis and external validity.

Clinical results

In our review of KOA, with 10 trials, internal validity of the
studies is low in 6 studies to medium in 4; the studies using
baths found better improve in pain at the end of the treatment
and more leukocyte reaction in the middle of the treatment
group. To better improve in pain, range of movement, tender-
ness of palpation, medical assessment at the end of the treat-
ment group, the improvement after 3 months is only signifi-
cant in pain and range of movement and tenderness in other
study and also inWOMAC index after 3 months (Bálint et al.,
2007). The studies using mineral mud compresses at home
found better improvement in pain at the end of the treatment
and longer 1 month, and better improvement in severity index
(Lequesne) at 1- and 3-month follow-up. Odabasi et al. (2008)
found better reduction in pain, WOMAC parameters, and dis-
ease severity during 6 months after mud packs vs control, but
internal validity is low; less analgesic consumption also in
most of the weeks followed up is also recorded in two studies
with mud packs. Güngen et al. (2012) found longer improve-
ments 3 months in physical activity status and maintenance of
YKL-40 levels (related with the stop of the progression of the
disease) in the treatment group also using mud packs versus
hot packs. Mud topical gel appears to be better than control in
reduction of pain, stiffness, join mobility, and reduction of
TNF levels at the end of treatment in the study of Mahboob
et al. (2009), with a high internal validity but low statistical
power. In studies which use mineral baths and mud also found
better improvements in night pain and severity index and lon-
ger effects (up to 5 months vs 4 in control groups).

In HOA, with only one trial, internal validity is high and
found better improvement at the end of the treatment in all
parameters studied and longer 3 months in most of them (not
for morning stiffness or grip strength) but only some of them
in 6 months time (not quality of life parameters).

In LBP, with three trials, internal validity is low in 2 studies
to medium in 1. One of the studies (Kulisch et al. 2009), in the
group treated with thermal water, improvement occurred ear-
lier, lasted longer (15 weeks), and was statistically significant.
In other study (Abu-Shakra et al. 2014), data suggest better
pain control in patients treated with mineral-rich mud com-
presses compared to those treated with mineral-depleted mud
packs. In other study, we find better activation of the anti-
oxidant system by reducing the activity of 4 enzymes stud-
ied from the first session and in the end of the treatment,
although in other study of LBP, Tefner et al. (2013) do not
show significant difference (lack of statistical power? Lack
of main judgment criteria?).

In RA, we find two trials with high internal validity (Franke
et al. 2000, 2007) and low the others. Carbon dioxide and
radon bath are superior to carbon dioxide bath alone for pain,
function, and quality of life for patients included in a rehabil-
itation program, among less consumption of drugs. In others
studies, we also found better and longer (1 or 3 months) im-
provement in grip strength, pain, and severity according to
physician observation (1 month), activities of daily living
and patient self-assessment of disease severity (3 month),
and reduction in the number of swollen joints and in the
Ritchie index (3 months). On the other hand, Sukenik et al.
(1992) found improvement in morning stiffness at the end of
the treatment period only in the control group.

In OP, with only 1 trial, internal validity is high and found
significant changes over time in the concentrations of almost
all analyzed bone markers and humoral factors as well as on
quality of life parameters (6 months). Although low-dose ra-
don hyperthermia balneo treatment does not significantly out-
match conventional thermal water treatment in this study, bor-
derline significant differences of some bonemarkers indicate a
possible additive effect of radon balneo treatment on the
achieved biological effects.

Discussion

A sufficiently large number of trials were identified for this
review. All trials reported improvements after treatment,
though sometimes in the longer term compared to control
treatments lacking mineral components and other chemical
compounds. We thus propose a specific effect of the Bmineral
component^ of spa therapy in rheumatology. However, sever-
al methodological limitations of the studies preclude any solid
conclusions concerning the efficacy of balneotherapy, even
for KOA or RA. These two clinical entities have been the
focus of most of the scientific work conducted in the field over
the course of many years. In effect, double-blind trials are
needed to support evidence-based medicine, but many
single-blind trials (Balogh et al. 2005; Evcik et al. 2007;
Sherman et al. 2009; Tefner et al. 2012) with a good method-
ological approach have helped confirm the effectiveness of
balneotherapy. In such single-blind trials, control groups are
other kinds of physical therapies or no intervention at all be-
sides medication and/or exercise and/or education protocols.
This hinders our understanding of the role of the mineral ele-
ments and other components of mineral waters. The discus-
sion of the specific mechanism of action the Bmineral
elements^ of mineral natural waters and derivate peloids is
not the objective of the present review, but as far as the latter
is concerned, Burguera et al. (2014, 2016) have published
promising studies about the effect of hydrogen sulfide on in-
flammation and catabolic makers on human articular
chondrocytes. The evidence supporting an effect of aquatic
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exercises on rheumatological diseases (as an active treatment)
in tap water is strong (Kamioka et al. 2010; Verhagen et al.
2012; Waller et al. 2013; Yázigi et al. 2013), but the protocols
differ markedly from the used in medical spas, as we are
testing water mineral baths or peloids (as a passive treatment).

We are also aware that some relevant studies were not
included in our review. Although most good quality studies

are usually published in English, other valuable trials written
in other languages, especially German, Japanese, Turkish,
Hungarian, Russian, and French, could exist. Indeed, these
countries have an active tradition in balneotherapy and in re-
search in this field.

The systematic review reported here combines data across
studies in order to estimate treatment effects with more

Table 4 Clinical variables
assessed as indexes of treatment
efficacy

Pain intensity In 18/20 studies, we reviewed that pain has been evaluated and rate by the
patients themselves using the visual analog scale, from 1 to 4 in 2 studies
and from 1 to 10 (cm) (10 studies) or from 1 to 100 (mm) (6). Pain has
been evaluated at rest and/or after movement (after 10 steps in SRS scale (0
to 3) in 1, 50-foot walking time (50-ft. w) (1) or upon exertion (VAS 0 to
100 mm) (1). Night pain (SRS scale) (1). Pain frequency (0 to 100 mm
scale) (1)

Tenderness Ritchie articular index (3), SRS (1),1 to 4 scale (1), Pressure algometer (1)

Laboratory Leucocytes (2), sedimentation speed of red blood cells (ESR) (4), hs-CRP (4)
TNF-a levels (1), YKL-40 (1) Malondialdehyde (MDA) protein levels,
glutathione peroxidase, catalase and superoxide dismutase activity (1)
Rheumatoid Factor- RF (1),

Osteoprotegerin, osteocalcin, leptin, parathyroid hormone,
adrenocorticotropic hormone, human RANKL Single Plex for the
detection of RANKL(1)

Clinical parameters Swelling, effusions or crepitus, deformity: presence or absence (3) and
number of swollen and tender joins (2).

Movement limitations: assessment of range of movement using the
Flexitometer (1), Goniometer (3), Schober’s test (2), finger-to-floor dis-
tance (cm) (1), the Domján R and L tests (the right, left lateral flexion of
the lumbar spine in cm).

Muscles strength with dynamometer (4)

Functional impairment Using the index of severity of OA of the knee (ISK or Lequesne Index) (2),
the Australian/Canadian Osteoarthritis Hand. Index Likert-scaled Format
(AUSCAN LK3.1, (1) The Health Assessment Questionnaire (HAQ) (1),
Oswestry index (1), The Keitel functional test (2), score of the Ronald &
Morris questionnaire for assessment of functional disability (1)

Patient assessment of disease
severity

On a scale (from − 3 to + 3) (1) (from 1 to 100 mm) (2) or (from 0 to 10) (1).

Morning stiffness (MJS in minutes) (5).

Functional capacity: Hanover Functional Capacity Questionnaire for RA (1
study on a scale (from − 3 to + 3) (1) or (from 1 to 100 mm) (2)

Patient’s subjective rating of
therapeutic effect

From 1 to 4 (1); from 0 to 5 (1); from − 3 to + 3 (1) and from 0 to 100 mm (1)

Patient’s subjective rating of
therapeutic effect

From 1 to 4 (1); from 0 to 5 (1); from − 3 to + 3 (1); from 0 to 100 mm (1) and
from 1 to 10 cm (1)

Ambulation capability Walks independently also outdoors 1, moves slowly and awkwardly 2, needs
an aid occasionally to ambulate 3, ambulatory only with an orthotic 4 (1)
15-m Walking time in seconds (2) or Stair climbing – the time needed by
the patient to ascend and then to descend 20 steps (1)

Specifics (multivariable) Western Ontario and McMaster Universities osteoarthritis index (WOMAC),
the multidimensional measure of pain, stiffness, and physical functional
disability (6), The MOPO (Measurement Of Patient Outcome), a German
version of the Arthritis Impact Measurement Scale (AIMS) (1) Zerssen’s
list of somatic complaints (1)

Quality of life Nottingham Health Profile, which includes physical mobility, pain,
emotional reaction, energy level, sleep, and social isolation evaluation.
(NHP) (2), EuroQoL-5D (2), Short-Form 36 (SF-36) questionnaire. (1)
Quality of life questionnaire of the European foundation for osteoporosis
(Qualeffo-41) (1)

Analgesic and/ or NSAIDs Consumption (5)
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precision than is possible in a single study. The main limita-
tion of this systematic review, as with any overview, is that the
patient population, the balneotherapy protocol/characteristics
of the control group, and the outcome definitions are not the
same across studies even in each specific diagnosis.

We consider that one of the major challenges in medical
hydrology research is recruiting a sufficient number of pa-
tients for studies. Sample size calculations are essential for
comparative studies, and a lack of differences between the
study group and control group could be sometimes due to a
small number of patients rather than a lack of treatment effi-
cacy. We should not forget that investigations addressing
drug-based treatments have available data for thousands of
patients as many more are using them every year. Medical
hydrology research has to rely on data from hundreds of pa-
tients at most.

Another major challenge is the evaluation criteria. The
presence of widely varying tests and variables for a given
disorder makes it difficult to define appropriate outcome mea-
sures. Although there are published assessment protocols for
KOA, RA, and other rheumatologic conditions, these are usu-
ally not used by researchers in spa therapy. Protocols for clin-
ical research in medical hydrology need to be standardized to
those of the more traditional therapeutic approaches.

The third challenge is placebo. Spa cures have always
been subjected to skepticism because of the intrinsic char-
acteristics of treatment and the fact that many variables are
subjective. Hence, even the best evaluation criteria (e.g.,
WOMAC) rely on subjective tests. To account for placebo
effects, double-blind trials are best, but how do we distin-
guish between the organoleptic characteristics of water and
control treatments. The heterogeneity of RCTs (inclusion
and exclusion criteria, number of patients, endpoints, sta-
tistical tests, etc.) hinders comparisons of results
preventing reliable conclusions. Meta-analyses of data are
therefore difficult, as reflected by the scarce number of
published metanalyses of the effects of spa therapy (Liu
et al. 2013; Matsumoto et al. 2017; Pittler et al. 2006).

Our study has several limitations. The quality of the studies
varied. Randomization was adequate in all trials, and we
assessed the quality of all of them; however, 11 of the articles
did not explicitly state that analysis of data adhered to the
intention-to-treat principle and 3 remain unclear, which could
lead to overestimation of treatment effect in these trials.
Publication bias might account for some of the effects we
observed; especially, small trials may have an overestimation
of effect sizes.

Lastly, the statistical treatment of intergroup comparisons is
essential to conclude that a given treatment is superior to its
control. We are close to confirming the beneficial effects of
some mineral waters and peloids used to treat pain among
other parameters in KOA, and this might also be the case for
HOA and RA. The key to the differences observed could lie in

better and longer-term effects attributable to the presence of
mineral elements, but the longest follow-up reported has been
1 year and maximum sample size was 134 patients.
Deciphering the impacts of the patient’s environment or the
somatic effect of changes and macroclimate remain a clear
challenge for research.

The lack of double-blinded studies is a consequence of the
blinding difficulty that exists in medical hydrology.

Greatest evidence levels have been obtained for com-
bined interventions in KOA though the mechanisms re-
sponsible for the effects observed remain unknown.
Theoretically, many components of water or mud, especial-
ly trace elements, could be absorbed systemically through
the skin or airways (Bacle et al. 1999; Beer et al. 2003;
Chen et al. 2007; Shani et al. 1985). Some trace elements
are known to affect the immune and inflammatory systems.
However, the studies selected failed to measure trace ele-
ments in serum, soft tissues, or synovial fluid (Svenson
et a l . 1985) . The real mechanisms of act ion of
balneotherapy are unclear, but it has been established that
minerals absorbed from the water can play a therapeutic
role (Halevy et al. 2001) besides that played by the phys-
ical properties of water. It is difficult to analyze the effects
of each component of spa waters separately; we are prob-
ably looking at a complex synergistic effect. The literature
lacks data on the absorption of trace elements from mineral
waters. With regards to mechanisms of action, most papers
describe the hormone effects of balneotherapy, e.g., its im-
pacts on beta-endorphin and cortisol levels. We have still
insufficient data on the interaction between balneotherapy
and the body’s antioxidant system. Notwithstanding, most
of these publications present arguments for the beneficial
effects of balneotherapy on anti-oxidative processes
(Benedetti et al. 2010; Leibetseder et al. 2004). There is a
clear need for more research, preferably conducted in mul-
tiple spas on larger numbers of patients and following rig-
orous methodological criteria.

Conclusion

Mineral bathing or mineral mud application appears to be
more efficient, particularly to relieve pain, than non-
mineral baths or mud, but the lack of sufficient quality of
papers is a limit to these conclusions. Double-bind inves-
tigation has been possible and offers good possibilities for
further investigations.

Compliance with ethical standards

Conflict of interest The authors declare that they have no conflicts of
interest.

2170 Int J Biometeorol (2017) 61:2159–2173



References

Abu-Shakra M, Mayer A, Friger M, Harari M (2014) Dead Sea mud
packs for chronic low back pain. Isr Med Assoc J 16:574–577

Altman R, Asch E, Bloch D, Bole G, Borenstein D, Brandt K, Christy W,
Cooke TD, Greenwald R, Hochberg M et al (1986) Development of
criteria for the classification and reporting of osteoarthritis.
Classification of osteoarthritis of the knee. Diagnostic and therapeu-
tic criteria Committee of the American Rheumatism Association.
Arthritis Rheum 29:1039–1049. doi:10.1002/art.1780290816

Bacle I, Meges S, Lauze C, Macleod P, Dupuy P (1999) Sensory analysis
of four medical spa spring waters containing various mineral con-
centrations. Int J Dermatol 38:784–786. doi:10.1046/j.1365-4362.
1999.00789.x

Bálint GP, Buchanan WW, Adám A, Ratkó I, Poór L, Bálint PV, Somos E,
Tefner I, Bender T (2007) The effect of the thermal mineral water of
Nagybaracska on patients with knee joint osteoarthritis-a double blind
study. Clin Rheumatol 26:890–894. doi:10.1007/s10067-006-0420-1

Balogh Z, Ordögh J, Gász A, Német L, Bender T (2005) Effectiveness of
balneotherapy in chronic low back pain – a randomized single-blind
controlled follow-up study. Forsch Komplementarmed Klass
Naturheilkd 12:196–201. doi:10.1159/000086305

Bazzichi L, DaValle Y, Rossi A, Giacomelli C, Sernissi F, Giannaccini G,
Betti L, Ciregia F, Giusti L, Scarpellini P, Dell'Osso L, Marazziti D,
Bombardieri S, Lucacchini A (2013) A multidisciplinary approach
to study the effects of balneotherapy and mud-bath therapy treat-
ments on fibromyalgia. Clin Exp Rheumatol 31:S111–S120

Beer AM, Junginger HE, Lukanov J, Sagorchev P (2003) Evaluation of
the permeation of peat substances through human skin in vitro. Int J
Pharm 253:169–175. doi:10.1016/S0378-5173(02)00706-8

Bender T, Karagülle Z, Bálint GP, Gutenbrunner C, Bálint PV, Sukenik S
(2005) Hydrotherapy, balneotherapy, and spa treatment in pain man-
agement. Rheumatol Int 25:220–224. doi:10.1007/s00296-004-0487-4

Bender T, Bariska J, Vághy R, Gomez R, Kovács I (2007) Effect of
balneotherapy on the antioxidant system-a controlled pilot study.
Arch Med Res 38:86–89. doi:10.1016/j.arcmed.2006.08.007

Benedetti S, Canino C, Tonti G, Medda V, Calcaterra P, Nappi G, Salaffi
F, Canestrari F (2010) Biomarkers of oxidation, inflammation and
cartilage degradation in osteoarthritis patients undergoing sulfur-
based spa therapies. Clin Biochem 43:973–978. doi:10.1016/j.
clinbiochem.2010.05.004

Borroni G, Brazzelli V, Fornara L, Rosso R, Paulli M, Tinelli C, Ciocca O
(2013) Clinical, pathological and immunohistochemical effects of
arsenical-ferruginous spa waters on mild-to-moderate psoriatic le-
sions: a randomized placebo-controlled study. Int J Immunopathol
Pharmacol 26:495–501. doi:10.1177/039463201302600223

Boutron I, Moher D, Tugwell P, Giraudeau B, Poiraudeau S, Nizard R,
Ravaud P (2005) A checklist to evaluate a report of a
nonpharmacological trial (CLEAR NPT) was developed using con-
sensus. J Clin Epidemiol 58:1233–1240. doi:10.1016/j.jclinepi.
2005.05.004

Branco M, Rêgo NN, Silva PH, Archanjo IE, Ribeiro MC, Trevisani VF
(2016) Bath thermal waters in the treatment of knee osteoarthritis: a
randomized controlled clinical trial. Eur J Phys Rehabil Med 52:
422–430

Burguera EF, Vela-Anero A, Magalhães J, Meijide-Faílde R, Blanco FJ
(2014) Effect of hydrogen sulfide sources on inflammation and catabol-
ic markers on interleukin 1β-stimulated human articular chondrocytes.
Osteoarthr Cartil 22:1026–1035. doi:10.1016/j.joca.2014.04.031

Burguera EF, Meijide-Failde R, Blanco FJ (2016) Hydrogen sulfide and
inflammatory joint diseases. Curr Drug Targets. doi:10.2174/
1389450117666160829112824

Chen CQ, Xin H, Zhu YZ (2007) Hydrogen sulfide: third gaseous trans-
mitter, but with great pharmacological potential. Acta Pharmacol Sin
28:1709–1716. doi:10.1111/j.1745-7254.2007.00629.x

Ciani O, Pascarelli NA, Giannitti C, Galeazzi M, Meregaglia M, Fattore
G, Fioravanti A (2017)Mud-bath therapy in addition to usual care in
bilateral knee osteoarthritis: economic evaluation alongside a ran-
domized controlled trial. Arthritis Care Res (Hoboken) 69:966–972.
doi:10.1002/acr.23116

Ciprian L, Lo Nigro A, Rizzo M, Gava A, Ramonda R, Punzi L, Cozzi F
(2013) The effects of combined spa therapy and rehabilitation on
patients with ankylosing spondylitis being treated with TNF inhib-
itors. Rheumatol Int 33:241–245. doi:10.1007/s00296-011-2147-9

Codish S, Abu-Shakra M, Flusser D, Friger M, Sukenik S (2005) Mud
compress therapy for the hands of patients with rheumatoid arthritis.
Rheumatol Int 25:49–54. doi:10.1007/s00296-003-0402-4

CostantinoM, Filippelli A, Quenau P, Nicolas JP, Coiro V (2012) Sulphur
mineral water and SPA therapy in osteoarthritis. Therapie 67:43–48.
doi:10.2515/therapie/2012002

Cozzi F, Raffeiner B, Beltrame V, Ciprian L, Coran A, Botsios C,
Perissinotto E, Grisan E, Ramonda R, Oliviero F, Stramare R, Punzi
L (2015) Effects of mud-bath therapy in psoriatic arthritis patients
treated with TNF inhibitors. Clinical evaluation and assessment of
synovial inflammation by contrast-enhanced ultrasound (CEUS).
Joint Bone Spine 82:104–108. doi:10.1016/j.jbspin.2014.11.002

Derek T, Cooke V, Kelly BP, Harrison L, Mohamed G, Khan B (1999)
Radiographic grading for knee osteoarthritis. A revised scheme that
relates to alignment and deformity. J Rheumatol 26:641–644

Elkayam O, Wigler I, Tishler M, Rosenblum I, Caspi D, Segal R, Fishel
B, YaronM (1991) Effect of spa therapy in Tiberias on patients with
rheumatoid arthritis and osteoarthritis. J Rheumatol 18:1799–1803

Espejo-Antúnez L, Cardero-DuránMA, Garrido-Ardila EM, Torres-Piles
S, Caro-Puértolas B (2013a) Clinical effectiveness of mud pack
therapy in knee osteoarthritis. Rheumatology (Oxford) 52:659–
668. doi:10.1093/rheumatology/kes322

Espejo-Antúnez L, Caro Puértolas B, Ibáñez Burgos B, Porto Payán JM,
Torres Piles ST (2013b) Effects of mud therapy on perceived pain
and quality of life related to health in patients with knee osteoarthri-
tis. Reumatol Clin 9:156–160. doi:10.1016/j.reuma.2012.09.005

Evcik D, KavuncuV, Yeter A, Yigit I (2007) The efficacy of balneotherapy
andmud-pack therapy in patients with knee osteoarthritis. Joint Bone
Spine 74:60–65. doi:10.1016/j.jbspin.2006.03.009

Falagas ME, Zarkadoulia E, Rafailidis PI (2009) The therapeutic effect of
balneotherapy: evaluation of the evidence from randomised con-
trolled trials. Int J Clin Pract 63:1068–1084. doi:10.1111/j.1742-
1241.2009.02062.x

Fazaa A, Souabni L, Ben Abdelghani K, Kassab S, Chekili S, Zouari B,
Hajri R, Laatar A, Zakraoui L (2014) Comparison of the clinical
effectiveness of thermal cure and rehabilitation in knee osteoarthri-
tis. A randomized therapeutic trial. Ann Phys Rehabil Med 57:561–
569. doi:10.1016/j.rehab.2014.09.007

Fioravanti A, Cantarini L, Guidelli GM, GaleazziM (2011)Mechanisms of
action of spa therapies in rheumatic diseases: what scientific evidence
is there? Rheumatol Int 31:1–8. doi:10.1007/s00296-010-1628-6

Fioravanti A, Giannitti C, Bellisai B, Iacoponi F, Galeazzi M (2012)
Efficacy of balneotherapy on pain, function and quality of life in
patients with osteoarthritis of the knee. Int J Biometeorol 56:583–
590. doi:10.1007/s00484-011-0447-0

Fioravanti A, Tenti S, Giannitti C et al (2014) Short- and long-term effects
of mud-bath treatment on hand osteoarthritis: a randomized clinical
trial. Int J Biometeorol 58:79–86. doi:10.1007/s00484-012-0627-6

Fioravanti A, Bacaro G, Giannitti C, Tenti S, Cheleschi S, Gui Delli GM,
Pascarelli NA, Galeazzi M (2015a) One-year follow-up of mud-bath
therapy in patients with bilateral knee osteoarthritis: a randomized,
single-blind controlled trial. Int J Biometeorol 59:1333–1343. doi:
10.1007/s00484-014-0943-0

Fioravanti A, Giannitti C, Cheleschi S, Simpatico A, Pascarelli NA,
Galeazzi M (2015b) Circulating levels of adiponectin, resistin, and
visfatin after mud-bath therapy in patients with bilateral knee

Int J Biometeorol (2017) 61:2159–2173 2171

http://dx.doi.org/10.1002/art.1780290816
http://dx.doi.org/10.1046/j.1365-4362.1999.00789.x
http://dx.doi.org/10.1046/j.1365-4362.1999.00789.x
http://dx.doi.org/10.1007/s10067-006-0420-1
http://dx.doi.org/10.1159/000086305
http://dx.doi.org/10.1016/S0378-5173(02)00706-8
http://dx.doi.org/10.1007/s00296-004-0487-4
http://dx.doi.org/10.1016/j.arcmed.2006.08.007
http://dx.doi.org/10.1016/j.clinbiochem.2010.05.004
http://dx.doi.org/10.1016/j.clinbiochem.2010.05.004
http://dx.doi.org/10.1177/039463201302600223
http://dx.doi.org/10.1016/j.jclinepi.2005.05.004
http://dx.doi.org/10.1016/j.jclinepi.2005.05.004
http://dx.doi.org/10.1016/j.joca.2014.04.031
http://dx.doi.org/10.2174/1389450117666160829112824
http://dx.doi.org/10.2174/1389450117666160829112824
http://dx.doi.org/10.1111/j.1745-7254.2007.00629.x
http://dx.doi.org/10.1002/acr.23116
http://dx.doi.org/10.1007/s00296-011-2147-9
http://dx.doi.org/10.1007/s00296-003-0402-4
http://dx.doi.org/10.2515/therapie/2012002
http://dx.doi.org/10.1016/j.jbspin.2014.11.002
http://dx.doi.org/10.1093/rheumatology/kes322
http://dx.doi.org/10.1016/j.reuma.2012.09.005
http://dx.doi.org/10.1016/j.jbspin.2006.03.009
http://dx.doi.org/10.1111/j.1742-1241.2009.02062.x
http://dx.doi.org/10.1111/j.1742-1241.2009.02062.x
http://dx.doi.org/10.1016/j.rehab.2014.09.007
http://dx.doi.org/10.1007/s00296-010-1628-6
http://dx.doi.org/10.1007/s00484-011-0447-0
http://dx.doi.org/10.1007/s00484-012-0627-6
http://dx.doi.org/10.1007/s00484-014-0943-0


osteoarthritis. Int J Biometeorol 59:1691–1700. doi:10.1007/
s00484-015-0977-y

Fioravanti A, Karagülle M, Bender T, Karagülle MZ (2017)
Balneotherapy in osteoarthritis: facts, fiction and gaps in knowledge.
Eur J Integr Med 9:148–150. doi:10.1016/j.eujim.2017.01.001

Flusser D, Abu-ShakraM, FrigerM, Codish S, Sukenik S (2002) Therapy
with mud compresses for knee osteoarthritis: comparison of natural
mud preparations with mineral-depleted mud. J Clin Rheumatol 8:
197–203. doi:10.1097/01.RHU.0000022542.38402.A9

Forestier R, Françon A (2008) Crenobalneotherapy for limb osteoarthri-
tis: systematic literature review and methodological analysis. Joint
Bone Spine 75:138–148. doi:10.1016/j.jbspin.2007.06.009

Forestier R, Erol Forestier FB, Francon A (2016) Spa therapy and knee
osteoarthritis: a systematic review. Ann Phys Rehabil Med 59:216–
226. doi:10.1016/j.rehab.2016.01.010

Fortunati NA, Fioravanti A, Seri G, Cinelli S, Tenti S (2016) May spa
therapy be a valid opportunity to treat hand osteoarthritis? A review
of clinical trials and mechanisms of action. Int J Biometeorol 60:1–
8. doi:10.1007/s00484-015-1030-x

Fraioli A, Grassi M, Mennuni G, Geraci A, Petraccia L, Fontana M,
Conte S, Serio A (2013) Clinical researches on the efficacy of spa
therapy in fibromyalgia. A systematic review. Ann Ist Super Sanita
49:219–229. doi:10.4415/ANN_13_02_13

Franke A, Reiner L, Pratzel HG, Franke T, Resch KL (2000) Long-term
efficacy of radon spa therapy in rheumatoid arthritis–a randomized,
sham-controlled study and follow-up. Rheumatology (Oxford) 39:
894–902

Franke A, Reiner L, Resch KL (2007) Long-term benefit of radon spa
therapy in the rehabilitation of rheumatoid arthritis: a randomised,
double-blinded trial. Rheumatol Int 27:703–713. doi:10.1007/
s00296-006-0293-2

Franke A, Franke T (2013) Long-term benefits of radon spa therapy in
rheumatic diseases: results of the randomised, multi-centre IMuRa
trial. Rheumatol Int 33:2839–2850. doi:10.1007/s00296-013-2819-8

Gomes C, CarreteroMI, PozoM,Maraver F, Cantista P, Armijo F, Legido
JL, Teixeira F, Rautureau M, Delgado R (2013) Peloids and
pelotherapy: historical evolution, classification and glossary. Appl
Clay Sci 75–76:28–38. doi:10.1016/j.clay.2013.02.008

Gomes CS (2017) Healing and edible clays: a review of basic concepts,
benefits and risks. Environ Geochem Health. doi:10.1007/s10653-
016-9903-4

Gremeaux V, Benaïm C, Poiraudeau S, Hérisson C, Dupeyron A,
Coudeyre E (2013) Evaluation of the benefits of low back pain
patients' education workshops during spa therapy. Joint Bone
Spine 80:82–87. doi:10.1016/j.jbspin.2011.12.014

Güngen G, Ardic F, Fındıkoğlu G, Rota S (2012) The effect of mud pack
therapy on serum YKL-40 and hsCRP levels in patients with knee
osteoarthritis. Rheumatol Int 32:1235–1244. doi:10.1007/s00296-
010-1727-4

Gungen GO, Ardic F, Findikoglu G, Rota S (2016) Effect of mud com-
press therapy on cartilage destruction detected by CTX-II in patients
with knee osteoarthritis. J BackMusculoskelet Rehabil 29:429–438.
doi:10.3233/BMR-150629

Gutenbrunner C, Bender T, Cantista P, Karagülle Z (2010) A proposal for
a worldwide definition of health resort medicine, balneology, med-
ical hydrology and climatology. Int J Biometeorol 54:495–507. doi:
10.1007/s00484-010-0321-5

Halevy S, Giryes H, Friger M, Grossman N, Karpas Z, Sarov B, Sukenik
S (2001) The role of trace elements in psoriatic patients undergoing
balneotherapy with Dead Sea bath salt. Isr Med Assoc J 3:828–832

HonKL, TsangYC, Lee VW, PongNH, HaG, Lee ST, ChowCM, Leung
TF (2016) Efficacy of sodium hypochlorite (bleach) baths to reduce
Staphylococcus Aureus colonization in childhood onset moderate-
to-severe eczema: a randomized, placebo-controlled cross-over trial.
J Dermatolog Treat 27:156–162. doi:10.3109/09546634.2015.
1067669

Horváth K, Kulisch Á, Németh A, Bender T (2012) Evaluation of the
effect of balneotherapy in patients with osteoarthritis of the hands: a
randomized controlled single-blind follow-up study. Clin Rehabil
26:431–441. doi:10.1177/0269215511425961

Kardeş S, Karagülle M, Karagülle MZ (2017) Comment on: clinical
efficacy of mudpack therapy in treating knee osteoarthritis: a meta-
analysis of randomized controlled studies. Am J Phys Med Rehabil
96:e9–e10. doi:10.1097/PHM.0000000000000551

Kamioka H, Tsutani K, Okuizumi H, Mutoh Y, Ohta M, Handa S, Okada
S, Kitayuguchi J, Kamada M, Shiozawa N, Honda T (2010)
Effectiveness of aquatic exercise and balneotherapy: a summary of
systematic reviews based on randomized controlled trials of water
immersion therapies. J Epidemiol 20:2–12. doi:10.2188/jea.
JE20090030

Karagülle M, Kardeş S, Karagülle O, Dişçi R, AvcıA, Durak İ, Karagülle
MZ (2017) Effect of spa therapy with saline balneotherapy on
oxidant/antioxidant status in patients with rheumatoid arthritis: a
single-blind randomized controlled trial. Int J Biometeorol 61:
169–180. doi:10.1007/s00484-016-1201-4

Kovács I, Bender T (2002) The therapeutic effects of Cserkeszölö thermal
water in osteoarthritis of the knee: a double blind, controlled, follow-up
study. Rheumatol Int 21:218–221. doi:10.1007/s00296-001-0167-6

Kovács C, Pecze M, Tihanyi Á, Kovács L, Balogh S, Bender T (2012)
The effect of sulphurous water in patients with osteoarthritis of hand.
Double-blind, randomized, controlled follow-up study. Clin
Rheumatol 31:1437–1442. doi:10.1007/s10067-012-2026-0

Kovács C, Bozsik Á, Pecze M, Borbély I, Fogarasi A, Kovács L, Tefner
IK, Bender T (2016) Effects of sulfur bath on hip osteoarthritis: a
randomized, controlled, single-blind, follow-up trial: a pilot study.
Int J Biometeorol 60:1675–1680. doi:10.1007/s00484-016-1158-3

Kulisch A, Bender T, Németh A, Szekeres L (2009) Effect of thermal
water and adjunctive electrotherapy on chronic low back pain: a
double-blind, randomized, follow-up study. J Rehabil Med 41:73–
79. doi:10.2340/16501977-0291

Kulisch Á, Benkö Á, Bergmann A, Gyarmati N, Horváth H, Kránicz Á,
Mándó ZS, Matán Á, Németh A, Szakál E, Szántó D, Szekeres L,
Bender T (2014) Evaluation of the effect of Lake Hévíz thermal
mineral water in patients with osteoarthritis of the knee: a random-
ized, controlled, single-blind, follow-up study. Eur J Phys Rehabil
Med 50:373–381

Leibetseder V, Strauss-Blasche G, Holzer F, Marktl W, Ekmekcioglu C
(2004) Improving homocysteine levels through balneotherapy: ef-
fects of sulphur baths. Clin Chim Acta 343:105–111. doi:10.1016/j.
cccn.2003.12.024

Liu H, Zeng C, Gao SG, Yang T, Luo W, Li YS, Xiong YL, Sun JP, Lei
GH (2013) The effect of mud therapy on pain relief in patients with
knee osteoarthritis: a meta-analysis of randomized controlled trials. J
Int Med Res 41:1418–1425. doi:10.1177/0300060513488509

Mahboob N, Sousan K, Shirzad A, Amir G, Mohammad V, Reza M,
Mansour VA, Hadi V (2009) The efficacy of a topical gel prepared
using Lake Urmia mud in patients with knee osteoarthritis. J Altern
Complement Med 15:1239–1242. doi:10.1089/acm.2009.0304

Matsumoto H, Hagino H, Hayashi K, Ideno Y, Wada T, Ogata T, Akai M,
Seichi A, Iwaya T (2017) The effect of balneotherapy on pain relief,
stiffness, and physical function in patients with osteoarthritis of the knee:
a meta-analysis. Clin Rheumatol. doi:10.1007/s10067-017-3592-y

Metin Ökmen B, Kasapoğlu Aksoy M, Güneş A, Eröksüz R, Altan L
(2017) Effectiveness of PELOID therapy in carpal tunnel syndrome:
a randomized controlled single blind study. Int J Biometeorol. doi:
10.1007/s00484-017-1317-1

Naumann J, Sadaghiani C (2014) Therapeutic benefit of balneotherapy
and hydrotherapy in the management of fibromyalgia syndrome: a
qualitative systematic review and meta-analysis of randomized con-
trolled trials. Arthritis Res Ther 16:R141. doi:10.1186/ar4603

Odabasi E, Turan M, Erdem H, Tekbas F (2008) Does mud pack treat-
ment have any chemical effect? A randomized controlled clinical

2172 Int J Biometeorol (2017) 61:2159–2173

http://dx.doi.org/10.1007/s00484-015-0977-y
http://dx.doi.org/10.1007/s00484-015-0977-y
http://dx.doi.org/10.1016/j.eujim.2017.01.001
http://dx.doi.org/10.1097/01.RHU.0000022542.38402.A9
http://dx.doi.org/10.1016/j.jbspin.2007.06.009
http://dx.doi.org/10.1016/j.rehab.2016.01.010
http://dx.doi.org/10.1007/s00484-015-1030-x
http://dx.doi.org/10.4415/ANN_13_02_13
http://dx.doi.org/10.1007/s00296-006-0293-2
http://dx.doi.org/10.1007/s00296-006-0293-2
http://dx.doi.org/10.1007/s00296-013-2819-8
http://dx.doi.org/10.1016/j.clay.2013.02.008
http://dx.doi.org/10.1007/s10653-016-9903-4
http://dx.doi.org/10.1007/s10653-016-9903-4
http://dx.doi.org/10.1016/j.jbspin.2011.12.014
http://dx.doi.org/10.1007/s00296-010-1727-4
http://dx.doi.org/10.1007/s00296-010-1727-4
http://dx.doi.org/10.3233/BMR-150629
http://dx.doi.org/10.1007/s00484-010-0321-5
http://dx.doi.org/10.3109/09546634.2015.1067669
http://dx.doi.org/10.3109/09546634.2015.1067669
http://dx.doi.org/10.1177/0269215511425961
http://dx.doi.org/10.1097/PHM.0000000000000551
http://dx.doi.org/10.2188/jea.JE20090030
http://dx.doi.org/10.2188/jea.JE20090030
http://dx.doi.org/10.1007/s00484-016-1201-4
http://dx.doi.org/10.1007/s00296-001-0167-6
http://dx.doi.org/10.1007/s10067-012-2026-0
http://dx.doi.org/10.1007/s00484-016-1158-3
http://dx.doi.org/10.2340/16501977-0291
http://dx.doi.org/10.1016/j.cccn.2003.12.024
http://dx.doi.org/10.1016/j.cccn.2003.12.024
http://dx.doi.org/10.1177/0300060513488509
http://dx.doi.org/10.1089/acm.2009.0304
http://dx.doi.org/10.1007/s10067-017-3592-y
http://dx.doi.org/10.1007/s00484-017-1317-1
http://dx.doi.org/10.1186/ar4603


study. J Altern Complement Med 14:559–565. doi:10.1089/acm.
2008.0003

Ottaviano G, Marioni G, Staffieri C, Giacomelli L, Marchese-Ragona R,
Bertolin A, Staffieri A (2011) Effects of sulfurous, salty, bromic,
iodic thermal water nasal irrigations in nonallergic chronic
rhinosinusitis: a prospective, randomized, double-blind, clinical,
and cytological study. Am J Otolaryngol 32:235–239. doi:10.
1016/j.amjoto.2010.02.004

Ottaviano G, Marioni G, Giacomelli L, La Torre FB, Staffieri C,
Marchese-Ragona R, Staffieri A (2012) Smoking and chronic rhini-
tis: effects of nasal irrigations with sulfurous-arsenical-ferruginous
thermal water: A prospective,randomized, double-blind study. Am J
Otolaryngol 33:657–662. doi:10.1016/j.amjoto.2012.03.002

Özkuk K, Gürdal H, Karagülle M, Barut Y, Eröksüz R, Karagülle MZ
(2016) Balneological outpatient treatment for patients with knee
osteoarthritis; an effective non-drug therapy option in daily routine?
Int J Biometeorol. doi:10.1007/s00484-016-1250-8

Pascarelli NA, Cheleschi S, Bacaro G, Guidelli GM, Galeazzi M,
Fioravanti A (2016) Effect of mud-bath therapy on serum bio-
markers in patients with knee osteoarthritis: results from a random-
ized controlled trial. Isr Med Assoc J 18:232–237

Pittler MH, Karagülle MZ, Karagülle M, Ernst E (2006) Spa therapy and
balneotherapy for treating low back pain: meta-analysis of random-
ized trials. Rheumatology (Oxford) 45:880–884. doi:10.1093/
rheumatology/kel018

Santos I, Cantista P, Vasconcelos C (2016) Balneotherapy in rheumatoid
arthritis-a systematic review. Int J Biometeorol 60:1287–1301. doi:
10.1007/s00484-015-1108-5

Sarsan A, Akkaya N, Ozgen M, Yildiz N, Atalay NS, Ardic F (2012)
Comparing the efficacy ofmature mud pack and hot pack treatments
for knee osteoarthritis. J Back Musculoskelet Rehabil 25:193–199.
doi:10.3233/BMR-2012-0327

Shani J, Barak S, Levi D, Ram M, Schachner ER, Schlesinger T,
Robberecht H, Van Grieken R, AvrachWW (1985) Skin penetration
of minerals in psoriatics and guinea-pigs bathing in hypertonic salt
solutions. Pharmacol Res Commun 17:501–512. doi:10.1016/0031-
6989(85)90123-7

Sherman G, Zeller L, Avriel A, Friger M, Harari M, Sukenik S (2009)
Intermittent balneotherapy at the Dead Sea area for patients with
knee osteoarthritis. Isr Med Assoc J 11:88–93

Sukenik S, Buskila D, Neumann L, Kleiner-Baumgarten A (1992) Mud
pack therapy in rheumatoid arthritis. Clin Rheumatol 11:243–247.
doi:10.1007/BF02207966

Staffieri A, Marino F, Staffieri C, Giacomelli L, D'Alessandro E, Maria
Ferraro S, Fedrazzoni U, Marioni G (2008) The effects of sulfurous-
arsenical-ferruginous thermal water nasal irrigation in wound
healing after functional endoscopic sinus surgery for chronic
rhinosinusitis: a prospective randomized study. Am J Otolaryngol
29:223–229. doi:10.1016/j.amjoto.2007.07.002

Svenson KL, Hällgren R, Johansson E, Lindh U (1985) Reduced zinc in
peripheral blood cells from patients with inflammatory connective
tissue diseases. Inflammation 9:189–199. doi:10.1007/BF00917591

Szucs L, Ratko I, Lesko T, Szoor I, Genti G, Balint G (1989) Double-
blind trial on the effectiveness of the Puspokladany thermal water on
arthrosis of the knee-joints. J R Soc Health 109:7–9

Tefner IK, Németh A, Lászlófi A, Kis T, Gyetvai G, Bender T (2012) The
effect of spa therapy in chronic low back pain: a randomized con-
trolled, single-blind, follow-up study. Rheumatol Int 32:3163–3169.
doi:10.1007/s00296-011-2145-y

Tefner IK, Gaál R, Koroknai A, Ráthonyi A, Gáti T, Monduk P, Kiss E,
Kovács C, Bálint G, Bender T (2013) The effect of Neydharting
mud-pack therapy on knee osteoarthritis: a randomized, controlled,
double-blind follow-up pilot study. Rheumatol Int 33:2569–2576.
doi:10.1007/s00296-013-2776-2

Tenti S, Cheleschi S, Galeazzi M, Fioravanti A (2015) Spa therapy: can
be a valid option for treating knee osteoarthritis? Int J Biometeorol
59:1133–1143. doi:10.1007/s00484-014-0913-6

Verhagen AP, Cardoso JR, Bierma-Zeinstra SM (2012) Aquatic exercise
& balneotherapy in musculoskeletal conditions. Best Prac Res Clin
Rheumatol 26:335–343. doi:10.1016/j.berh.2012.05.008

Verhagen AP, Bierma-Zeinstra SM, Boers M, Cardoso JR, Lambeck J, de
Bie R, de Vet HC (2015) Balneotherapy (or spa therapy) for rheu-
matoid arthritis. Cochrane Database Syst Rev 4:CD000518. doi:10.
1002/14651858.CD000518

Waller B, Munukka M, Multanen J, Rantalainen T, Pöyhönen T,
Nieminen MT, Kiviranta I, Kautiainen H, Selänne H, Dekker J,
Sipilä S, Kujala UM, Häkkinen A, Heinonen A (2013) Effects of a
progressive aquatic resistance exercise program on the biochemical
composition and morphology of cartilage in women with mild knee
osteoarthritis: protocol for a randomised controlled trial. BMC
Musculoskelet Disord 14:82. doi:10.1186/1471-2474-14-82

Wigler I, Elkayam O, Paran D, Yaron M (1995) Spa therapy for
gonarthrosis: a prospective study. Rheumatol Int 15:65–68. doi:10.
1007/BF00262710

Winklmayr M, Kluge C, Winklmayr W, Küchenhoff H, Steiner M, Ritter
M, Hartl A (2015) Radon balneotherapy and physical activity for
osteoporosis prevention: a randomized, placebo-controlled interven-
tion study. Radiat Environ Biophys 54:123–136. doi:10.1007/
s00411-014-0568-z

Wong SM, Ng TG, Baba R (2013) Efficacy and safety of sodium hypo-
chlorite (bleach) baths in patients with moderate to severe atopic
dermatitis in Malaysia. J Dermatol 40:874–880. doi:10.1111/1346-
8138.12265

Xiang J, Wu D, Li J (2016) Clinical efficacy of mudpack therapy in
treating knee osteoarthritis: a meta-analysis of randomized con-
trolled studies. Am J Phys Med Rehabil 95:121–131. doi:10.1097/
PHM.0000000000000354

Yázigi F, Espanha M, Vieira F, Messier SP, Monteiro C, Veloso AP
(2013) The PICO project: aquatic exercise for knee osteoarthritis
in overweight and obese individuals. BMC Musculoskelet Disord
14:320. doi:10.1186/1471-2474-14-320

Yurtkuran M, Yurtkuran M, Alp A, Nasircilar A, Bingöl U, Altan L,
Sarpdere G (2006) Balneotherapy and tap water therapy in the treat-
ment of knee osteoarthritis. Rheumatol Int 27:19–27. doi:10.1007/
s00296-006-0158-8

Zámbó L, Dékány M, Bender T (2008) The efficacy of alum-containing
ferrous thermal water in the management of chronic inflammatory
gynaecological disorders - a randomized controlled study. Eur J
Obstet Gynecol Reprod Biol 140:252–257. doi:10.1016/j.ejogrb.
2008.03.015

Int J Biometeorol (2017) 61:2159–2173 2173

http://dx.doi.org/10.1089/acm.2008.0003
http://dx.doi.org/10.1089/acm.2008.0003
http://dx.doi.org/10.1016/j.amjoto.2010.02.004
http://dx.doi.org/10.1016/j.amjoto.2010.02.004
http://dx.doi.org/10.1016/j.amjoto.2012.03.002
http://dx.doi.org/10.1007/s00484-016-1250-8
http://dx.doi.org/10.1093/rheumatology/kel018
http://dx.doi.org/10.1093/rheumatology/kel018
http://dx.doi.org/10.1007/s00484-015-1108-5
http://dx.doi.org/10.3233/BMR-2012-0327
http://dx.doi.org/10.1016/0031-6989(85)90123-7
http://dx.doi.org/10.1016/0031-6989(85)90123-7
http://dx.doi.org/10.1007/BF02207966
http://dx.doi.org/10.1016/j.amjoto.2007.07.002
http://dx.doi.org/10.1007/BF00917591
http://dx.doi.org/10.1007/s00296-011-2145-y
http://dx.doi.org/10.1007/s00296-013-2776-2
http://dx.doi.org/10.1007/s00484-014-0913-6
http://dx.doi.org/10.1016/j.berh.2012.05.008
http://dx.doi.org/10.1002/14651858.CD000518
http://dx.doi.org/10.1002/14651858.CD000518
http://dx.doi.org/10.1186/1471-2474-14-82
http://dx.doi.org/10.1007/BF00262710
http://dx.doi.org/10.1007/BF00262710
http://dx.doi.org/10.1007/s00411-014-0568-z
http://dx.doi.org/10.1007/s00411-014-0568-z
http://dx.doi.org/10.1111/1346-8138.12265
http://dx.doi.org/10.1111/1346-8138.12265
http://dx.doi.org/10.1097/PHM.0000000000000354
http://dx.doi.org/10.1097/PHM.0000000000000354
http://dx.doi.org/10.1186/1471-2474-14-320
http://dx.doi.org/10.1007/s00296-006-0158-8
http://dx.doi.org/10.1007/s00296-006-0158-8
http://dx.doi.org/10.1016/j.ejogrb.2008.03.015
http://dx.doi.org/10.1016/j.ejogrb.2008.03.015

	The role of mineral elements and other chemical compounds used in balneology: data from double-blind randomized clinical trials
	Abstract
	Introduction
	Methods
	Search strategy
	Selection of articles
	Assessment of the methodological quality of retrieved articles

	Results
	Evaluation of study methodologies
	Internal validity
	Criteria used for study enrolment and treatment characteristics
	Timing of assessments of treatment efficacy
	Evaluation criteria: clinical variables and indexes of treatment efficacy
	Statistical analysis

	Clinical results

	Discussion
	Conclusion
	References


