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Urinary Tract Infections (UTIs) are
amongst the most common infectious

 diseases and carry a significant impact on patient quality 
of life and health care costs. Despite that, there is no  
well-established recommendation for a “standard”
 prophylactic antibiotic management to prevent UTI
 recurrences. The majority of patients undergoes long-term
antibiotic treatment that severely impairs the normal micro-
biota and increases the risk of development of multidrug-
resistant microorganisms. In this scenario, the use of
 phytotherapy to both alleviate symptoms related to UTI and
decrease the rate of symptomatic recurrences is an attrac-
tive alternative. Several recently published papers report
 conflicting findings and cannot give confident recommenda-
tions for the everyday clinical practice. A new approach to
the management of patients with recurrent UTI might be to
use nutraceuticals or phytotherapy after an accurate assess-
ment of the patient`s risk factors. No single compound or
mixture has been identified so far as the best preventive
approach in patients with recurrent UTI. We reviewed our
non-antibiotic approach to the management of recurrent
UTI patients in order to clarify the evidence-base for the
commonly used  substances, understand their pharmacoki-
netics and  pharmacodynamics in order to tailor the best way
to improve patient’s quality of life and reduce the rate of
antibiotic  resistance.
Lack of a gold-standard recommendation and the risk of
increasing antibiotic resistance is the reason why we need
alternatives to antibiotics in the management of urinary
tract infections (UTIs). A tailored approach according to
bacterial characteristics and the patient risk factors profile
is a  promising option. 
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INTRODUCTION
Urinary tract infections (UTIs) are amongst the most
common community-acquired infectious diseases, with
annual costs estimated to be higher than $1.5 billion in
the United States (1-2). The impact on public health is
significant due to the high recurrence rate and the effect
on patients’ quality of life (4). The mortality rate must
also be taken into account (reported to be as high as 1%
in men and 3% in women due to development of
pyelonephritis and urosepsis). In particular, after an ini-
tial UTI, approximately 20-30% of women with a UTI
will have a second UTI within 6 months, and 3% will
experience a third UTI during that time period (4-5). In
consequence, women with recurrent UTIs (rUTIs)
reported a high indirect cost as a result of the number of
working days lost (6). The majority of these patients are
women with recurrent bacterial cystitis or acute
pyelonephritis, and the causative pathogens can usually
be eradicated with a short course of oral antimicrobial
therapy. However, the antibiotic treatment can lead to
long term impairment of the normal microbiota of the
vagina and gastrointestinal tract and to the development
of multidrug-resistant micro-organisms (7-9). Moreover,
there is no well-established recommendation for a ‘stan-
dard’ prophylactic antibiotic management to prevent
UTI recurrence (10). Furthermore, many women have a
number of signs and symptoms of UTIs without any evi-
dence of bacterial presence (11). In this sense, the use of
phytotherapy to alleviate symptoms related to UTI and
decrease the rate of symptomatic recurrence seems a
good alternative which is nowadays more commonly
used. There are many good reasons for this approach e.g.
the low side-effects, low costs and a high level of com-
pliance. Also important are the low rate of efficacy of
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standard preventive measures with subsequent patient
disappointment and drop-outs (3, 12). Traditionally,
nutraceuticals and phytotherapy have been used to pre-
vent rUTIs in otherwise healthy women. Although the
results from a number of clinical studies have supported
their benefits, the efficacy of nutraceuticals and phy-
totherapy on prevention of rUTIs remains controversial,
due to heterogeneity of published studies in terms of
methodology and the reported findings such as trial
design; inclusion/exclusion criteria; patient characteris-
tics; outcome measures, as well as heterogeneity of the
compounds used.
The latest Cochrane reviews on UTI management con-
cluded as follows:
– Chinese herbal medicine alone or in conjunction with

antibiotics may be beneficial for treating recurrent
UTIs during the acute phase of infection and may
reduce the recurrent UTI incidence for at least six
months post-treatment (13).

– No significant benefit was demonstrated for probiotics
compared with placebo or no treatment, but a benefit
cannot be ruled out as the data were few, and derived
from small studies with poor methodological report-
ing (3).

– Given the large number of dropouts/withdrawals from
studies (mainly attributed to the acceptability of con-
suming cranberry products particularly juice, over
long periods), and poor evidence for prevention of
UTI, cranberry juice cannot currently be recommend-
ed for the prevention of UTIs (14).

The lack of a standard approach for the management of
patient with recurrent UTI and the need to reduce the
use of antibiotics suggest to re-think current practice in
UTI management. In this perspective, the nutraceutical
or phytotherapic approach to recurrent UTIs should be
based on a full evaluation of the clinical situation, patient
risk factors and the characteristics of the bacteria (e.g.
Escherichia coli, adherent to vaginal and bladder epithe-
lial cells). This includes assessment of symptomatic or
asymptomatic bacteriuria; the disease symptoms/charac-
teristics themselves (number or recurrences); the
patient’s behavior (use of a spermicide, diaphragm,
delayed postcoital micturition, hormonal status; other
risk factors); such as ABO-blood-group non-secretor
phenotype, bowel function and water intake (4, 15-17).
A comprehensive assessment may guide and suggest the
best nutraceutical or phytotherapic approach and
improve the treatment outcome. The aim of the present
manuscript is to review the published data about the role
of nutraceuticals and phytotherapy in the management
of patients affected by recurrent UTI and also to address
compounds that can modify the patient’s related risk fac-
tors and improve the treatment outcome.

STATE OF THE ART: 
INTERNATIONAL GUIDELINES RECOMMENDATIONS
The latest version of European Association of Urology
(EAU) guidelines on urological infections states that
there are many non-antimicrobial measures for preven-
tion of recurrent UTIs but only a few of them are based

on well designed studies which are needed to make evi-
dence-based recommendations (18). In particular, EAU
guidelines highlight that there is no convincing benefit
for lactobacillus products or cranberry extracts as pro-
phylaxis of recurrent UTI (18). The Scottish Intercollegiate
Guidelines Network confirmed the recommendations
from the EAU guidelines, highlighting that cranberry
products (juice, tablets, capsules) are not standardized
and the concentrations of active ingredients are not
known; hence the concentration may also fluctuate
between batches of the same product (19). There is no
evidence to support the effectiveness of cranberry prod-
ucts for treating symptomatic episodes of UTI (19). The
Society of Obstetricians and Gynaecologists of Canada`s
guidelines suggest to inform the patients about the effi-
cacy of cranberry products in reducing recurrent urinary
tract infections (IA) (20). Moreover, they suggest to not
use probiotics and vaccines due to lack of demonstrated
efficacy (II-2C) (20).

Take home message
• International guidelines agree that there is no convinc-

ing benefit for the use of nutraceuticals and/or phy-
totherapy as prophylaxis of recurrent UTIs.

• New RCTs are needed.

ACTUAL SCENARIO: 
ALTERNATIVE NON-ANTIBIOTIC MEASURES
Contemporary reviews identify four alternative com-
pounds for non-antibiotic management of recurrent
UTIs:
– Cranberry
– Probiotics
– Chinese herbal medicine
– D-mannose

Cranberry extracts
A Cochrane review from 2008 concluded that cranberry
products significantly reduced the incidence of UTIs at
12 months (RR 0.65, 95% CI 0.46-0.90) compared with
placebo/control in women with recurrent UTIs (21). In a
more recent Cochrane review it was concluded that cran-
berry products did not significantly reduce the occur-
rence of symptomatic UTI in women with recurrent UTIs
(14). The changed view is based on the inclusion of two
additional trials in their meta-analysis (14). In these two
RCTs the effectiveness of cranberry extract was com-
pared with low-dose antibiotic prophylaxis (14).
McMurdo et al. concluded that trimethoprim had a limit-
ed advantage over cranberry extract in the prevention of
recurrent UTIs in older women (22). In addition
Beerepoot et al. showed that cranberry capsules are less
effective than low-dose (480 mg) trimethoprim/sul-
famethoxazole in the prevention of recurrent UTIs in
premenopausal women (23). Vaccinium macrocarpon,
named also American cranberry, is a rich source of
polyphenols that show several in vitro properties,
including antibacterial, antiviral, antimutagenic, anticar-
cinogenic, antitumorigenic, antiangiogenic, anti-inflam-
matory, and antioxidant effects (27). Moreover, cranber-
ry extract is a promising therapy due to the fact that it is
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an anti-adhesive agent against E. coli strains and thus
prevent the development of antibiotic resistance (2). On
the other hand, it has been demonstrated that uropatho-
genic bacteria may have an intestinal origin and the
intestinal tract could be an alternative site where the
active components of cranberry extract may interact with
E. coli decreasing its infectivity (24). Several authors
demonstrated that some extracts from cranberry
decrease the pathogenicity of Proteus mirabilis by limiting
urothelial cell invasion and improving the mucosal
immunity to uropathogens (25-26). 

Probiotics
Probiotics are defined as “a preparation of, or a product
containing viable, defined micro-organisms in sufficient num-
bers, which alter the microflora (by implantation or colo-
nization) in a host compartment and by that exert beneficial
health effects in this host” (3, 28). The hypothesis is that
probiotics are able to establish a barrier against infectious
pathogens ascending the urinary tract, colonizing, and
subsequently causing infection (3, 29). The latest
Cochrane review showed that probiotics were not supe-
rior to placebo in reducing the risk of recurrent sympto-
matic bacterial UTI. The conclusion was based on 6
studies with (352 participants (RR 0.82, 95% CI 0.60 to
1.12; I2=23%). Hence the data were derived from small
studies with poor methodological quality (3). On the
other hand the reported evidences could not rule out a
reduction or increase in recurrent UTI in women with
recurrent UTI who use prophylactic probiotics. One
RCT did not provide sufficient evidence to conclude on
the effect of probiotics versus antibiotics (3).

Chinese herbal medicine
Chinese herbal medicine is a part of Traditional Chinese
Medicine and represents a complex of herbal formulae
usually comprising 10 to 15 different herbs (13).
Chinese herbal medicine formulae may be standardized
or individualized according to specific needs and
patients’ characteristics (13). The hypothesis supporting
the efficacy of Chinese herbal medicine is based on in
vitro research suggesting that some commonly used
Chinese herbs may confer significant diuretic, antibiotic,
immune enhancing, antipyretic, anti-inflammatory and
pain relieving effects (13). The latest Cochrane review,
including 7 RCTs with a total of 542 women, concluded
that Chinese herbal medicine alone or in conjunction
with antibiotics may be useful in treating recurrent UTIs
during the acute phase of an infection and may reduce
the incidence of recurrent UTI for at least six months
post-treatment (13). However, this evidence is based on
a small number of poor quality studies with severe bias
that should be taken into account.

D-mannose
D-mannose is a sugar that has an important role in human
metabolism, especially in the glycosylation of certain pro-
teins. The hypothesis is that D-mannose inhibits bacterial
adherence to uroepithelial cells (30). In fact, in vitro and
in vivo animal studies demonstrated that D-mannose can
inhibit the adhesion of Type 1 fimbriae of the uropatho-
genic bacteria to uroepithelial cells (31). Only one RCT

evaluated its effect as preventive agent in recurrent UTI.
Kranjc̆ec et al., in a study of 98 women, showed that
patients in D-mannose group and Nitrofurantoin group
had a significantly lower risk of recurrent UTI episode
during prophylactic therapy compared to patients in the
no prophylaxis group (RR 0.239 and 0.335, P < 0.0001)
(30). These preliminary findings are promising, but sup-
plementary clinical trials are essential.

Take home messages
• Cranberry products did not significantly reduce the

occurrence of symptomatic UTI in women with recur-
rent UTIs.

• Probiotics are not superior to placebo in reducing the
risk of recurrent symptomatic bacterial UTI.

• Chinese herbal medicine may be useful for treating
recurrent UTIs during the acute phase of infection and
may reduce the incidence of recurrent UTI for at least
six months post-treatment. This evidence is based on a
small number of patients and low quality studies.

• No well-done studies have been performed about the
use of D-mannose in preventing recurrence among
UTI patients.

TOO MANY ANTIBIOTICS: 
DOCTORS NEED TO CHANGE COURSE!
Increasing antimicrobial resistance has stimulated inter-
est in non-antibiotic prophylaxis of recurrent urinary
tract infections. This is particularly due to the recent
alarming increase of the extended spectrum beta-lacta-
mase (ESBL)-producing Enterobacteriaceae prevalence
among outpatients with UTI (32-33). Thus, antimicro-
bial resistance has become a major worldwide health
problem during recent years. Several strategies have been
developed to reduce the alarming increase of resistant
bacteria (34-36). Phytotherapy and nutraceuticals may
be considered an alternative approach for reducing the
recurrences among UTI patients. In fact, patients with
recurrent UTIs are increasingly asking their healthcare
professionals about the value of taking non-antibiotic
products. The non-antibiotic approach, however, should
be based on a correct and deep knowledge about the real
efficacy and tolerability of phytotherapy compounds. All
physicians should update themselves on the latest evi-
dences on non-antibiotic approaches to recurrent UTIs
and suggest products according to international guide-
lines and latest reviews. The main arguments for using a
non-antibiotic approach to prevent recurrence among
UTI patients are as follows: The use of antibiotic pro-
phylaxis for recurrent UTI is not generally accepted; the
risk of bacterial resistance is already high and still
increasing; the tolerability and the compliance to non-
antibiotic products is high; preliminary study findings
are promising. While long-term antibiotic prophylaxis
might efficiently inhibit new intravesical bacterial growth
during the treatment period, infections are likely to rec-
cur when the prophylactic treatment ends (37-38).

Take home messages
• Contemporary antimicrobial resistance rate is alarm-

ing.
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• Phytotherapy and nutraceuticals may be considered a
feasible strategy to reduce indiscriminate use of antibi-
otics.

ASSESSMENT OF PATIENTS’ BEHAVIOUR
AND BACTERIAL RELATED RISK FACTORS
Hooton et al. developed a simple risk prediction model
based on the number of days with intercourse per week
and the use of contraceptives (diaphragm and spermi-
cide) for predicting the risk of UTI recurrence (39).
Hooton showed that an unmarried, 24-year-old female
university student who had sexual intercourse had a risk
of UTI that was 2.6-fold greater than that of a similar stu-
dent who had no intercourse in the previous week (39).
Hooton was a pioneer in highlighting the role of risk-
predicting tools in the management of women with
recurrent UTI1. Recently, Cai et al. developed and vali-
dated a nomogram that accurately predicts the recur-
rence risk of urinary tract infection at 12 months, and
which can assist in identifying women at high risk of
symptomatic recurrence that can be suitable candidates
for a prophylactic strategy (40). In this model they found
the following independent predictors of UTI recurrence:
number of sexual partners, bowel function, type of
pathogens isolated (Gram-positive/negative), hormonal
status, number of UTI recurrences and previous treat-
ment of asymptomatic bacteriuria (40). In this model
they excluded use of food supplements because of the
high variability of products used. Cai et al. also found
that the most important factors affecting the risk of new
recurrences were: bowel function, presence of Gram
negative strains, asymptomatic bacteriuria treatment and
having had 3 or more than 3 UTI episodes (40). The
importance of bowel function for development of UTI is
well known and is related to the fecal-perineal-urethral
contamination by enteric bacteria (40). The risk is of UTI
is increased by constipation as demonstrated by Loening-
Baucke et al. (41). The same authors demonstrated that
constipation treatment results in the disappearance of
recurrent urinary tract infections in all patients who had
no anatomical abnormality of the urinary tract (41).
What about Gram negatives? Cai et al. found that the
presence of Gram-negative bacteria (E. coli) is associated
with a higher likelihood of recurrence (40) due to three
reasons:
– E. coli is the most common pathogen in UTI patients (1).
– E. coli isolated from recurrent UTI has the greatest

propensity of the uropathogenic bacteria to adhere to
the uroepithelial cells of women with recurrent UTI as
compared with bacteria from women without recur-
rent infection (42).

– E. coli is able to adhere to the bladder epithelium,
invade the cells and form intracellular bacterial com-
munities, which can remain quiescent reservoirs able
to cause new recurrences when reactivated (38).

Recently, Cai et al. found that antibiotic treatment of
asymptomatic bacteriuria in young women with recur-
rent UTI is not only unnecessary, but harmful (8-9). This
is due to the fact that in women undergoing antibiotic
treatment, the rate of E. coli decreased over time, where-
as the prevalence of E. faecalis increased gradually, sug-

gesting that E. faecalis might be an important defense
mechanism that effectively interferes with the establish-
ment of many important enteric pathogens, such as E.
coli (8-9). In this sense, the use of non-antibiotic
approach should be preferred because it doesn’t interfere
with the normal commensal bowel flora. 

RISK FACTOR ASSESSMENT AS A GUIDE TO TREATMENT
Assessment of the risk for recurrence is not only impor-
tant for predicting the probability of a new recurrence
but also for the development of a tailored therapeutic
approach on the basis of patient’s characteristics. A con-
stipated patient, for example, should be informed about
the relationship between the constipation and the risk of
new UTI. A nutraceutical or phytotherapic approach act-
ing on the bowel function should be preferred.
Moreover, a patient who reported more than 3 episodes
of previous UTI and correlation with sexual intercourses
should be treated with nutraceutical products that are
able to interfere with the E. coli adhesion to urothelial
cell and invasion.                  
Furthermore, a correct non-antibiotic approach should
work against one or more of the following infection
mechanisms:
– Reduction of the bacterial load in the intestinal reser-

voir with concomitant correction of the constipation
– Reduction of the spread of E. coli from the perineal

zone to the urethra and bladder.
– Reduction of the adhesion and invasion of uropathogens

to the urothelial cells.
– Mobilization of the immune system against the intra-

cellular bacterial communities avoiding reactivation
and new symptomatic recurrences.

We have no an ideal nutraceutical or phytotherapic com-
pound so far that is able to act in all the above ways to
decrease the risk of recurrence. Even if cranberry extracts
seem to be able to act along more than one pathway,
there are limitations due to the pharmacokinetic and
pharmacological characteristics of this compound. As
discussed above, Cranberry extracts are able to reduce
the adherence of E. coli to the urothelial cells and reduce
the adherence of bacterial strains also to the intestinal
cells. However, possible reasons for the inefficacy of
cranberry extracts found in the cited RCTs should also
be taken into account. Firstly, multi-step processing of
cranberry production leads to a substantial loss of phy-
tochemicals (through elimination of rich fractions like
skin and seeds), which are further damaged by thermal
degradation, as well as oxidation by polyphenol oxidase
and peroxidase (38). Moreover, the exact concentration
of active metabolites on the action site and the pharma-
cokinetics of cranberry extracts is unknown. There are
other plant extracts that have shown interesting results
in the prevention of UTI recurrences. Rafsanjany et al.
demonstrated that a mixture of extracts from Betula spp.
(birch), Orthosiphon stamineus (Java tea) and Urtica spp.
(nettles) is able to reduce the adherence of the pathogen
to the host cell. The same results have been obtained by
Cai et al. who demonstrated that a compound with sol-
idago, orthosiphon, birch and cranberry extracts is able

Cai_Stesura Seveso  04/04/17  09:01  Pagina 4



to reduce the microbial colonization in patients with
indwelling urinary catheters (43). However, this mixture
is not able to cover all mechanisms of infection.

CONCLUSIONS
The lack of a gold-standard for the treatment of recurrent
UTIs and the risk of provoking resistances among the
pathogenic bacteria are two important reasons why we
need non-antibiotic alternatives for the management of
recurrent UTIs. A promising alternative is a tailored
approach based on a comprehensive assessment of
patient related risk factor and the characteristics of the
causative pathogen. Better knowledge about the action of
natural substances will enable us to develop targeted
non-antibiotic prevention of recurrent urinary tract
infections.
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