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Introduction
The dental pulp consists of mesenchymal connective tis-
sue that extends from a pulp chamber within the crown to 
one or multiple canals in the roots. The hard dentin tissue 
forms a structural integrity surrounding the pulp tissue in 
the crown and root parts. In teeth damaged by periodontal 
disease, trauma, or caries, microorganisms can lead to in-
fection and inflammation in the pulp tissue (1). Although 

pulp tissue has various defense mechanisms against micro-
organisms and their toxins, necrosis of the pulp tissue may 
occur (2). In untreated cases, microorganisms and toxins 
can occupy the root canal system, migrate out of the canal 
via the apical foramen, and invade the peri-radicular tis-
sues (3). This invasion in the peri-radicular region causes 
apical periodontitis, an oral inflammatory disease, and 
is characterized by the formation of granulation tissues 
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with bone resorption. Apical periodontitis includes com-
plex molecular and cellular mechanisms in which various 
bioactive molecules, such as lytic enzymes and cytokines, 
contribute to tissue destruction (4). If apical periodontitis 
is not correctly diagnosed and treated, it could not only 
cause tooth loss in the future but could also be a source of 
other inflammatory diseases associated with systemic dis-
eases, such as cardiovascular disorders and diabetes (5). 
In addition, the number of people around the world with 
at least one tooth with apical periodontitis has been re-
ported to range from 16% to 86% according to their age, 
education level, and access to dental care (6). Although 
symptomatic apical periodontitis associated with irrevers-
ible pulpitis or necrotic pulp is commonly seen clinically, 
it may appear as an acute abscess when virulent bacteria 
reach the periapical area in sufficient numbers. A previous 
study reported that acute apical abscesses that are char-
acterized by localized swelling and lymphadenopathy re-
sulted in 61,439 hospitalizations and were the cause of 
death for 66 hospitalized patients over a 9-year period (7). 
Therefore, endodontic treatment aims to retain teeth with 
pulpal and periapical diseases by maintaining the health of 
periapical tissues by preventing and treating the infection 
(8). However, acute exacerbation of a pulpal or peri-radic-
ular pathosis may occur after the initiation or continuation 
of endodontic treatment procedures, which is also known 
as an endodontic flare-up. Even if a flare-up occurrence 
between appointments does not have a significant effect 
on the success of the endodontic treatment, it is distress-
ing and undesirable for patients due to the development 
of pain and swelling, thus requiring additional and un-
scheduled interappointment visits. Systemic antibiotics are 
indicated in flare-up cases if there are any signs of systemic 
involvement. The patient’s lifestyle and satisfaction with 
treatment are also affected by this condition (9). For this 
reason, clinicians should take appropriate precautions to 
avoid flare-ups (10). Several approaches have been rec-
ommended for this purpose, including the preoperative 
and postoperative intake of some medicines, such as non-
steroidal anti-inflammatory drugs (NSAIDs), corticoste-
roids, and antibiotics. However, there is a lack of sufficient 
evidence regarding these prevention strategies to support 
their effectiveness (11).

Systemic antibiotics are commonly administered as an ad-
junct to the non-surgical endodontic treatment of acute 
apical abscesses with systemic involvement or in cases of 
progressive infections such as cellulitis and spreading in-
fections (12). Antibiotics should also be considered in 
cases of acute apical abscess in systemically compromised 
patients that cause impaired immunologic function (13). 
However, the antibiotic prescription should be limited, as 

the overuse of antibiotics could provoke the emergence of 
antibiotic-resistant bacterial strains. Several recent reports 
from different countries have shown inappropriate antibi-
otic administration in endodontic infections, and this has 
become an international concern (14,15). In this regard, 
the intensive use of antibiotics in dentistry makes bacteria 
unsusceptible to prescribed antibiotics and causes them 
to gain resistance (16). Thus, the emergence of antibi-
otic resistance is inevitably becoming an important global 
health problem as it is making infection treatments more 
difficult. Furthermore, antibacterial chemicals in antibiotic 
drugs not only kill pathogenic bacteria but also destroy 
common strains of the human microbiota. Therefore, 
treatments with herbal antibacterial drugs can be a prom-
ising new therapeutic method for eliminating the risk of 
bacterial resistance development (17).

Pelargonium sidoides, mostly known as African geranium, 
is a medicinal plant indigenous to South Africa, and its 
root extract is thought to be effective in the treatment of 
various acute infections (18). Following the identification 
of many compounds of P. sidoides roots, such as methoxy-
coumarin and proanthocyanidins, liquid herbal medicine 
branded EPs® 7630 (active ingredient of Umckaloabo® 
product, ISO-Arzneimittel, Ettlingen, Germany) began to 
be produced. This medicine, which is prepared by dissolv-
ing the root extract of P. sidoides in 11% ethanol, has been 
approved for use in the treatment of acute respiratory tract 
infections in various countries across the world, includ-
ing European countries (19). Since EPs® 7630 has been 
shown to have antimicrobial and immune modulatory ac-
tivities in some studies, it has been reported that it can 
be used in other pathological diseases related to inflam-
mation (20). Hence, in light of the information given in 
this brief review, we question whether the use of P. sidoi-
des extract before and/or after endodontic treatment of 
pulpal or periapical infections could be an adjunct therapy 
option that may help to decrease the incidence of flare-ups 
by alleviating the severity of post-treatment inflammation. 
Thus, it may minimize the need for systemic antibiotic 
administration for endodontic infections following root 
canal therapy. In order to find solutions to endodontic 
symptoms experienced by patients, we proposed a consis-
tent hypothesis with respect to the evidence collected in 
this paper. We hypothesized that the prophylactic adminis-
tration of EPs® 7630 as a natural remedy may reduce the 
possibility of flare-ups occurring after endodontic treat-
ment or between appointments for nonvital teeth, thereby 
reducing inappropriate antibiotic use in endodontics.
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Evaluation of Hypothesis, Anti-Inflammatory, 
and Anti-Infective Effects of P. Sidoides

An overview of the EPs® 7630: Cytokine–Apical 
periodontitis relationship

Pathogenic bacteria and their products in infected root ca-
nals stimulate periodontal ligament (PDL) cells to release 
inflammatory mediators that allow inflammatory cells to 
migrate into the inflammation site. When lipopolysaccha-
ride (LPS) antigens on the surface of pathogenic bacteria 
stimulate PDL fibroblasts, Toll-like receptors (TLRs) such 
as TLR2 and TLR4 are expressed, and CD4+ T cells (Help-
er T Lymphocytes) are activated (21). However, in the ear-
ly stages of the periapical lesion, interleukin 1α and tumor 
necrosis factor-alpha (TNF-α) cytokines were found to be 
expressed in the absence of T cells in the inflammation site, 
and then the effect of T-lymphocytes in the pathogenesis of 
periapical lesions was questioned (22). Interestingly, some 
studies have revealed that Pelargonium extract induces 
TNF-α and IL-1 production by acting on murine-derived 
macrophages (23,24). Furthermore, in their study on hu-
man peripheral blood mononuclear cells, Witte et al. (25) 
determined that EPs® 7630 targeted CD14+ monocytes 
and led to the production of high amounts of TNF-α and 
interleukin 6 (IL-6) pro-inflammatory cytokines. On the 
other hand, EPs® 7630 pre-treatment inhibited TLR3- 
and TLR4-mediated TNF-α and interleukin 10 (IL-10) 
production while increasing IL-6 secretion depending on 
its concentration. According to these findings, it has been 
suggested that EPs® 7630 activates the innate immune 
defense by stimulating an immune response before any 
infection, thereby promoting the body’s ability to quickly 
and efficiently eliminate potentially incoming microorgan-
isms. Thus, it is thought that it may have a protective effect 
against microorganisms in the periapical tissue.

Indeed, the ingredients of EPs® 7630 are responsible 
for the pharmacological activity, and some studies have 
been performed to identify which ingredients have thera-
peutic effects, such as anti-inflammatory or antimicrobial 
(25,26). The ethanol in EPs® 7630 dissolves the roots of 
P. sidoides, leading to the formation of a range of six main 
components: proanthocyanidins, carbohydrates, minerals, 
peptides, purine derivatives, and benzopyranones (27). 
The proanthocyanidin fraction of P. sidoides root extract, 
condensed tannins formed from flavan-3-ol units, leads 
to antibacterial and anti-inflammatory biological activities 
(28). Proanthocyanidin can suppress inflammation owing 
to its potent antioxidant and metalloproteinase inhibitory 
properties (29). The production of nitric oxide (NO), a 
potent antioxidant agent, enables macrophages to exert 
cytotoxic effects against microorganisms (30). EPs® 7630 

has been shown to strongly induce inducible NO synthases 
(iNOS) gene expressions in Leishmania-infected raw cells 
(24). iNOS expression in activated macrophages as an im-
munological response to pathogenic stimuli induces the 
release of larger amounts of NO. However, it should be 
noted that while NO species may usefully function as an-
timicrobial effector molecules in immune system protec-
tion against pathogenic microorganisms, the relatively high 
level of NO produced during the immune response can be 
harmful (23). The increase in iNOS gene expression leads 
to reactive nitrogen species-mediated apoptosis of gingival 
fibroblasts and tissue loss in periodontitis (31). Therefore, 
regulation of NO production is important for both peri-
odontal tissues and human health. Jekabsone et al. (29) 
illustrated that the proanthocyanidin fraction of P. sidoides 
root extract reduced iNOS synthesis in murine bone mar-
row-derived macrophages, protecting periodontal tissues 
from damage caused by reactive nitrogen species.

Cyclooxygenase-2 (COX-2) is involved in the production 
of prostaglandins and thromboxanes that promote inflam-
matory reactions and is not found in most normal tissues 
(32). Thus, NSAIDs target a reduction in the synthesis of 
prostaglandins and thromboxanes by inhibiting the COX-
2 pathway, thereby controlling the formation of pain and 
inflammation (33). Interestingly, the proanthocyanidin 
fraction of P. sidoides root extract was also found to in-
hibit IL-1β and COX-2 pro-inflammatory gene expression, 
which is associated with bone tissue loss in periodontitis, in 
macrophages treated with LPS and IFN-γ (29).

Mitogen-activated protein kinase (MAPK) is a signal trans-
duction pathway that establishes an important link between 
the cell surface and the nucleus to regulate cellular pro-
grams such as proliferation, differentiation, development, 
and death. Since this pathway can cross-talk with all mo-
lecular pathways, it plays an important role in bone forma-
tion (34,35). Some pro-inflammatory cytokines (TNF-α, 
IL-1β, etc.) activate MAPK, and EPs® 7630 has also been 
shown to induce MAPK-dependent pro-inflammatory cy-
tokines in human monocytes (25). In view of these above-
mentioned data, an intervention with EPs® 7630 in the 
treatment of apical periodontitis may be advantageous as 
it pre-strengthens the innate immune system and induces 
bone formation via the MAPK pathway. Besides the fact 
that EPs® 7630 activates human monocytes and induces 
MAPK-dependent pro-inflammatory cytokines in these 
cells, it specifically modulates the production of mediators 
known to lead to the generation of adaptive T helper 17 
(Th17) and T helper 22 (Th22) cells in the bone marrow 
(36). Th17 and Th22 cells, subtypes of CD41 Th cells, are 
important members of the adaptive immune system and 
have been found to exist in periapical lesions. IL-23, IL-
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6, and transforming growth factor beta activate Th17 cells 
and cause the secretion of interleukin 17 (IL-17). While 
the presence of Th17 and IL-17 has been demonstrated in 
severe chronic apical periodontitis, the roles of Th17 and 
IL-17 in periapical inflammation are still not fully under-
stood (37). Interleukin 22 (IL-22), secreted by Th22 cells, 
is a cytokine belonging to the IL-10 superfamily, which is 
the effector cytokine of the Th17 lineage (38). According 
to the results of a study on a mouse model, knockout of 
IL-22 led to an increase in the size of the periapical lesion, 
suggesting that IL-22 is involved in the host’s immune sys-
tem in periapical inflammation (39). In light of this infor-
mation, it is thought that EPs® 7630 may have a preven-
tive effect on the development of periapical inflammation 
through the adaptation of Th17 and Th22.

An Overview of the Apical Periodontitis-Bacteria-
EPs® 7630 Relationship

Apical periodontitis is a microbiological problem that 
causes infection in peri-radicular tissues before or after 
endodontic treatment. If the entry of microorganisms into 
the root canal system is not successfully controlled during 
the initial endodontic treatment, it may lead to the devel-
opment and persistence of periapical infections. Although 
microorganisms may not be present in the canal before 
the treatment, the root canal system may be infected sec-
ondarily as a result of the entry of bacteria into the root 
canal system due to the violation of aseptic conditions 
during the endodontic treatment (8). These microorgan-
isms in the root canal system might also extrude into the 
periapical tissues when performing canal instrumentation 
and could cause an endodontic flare-up, which is charac-
terized by pain and/or swelling. Considering bacteria as 
a causative factor of endodontic flare-up and persistent 
periapical infection following endodontic treatment, it is 
anticipated that antibiotics will assist in the prevention or 
management of inflammation of the periapical tissues (40). 
In some studies, it has been reported that antibiotic in-
tervention before or after endodontic treatment of teeth, 
especially non-vital teeth, may be beneficial to prevent or 
decrease the incidence of acute infection in periapical tis-
sues (41,42). However, the intensive prescription of antibi-
otics for endodontic infections renders bacteria unsuscep-
tible to prescribed antibiotics while also exposing patients 
to a wide range of side effects. Therefore, microbial culture 
and antibiotic susceptibility testing are considered essential 
for prescribing a targeted antibiotic, although they increase 
the cost and delay the commencement of endodontic treat-
ment (43). In a survey study, it was reported that 66% of 
dentists did not recommend antibiotic susceptibility and 
culture tests to their patients, and 51.3% reported that their 

patients did not respond to prescribed antibiotics (44). 
These results highlight that dentists should focus on antibi-
otic susceptibility and culture tests to determine the appro-
priate antibiotic that should be prescribed for a particular 
type of bacteria isolated from the canal (45). Apart from 
bacterial insusceptibility, inappropriate use of antibiotics 
might cause side effects such as fatal anaphylactic reactions 
and gastrointestinal disorders (12). These facts may sug-
gest that herbal medicines such as EPs® 7630, which have 
very few side effects, might be considered natural antibiot-
ics and could be an alternative to prophylactic antibiotic 
therapy in attempts to prevent odontogenic polymicrobial 
infections such as apical periodontitis or flare-ups (Fig. 1).

The microflora of endodontic infections involves a com-
bination of Gram-positive and Gram-negative facultative 
anaerobic bacteria (strictly anaerobic). Anaerobic mi-
croorganisms isolated from teeth with untreated apical 
periodontitis were found in one study as follows: Pepto-
streptococcus micros, Fusobacterium necrophorum, Fu-
sobacterium nucleatum, Prevotella intermedia/nigrescens, 
Porphyromonas gingivalis, and Porphyromonas endodon-
talis. Additionally, Enterococcus faecalis is frequently asso-
ciated with unsuccessful endodontically treated teeth (46). 
Among them, E. faecalis and P. gingivalis are important 
pathogenic bacteria that cause the destruction of periapi-
cal tissues (47). It was clearly determined that endophytes 
isolated from the root of P. sidoides endowed a significant 
antibacterial effect against E. faecalis and proanthocyani-
dins against P. gingivalis (26,29). These findings suggest 
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Fig. 1.	 Possible anti-inflammatory effect of Pelargonium sidoides to 
prevent endodontic flare-up occurrence.



that P. sidoides root extract may be a potential candidate 
for a harmless prophylactic treatment option for acute ex-
acerbation of periapical pathologies, before or during end-
odontic intervention, due to its noteworthy antibacterial 
and anti-inflammatory effects. It can be hypothesized that 
these effects are mainly induced by an immune modulation 
mechanism mediated by the activation of macrophages and 
a consequent increase in NO production, which was dis-
cussed thoroughly above. The direct antibacterial effects of 
P. sidoides root extract against endodontic pathogens may 
be expected if it is used as a root canal irrigant or intracanal 
medicament where direct contact between the agent and 
bacteria may occur. Since herbal medicine has experienced 
rapid growth in recent years due to its beneficial properties, 
the use of herbal alternatives for endodontic treatment is 
becoming more popular. Thus, although P. sidoides root 
extract appears promising, preclinical and clinical research 
are definitively required before it can be used in standard 
endodontic treatment.

Between the root canal treatment sessions, it is possible to 
encounter an acute exacerbation of the periapical tissues, 
which may occur due to these bacteria residing in the root 
canal system (10). Therefore, the prescription of antibiotics 
to either prevent endodontic exacerbations or control the 
periapical infection is considered a reasonable approach, 
as mentioned above (40). Besides having antibacterial ef-
fects, antibiotics possess anti-inflammatory and immuno-
modulatory effects. For example, the use of amoxicillin, 
which is one of the most frequently prescribed antibiotics 
in endodontics, increases the release of TNF-α and IL-1β, 
potent pro-inflammatory cytokines, from macrophages 
(48). In the early stages of infection, TNF secretion occurs 
with macrophage activation, and excessive systemic TNF 
secretion may be fatal, while moderate secretion may be 
beneficial in terms of prognosis (23). In a study, it was de-
termined that P. sidoides root extract induced the release 
of TNF-α, IL-1β, IL-12, and NO from uninfected macro-
phages (49). Therefore, EPs® 7630 may be beneficial for 

the prognosis of infection by inducing moderate TNF-α, 
IL-1β, IL-12, and NO secretion in uninfected cells, which 
constitutes an important parameter in the evaluation of the 
anti-inflammatory potential of the herbal medicine (50). 
The secretion of pro-inflammatory cytokines (TNF-α, IL-
1β, and IL-12) may reduce the burden of infection in the 
periapical region by playing a role in the early recruitment 
of immune cells. Accordingly, for immunomodulatory reg-
ulation, EPs® 7630 may limit the pro-inflammatory cyto-
kines released from infected immune cells in the acute stage 
of periapical inflammation while increasing pro-inflamma-
tory cytokines released from uninfected immune cells in 
the early stage of infection (Fig. 2).

It has been proven that EPs® 7630 has a strong antimi-
crobial effect against Staphylococcus aureus, Streptococcus 
pneumoniae, Beta-hemolytic Streptococcus, Escherichia 
coli, Klebsiella pneumonia, Proteus mirabilis, Pseudomo-
nas aeruginosa, and H. influenzae, which are microorgan-
isms associated with the respiratory system (51). Numer-
ous clinical studies have provided evidence that EPs® 7630 
therapy creates beneficial effects in patients suffering from 
respiratory tract infections such as sinusitis, tonsillitis, and 
bronchitis related to these microorganisms (18,36,51) 
However, it is highly likely that P. sidoides root extract cre-
ates favorable results in the treatment of respiratory system 
diseases, as it might stimulate the non-specific immune sys-
tem rather than its direct antimicrobial effect (23).

Polymorphonuclear neutrophils, which play an important 
role in defense against pathogens, release soluble peptides 
with broad-spectrum antimicrobial activity such as defen-
sins, human neutrophil peptides (HNP) 1–3, and the bacte-
ricidal/permeability-increasing protein (BPI). Surprisingly, 
EPs® 7630 was found to increase the release of HNP 1–3 
and BPI antimicrobial peptides by up to 150% and 127%, 
respectively, depending on its concentration. This finding 
indicates that the immune system can respond more rapidly 
and effectively to pathogens under EPs® 7630 treatment 
(52). With regard to this evidence in our review, herbal 
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medicines containing natural phytochemicals such as EPs® 
7630 may also be deemed an alternative medicine to anti-
biotics in the prevention and therapeutic management of 
acute exacerbations of periapical infections (Table 1).

Conclusion
Some natural medicines, such as EPs® 7630, may exhibit 
anti-infective activities that show promise as adjunctive 
treatments in the presence of inflammation. Today, more 
attention is drawn to the necessity of using alternative nat-
ural medicines due to resistance to and the side effects of 
drugs. Some natural products with the ability to act as an-
ti-microbial and anti-inflammatory might precisely target 
the pathogen as a response to specific stimuli. Therefore, 
herbal liquid root extracts, EPs® 7630, may be a promis-
ing natural medicine to reduce the likelihood of flare-up 
occurrence after endodontic treatment or between ap-
pointments for nonvital teeth. The administration of EPs® 
7630 in endodontics as a preventative for unpredictable 
flare-ups may reduce the possibility of bacterial resistance 
and systemic side effects due to inappropriate antibiotic 
prescription. Overall, this review strengthens the idea that 
in vitro, in vivo, and clinical studies are needed to test our 
hypothesis and better understand the anti-infective effects 
of P. sidoides root extract in endodontics, both prophylac-
tically and therapeutically.
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