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ABSTRACT

BACKGROUND: Species of opportunistic microflora often are the pathogenic agents that causes endophthalmitis in cataract
surgery. Frequently microorganisms are characterized by resistance to several antimicrobial medicaments, which limits
the ability to choose an effective agent. This problem requires a detailed study and monitoring of the sensitivity of ocular
surface microflora.

AIM: To study the species composition of the ocular surface microflora patients before phacoemulsification and to evaluate
the antimicrobial activity of antimicrobial medicaments including antiseptics and bacteriophages.

MATERIALS AND METHODS: A total of 60 patients were examined before phacoemulsification. The sensitivity to antimi-
crobial medicaments and bacteriophages was determined of microorganisms isolated from three loci (conjunctival cavity,
eyelid margin, lacrimal ducts).

RESULTS: Among all microorganisms isolated, there was a significant prevalence of Staphylococcus epidermidis — 48,4 %.
Almost all antiseptics showed high antimicrobial activity. All staphylococci cultures were sensitive to staphylococcal bac-
teriophage number 2. The smallest proportion of resistant microorganisms to antimicrobial medicaments used in ophthal-
mology was registered in the group of aminoglycosides.

CONCLUSIONS: Antimicrobial activity of the investigated medicaments was different among different bacterial species.
The sensitivity of microflora changes over time, therefore it is appropriate to carry out periodic monitoring and adjust anti-
microbial prophylaxis regimens based on the results received.
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AHHOTALNA

AxtyanbHocTb. [lpefcTaBuTenm yCnoBHO-NATOreHHOM MUKPOGIOpbl YacTo BbICTYNaloT BO3byauTeNnsaMM sHLodTanbMuUTa
B KaTapaKTanbHOW Xupypruu. HepeaKo MWUKPOOPraHM3Mbl XapaKTepU3YHTCA YCTOMYMBOCTBH) K HECKOSIbKUM MpOTUBOMM-
KpobHbIM MpenapartaM, KoTopas orpaHuuyvBaeT Bbibop addeKTnBHoro cpeactea. [JaHHas npobnema TpebyeT npoBeaeHuMs
MOHWUTOPMHIa YyBCTBUTENBHOCTA MUKPOGhAOPLI F1a3HOM NOBEPXHOCTH.

Lenb — u3yuntb BUAOBOK cocTaB MUKPOGDIIOpbI FMa3HOW MOBEPXHOCTM Y NauMeHToB nepef (hakoamynbcuduKaumen
1 OLIeHWTb aHTUMUKPOBHYI0 aKTMBHOCTb NPOTUBOMUKPODHBIX MPenapaToB, B TOM YKC/e aHTUCENTUKOB W NpenapaTtos rpyn-
nbl 6aKkTepuodaros.

Martepuanbl u Metoabl. 06cnenoBaHbl 60 naumeHToB nepen hakoaMynbcuukauuen. OnpefeneHa YyBCTBUTEIbHOCTb
K NpOTUBOMMKPOOHLIM NpenapataM U bakTepuodaraM MUKPOOPraHU3MOB, BbIAENEHHBIX U3 TPEX JIOKYCOB (KOHBHHKTU-
BaNlbHOM NONOCTK, CBOBOAHOrO Kpas BeK, CNE300TBOAALLMX NYTeN).

PesynbTatbl. Cpeau BbiaeneHHbIX MUKpoOpraHu3moB npeobnagan Staphylococcus epidermidis — 48,2 %. Moyt Bce aH-
TUCENTWKM MOKa3a/u BbICOKYI0 aHTMMUKPOOHYH0 aKTMBHOCTb. Bce KynbTypbl cTadKUNOKOKKOB BbiN YyBCTBUTENbHBI K CTa-
¢unokokkoBoMy bakTepuodary N© 2. HaumeHblas [ons pe3nCTeHTHbIX MUKPOOPraHW3MOB K NMPOTUBOMUKPOBHbLIM npe-
naparaMm, UCnosb3yeMbIM B 0hTasbMONOriM, 0TMeYanach y rpynnbl aMUHOTIMKO3MA0B.

3aknoyeHne. AHTUMUKpPOOHasA aKTMBHOCTb MCCNeAyeMbiX NPenapaTtoB B OTHOLUEHUM Pa3iUYHbIX BUAOB baKkTepuit oTau-
yanacb. YyBCTBUTENBHOCTb MUKPO(IOPLI MEHAETCA C TEUEHWEM BPEMEHU, NO3TOMY LiefiecoobpasHo nepuoamuyecku npo-
BOAMUTb MOHUTOPUHT M Ha OCHOBE MOJTYYEHHbIX Pe3yNbTaToB KOPPEKTUPOBATL CXEMbI MPOTUBOMUKPOOHOW NPO(UNAKTUKN.

KnioueBble cnoBa: MUKpodiopa; aHTUCENTUKM; BaKTepuodaru; aHTMBMOTUKOPE3NUCTEHTHOCTD.
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BACKGROUND

The normal microbiome of the ocular surface mostly
consists of Gram-positive bacteria. Gram-negative bacte-
ria may also be found, but more often in immunocompro-
mised patients and patients with metabolic disorders, for
example, diabetes mellitus and chronic alcohol intoxica-
tion [1, 2]. A study of microorganisms on the conjunctiva
and eyelid surface demonstrates their similar composi-
tion, including Staphylococcus epidermidis, Corynebacte-
rium spp., Staphylococcus aureus, Micrococcus spp., and
Bacillus spp. The eyelids (17.9%) had higher colonization
level than the conjunctiva (1.4%) [3].

Phacoemulsification is a procedure involving globe
incisions, which allow the microorganisms in. Therefore,
pre- and intraoperative aseptic techniques are critical
to prevent infectious complications [4]. A large epide-
miological study shows that opportunistic pathogens are
often the causative agents of endophthalmitis in cataract
surgery. In 88.6% of cases, the vitreous humor was con-
taminated with Gram-positive bacteria, with greater per-
centage of Staphylococcus spp., in particular S. epider-
midis (48.6%). Gram-negative bacteria, such as Klebsiella
oxitoca, Enterobacter cloacae, and Bacillus spp., were
less common (8.6%) and found at equal incidence. Aureo-
basidium spp. were identified in the remaining cases [5].
Importantly, resistance to moxifloxacin (11.1% to 54.5%,
p = 0.07), ciprofloxacin (54.5% to 72.7%, p = 0.659), and
oxacillin (66.7% to 93.3%, p = 0.13) increased by 2019 [5].
Fluoroquinolones (FQ) are most widely used to prevent
endophthalmitis in cataract surgery. In ESCRS2013, pre-
and postoperative instillation of third-generation FQ and
treatment of the surgical field with 5% povidone-iodine
failed to provide sterility of the conjunctiva in every
10th case [6]. However, there is currently no published
data on resistance to povidone-iodine, unlike other an-
tiseptics. Antimicrobial resistance caused by insufficient
eradication of microorganisms during the treatment of
the surgical field reduces the effectiveness of antibiotic
prophylaxis, thereby increasing the risk of endophthalmi-
tis. Antimicrobial resistance, including antiseptics, poses
a serious global health challenge in the 21st century.
Rising antibiotic resistance is considered one of the hig-
gest threats to human health in the future [4, 7]. There-
fore, periodic monitoring of the ocular surface microbi-
ome with antimicrobial susceptibility testing is required
to understand current trends in increasing antibiotic re-
sistance and determine the most effective ways to pre-
vent postoperative infections.

The emerging resistance to antimicrobials (antibiot-
ics and antiseptics) can be addressed by bacteriophages,
which are successfully used for this purpose in surgery,
otorhinolaryngology, and other medical fields [8, 9.
The Federal Clinical Guidelines state that bacteriophages
are effective and highly specific biological drugs with
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antibacterial effect designed to prevent and treat infec-
tious diseases. They eliminate the pathogen without af-
fecting other microorganisms, are indispensable in com-
bating antibiotic resistant infections, and can be used in
combination with other drugs [10]. However, only single
experimental studies have assessed their use in ophthal-
mology [11].

The study aimed to analyze the ocular surface micro-
biome and test its susceptibility to antimicrobial drugs,
including antiseptics and bacteriophages, before cataract
phacoemulsification.

MATERIALS AND METHODS

The study was conducted at the Ophthalmology Clinic
of Kirov Military Medical Academy of the Ministry of De-
fense of the Russian Federation and Saint-Petersburg
Pasteur Research Institute of Epidemiology and Microbi-
ology. A total of 60 patients (60 eyes), including 26 men
and 34 women, aged 48-85 years were examined.
The mean age of the subjects was 71.40 + 0.99 years.

Preoperative samples for microbiological testing
were taken from the following three areas in all patients:
the conjunctiva (conjunctival surface), skin-lash margin
(meibomian gland secretions), and lacrimal duct (aspi-
rate). The samples were taken using strict aseptic tech-
niques following all sanitary rules by the same clinician.

The samples were delivered to the laboratory on the
same day (delay: 1-7 hours) for Gold inoculation on blood
agar, salt egg yolk agar, and Sabouraud agar. After incu-
bation at 37 °C for 24 hours, a pure culture was isolated,
and the microorganisms were identified by MALDI-TOF
(Bruker) mass spectrometry per the EUCAST protocol
with an additional extended susceptibility testing to oph-
thalmologic antimicrobial drugs (AMD) and immunobio-
logical products (bacteriophages) (Table 1). Susceptibility
to AMDs and bacteriophages was determined using the
disk diffusion method and spot test, respectively.

The following bacteriophages from two manufac-
turers were evaluated: the Perm branch of Scientific
and Production Association “Microgen” JSC, Perm Sci-
entific and Production Association “Biomed” (Sexta-
phage® polyvalent purified pyobacteriophage, LP-No.
(002031)-(RG-RU) dated January 27, 2012; Intestiphage®
intesti-bacteriophage No. 1, LP-No. (001999)-(RG-RU)
dated October 25, 2011 (renewal date: August 11,
2022); Staphylophage® Staphylococcus bacteriophage
No. 1, LP-No. (001973/01)-(RG-RU) dated March 26,
2012; Streptophage® Streptococcus bacteriophage,
LP-No. (001974/01)-(RG-RU) dated January 19, 2009),
and the N. Novgorod branch of Scientific and Produc-
tion Association “Microgen” JSC, IMBIO (Piophage® Com-
plex liquid pyobacteriophage, LP-No. (000700)-(RG-RU)
dated June 21, 2010 (renewal date: August 11, 2022); Intesti-
phage® Intesti-bacteriophage No. 2, LP-No. (001999)-(RG-RU)
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Table 1. List of antimicrobial medicaments and bacteriophages for sensitivity assessment
Ta6nuua 1. MepeyeHb NPOTMBOMMKPOOHLIX NpenapaTtos U 6akTepuodaroB Ans OLEHKN YYBCTBUTENBHOCTH

Product class

Product name

Macrolides and azalides

Second generation aminoglycosides
Third generation aminoglycosides
Penicillins

Combinations of penicillins
Tetracyclines

Second generation fluoroquinolones
Third generation fluoroquinolones
Fourth generation fluoroquinolones
Oxazolidinones

Second generation cephalosporins
Third generation cephalosporins
Fourth generation cephalosporins
Amphenicols

Carbapenems

Glycopeptides

Nitrofuran derivatives

Antiseptics and disinfectants

Azithromycin
Tobramycin, gentamicin
Amikacin
Amoxicillin, ampicillin
Amoxicillin + clavulanate
Doxycycline
Ciprofloxacin, ofloxacin
Levofloxacin
Moxifloxacin
Linezolid
Cefoxitin, cefuroxime
Ceftriaxone, ceftazidime
Cefepime
Chloramphenicol
Imipenem, meropenem
Vancomycin

Furazidine

Topical antiseptic No. 1 containing 79% ethyl alcohol

and 0.5% chlor-hexidine gluconate solution; skin antiseptic No. 2 containing
70% pro-pyl alcohol and 0.1% didecyldimethylammonium chloride solution;
10%, 5%, 3%, and 1% povidone-iodine; benzyldimethyl-myristoylamino-propyl-

Immunobiological products (bacteriophages)

ammonium; picloxydine

Complex pyobacteriophage, polyvalent pyobacteriophage, intesti-bacteriophage

No. 1 and No. 2, Staphylococcus bacteriophage No. 1 and No. 2, and Strepto-

coccus bacteriophage

dated October 25, 2011 (renewal date: August 11, 2022);
Streptophage® Streptococcus bacteriophage No. 2,
LP-No. (001973/01)-(RG-RU) dated March 26, 2012).
For microorganisms with known inefficacy of bacterio-
phages, susceptibility was not determined.

The study revealed monocultures and microbial con-
sortia including two or more species. The isolates were
passaged on appropriate differential diagnostic media
to identify biochemical properties and test susceptibil-
ity to AMDs. A total of 193 samples were obtained from
patients. No microbial growth was observed in 22.3%
of cases, and a pure culture was isolated in 77.7%
of cases.

RESULTS

Range of microorganisms

The following Gram-positive bacteria were identi-
fied in 70.9% of cases from three areas: S. epidermidis
(48.2%), S. aureus (3.1%), Corynebacterium macginleyi
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(3.6%), Staphylococcus lugdunensis (2.6%), Staphylo-
coccus hominis (2.1%), Staphylococcus warneri (2.1%),
Streptococcus oralis (2.1%), Corynebacterium amycola-
tum (2.1%), Staphylococcus haemolyticus (1.0%), Staph-
ylococcus pasteuri (1.0%), Corynebacterium mastitidis
(1.0%), Staphylococcus capitis (0.5%), Micrococcus luteus
(0.5%), Kocuria kristinae (0.5%), and Propionibacterium
(0.5%).

Gram-negative bacteria were detected only in 6.8%
of samples and included Enterobacter cloacae (4.7%),
Moraxella osloensis (1.6%), and Acinetobacter pitii (0.5%).

Thus, over half of bacteria (60.6%) represents vari-
ous Staphylococcus spp., with the largest percentage of
Staphylococcus epidermidis. The most common Gram-
positive and negative rods were Corynebacterium spp.
(6.7%) and E. cloacae (4.7%), respectively. No growth was
reported in 22.3% of samples.

Of the three areas tested in each patient, the
skin-lash margin showed the highest contamination
(Table 2).
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Microorganism Conju_nctiva, Free li(imargin, Lacrinlal duct,
n=66 n=62 n=65
Staphylococcus epidermidis 32 (48.5%) 32 (51.6%) 29 (44.6%)
Enterobacter cloacae 4(6.1%) 4 (6.5%) 1(1.5%)
Corynebacterium macginley 3 (4.6%) 3 (4.8%) 1(1.5%)
Staphylococcus aureus 1(1.5%) 2 (3.2%) 3 (4.6%)
Staphylococcus lugdunensis 3 (4.6%) 1(1.6%) 1(1.5%)
Corynebacterium amycolatum 3 (4.6%) 0 (0.0%) 1 (1.5%)
Streptococcus oralis 1(1.5%) 0 (0.0%) 3 (4.6%)
Staphylococcus warneri 1(1.5%) 2 (3.2%) 1(1.5%)
Moraxella osloensis 1 (1.5%) 2 (3.2%) 0 (0.0%)
Staphylococcus hominis 2 (3.1%) 1(1.6%) 1(1.5%)
Corynebacterium mastitidis 2 (3.1%) 0 (0.0%) 0 (0.0%)
Staphylococcus haemolyticus 1 (1.5%) 1(1.6%) 0 (0.0%)
Staphylococcus pasteuri 0 (0.0%) 1(1.6%) 1(1.5%)
Staphylococcus capitis 0 (0.0%) 1(1.6%) 0 (0.0%)
Micrococcus luteus 0 (0.0%) 1(1.6%) 0 (0.0%)
Kocuria kristinae 0 (0.0%) 1(1.6%) 0 (0.0%)
Propionibacterium 0 (0.0%) 0 (0.0%) 1(1.5%)
Acinetobacter pitii 1 (1.5%) 0 (0.0%) 0 (0.0%)
No growth 11 (16.6%) 10 (16.3%) 22 (34.2%)

Resistance of the identified microorganisms to AMDs
and bacteriophages

The following results were obtained. S. epidermi-
dis showed resistance to the following AMDs: penicillins,
macrolides and azalides, cephalosporins, FQs, second gen-
eration aminoglycosides, levomycetin (2% cases), and ben-
zyldimethyl-myristoylamino-propylammonium (1% cases).

S. epidermidis was most resistant to complex pyo-
bacteriophage (58%), intesti-bacteriophage No. 1 (60%),
Staphylococcus bacteriophage No. 1 (54%), polyvalent
pyobacteriophage (46%), unprotected penicillins (44%),
2" generation FQs (22%), 3rd generation FQs (20%),
4th generation FQs (20%), ceftazidime (20%), and azithro-
mycin (19%) (see Figure).

Percentage of other Staphylococci resistant to AMDs
and bacteriophages varied among the types. S. hae-
molyticus was multidrug-resistant to penicillins, 2nd,
3rd, and 4th generation FQs, 2nd, 3rd, and 4th genera-
tion cephalosporins, azithromycin, intesti-bacteriophage
No. 1, Staphylococcus bacteriophage No. 1, complex

DOl https://doiorg/10.17816/0V627427

pyobacteriophage, and polyvalent pyobacteriophage.
All S. aureus strains were resistant to penicillins, and
some were resistant to levomycetin (33%) and ceftazi-
dime (20%), with all strains being susceptible to all bac-
teriophages. Azithromycin resistance was observed in
100% of S. capitis and 40% of S. lugdunensis strains.

S. capitis resistance to intesti-bacteriophage No. 1,
Staphylococcus bacteriophage No. 1, complex pyobacte-
riophage, and polyvalent pyobacteriophage was observed
in 100% of cases; S. lugdunensis resistance to these bac-
teriophages was detected in 40% of isolates.

S. pasteuri was completely resistant to penicillins,
intesti-bacteriophage No. 1, Staphylococcus bacterio-
phage No. 1, complex pyobacteriophage, and polyvalent
pyobacteriophage. S. hominis was susceptible to all
bacteriophages and AMDs, except for doxycycline (25%).
S. warneriwas sensitive to all AMDs and resistant (100%) to
the following bacteriophags: intesti-bacteriophage No. 1,
Staphylococcus bacteriophage No. 1, complex pyobacte-
riophage, and polyvalent pyobacteriophage.
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Figure. Sensitivity of Staphylococcus epidermidis to antimicrobial medicaments and bacteriophages
PucyHok. YyscTeutenbHocTb Staphylococcus epidermidis K NpoTMBOMUKPOGHLIM NpenapaTaM 1 6akTepuogaram

S. oralis was completely sensitive to all drugs, except
for levomycetin, polyvalent pyobacteriophage, complex
pyobacteriophage, Streptococcus bacteriophage, and
intesti-bacteriophage No. 1.

Vancomycin resistance was reported in 50% of Co-
rynebacterium spp. They were also resistant to FQs,
ceftazidime, and levomycetin.

K. kristinae was resistant to FQs, 3rd generation
cephalosporins, 2nd generation aminoglycosides, and
1% povidone-iodine.

As with Propionibacterium, M. luteus was resistant to
levomycetin, benzyldimethyl-myristoylamino-propylam-
monium, and 1% povidone-iodine; however, these cocci
were sensitive to all bacteriophages (Table 3).

As for Gram-negative bacteria, E. cloacae was resis-
tant to penicillins (78%) and all bacteriophages (100%).
M. osloensis was resistant to aminoglycosides in 67%
of cases. A. pitii was multidrug-resistant, including to
vancomycin. All Gram-negative bacteria were resistant
to 1% povidone-iodine (Table 4).

All cultures showed 100% sensitivity to topical
antiseptics (79% ethyl alcohol and 0.5% chlorhexi-
dine gluconate solution; 70% propyl alcohol and 0.1%
didecyldimethylammonium chloride solution), 5% and
3% povidone-iodine, and picloxydine. No Staphylococ-
cus strains were resistant to Staphylococcus bacterio-
phage No. 2.
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In most cases, ophthalmic antimicrobial resistance
was reported for the following FQs: ciprofloxacin (16.7%),
levofloxacin (16.1%), moxifloxacin (16.1%), ceftazidime
(16.1%), and azithromycin (15.4%). Intesti-bacteriophage
No. 1, Staphylococcus bacteriophage No. 1, complex pyo-
bacteriophage, and polyvalent pyobacteriophage demon-
strated low effectiveness against Staphylococcus spp.
with resistance in 40%-100% of cases.

A. pitii (100%), C. mastitidis (100%), C. amycolatum
(50%), and C. macginleyi (17%) were resistant to van-
comycin.

The lowest percentage of microorganisms was resis-
tant to aminoglycosides, such as tobramycin (3.4%) and
gentamicin (3.4%).

DISCUSSION

The identified microbiome species includes mostly
Staphylococcus spp., in particular S. epidermidis, which is
consistent with the data from most studies [1-3, 12, 13].
Notably, the range of microorganisms is similar to the
isolates from the vitreous humor in patients with post-
phacoemulsification endophthalmitis [5]. Thus, opportu-
nistic pathogens of the ocular surface should be con-
sidered as potential causative agents of postoperative
endophthalmitis. Eyelid colonization with S. epidermidis
(51.6%) is slightly higher than that of conjunctiva (48.5%)
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Table 3. Proportion of sensitive (S) and resistant (R) Gram-positive bacteria to antimicrobial medicaments and bacteriophages, %

Tabnuua 3. [Jons yyBcTBUTENBHBLIX (S) U pesucTeHTHbIX (R) rpamMnonoxuTenbHbix 6akTepuit K NpOTMBOMUKPOOHLIM Npenapatam
u 6aktepuodaram, %

S
R ) B 3 — g » =~ E
Product S|s|g|2|S|8|g|8|8|¢g|g|¢g|s|35]|s2
S X - S| < g S ' g g E | <X | & : S
@ 2 9] = o < % v S ; - & = g
v v o T S
Q.
) ] S 8 100 100 0 100 O 00 O - - 100 100 100 -
Azithromycin
R 19 0 0 00 O 00 O 100 - - - 0 0 0 -
o S 100 100 100 100 100 100 100 100 - - - 100 100 100 -
Amikacin
R 0 0 0 0 0 0 0 0 - - - 0 0 0 -
o S 56 0 100 100 100 O 0 100 - - - 100 100 100 -
Amoxicillin
R 4 100 0 0 0 100 100 O - - - 0 0 0 -
Amoxicillin + S 99 100 100 100 100 O 100 100 - - - 100 100 100 -
clavulanate R 1 o ©0 0O oO0 10 0 0O - - - 0 0 0 -
o S 56 0 100 100 100 O 0 100 - - - 100 100 100 -
Ampicillin
R 44 100 O 0 0 100 100 0 - - - 0 0 0 -
] S 98 100 100 100 75 100 100 100 100 100 100 100 100 100 100
Doxycycline
R 2 0 0 0 25 0 0 0 0 0 0 0 0 0 0
] S 80 100 100 100 100 O 100 100 50 100 100 O 100 100 0
Levofloxacin
R 20 0 0 0 0 00 O 0 50 0 0 100 O 0 100
) ) S 100 100 100 100 100 100 100 100 100 100 100 100 100 100 -
Linezolid
R 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -
] S 99 100 100 100 100 O 100 100 - - - 100 100 100 -
Cefepime
R 1 0 0 0 0 100 0 0 - - - 0 0 0 -
. S 99 100 100 100 100 O 100 100 - - - 100 100 100 -
Cefoxitin
R 1 0 0 0 0 100 O 0 - - - 0 0 0 -
) ] S 78 100 100 100 100 O 100 100 50 100 100 O 100 100 100
Ciprofloxacin
R 22 0 0 0 0 100 O 0 50 0 0 100 O 0 0
) S 99 100 100 100 100 O 100 100 - - - 100 100 100 -
Ceftriaxone
R 1 0 0 0 0 00 O 0 - - - 0 0 0 -
] S 99 100 100 100 100 O 100 100 - - - 100 100 100 -
Cefuroxime
R 1 0 0 0 0 100 O 0 - - - 0 0 0 -
) s 100 - 100 - 100 - 100 100 - - - - - 100 -
Imipenem
R 0 - 0 - 0 - 0 0 - - - - - 0 -
s 10 - 100 - 100 - 100 100 - - - - - 100 -
Meropenem
R 0 - 0 - 0 - 0 0 - - - - - 0 -
o S 80 80 100 100 100 O 100 100 50 50 100 O 100 100 100
Ceftazidime
R 20 20 0 0 0 100 O 0 50 50 0 100 O 0 0
] S 100 100 100 100 100 100 100 100 50 0 67 100 100 100 100
Vancomycin
R 0 0 0 0 0 0 0 0 50 100 33 0 0 0 0
Topical antiseptic S 100 100 100 100 100 100 100 100 100 100 100 100 100 100 100
No. 1 R 0 0 o0 o0 O O 0 0 O O O 0 0 0 O
Topical antiseptic S 100 100 100 100 100 100 100 100 100 100 100 100 100 100 100
No. 2 R 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 3 (continued) / OKoHYaHKe Tabauubl 3
S
R%) ) R 2 _ IS . =~ S
Product €| s|s| S| 5| 8&8|g|8|/8|g|8|¢e|S5|3|38
3 | ° = S | < ) a | © g g g | = . S
S| G|l w2 v | 8w || S o< | 2| =] 8
v v o s |2 S
a
) o S 100 100 100 100 100 100 100 100 100 100 100 100 100 100 100
10% povidone-iodine
R 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
_ o S 100 100 100 100 100 100 100 100 100 100 100 100 100 100 100
5% povidone-iodine
R 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
S 100 100 100 100 100 100 100 100 100 100 100 100 100 100 100
3% povidone-iodine
R 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
S 100 100 100 100 100 100 100 100 100 100 100 0 100 O 0
1% povidone-iodine
R 0 0 0 0 0 0 0 0 0 0 0 100 0 100 100
S 80 100 100 100 100 O 100 100 50 100 100 0 100 100 100
Moxifloxacin
R 20 0 0 0 0 100 O 0 50 0 0 100 0 0 0
) S 99 100 100 100 100 100 100 100 100 100 100 O 100 100 O
Tobramycin
R 1 0 0 0 0 0 0 0 0 0 0 100 O 0 100
_ S 98 67 100 100 100 100 100 100 50 100 100 100 75 0 0
Levomycetin
R 2 33 0 0 0 0 0 0 50 0 0 0 15 100 100
S 80 100 100 100 100 O 100 100 50 100 100 0 100 100 100
Ofloxacin
R 20 0 0 0 0 100 O 0 50 0 0 100 O 0 0
S 99 100 100 100 100 100 100 100 100 100 100 O 100 100 O
Gentamicin
R 1 0 0 0 0 0 0 0 0 0 0 100 O 0 100
Benzyldimethyl- S 99 100 100 100 100 100 100 100 100 100 100 100 100 O 0
myristoylamino- R 1 o0 ©0 o0 0 O 0 0 0 0 0 0 0 100 100

propylammonium

S 100 100 100 100 100 100 100 100 100 100 100 100 100 100 100
Picloxydine

R 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Staphylococeus S 100 100 100 100 100 100 100 100 - - - - - 100 -
bacteriophage No.2 R 0 0 0 0 0 0 0 0 _ _ _ _ _ 0 _
Staphylococeus S 4 100 0 ¢ 10 O 0 O - - - - - 10 -
bacteriophageNo.1 R 54 o 100 4 0 100 100 100 - - - - - 0 -
Intesti-bacteriophage S 99 100 100 100 100 100 100 10 - - - - 0 100 -
No. 2 R 1 o o o ©0 O0 O 0 - - - - 10 0 -
Intesti-bacteriophage S 40 100 0 60 100 0 0 0 - - - - 0 100 -
No. 1 R 60 0 100 40 0 100 100 100 - - - - 100 0 -
Complex pyobacte- S 42 100 0 60 100 0O 0 0 - - - - 0 10 -
riophage R 58 0 100 40 0 100 100 100 - - - - 100 0 -
Polyvalent pyobacte- S 54 100 0 6 100 0 0 0 - - - - 0 10 -
riophage R 46 0 100 40 0 100 100 100 - - - - 100 0 -
Streptococcus S - - - - - - - - - - - - 0 100 -
bacteriophage R - _ _ - - - - - - - - - 100 0 -
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Table 4. Proportion of sensitive (S) and resistant (R) Gram-negative bacteria to antimicrobial medicaments and bacteriophages, %
Tabnuua 4. [lons yyBcTBUTENbHBLIX (S) M pe3ncTeHTHbIX (R) rpamoTpuuaTenbHbiX bakTepuii K MpOTMBOMUKPOOHLIM Npenapatam

u 6akTepuodaram, %

Product | Enterobacter cloacae Moraxella osloensis Acinetobacter pitii
. S 100 - 0
Furazidine
R 0 - 100
g S 100 - 100
Amikacin
R 0 - 0
. S 78 - 0
Amoxicillin
R 22 - 100
Amoxicillin + S 78 100 100
clavulanate R 22 0 0
- S 78 - 0
Ampicillin
R 22 - 100
D i S - 100 -
oxycycline
ycy R _ 0 ~
. S 100 100 100
Levofloxacin
R 0 0 0
S 100 100 100
Meropenem
R 0 0 0
. S 100 100 0
Cefepime
R 0 0 100
. S 100 100 0
Cefoxitin
R 0 0 100
) , S 100 100 100
Ciprofloxacin
R 0 0 0
, S 100 100 100
Ceftriaxone
R 0 0 0
, S 100 100 0
Cefuroxime
R 0 0 100
, S 100 100 100
Imipenem
R 0 0 0
. S 100 100 100
Ceftazidime
R 0 0 0
) S 100 100 0
Vancomycin
R 0 0 100
. — S 100 100 100
Topical antiseptic No. 1
R 0 0 0
. — S 100 100 100
Topical antiseptic No. 2
R 0 0 0
. . S 100 100 100
10% povidone-iodine
R 0 0 0
. . S 100 100 100
5% povidone-iodine
R 0 0 0
. . S 100 100 100
3% povidone-iodine
R 0 0 0
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Table 4 (continued) / OKoHuYaHMe TabnnLbl 4

Product Enterobacter cloacae Moraxella osloensis | Acinetobacter pitii
1% povidone-iodine > 0 0 0
'P R 100 100 100
) ) S 100 100 100
Moxifloxacin
R 0 0 0
. S 100 33 100
Tobramycin
R 0 67 0
. S 100 100 0
Levomycetin
R 0 0 100
S 100 100 100
Ofloxacin
R 0 0 0
. S 100 33 100
Gentamicin
R 0 67 0
Benzyldimethyl-myristoylami- S 100 100 100
no-propylammonium R 0 0 0
Picloxvdine S 100 100 100
icloxydi
i R 0 0 0
. . S 0 - -
Intesti-bacteriophage No. 2
R 100 - -
. ) S 0 - -
Intesti-bacteriophage No. 1
R 100 - -
Complex pyobacteriophage > 0 - -
plex py phag R 100 B B
Polyvalent pyobacteriophage > 0 - -
YV py phag R 100 B B

and corresponds to the data of another study, where
S. epidermidis was isolated from the eyelids more of-
ten (94.7%) compared with the conjunctiva (54.28%) [3].
However, our study showed a smaller difference in colo-
nization of the tested areas. Microbial colonization was
more various on the conjunctiva. Some bacterial species
were found only at specific areas; for example, A. pitii
and C. mastitidis were isolated only from the conjunctiva,
K. kristinae, M. luteus, and S. capitis were observed only
at the free lid margin, and Propionibacterium was identi-
fied only in the lacrimal duct aspirate. The conjunctiva
and eyelid samples showed no growth of S. pasteuri and
S. oralis, respectively; S. haemolyticus and M. osloensis
were not found in the lacrimal duct aspirate. No growth
was most common (34.3%) in the lacrimal duct.

The susceptibility to immunobiological products, in
particular bacteriophages, was first studied on a large
ocular clinical sample. Of all phages, Staphylococcus
bacteriophage No. 2 and intesti-bacteriophage No. 2
showed high antimicrobial activity. Interestingly, dilu-
tions of povidone-iodine to 3% demonstrated in vitro
antimicrobial activity against 100% of isolated microor-
ganisms.

DOl https://doiorg/10.17816/0V627427

No isolates were resistant to picloxydine, unlike
benzyldimethyl-myristoylamino-propylammonium.
Picloxydine also demonstrated high activity against the
conjunctival microbiome in another study [12].

The study performed in 2008 demonstrated that be-
fore moxifloxacin launch in the pharmaceutical mar-
ket, microorganisms isolated from the conjunctiva of
patients with cataract showed low resistance to FQs
and aminoglycosides [13]. In a similar study in 2018, a
higher proportion of bacteria were resistant to amino-
glycosides, such as tobramycin (21.25%) and gentamicin
(17.5%), than to ciprofloxacin (13.75%), ofloxacin (10%),
levofloxacin (10%), and moxifloxacin (0%) [12]. Our study
shows the opposite trend indicating that a percentage of
microorganisms resistant to FQs—ciprofloxacin (16.7%),
ofloxacin (16.1%), levofloxacin (16.1%), and moxifloxacin
(16.1%)—was higher compared with aminoglycosides,
such as tobramycin (3.4%) and gentamicin (3.4%).

CONCLUSION

The antimicrobial activity of the tested AMDs and
bacteriophages varied depending on the microorganism
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type. Given the changes in AMD activity over time, peri-
odical appropriate monitoring is recommended to adjust
antimicrobial prophylaxis accordingly. Our study shows
that antiseptics, aminoglycoside antibiotics, Staphylococ-
cus bacteriophage No. 2, and intesti-bacteriophage No. 2
have the highest in vitro antimicrobial activity against the
isolated microorganisms. Therefore, further studies of
Staphylococcus bacteriophage No. 2 and intesti-bacte-
riophage No. 2 are warranted.

ADDITIONAL INFO

Authors’ contribution. All authors made a substantial contri-
bution to the conception of the study, acquisition, analysis, inter-
pretation of data for the work, drafting and revising the article, final
approval of the version to be published and agree to be accountable
for all aspects of the study. Personal contribution of each author:
T.Yu. Bogdanova — concept, research and analysis, collecting and
preparation of samples, data analysis, writing the main part of the
text; A.N. Kulikov — concept, data analysis, making final edits;
L.A. Kraeva — concept, collecting and preparation of samples,
laboratory examination, data analysis.

Funding source. The study was not supported by any external
sources of funding.

Competing interests. The authors declare that they have no
competing interests.

REFERENCES

1. Adam M, Balci M, Bayhan HA, et al. Conjunctival flora in diabetic
and nondiabetic individuals. Turk J Ophthalmol. 2015;45(5):193—196.
doi: 10.4274/1j0.33230

2. Gunduz G, Gunduz A, Polat N, et al. The effect of chronic alco-
holism on the conjunctival flora. Curr Eye Res. 2016;41(6):734-739.
doi: 10.3109/02713683.2015.1056805

3. Peral A, Alonso J, Garcia-Garcia C, et al. Importance of lid hy-
giene before ocular surgery: qualitative and quantitative analysis
of eyelid and conjunctiva microbiota. Eye Contact Lens. 2016;42(6):
366-370. doi: 10.1097/ICL.0000000000000221

4. Bogdanova TYu, Kulikov AN, Danilenko EV, et al. Endophthalmitis
risk factors associates with phacoemulsification (Literature review).
Ophthalmology Reports. 2023;16(1):67-78. (In Russ.) EDN: WLJEKV
doi: 10.17816/0V104740

5. Kato JM, Tanaka T, de Oliveira LMS, et al. Surveillance
of post-cataract endophthalmitis at a tertiary referral cen-
ter: a 10-year critical evaluation. Int J Retin Vitr. 2021;7(1):14.
doi: 10.1186/s40942-021-00280-1

6. Barry P, Cordoves L, Susanne G. ESCRS Guidelines for Pre-
vention and Treatment of Endophthalmitis Following Cataract
Surgery: data, dilemmas and conclusions. 2013. Dublin: ESCRS;
2013.51 p.

7. Patel J, Harant A, Fernandes G, et al. Measuring the global re-
sponse to antimicrobial resistance, 2020-2021: a systematic gov-
ernance analysis of 114 countries. Lancet Infect Dis. 2023;23(6):
706-718. doi: 10.1016/S1473-3099(22)00796-4

Vol. 17(3) 2024

DOl https://doiorg/10.17816/0V627427

Ophthalmology Reports

Consent for publication. Written consent was obtained from
the patients for publication of relevant medical information within
the manuscript.

A0NOSIHATENIbHAS! UHOOPMALIUA

Bknap aBTopoB. Bce aBTOpbl BHEC/M CYLLECTBEHHLIA BKMAA
B pa3paboTKy KOHLeEnuuW, NpoBefeHUe WUCCNefO0BaHUS U MOA-
TOTOBKY CTaTbu, MPOYM U OA00pUNIM GUHasbHYI0 BepcUio nepep,
nybnnkaumen. JInuubiii BKnag, Kaxporo asrtopa: T.H0. boraaHo-
Ba — KOHLENUMs M Au3alH WCCNEe0BaHUs, MOMCKOBO-aHanm-
TH4yeckas pabota, cbop 1 obpaboTka MaTepuanos, aHanu3 nosy-
YeHHbIX AaHHbIX, HanucaHue TekcTa; A.H. KynukoB — KoHuenums,
aHanM3 NosyYyeHHbIX AaHHbIX, BHECEHWE OKOHYATENbHOW MPaBKU;
JI.A. KpaeBa — KoHuenuus, obpaboTka Matepuanos, nabopatop-
HOe MCC/efj0BaHue, aHaNN3 NOJYYEHHBIX JaHHbIX.

UcTounuk dmHaHcupoBaHus. ABTopbl 3asBNISlOT 06 OTCYTCTBUM
BHELLHero GuUHaHCMpoBaHWUA Mpy NPOBeLEHUN UCCTIeA0BaHMS.

KoHdnukT uHTepecoB. ABTopbl AeKnapupyloT OTCYTCTBUE §IB-
HbIX 1 MOTEHUMaNbHbIX KOH(IMKTOB MHTEPECOB, CBA3AHHBIX C My-
BnvKaumeli HacTosLLel CcTaTby.

WHdbopmmpoBaHHoe cornacue Ha nybnukaumio. ABTopbl nony-
UMM MTUCBMEHHOE COTflacue NaLMeHToB Ha MybnnKaLmio MeanLIMH-
CKWX JaHHBIX.

8. Akimkin VG, Darbeeva 0S, Kolkov VF. Historical and mod-
ern aspects of bacteriophages application: experience and pros-
pects. Journal of Clinical Practice. 2010;1(4):48-54. EDN: SZJHUP
doi: 10.17816/clinpract1448-54

9. Zueva LP, Aslanov BI, Akimkin VG. A modern look at the role of
bacteriophages in evolution of pathogens and prevention of health-
care-associated infections. Epidemiology and Vaccinal Prevention.
2014;1(74):43-49. (In Russ.) EDN: RWLHNT

10. Federal clinical guidelines “Rational use of bacterio-
phages in therapeutic and anti-epidemic practice”. 2014.
39 p.

11. Kishimoto T, Ishida W, Fukuda K, et al. Therapeutic effects of
intravitreously administered bacteriophage in a mouse model of
endophthalmitis caused by vancomycin-sensitive or -resistant
Enterococcus faecalis. Antimicrob Agents Chemother. 2019;63(11):
e01088-e01019. doi: 10.1128/AAC.01088-19

12. Pirogov Yul, Shustrova TA, Oblovatskaya ES, et al. The state
of conjunctival flora and its susceptibility to “Vitabakt” in cataract
patients compared to other antibiotics used in ophthalmologic
practice. Ophthalmology Journal. 2018;11(2):75—79. EDN: XQCJYT
doi: 10.17816/0V11275-79

13. Okolov IN, Gurchenok PA. Antibiotic resistance of normal
conjunctival flora in the patients undergoing ophthalmic surgery.
Ophthalmology Reports. 2008;1(4):59—-62. EDN: KATGAT

2]


https://doi.org/10.4274/tjo.33230
https://doi.org/10.3109/02713683.2015.1056805
https://doi.org/10.1097/ICL.0000000000000221
https://elibrary.ru/wljekv
https://doi.org/10.17816/OV104740
https://elibrary.ru/szjhup
https://doi.org/10.17816/clinpract1448-54
https://elibrary.ru/rwlhnt
https://doi.org/10.1128/AAC.01088-19
https://elibrary.ru/xqcjyt
https://doi.org/10.17816/OV11275-79
https://elibrary.ru/katgat

28

OPYTVHATIBHBIE CTATBN

CMUCOK JIUTEPATYPbI

1. Adam M, Balci M., Bayhan H.A,, et al. Conjunctival flora in dia-
betic and nondiabetic individuals // Turk J Ophthalmol. 2015. Vol. 45,
N 5. P. 193-196. doi: 10.4274/1j0.33230

2. Gunduz G., Gunduz A, Polat N., et al. The effect of chronic alco-
holism on the conjunctival flora // Curr Eye Res. 2016. Vol. 41, N 6.
P. 734-739. doi: 10.3109/02713683.2015.1056805

3. Peral A, Alonso J., Garcia-Garcia C., et al. Importance of lid hy-
giene before ocular surgery: qualitative and quantitative analysis of
eyelid and conjunctiva micraobiota // Eye Contact Lens. 2016. Vol. 42,
N 6. P. 366—370. doi: 10.1097/ICL.0000000000000221

4. bBorpavosa T.10., Kynukos AH., llaHunenko E.B., u ap. ®axTope
pUCKa PasBUTUS 3HAOMTaNbMUTOB MpK HaKoIMyNbCUDUKALMM Ka-
TapaKThl (0630p nuTepatypsl) // OtbTanbMonoruyeckne BefOMOCTY.
2023.7. 16, N2 1. C. 67-78. EDN: WLJEKV doi: 10.17816/0V104740
5. Kato J M, Tanaka T, de Oliveira LM.S,, et al. Surveillance of
post-cataract endophthalmitis at a tertiary referral center: a 10-
year critical evaluation // Int J Retin Vitr. 2021. Vol. 7, N 1. P. 14.
doi: 10.1186/s40942-021-00280-1

6. Barry P., Cordoves L., Susanne G. ESCRS guidelines for pre-
vention and treatment of endophthalmitis following cataract sur-
gery: data, dilemmas and conclusions. 2013. Dublin: ESCRS, 2013.
51 p.

7. Patel J., Harant A, Fernandes G., et al. Measuring the global
response to antimicrobial resistance 2020-2021: a systematic gov-
ernance analysis of 114 countries // Lancet Infect Dis. 2023. Vol. 23,
N 6. P. 706-718. doi: 10.1016/S1473-3099(22)00796-4

AUTHORS' INFO

*Tatiana Yu. Bogdanova, MD; address: 6 Akademika Lebedeva st.,
Saint Petersburg, 194044, Russia; ORCID: 0000-0001-6545-3092;
eLibrary SPIN: 1087-2103; e-mail: kalistayaros@gmail.com

Alexei N. Kulikov, MD, Dr. Sci. (Medicine), Professor;
ORCID: 0000-0002-5274-6993; eLibrary SPIN: 6440-7706;
e-mail: alexey.kulikov®mail.ru

Liudmila A. Kraeva, MD, Dr. Sci. (Medicine);

ORCID: 0000-0002-9115-3250; eLibrary SPIN: 4863-4001;
e-mail: lykraeva@yandex.ru

* Corresponding author / ABTOp, 0TBETCTBEHHBIV 3@ NEpenmcKy

Tom 17.N? 3, 2024

DOl https://doiorg/10.17816/0V627427

OdTansbMonoryecKme BeoMoCTH

8. AxumkmH BT, [apbeesa 0.C, Konkos B.®. bBaktepuoda-
TW: UCTOPUYECKME W COBPEMEHHbIE acMeKTbl WX MPUMEHEHNS:
onbIT W nepcnexkTvBbl // KnuHndeckas npaktvka. 2010. T. 1, N2 4.
C. 48-54. EDN: SZJHUP doi: 10.17816/clinpract1448-54

9. 3yesa J1.M., Acnaros b.M., AkmmkmH B.I'. CoBpeMeHHbI B3rnsa
Ha ponb baKTepno(haroB B 3BOJIOLMM TOCMMTANbHBIX LUTAMMOB
 npodunakTvke UCMIT // 3nuaemuonorus u BakumHonpobunax-
mKa. 2014.T. 1, N2 74. C. 43-49. EDN: RWLHNT

10. ®epepanbHble KIMHUYECKME pekoMeHAaummn «PaumoHanbHoe
npuMeHeHWe bakTepuodaros B feuebHoOM 1 NpoTMBO3NMAEMMYE-
CKOW npaKTuKe». 2014. C. 39.

11. Kishimoto T., Ishida W., Fukuda K., et al. Therapeutic effects
of intravitreously administered bacteriophage in a mouse model
of endophthalmitis caused by vancomycin-sensitive or -resistant
Enterococcus faecalis // Antimicrob Agents Chemother. 2019. Vol. 63,
N 11.P. e01088—e01019. doi: 10.1128/AAC.01088-19

12. Muporos .M., LWyctposa T.A., O6nosaukas E.C., n gp. Cocto-
AHVE MUKPOGDAOPbI NALMEHTOB C KaTapaKTOM U eé YyBCTBUTESb-
HOCTb K npenapaty «BuTabaKT» B CpaBHEHWW C aHTUOMOTMKaMMU,
npUMeHsieMbIMM B odTanbMonornyeckon npaktuke // Odransmo-
norndeckune segomocty. 2018. T. 11, N2 2. C. 75-79. EDN: XQCJYT
doi: 10.17816/0V11275-79

13. OxkonoB W.H., TypueHok [.A. Pe3anCTEHTHOCTb K aHTUOMOTMKAM
HOpMaJbHOM MUKPOMNOPbI KOHBIOHKTUBLI Y MaLmeHToB nepes od-
TanbMOXVPypriyeckvMm onepaumamu // Odtansmonoryeckme Be-
pomoct. 2008. T. 1, N 4. C. 59-62. EDN: KATGAT

0b ABTOPAX

*TatbsaHa l0pbeBHa borpgaHoBa; agpec: Poceus, 194044, Pocews,
CaHkT-lNeTepbypr, yn. Akagemuka Jlebenesa, a. 6;

ORCID: 0000-0001-6545-3092; eLibrary SPIN: 1087-2103;

e-mail: kalistayaros@gmail.com

Anekcen Hukonaesuy Kynukos, a-p Mef. Hayk, npodeccop;
ORCID: 0000-0002-5274-6993; eLibrary SPIN: 6440-7706;
e-mail: alexey.kulikov@mail.ru

Jlioamuna AnekcanpposHa KpaeBa, a-p Mefl. Hayk;

ORCID: 0000-0002-9115-3250; eLibrary SPIN: 4863-4001;
e-mail: lykraeva@yandex.ru



https://orcid.org/0000-0001-6545-3092
https://www.elibrary.ru/author_profile.asp?spin=1087-2103
mailto:kalistayaros@gmail.com
https://orcid.org/0000-0001-6545-3092
https://www.elibrary.ru/author_profile.asp?spin=1087-2103
mailto:kalistayaros@gmail.com
https://orcid.org/0000-0002-5274-6993
https://www.elibrary.ru/author_profile.asp?spin=6440-7706
mailto:alexey.kulikov@mail.ru
https://orcid.org/0000-0002-5274-6993
https://www.elibrary.ru/author_profile.asp?spin=6440-7706
mailto:alexey.kulikov@mail.ru
https://orcid.org/0000-0002-9115-3250
https://www.elibrary.ru/author_profile.asp?spin=4863-4001
mailto:lykraeva@yandex.ru
https://orcid.org/0000-0002-9115-3250
https://www.elibrary.ru/author_profile.asp?spin=4863-4001
mailto:lykraeva@yandex.ru
https://doi.org/10.4274/tjo.33230
https://doi.org/10.3109/02713683.2015.1056805
https://doi.org/10.1097/ICL.0000000000000221
https://elibrary.ru/wljekv
https://doi.org/10.17816/OV104740
https://elibrary.ru/szjhup
https://doi.org/10.17816/clinpract1448-54
https://elibrary.ru/rwlhnt
https://doi.org/10.1128/AAC.01088-19
https://elibrary.ru/xqcjyt
https://doi.org/10.17816/OV11275-79
https://elibrary.ru/katgat

	Actual opportunistic ocular surface microflora and its sensitivity to antimicrobials and bacteriophages in patients with cataracts

	Abstract

	To cite this article



	Актуальная условно-патогенная микрофлора глазной поверхности и её чувствительность к противомикробным препаратам и бактериофагам у пациентов с катарактой

	Аннотация

	Как цитировать 


	Background

	Materials and methods

	Results

	Discussion

	Conclusion

	Additional Info 
	Дополнительная информация

	References

	Список литературы

	Authors' Info

	Об авторах



