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Candidemia/ Invasive candidiasis

• Important Health care associated infection

(HCAI), causing high mortality, especially

in critically ill patients in ICUs

• Candida spp. is one of the most frequent 

pathogens isolated in bloodstream 

infections (BSI)



• Past two decades, the incidence of 
candidemia: doubled

• Candida spp. currently ranks as the fourth
and the seventh most common 
bloodstream pathogen in North American 
and European studies. 

• Prevalence in Asia is much higher; studies 
lesser



Reasons for increasing rates

• Improved detection

• Increase in patient- population at risk

– Invasive procedures and devices

– Broad-spectrum antimicrobial agents

– Advanced life-support

– Aggressive chemotherapy



Impact

• Crude mortality rate of Candidemia is 40-

75%

• Attributable mortality of 25%-38%

• Increased Length of stay (~ of 30 days) 

• Increased costs of care

• Antifungal resistance



C. albicans/ NAC?

• Historically, C. albicans:  most common 

cause of candidemia worldwide. 

• Recent years: NAC have increased 

• The intrinsic and emerging resistance to 

azoles represents a major challenge for 

treatment 



Epidemiology of candidemia

• Shows wide variation among countries

• E.g; Europe
– An increasing incidence of candidemia in Iceland 

was reported between 2000 and 2011

– Similarity was not observed in Switzerland, 
(Swiss National survey showed static rates) 

• Although there are many studies from Asia, a 
large-scale cross-sectional study across Asia 
was lacking



Candida Infections in ICU settings: 

Scenario in Asia and India 

C albicans predominant 

species causing invasive 

candidiasis/candidemia

in Australia, Japan, 

Korea, Hongkong, 

Malaysia, Singapore and 

Thailand 

India & 

Pakistan

C tropicalis
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• 12-month, laboratory-based surveillance of 
candidaemia at 25 hospitals from 

– China 

– Hong Kong

– India

– Singapore 

– Taiwan 

– Thailand 

• The incidence and species distribution of 
candidaemia were determined. 







• 1,601 episodes of candidaemia among 1.2 

million discharges. 

• Overall incidence: 1.22 episodes per 1000 

discharges 

– Varied among the hospitals (range 0.16–4.53 

per 1000 discharges) 

– Varied among countries (range 0.25–2.93 per 

1000 discharges). 



• 1,910 blood isolates evaluated

– Candida albicans was most frequently isolated 

(41.3%) 

– Followed by Candida tropicalis (25.4%) 

– Candida glabrata (13.9%)  

– Candida parapsilosis (12.1%) 

Although C. albicans was the most common 

Candida species, it accounted for <40% of 

candidaemia in 12 of 25 hospitals. 



Candida tropicalis was the leading non-
albicans species  
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C. tropicalis

• Leading NAC  species overall

• The most common NAC  species in 18 
hospitals: 

– China (6/10), 

– Hong Kong, 

– India (3/4), 

– Singapore, 

– Taiwan (4/6) and 

– Thailand (3/3)



• Proportion of C. tropicalis was higher in 

tropical areas (India, Thailand and 

Singapore) than other geographical regions 

(46.2% versus 18.9%, p 0.04). 



C. glabrata

• The most common NAC species in 3 of 25 

hospitals (two in China; one in Taiwan). 

• Up to 26% of candidaemia was caused by 

C. glabrata in two hospitals (one in China; 

one in Singapore). 



C. parapsilosis/ C. krusei

• C. parapsilosis was the most common 
NAC species in 3 of 25 hospitals

– 33% of candidaemia cases in one Indian 
hospital.  

– 26% in a Chinese hospital and 

– 14% in a Taiwanese hospital. 

• Candida krusei was rare, but contributed 
to 12.2% of Candida blood isolates in one 
Indian hospital. 



Is there a difference between 

East and West?

• The species distribution is different from 

Western countries. 

• Both geographic and healthcare factors 

contribute to the variation of species 

distribution. 









• Invasive isolates of C. albicans, C. 

parapsilosis complex and C. tropicalis

remain highly susceptible to fluconazole 

(>90% susceptible). 



Candida bloodstream isolates, Asia-Pacific region 

 

861 isolates from 13 centers, 2014   Tan TY, et al. Med Mycology 2016:54, 471 



Invasive C. glabrata complex 

isolates 

• The following are increasing in prevalence:

– Fluconazole resistance (6.8-15%)

– Isolates with non-wild-type phenotype for 

itraconazole (3.9-10%) and voriconazole (5-

17.8%) susceptibility 

– Echinocandin resistance 

(2.1-2.2% in anidulafungin and 2.2% in 
micafungin)



C. tropicalis

• Nonsusceptible rate to fluconazole  5.7-

11.6% : China 

• Voriconazole 5.7-9.6%: China





2009-11 Candidemia

0.8/ 1000 hospital discharges

C. tropicalis: 29%

C. albicans: 23%

C. Parapsilosis 19.5%

Susceptibility

Voriconazole: 98%

Itraconazole: 69.5

Fluconazole: 46%

26 % Mortality; C. trop: Highest

Risk Factors: Abdominal/ CTVS 

Elderly patients; Candidemia
C. albicans: 43%
C. trop: 25%
C. parapsilosis: 14%
C. glabrata: 11%
C. krusei: 4.8%
C. famata: 1.6%
SAME as young population
Resistance to azoles was double as 
compared to younger population
Higher mortality

West China
Neonatal infections

2012-15
Prevalence: 1.4%

NAC: 56.5%
Glabrata: 33%
Tropicalis: 20%
Parapsilosis: 1.4

Kefyr: 1.4%

2010-12
Invasive Candidiasis in ICUs

92%: Candida
6%: Cryptococcus

2%: Other non candida 
yeasts

Flu R: 4%  in C. albicans; 
10%: trop; 14% glabrata; 4% 

parapsilosis

2006-11
Invasive candidiasis
C. albican> tropicalis> 
parapsilosis> glabrata
Fluconazole R
C albicans: 7%
Tropicalis: 11%
Glabrata: 15%





2006-2009

• 147 patients with clinically significant 
candidemia

• The four most common Candida species 
– C. albicans (39%)

– C. tropicalis (28%)

– C. glabrata (22%)

– C. parapsilosis (6%)

• Only 47% received appropriate antifungal 
therapy within 72 hours. 

• 28-day all-cause mortality was 59%. 



• The independent risk factors associated 

with mortality:

– Neutropenia from chemotherapy 

– Septic shock

– ICU admission 

– Inappropriate antifungal therapy within 72 

hours 

– Renal failure



2012

Candidemia: 6% 

NAC: 91%

Parapsilosis: 36.4%

Lusitaniae: 30%

Tropicalis: 21%

Glabrata: 4%

Only 9% C. albicans



NICU & PICU

• 15.2/ 1000 admissions

• Risk factors

CVC

Mech Ventilation

Parenteral nutrition

• C. albicans: 57%

• Parapsilosis: 24%

• Orthopsilosis, glabrata, 

dublinensis, lusitaniae, 

kefyr, intermedia: 

all 11%

• NAC: almost half

• Overall mortality: 42.5%



Five year 

study

25% BSI: 

Candida

Mortality: 

64%



CAUTI

Candida sp: Most common

34.7%

C. albicans: 52.4%

All C albicans were 

Sensitive to fluconazole



2012 to 2015

261 candidemia episodes. 

The overall incidence was 

0.14/1000 

C. glabrata (31.4%), C. tropicalis

(29.9%), C. albicans (23.8%)

The incidence of C. glabrata

significantly increased from 2008 

to 2015



Fluconazole resistance was detected 

primarily in C. tropicalis (16.7%) and C. 

glabrata (7.2%). 





Introduction

Candida species are a common cause of nosocomial blood

stream infections, and candidemia is associated with high

mortality rates among adults (15-35%) and neonates (10-

15%)
1-3)

. According to results from the ARTEMS DISK global

surveillance study, only five Candida species (Candida

albicans, Candida glabrata, Candida parapsilosis, Candida

tropicalis, and Candida krusei) accounted for 92% of

candidemia cases
4)
. Although C. albicans is the most common

species, there has been an increase in the isolation of non-C.

albicans species in recent years, with C. glabrata and C.

parapsilosis being the most common, followed by C.

tropicalis and C. krusei. Unfortunately, some C. glabrata

isolates and all C. krusei isolates are resistant to fluconazole,

and C. parapsilosis has a higher minimal inhibitory

concentration for echinocandins (e. g., micafungin and

caspofungin) compared to other Candida species.

There is limited epidemiological data regarding candidemia

in Japan, and existing studies have either been multicenter but

limited to a specific area
5)

or single-center and only examined

risk factors
6-8)

. The most recent surveillance data for Japan is

from a 1-year surveillance program for 2001-2002
9)
, which

revealed that the 553 Candida blood isolates included C.

albicans (40.7%), C. parapsilosis (23.0%), C. glabrata (17.9

%), C. tropicalis (11.6%), C. krusei (2.4%), and others (4.3%).

Therefore, the present study was conducted by the

Epidemiological Investigation Committee for Human My-

coses in Japan to evaluate the distributions of Candida isolates

from 2003 to 2014 in 10 Japanese university hospitals.

Methods

Blood culture results from 2003 to 2014 were retrospective-

ly evaluated. The data included the center-specific numbers of

annual blood cultures, bacterial isolates that included fungi,

numbers of fungi, and Candida species. The 10 participating

hospitals included Nagasaki University Hospital (862 beds,

Nagasaki) and Oita University Hospital (618 beds, Oita),

which are located in western Japan. Hyogo College of

Medicine Hospital (963 beds, Hyogo), Osaka University

Hospital (1, 076 beds, Osaka), and Osaka City University

Hospital (980 beds, Osaka) are located in central Japan.

Saitama Medical University Hospital (972 beds, Saitama),

Showa University Hospital (815 beds, Tokyo), Toho Universi-

ty Omori Medical Center (948 beds, Tokyo), and Chiba

University Hospital (850 beds, Chiba) are located in eastern

Japan. Tohoku University Hospital (1,225 beds, Miyagi) is

located in northeastern Japan. Most centers had complete data

from 2003 to 2014, although only partial data were available

from Toho University Omori Medical Center (2007-2014) and

Tohoku University Hospital (2003-2007).

Categorical variables (number and percentage) were

compared using the chi-square test. Differences were

considered statistically significant at a P-value of < 0.05. All

analyses were performed using IBM SPSS software (version

22.0; IBM Corp, Armonk, NY, USA).

Results

Blood culture results

The total positive rate for all blood cultures (n = 328,318)

was 13.0 ± 0.52%. Fungi were present in 0.58 ± 0.09% of all

blood cultures, and in 4.46 ± 0.66% of positive blood cultures.

There was no significant difference in the positive results for

fungi when we compared the data for 2003-2008 and 2009-

2014. A total of 1,921 Candida isolates were identified in the

blood specimens; their overall distribution is shown in Table 1.

The most common species was C. albicans (39.5%), which

was followed by C. parapsilosis (23.3%), C. glabrata (13.2

%), C. tropicalis (7.1%), and C. krusei (3.2%). The “other”

category (13.7%) included Candida guilliermondii, Candida

famata, Candida lusitaniae, and unidentified Candida isolates.

Temporal changes in the five major Candida species

Fig. 1 shows the temporal changes in the five major

Candida species distributions from 2003 to 2014. The

frequency of C. albicans was 58.2% in 2003, approximately

40% for 2005-2011, and approximately 30% in 2012 and 2014

(with a temporary increase to 49.5% in 2013). C. albicans was

significantly more common in the first half of the study period,

compared to the second half (42.5% vs. 37.4%, P = 0.03). The

next most common species were C. parapsilosis and C.

glabrata. The frequency of C. parapsilosis was 14. 3% in

2003, approximately 22% for 2004-2013 (range: 19.8-28.4%),

and 29.9% in 2014. There was no significant difference in the

C. parapsilosis rates between the first and second halves of the

study period (28.7% vs. 31.4%, P = 0.52). The frequency of

C. glabrata was 3.3% in 2003, < 10% for 2004-2006, and

approximately 15% after 2006 (range: 11.4-22.8%). C. glabrata

was significantly more common in the second half of the study

period, compared to the first half (11.6% vs. 17.8%, P = 0.003).

The frequency of C. tropicalis remained stable, and C. krusei

Medical Mycology Journal Volume 59, Number 1, 2018E 20

Table 1. Major Candida isolates

Species Isolates, n (%)

Candida albicans 758 (39.5%)

Candida parapsilosis 447 (23.3%)

Candida glabrata 254 (13.2%)

Candida krusei 61 ( 3.2%)

Candida tropicalis 137 ( 7.1%)

Others 264 (13.7%)

was significantly less common in the second half of the study

period, compared to the first half (4.9% vs. 2.1%, P < 0.001).

Discussion

The distributions of Candida species in population-based

studies vary according to the specific geographical area
10)

.

Although C. albicans is the most common species, consider-

able differences are observed for C. glabrata and C.

parapsilosis. For example, higher frequencies of C. glabrata

are observed in northern Europe and the US, with higher

frequencies of C. parapsilosis observed in Spain and Brazil.

Furthermore, the global frequency of C. albicans is decreas-

ing, while the frequencies of C. glabrata and C. krusei are

remaining stable, and the frequencies of C. parapsilosis and C.

tropicalis are increasing
10)

. In the present study, the overall

distribution of Candida species was similar to those in Spain

and Brazil, as we detected a high frequency for C.

parapsilosis, although the decreasing trend for C. albicans in

Japan mirrors that in other countries. However, we also

observed a significant increase for C. glabrata, no significant

changes for C. parapsilosis and C. tropicalis, and a significant

decrease for C. krusei. These results are unique compared to

the global trends, and it remains unclear why these

discrepancies exist, although they could be attributed to the

use of antifungal drugs, differences in the underlying diseases,

and hospital-related factors
10)

. For example, a prospective

multicenter study of 2,441 patients in France demonstrated

that pre-exposure to fluconazole and caspofungin decreased

the prevalence of C. albicans
11)

. Khatib et al. have also

reported that the frequency of C. glabrata candidemia is

higher than that of C. albicans candidemia among patients

with diabetes and from abdominal sources
12)

. Furthermore, it

has been reported that the frequency of C. parapsilosis

decreases with age, whereas C. glabrata is more common

among elderly individuals
13)

. Therefore, future studies are

needed to more comprehensively examine the relationships

between these factors and the occurrence of Candida species.

In the present study, the participating centers used different

methods to identify the Candida species. Recently, matrix-

assisted laser desorption/ionization time-of-flight mass spec-

trometry has emerged as an accurate identification method in

many institutions. This technique is rapid and highly accurate

for identifying yeast isolates that cause bloodstream infec-

tions
14)

, which suggests that it is a useful tool for surveillance.

In conclusion, our data indicate that C. albicans was the

most common species in Japan, followed by C. parapsilosis

and C. glabrata. In addition, the frequency of C. albicans has

been significantly decreasing during the last 6 years, while the

frequency of C. glabrata has been increasing. Ongoing

surveys, therefore, are important in monitoring the trends in

the distribution of Candida species that cause candidemia.
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Fig. 1. Candida species distributions during 2003-2014.





ICU-acquired 
candidemia 
in India 

27 Indian ICUs          Arunaloke Chakrabarti et al. Intensive Care Med (2015) 41:285 



• 1,400 ICU-acquired candidemia cases 

• overall incidence of 6.51 cases/1,000 ICU 

admission, 

• 65.2 % were adults 

• acquisition occurred early after admission 

to ICU (median 8 days), even infecting 

patients with lower APACHE II score at 

admission . 



• 31 Candida species

• Candida tropicalis:  41.6 % 

• Azole and multidrug resistance were seen 
in 11.8 and 1.9 % of isolates. 

• 30-day crude and attributable mortality 
rates of candidemia was  44.7 and 19.6 %

• Independent predictors of mortality:

– Admission to public sector hospital, APACHE II 
score at admission, underlying renal failure, 
central venous catheterization and steroid 
therapy.



ICU-acquired 
candidemia 
in India 

27 Indian ICUs          Arunaloke Chakrabarti et al. Intensive Care Med (2015) 41:285 



Central India

2010-2012

NAC> C. albicans in pediatric 

and geriatric populations

Resistance

Amph B: 30%

Flu: 6%

Itra: 4.2%

Voric: 2.5%

All C. krusei: Resistant to 

Fluconazole

Sir Gangaram Hospital, New Delhi
Out of 22,491 blood cultures, 2840 were 

positive
18% positive for Candida
Drastic shift towards NAC

High R to azoles

Uttarakhand

NICU candidemia

NAC: 80%; Parapsilosis: 25%; Tropicalis: 22%; Albicans: 19.7

Glabrata: 14.3; Krusei: 10.6%

60% sensitive to fluconazole

73%: Itraconazole

96%: Amph B

NAC: (Except glabrata and krusei) were more R to azoles than 

albicans



Trauma Center, AIIMS, New  Delhi

2008-09

0.71 per 1000 patient days

NAC: > 80%

C. rugosa: 18.4%

6% R to Fluconazole

No resistance to Amph B, flucytosine, 

voriconazole

Trauma Center, AIIMS, New  Delhi
2011-2012

Candida sp: 12% of all BSI causing organisms
C. tropicalis:  55%
C. albicans: 18%

C parapsilosis: 10.5%
Rugosa, glabarta, haemulonii: 5% each



• 2588 neonates enrolled 

• About a quarter of infections were caused by Candida

spp. (n = 91; 22.7%); almost three-fourths (73.7%) of 

these infections occurred in neonates born at or after 

32 weeks’ gestation and about two-thirds (62.1%) in 

those weighing 1500 g or more at birth. 









• Candida auris has emerged as the multi-drug 
resistant non-albican candida species in critically 
ill patients admitted ICU causing bloodstream and 
other infections. 

• It has often been misidentified as Candida famata, 
Candida sake, Rhodotorula glutinis, or 
Saccharomyces cerevisiae and Candida 
haemulonii by automated identification systems.

• C. auris is notable because of its resistance to 
azole antifungal agents and its potential for clonal 
transmission.  



A global map depicting rapid emergence of multidrug-resistant clinical Candida auris strains 
in 5 continents.
The value in parentheses denotes the year of report of C. auris from the respective country 
or state.







• 90%  C. auris were fluconazole resistant

• 2% and 8% were resistant to 

echinocandins and amphotericin B, 

respectively. 

• Overall, 25% and 13% of isolates were 

MDR and multi-azole resistant, 

respectively. 





• All patients diagnosed with candidaemia
between 2012 and 2017 were studied. 

• The isolates were identified using 
conventional methods, VITEK 2 and 
MALDI-TOF MS. 

• The isolates not identified by MALDI-TOF 
were sequenced. 

• Antifungal susceptibility testing was done 
by the CLSI broth microdilution method 
and VITEK 2. 



• A total of 114 isolates of Candida species 

were analysed. 

• Candida tropicalis (39.4%)> C. auris

(17.5%)> C. albicans (14%) >                  

C. parapsilosis (11.4%). 

• Diutina mesorugosa isolates (n = 10) were 

not identified by MALDI- TOF and were 

confirmed by sequencing. 



• C. auris:  55% isolates had high MICs. 

• A high rate of errors in antifungal 

susceptibility was noted with the VITEK 2 

as compared to the CLSI method.



Capacity Building and Strengthening of 

Hospital Infection Control to detect and prevent 

antimicrobial resistance in India





Participating Centers

• ICMR- AIIMS 

centres- 24 (23 

Functional)

• NCDC centres- 4 

• Centers trained 

under Swachhatta
Action Plan- 7



ICUs Included

▪ Total ICUs included in the surveillance 

93

▪ Number of ICUs reporting in surveillance-

86



ICU Type BSI cases (CRFs); N (%)

Medical/Surgical ICU 433  (25)

Medical ICU 291  (16.8)

Neonatal ICU 290 (16.8)

Surgical ICU 224 (13)

Pediatric Medical ICU 149 (8.6)

Neurosurgical ICU 90 (5.2)

Trauma ICU 76 (4.4)

Gastrointestinal ICU 60 (3.4)

Cardiothoracic Surgical ICU 33 (1.9)

Respiratory ICU 25 (1.4)

Oncologic Medical ICU 19 (1)

Pediatric Medical/Surgical ICU 11 (0.6)

Burn ICU 9 (0.5)

High Dependency Unit 8 (0.4)

Oncologic Surgical ICU 5 (0.2)

Cardiac ICU 2 (0.1)

Total BSI CRFs 1,725

BSI cases - ICU wise



Blood stream Infections

Data from May, 2017 to June, 2018 



BSI Type Number

CLABSI 778 (45%)

Non CLABSI 569 (33%)

Secondary BSI 378 (22%)

Total 1,725

BSI Rates



Patient Days 260,033

Central Line Days 89,301

CLABSI 783

NON- CLABSI 569

Secondary BSI 369

Total BSI Rate 6.62

CLABSI Rate 8.77

Sec. BSI Rate 1.42

NON-CLABSI 

Rate
2.19

BSI Rates



Organism 

Type
Number

Gram Negative 1,335

Gram Positive 295

Candida 227 (12%)

Total 1,857

Gram Negative

Gram 
Positive 

Candida

Distribution of organisms causing 
BSI

Organisms causing BSIs



BSI causing Organisms distribution

Organisms Number

Klebsiella spp. 428

Acinetobacter spp. 387

Candida spp. 221

Enterococcus spp. 152

Staphylococcus spp. 141

Pseudomonas spp. 127

Escherichia coli 104

Enterobacter spp. 75

Burkholderia spp. 70

Others 42

Citrobacter spp. 34

Stenotrophomonas spp. 29

Serratia spp. 26

Chryseobacterium spp. 10

Proteus spp. 7

Ralstonia spp. 4

Total 1857



Percentage distribution of Candida Sp. 

Organisms Number (%)

Trichosporon

ashaii
2 (0.9)

Cryptococcus 

neoformans
1 (0.4)

Geotrichum

capitatum
1 (0.4)

Kodamaea

ohmeri
1 (0.4)

Yeast spp. 1 (0.4)

Total 227

Organisms Number (%)

C. tropicalis 68 (30)

C. utilis 43 (19)

C. albicans 27 (12)

C. auris 23 (10)

C. parapsilosis 23 (10)

C. glabrata 18 (8)

Candida spp. 7 (3)

C. pelliculosa 5 (2)

C. haemulonii 3 (1)

C. lusitaniae 2 (1)

Non albican

candida
2 (1)



Percentage distribution of Fungi causing CLABSI
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Antimicrobial Susceptibility Profile



Candida spp.; n= 221

Antibiotic name Number %R

Anidulafungin 17 5.9

Caspofungin 152 1.3

Fluconazole 184 18.5

Itraconazole 11 45.5

Voriconazole 186 3.2



UTI



UTI Rates

Patient Days 260,013

Urinary Catheter 

Days
162,569

CAUTI 474

NON- CAUTI 31

Total UTI Rate 1.94

CAUTI Rate 2.92

NON-CAUTI Rate 0.12



UTI Type Number

CAUTI 479 (94%)

Non CAUTI 31

Total 510

Data from May, 2017 to June, 2018 



Data from May, 2017 to June, 2018 

(Organisms causing UTI)

Organism Type Number

Gram Negative 268

Candida 174 (31%)

Gram Positive 113

Total 555

Gram 
Negative

48%

Gram 
Positive

21%

Fungus
31%

Distribution of organisms   
causing UTI



Organisms Number

Candida spp. 167

Enterococcus spp. 111

Escherichia coli 90

Klebsiella spp. 68

Pseudomonas spp. 39

Acinetobacter spp. 23

Proteus spp. 11

Citrobacter spp. 9

Providencia spp. 9

Enterobacter spp. 7

Trichosporon spp. 7

Myroides spp 4

Morganella morganii 3

Staphylococcus aureus 2

Burkholderia spp 1

Chryseobacterium sp 1

Ralstonia spp. 1

Serratia marcescens 1

S. maltophilia 1

Total 555

UTI causing Organisms



Distribution of Candida sp causing UTI 

Organism Name Number (%)

Candida spp. 43  (24.7)

Candida tropicalis 41  (23.6)

Candida albicans 39  (22.4)

Candida auris 11  (6.3)

Candida glabrata 9  (5.2)

Candida parapsilosis 8  (4.6)

Trichosporon ashaii 6  (3.4)

Candida utilis 4  (2.3)

Candida lusitaniae 3  (1.7)

Candida non-albicans 3  (1.7)

Candida cryptococcus laurentii 1  (0.6)

Candida famata 1  (0.6)

Candida kefyr 1  (0.6)

Candida krusei 1  (0.6)

Candida pelliculosa 1  (0.6)

Candida pseudotropicalis 1  (0.6)

Trichosporon spp. 1  (0.6)

Total 174



Candida spp.; N= 167

Antibiotic name Number %R

Anidulafungin 19 26.3

Caspofungin 74 4.1

Fluconazole 117 18.8

Itraconazole 15 40

Voriconazole 109 8.3





Thank you


