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Abstract Objectives: To report the clinical presentation of various skin and soft tissue infections, antimicrobial therapy and the
outcomeofin diabetic patients.Methods: A retrospective descriptive study. Results: The prescriptions of 200 diabetic
patients (Type 2=199) with a mean age of 58 years were analysed. There were more males than females (67:33). Retired
personnel (35.0%) comprised a greater part of the study population, followed by homemakers (32%), and agriculturists
(23%). Hypertension was the common comorbidity (13.5%). Diabetic ulcer (n=84, 42.0%), cellulitis (n=48, 24.0%) and
gangrene of foot (n=31, 15.5%) were common presentations. Sensory, as well as motor neuropathy, was significant in
179 diabetic foot infections. None had peripheral autonomic neuropathy and vascular insufficiency. The most common
isolated bacterial organism was Staphylococcus aureus and Streptococcus species. All received topical treatment and
systemic medications. lodine dressing for wounds (160, 80.0%) was done. Oral therapy (35%)(amoxicillin+ calvulinic
acid 20%, metronidazole + cephradine 12%, cefixime -3%) and parenteral (65%) administration of antibiotics were
given; Of latter, combination of Ceftriaxone and metronidazole was preferred in 66 (33.0%), ceftriaxone alone in 55
(27.5%), combination of metronidazole with amoxicillin clavulunate (n=39,19.5%),Cephradine (n=24, 12.0%),
cefotaxime (n=10, 5.0%) were prescribed. Infection was controlled with antibiotics in 119 (59.5%) patients without any
further procedure. Wound debridement (16.0%), disarticulation of left interphalangeal/metatarsophalangeal joint (9.5%),
split-thickness skin graft (7.5%) were performed. We noted clinical improvement in 99.0% npatients. Conclusion:
Diabetic foot infections are most common in patients with diabetes mellitus. Mixed infections require combination
therapy including appropriate broad-spectrum antimicrobials. Surgical procedures may be needed to control infection.
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The therapeutic goal in the management of Diabetes

Quick Response Code: mellitus (DM) is aimed not only at the disease control but
Website: _ also at the management of associated morbidity.
www.medpulse.in Infections are a frequent associate of DM as diabetic
patients are at greater risk* with those with type 1 at a
greater risk of developing severe infections. SDefective
Accessed Date: immune defense mecggnism in DM, make them prone for
developing infections®®, however, lack of preventive care,

12 December 2018 difficulty in accessing medical care may be the most
significant factors of late presentation and poor outcome
in the tropics.® Often, these infections are the reason for
hospitalization in these patients, adding to the existing
disease and economic burden. Community-acquired
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infections, infections of the skin and soft tissue,
genitourinary, gastrointestinal and respiratory system are
common in diabetic patients.

Diabetic foot infections are a common, complex and
costly affair for diabetic patients!®!3 in terms of severe
morbidities and diabetes-related hospital bed-days.'4
Apart from the disease progression and complications,
patient disability, mal-adaptive patient behaviour
(inadequate precautions, unhygienic measures, poor
treatment compliance, excessive weight bearing, and ill-
fitting footwear), inadequate blood glucose monitoring
and inadequate patient education are well-documented
risk factors for the occurrence of infection in diabetic
patients. The primary goal in the disease management of
the infection is to determine the clinical extent and the
invading microbial flora, the biology and the
pathogenesis of the wound, altered foot biomechanics,
peripheral arterial disease and the presence/absence of
any systemic consequences of the underlying infection.
The primary focus of our study was to determine the
prescription pattern of antimicrobials, analyse the risk
factors, cover the general management of diabetic skin
and soft tissue infections, analysing the most common
microbes infecting diabetic wounds, various surgical
procedures carried out, wound care, diagnostic testing and
adjunctive treatments indiabetic patients with various skin
and soft tissue infections.

MATERIAL ANDMETHODS

This retrospective observational, descriptive study was
conducted by the department of pharmacology of a
teaching hospital, in coastal southern India between May
2011 and May 2012. The Institutional Ethics Committee
approved this study. Analysis of the prescription pattern
of antimicrobial drugs in diabetic patients with infection
was our primary objective; to study the clinical
presentation, associated risk factors in the skin and soft
tissue infections, Establishing the microbiological
aetiology, and outcome of the treatment were secondary
objectives. We collected the data of diabetic patients with
skin and soft tissue infections, aged >18 years, treated for
five years (2006-2010) from the medical records
department of our hospital. Information collected
included the type of clinical presentation, associated risk
factors, laboratory investigations, culture reports, anti-
microbial, anti-diabetic treatment, the procedures carried
out and other supportive measures carried out during the
patients’ course of stay in the hospital. Collected data
captured on Microsoft Excel 2007 worksheets were
analysed. Chi-square test was used as applicable.
Descriptive statistics was used, and results were
expressed as frequency, percentage, range, mean; tables,
and figures were done as appropriate.

RESULTS

We analysed the prescriptions of 200 patients meeting the
selection criteria. There were 134 (67.0%) men and 66
(33.0%) women. Mean age of patients was 58 years, with
an age range of 28-88 years; patients in 50-60 years
comprised 42.0% of the study population (Table 1).

Table 1: Age-wise distribution among the study population

Gender
Age group (years) n(%) Male n(%) Female n(%)

<30 6 (3.0%) 1(16.7%) 5(83.3%)
30-40 14(7.0%) 9(64.3%) 5(35.7%)
40-50 13(6.5%) 2(15.4%) 11 (84.6%)
50-60 84(42.0%) 47 (56.0%) 37 (44.0%)
60-70 34(17.0%) 28(82.4%) 6(17.6%)
70-80 24(12.0%) 23(95.8%) 1 (4.2%)

>80 25(12.5%) 24(96.0%) 1 (4.0%)
Total 200 (100.0%) 134 (67.0%) 66 (33.0%)

There were 199 (99.5%) patients with type 2 DM, and
only one patient had type 1 DM. Only nine (4.5%) were
smokers, and two (1.0%) consumed alcohol; three were
both smokers and consumed alcohol. One hundred and
eighty-six patients were non-smokers and non-alcoholics.
Retired personnel (n=70, 35.0%), homemakers (n=64,
32.0%) and farmers (n=46, 23.0%) comprised major
proportion of study population (Table 2).

_Table 2: Occupation of patients

Occupational history n (%)
Bank worker 3(1.5%)
Cobbler 1(0.5%)
Cook 1(0.5%)
Coolie 11 (5.5%)
Farmer 46 (23.0%)
Fisherman 1 (0.5%)
Housewife 64 (32.0%)
Priest 2 (1.0%)
Retired 70 (35.0%)
Shopkeeper 1(0.5%)
Total 200 (100%)

There was no co-morbidity in 119 (59.5%) patients.
Hypertension (26, 13.5%) was the most common
comorbidity. Two patients had hypothyroidism; chronic
kidney disease and benign prostatic hypertrophy, aortic
stenosis, breast cancer (on treatment), human
immunodeficiency virus infection, renal failure were
noted in one patient each. Diabetic foot infections were
common (n=179, 89.5%), followed by hand infections
(n=10, 5.0%). Perianal abscess (n=7, 3.5%) and back
infections (=04, 2.0%) were other conditions.
Hyperglycaemia(n=179, 89.5%), Peripheral neuropathy
(both sensory and motor) (n=167, 83.5%) was the most
common risk factors followed by maladaptive patient
behaviour (n=91, 45.5%) and patient disabilities (n=32,
16.0%). None of our patients had peripheral autonomic
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neuropathy and vascular insufficiency. Ulcer (n=84,
42.0%), cellulitis (n=48, 24.0%) and gangrene of foot
(n=31, 15.5%), were common presentations (table 3)

Table 3: Common Clinical Presentation

SINo Clinical Presentation  n(%)
1. Abscess 05 (2.5%)
2. Abscess +cellulitis 11 (5.5%)
3. Cellulitis 48 (24.0%)
4, Diabetic foot 21 (10.5%)
5. Gangrene 31 (15.5%)
6. Ulcer 84 (42.0%)

Culture reports were negative in 130 patients. Presence of
pus cells along with gram-positive cocci, gram-positive
and negative bacilli was seen in 19 (9.5%) patients; pus
cells along with gram-positive cocci, gram-negative
bacilli  were reported in 15 (7.5%) patients.
Staphylococcus aureus was grown in 14 (7.0%) cultures
(Table 4).

Table 4: Culture reports

Culture report Frequency Percent
Culture negative 130 65%
Citrobacter 1 0.5%
E coli, acintobacter
, , 5
polymorphs ! P58
Gram —ve bacilli 4 2%
Gram +ve cocci in pairs 1 05%
Pseudomonas sps grown 7 3.5%
Pus cells, gram+ve cocci,gram 0
+ve bacill, -ve bacill o S
Pus cells, gram —ve pacﬂh, 15 75%
gram +ve cocci
Pus cells, gram —ve bacilli, 1 05%

gram +ve cocci
Staph aureus, polymorphs 5 2.5%
Stap aureus, mixed ipfections 05%
of aerobic and anaerobic infections '
Staph aureus grown 14 7.0%
Staph aureus, gram

positive and -ve cocci ! 0.5%
All patients received topical treatment and systemic
medications. Of topical treatment, povidone iodine
dressing was done on wounds for 160 (80.0%) patients,
and 38 (19.0%) patients received glycerine magnesium
sulfate dressing; Sitz bath was given for two patients with
a perianal abscess. Of systemic medications, 70 (35%)
patients received oral therapy (amoxicillin+ clavulanic
acid 20%, metronidazole + cephradine 12%, cefixime-
3%) and 130 (65%) required parenteral administration of
antibiotics. Of latter, ombination of Ceftriaxone and
metronidazole was preferred in 66 (33.0%), ceftriaxone
alone in 55 (27.5%), combination of metronidazole with
amoxicillin clavulanate (n=39,19.5%),Cephradine (n=24,
12.0%), cefotaxime (n=10, 5.0%) were prescribed.
Combination of ampicillin with cloxacillin, amoxicillin-
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clavulanate with cefixime
prescribed to two patients each.
Treatment duration: Parenteral therapy was administered
for 7-10 days while oral therapy was given for seven
days. Mild infection was controlled by oral therapy
(@moxicillin+ clavulanic acid 2g x7 days, Metronidazole
+ Cephradine 7.5mg/kg x7 days and Cefixime 400 mg x 7
days) while moderate infections required parenteral
therapy followed by oral formulations. Severe infections
were treated with parenteral antibiotics (ceftriaxone +
metronidazole combination 1g intravenously (IV) once
daily (OD) x10 days along with a loading dose of
15mg/kg 1V, and maintenance dose of 7.5mg/kg IV x 7
days; Ceftriaxone 1g IV OD x 10 days; Ampicillin+
cloxacillin 1g 1V+100mg/kg/day x 7 days; Gentamicin 4
mg/kg/day x10 days) Infection was controlled with
antibiotics in 119 (59.5%) patients without any further
procedure. Wound debridement was done in 32 (16.0%),
disarticulation of left interphalangeal/metatarsophalangeal
joint in 19 (9.5%), Split skin thickness graft (STSG) in 15
(7.5%) patients; incision and drainage (n=08, 4.0%),
amputation of foot (n=04, 2.0%), disarticulation and
amputation of toes (n=02) and drainage of gluteal abscess
(n=01) were the other procedures performed. Clinical
improvement was seen in 198 (99.0%) patients. There
were two deaths; one each due to uncontrolled
hyperglycemia and sepsis.

and gentamicin were

DISCUSSION

Selection of appropriate antibiotic initially depends upon
various factors such as the spectrum of microorganisms to
be covered, the specific antibiotic drugs to administer and
later choosing the definitive regimen and the duration of
treatment. Initial treatment is generally empirical and is
based on the severity of infection and microbiological
data, if available.*®Definite therapy must be started as
soon as possible, immediately after the culture and
sensitivity report. For severe, extensive, chronic moderate
infections therapy with broad-spectrum agents should be
commenced. These agents should have activity against
gram-positive cocci (including Methicillin resistant staph
aureus (MRSA) as well as gram-negative and obligate
anaerobic  organisms.’®*  Our study had male
preponderance, similar to that reported by Morbach Set
al*”'8 but there are reports of female preponderance as
well. Hence, gender affliction can be considered
inconclusive. In our study the prevalence of large group
who were occupationally void either due to age (retired),
choice (homemakers); surprisingly, a considerable
proportion of study population included farmers (23%)
and coolies (5.5%) who are physically active than the
general population. The number of smokers and those
who consumed alcohol regularly was less in our study.
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Hypertension was the most common comorbidity present
along with diabetes mellitus. Our study has proven again
that hypertension and diabetes mellitus often co-exist. In
our study, about 13.5% of the diabetic patients were
hypertensive, comparable to the study by Shah A et al.
(13.8%).2° Interestingly, hypothyroidism, the leading
cause of metabolic syndrome?® resulting in diabetes
mellitus was seen only in two patients in our study.Lower
limb was the most affected site in our study. Ulcer
(diabetic foot with secondary infection), cellulitis, and
gangrene were the common associated infections with
DM noted in our study. Diabetic foot was a common
infection even among the general population.l® Studies
have shown that diabetic foot ulcers were the most
common presentation of skin and soft tissue infections??
Lipsky et al.??2 noted that foot infections in diabetic
patients usually begin in skin ulceration. Culture and
sensitivity are one of the key investigations in the
management of infections. No organism was isolated in a
more significant proportion of our study population
(65%); mixed infection with gram-positive and negative
organisms was common (18.5% of the study population
and 52.86% of those with infection). Only 7% cultures
isolated Staphylococcus aureus; staph aureus (2.5%) and
gram-negative bacilli (2%) were isolated in fewer
cultures. Local management of wounds is crucial in
minimizing the spread of infection and disease
complications. lodine-based antiseptics are commonly
used on diabetic wounds. A study conducted by Hilton et
al.?® 30% of the patients with diabetic ulcers received
iodine based dressing. All our patients received local
wound treatment; povidone iodine dressing (80%) was
most preferred compared to glycerine magnesium sulfate
dressing (19%).Most of our patients were treated with a
combination of basic antibiotics. Single-drug was
administered to 28.5% patients; remaining required two
drug combinations to cover a broader spectrum of
microorganisms. Our physicians preferred a combination
of cephalosporins and nitroimidazoles; ceftriaxone was
the most preferred first choice, and for combination,
metronidazole was prescribed (ceftriaxone+metronidazole
(33%) and amoxicillin-clavulanate + metronidazole
(19.5%). Ceftriaxone alone was prescribed to 27.5%
patients.Surgical procedures are often needed to clear the
source of infection or arrest the progression of disease
complication. Infection was controlled with medications
in 59.5% patients; wound debridement (16%),
disarticulation of left interphalangeal/metatarsophalangeal
joint (9.5%) and STSG (7.5%) were the most opted
surgical procedures. Clinical improvement was reported
in 99% of study population. Many of the previous studies
focused mainly on diabetic foot infections. Very few
studies attempted to analyse the microbial data and

antibiotic prescription pattern in skin and soft tissue
infections in patients with diabetes mellitus. We observed
that despite the availability of advanced medical care
infections, particularly of the lower limb, still needs
patient and physician attention. The general rule for the
use of antibiotics is to avoid antimicrobial therapy for
uninfected ulcers. Unnecessary and inappropriate use of
antibiotics encourages antimicrobial resistance, increases
the cost and may cause drug-related adverse effects, so
treatment of uninfected ulcers should be discouraged.
However, it is necessary to note that uninfected diabetic
foot ulcers are subclinically infected as they contain a
massive "bioburden" of bacteria (usually defined as 10°
organisms per gram of tissue. That results in critical
colonization of bacteria and hence decreases wound
healing. 2%, Besides, higher glucose levels in diabetic
patients’ favors rapid development and spread of
infection, thus, necessitating appropriate antibiotic
therapy early. Physicians must confirm the presence of
infection prior to initiating antimicrobial therapy.

CONCLUSION

Diabetic foot infections are the most common infections
associated with diabetes mellitus. Mixed infections,
requiring combination antimicrobial therapy needs
physician’s focus to select appropriate broadspectrum
agents. Nevertheless, the role of local wound
management cannot be ignored. Surgical procedures such
as wound debridement may be needed in few to control
infection.

REFERENCES

1.  Abu-Ashour W, Twells LK, Valcour JE, Gamble J-M.
Diabetes and the occurrence of infection in primary care:
a matched cohort study. BMC Infectious Diseases. 2018;
18:67.

2. Shah B, HuxJ. Quantifying the risk of infectious diseases
for people with diabetes. Diabetes Care. 2003; 26:510-
513.

3. Migita K, Arai T, Ishizuka N, Juichi Y, Sasaki Y, Izumi
Y et al. Rates of serious intracellular infections in
autoimmune  disease  patients  receiving initial
glucocorticoid therapy. PLoS One 2013 19;8:678699.

4. Factor S, Levine O, Swhartz B, Harrison L, Farely M,
McGeer A, et al. Invasive group A streptococcal disease:
risk factors for adults. Emerg Infect Dis. 2003;9:970-
977.

5. Carey IM, Critchley JA, DeWilde S, Harris T, Hosking
FJ, Cook DG. Risk of Infection in Type 1 and Type 2
Diabetes Compared With the General Population: A
Matched Cohort Study. Diabetes Care. 2018
Mar;41(3):513-521.

6. Valerius N, Eff C, Hansen N, Karle H, Nerup J, Soeberg
B, et al. Neutrophil and lymphocyte function in patients
with diabetes mellitus. Acta Med Scand. 1982;211:463—
467

Copyright © 2018, Medpulse Publishing Corporation, MedPulse International Journal of Pharmacology, Volume 8, Issue 3 December 2018



10.

11.

12.

13.

14,

15.

16.

17.

18.

MedPulse International Journal of Pharmacology, Print ISSN: 2550-7567, Online ISSN: 2636-4670, Volume 8, Issue 3, December 2018

Nicole Rosita Pereira, Vijayalaxmi

Delamaire M, Maugendre D, Moreno M, Le Goff M,
Allanic H, Genetet B. Impaired leucocyte functions in
diabetic patients. Diabet Med. 1997;14:29-34.
Pecoraro R, Ahroni J, Boyko E, Stensel B. Chronology
and determinants of tissue repair in diabetic lower-
extremity ulcers. Diabetes. 1991;40:1305-1313.
Abbas Zg, Gill GV, Archibald LK. The epidemiology of
diabetic limb sepsis: an African perspective. Diabet Med
2002;19:895-899.
Lipsky BA. A report from the international consensus on
diagnosing and treating the infected diabetic foot.
Diabetes Metab Res Rev2004; 20(Suppl 1):S68-77.
Jeffcoate WJ, Harding KG. Diabetic foot ulcers. Lancet
2003; 361:1545-51
Tennvall GR, Apelqvist J, Eneroth M. Costs of deep foot
infections in patients with  diabetes  mellitus.
Pharmacoeconomics 2000; 18:225-38.
Ramsey SD, Newton K, Blough D, et al. Incidence,
outcomes, and cost of foot ulcers in patients with
diabetes. Diabetes Care 1999; 22:382-7.
ReiberGE.Theepidemiologyofdiabetic foot
problems.Diabet Med 1996;13(Suppl 1):S6-11.
Lipsky BA, Baker PD, Landon GC, FernauR.Antibiotic
therapy for diabetic foot infections: comparison of two
parental-to-oral regimens. Clin InfectDis1997;24:643- 8.
Frykberg RG. Diabetic foot ulcers: current concepts. J
Foot Ankle Surg 1998; 37:440-6.
Morbach S, Lutale JK, Viswanathan V, Méllenberg J,
Ochs HR, Rajashekar S, et al. Regional differences in
risk factors and clinical presentation of diabetic foot
lesions. Diabet Med. 2004;21(1):91-5.
Morbach S, Furchert H, Groblinghoff U, Hoffmeier H,
Kersten K, Klauke GT, et al. Long-term prognosis of
diabetic foot patients and their limbs: amputation and
death  throughout a decade. Diabetes Care.
2012;35(10):2021-7.

19.

20.

21.

22.

23.

24,

25.

26.

217.

28.

29.

30.

Shah A, Afzal M. Prevalence of diabetes and
hypertension and association with various risk factors
among different Muslim populations of Manipur, India. J
Diabetes Metab Disord. 2013;12(1):52.

Chaoxun Wang. The Relationship between Type 2
Diabetes Mellitus and Related Thyroid Diseases. J
Diabetes Res. 2013; 2013: 390534.

Singh N, Amstrong DG, LipskyBA.Review preventing
foot ulcers in patients with diabetes. JAMA;2005
Jan12;293(2):217-28

Lipsky BA, Pecoraro RE, Wheat LJ. The diabetic foot:
soft tissue and bone infection. Infect Dis Clin North Am
1990;4:409-32.

Hilton JR, Williams DT, Beuker B, Miller DR, Harding
KG.Wound Dressings in Diabetic Foot Disease. Clinical
Infectious Diseases 2004;39 (S2):S100-S103.

Bowler PG, Duerden BI, Armstrong DG. Wound
microbiology and associated approaches to wound
management. ClinMicrobiol Rev2001;14:244-69.
Trengove NJ, Stacey MC, McGechie DF, Mata S.
Qualitative bacteriology and leg ulcer healing. J Wound
Care 1996,;5:277-80

Kingsley A. The wound infection continuum and its
application to clinical practice. Ostomy Wound Manage
2003; 49:1-7.

O’Meara SM, Cullum NA, Majid M, Sheldon TA.
Systematic review of antimicrobial agents used for
chronic wounds. Br J Surg 2001;88:4-21.

Robson MC, Mannari RJ, Smith PD, Payne WG.
Maintenance of wound bacterial balance. Am J Surg
1999;178:399-402.

Bowler PG. The 10 5bacterial growth guideline:
reassessing its clinical relevance in wound healing.
Ostomy Wound Manage 2003;49:44-53.

Edmonds M, Foster A. The use of antibiotics in the
diabetic foot. Am J Surg 2004;187:25S-28S.

Page 26



