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Abstract: This review discusses the use strategies, the importance of microbiology knowledge and how in-ICU 

antibiotic therapy could possibly be optimized and rationalized. A search of literature through databases; 

MIDLINE, and EMBASE was conducted to identified related articles to our concerned topic (improvement 

strategies for antibiotic use in ICU) we were published up to November 2017. Bacterial resistance is an expanding 

and global issue, as are high death rates in septic patients treated inadequately. Clinicians practicing in intensive 

care units must develop and promote strategies for better employing antimicrobial treatment. One of the most 

successful strategies will be multidisciplinary, involving collaboration from the pharmacy, infection control, 

nursing team, treating doctors, and infectious disease consultants. Such programs must additionally focus both on 

promoting infection control practices and employing rational antibiotic usage targeted at minimizing future 

emergence of resistance. 
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1.   INTRODUCTION 

Ideal antibiotic usage is critical in the critical care setup, especially in an age of climbing antibiotic resistance and lack of 

new antimicrobial development [1], [2]. Research study results suggest that 30% to 60% of prescription antibiotics 

suggested in ICUs are unnecessary, unacceptable, or suboptimal [3], [4].Overprescribing and misprescribing antibiotics 

are undoubtedly adding to the growing challenges presented by antibiotic-resistant bacteria, and epidemiological research 

studies have plainly shown direct relationships between antibiotic intake and the emergence and dissemination of resistant 

pressures in health centers and ICUs [4], [6].As specified by the Society of Healthcare Epidemiology of America and 

Infectious Diseases Society of America (IDSA) Joint Committee on the Prevention of Antimicrobial Resistance in 

healthcare facilities, 'stewardship of antimicrobials is a proper descriptor of associated activities that aid maximize 

antimicrobial therapy, ensuring the finest scientific outcome for the patient while decreasing the danger of subsequent 

growth of antimicrobial resistance' [5].Therefore, in-ICU antibiotic stewardship incorporates fast recognition of patients 

with microbial infections, better empirical therapy selection, making use of pharmacokinetic-pharmacodynamic (PK-PD) 

characteristics to enhance antibiotic application and administration techniques, de-escalation once society results 

appeared, shortening treatment duration, and minimizing the numbers of patients treated unnecessarily. 

Sadly, improving in-ICU antibiotic usage is especially difficult for three main reasons: infection intensity commonly 

averts taking out or delaying antibiotics, the complex decision-making procedure regularly entails medical professionals 

with restricted proficiency, and it is difficult to guarantee disease-long connection of care by the same medical team 24 

hours a day, 7 days a week. 

This review discusses the use strategies, the importance of microbiology knowledge and how in-ICU antibiotic therapy 

could possibly be optimized and rationalized. 

2.   METHODOLOGY 

A search of literature through databases; MIDLINE, and EMBASE was conducted to identified related articles to our 

concerned topic (improvement strategies for antibiotic use in ICU) we were published up to November 2017, Following 

Mesh terms were used in our search through the MIDLINE; ICU, Antibiotics, and complications, Combined with 

management, and improvement. We limited our search to English language published articles with human subject. 
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3.   DISCUSSION 

 Rapid identification of intensive care unit patients with bacterial infections: 

Many released observational data recommend that the moment to ideal antibiotic administration is a major outcome 

determinant for ICU patients with severe bacterial infections. Without a doubt, each hr of delay in providing efficient anti-

biotics for septic shock is associated with measurably boosted mortality [8], [7].Thus, as highly recommended by all 

guidelines [9], getting biological specimens ought to not delay prompt antibiotic management to patients with severe 

sepsis or septic shock. 

However, owing to technical problems, the unsafe results of poor therapy are not approved by all [10].Since in-ICU 

indications and symptoms of infection as a result of non-infectious reasons prevail, hurrying to prescribe antibiotics could 

imply that many clean patients obtain unneeded treatment. In a quasi-experimental, before-and-after, observational cohort 

research study of patients confessed to the University of Virginia surgical ICU, Hranjec and associates [11] proposed that 

postponing prescription antibiotics for hemodynamically secure patients with presumed infections (35% pneumonia) up 

until they were objectively recorded would certainly not get worse mortality. Notably, that conventional strategy was 

linked with reduced all-cause mortality, even more initially proper therapy, and shorter mean therapy duration than the 

aggressive approach. Therefore, for clinically stable patients, that method might attain far better antibiotic use without 

influencing prognosis. Getting samplings for suitable cultures before antibiotic administration is necessary to confirm 

infection, recognize responsible pathogens, and allow treatment de-escalation in response to susceptibility profiles. 

The mistake of standard methods to identify hospital-acquired infections (HAIs) and the impossibility of those techniques 

to avoid antibiotic overprescription led some investigators to hypothesize that using biological markers - as an example, 

C-reactive healthy protein, soluble-triggering receptor shared on myeloid cells-1, or procalcitonin (PCT) - might better 

recognize true microbial infections and facilitate therapeutic choices. However, although PCT is a good pen of 

community-acquired infections (CAIs), it does not seem to be for HAIs [12].Without a doubt, blood PCT concentrations 

can increase in different non-septic problems: significant trauma, surgery, acute respiratory distress syndrome, multiorgan 

failure, post-transplantation denial, cardiogenic shock, severe burns, warm stroke, and so on. Therefore, high PCT focus 

the day sepsis is thought are non-contributory because increases that are attributable to a prior non-infectious condition or 

energetic infection could not be identified. Furthermore, PCT could continue to be low in some microbiologically shown 

bacterial infections, either due to the fact that the infection stays had in a tissue compartment that can manufacture PCT in 

your area without systemic release, consequently clarifying the reduced serum level in spite of true infection, or due to a 

24- to 48-hour lag time in infection beginning to peak PCT launch. Hence, intensivists are appropriately unwilling to rely 

solely on biological pens when severe infection is presumed [12]. 

 Selection of initial antibiotic therapy: 

Owing to the emergence of multiresistant Gram-negative bacilli (GNB) (for instance, Pseudomonas aeruginosa, extended-

spectrum β-lactamase-producing Enterobacteriaceae, and carbapenemase-producing Klebsiella pneumoniae) and the 

enhancing role of Gram-positive bacteria (like methicillin-resistant Staphylococcus aureus, or MRSA), empirical broad-

spectrum antibiotics are warranted for the majority of ICU patients with clinically suspected HAIs [8].Regimen selection 

need to be based on neighborhood antimicrobial sensitivity patterns and expected adverse effects while taking into 

consideration the anti-biotics got within the preceding 2 weeks and striving whenever possible not to use the same courses 

[13].Having current and often updated knowledge of neighborhood bacteriological public health increases the probability 

of suggesting appropriate first prescription antibiotics. Whether security cultures might better improve empirical treatment 

option for ICU patients with presumed hospital-acquired pneumonia (HAP) is still disputed but definitely ought to be 

considered when difficult-to-treat microbes are plentiful, making first choices specifically dangerous [14].Observational 

research study results verified that preliminary routines combining a broad-spectrum β-lactam and an aminoglycoside 

increased the percentage of suitably treated patients compared to monotherapy or a combination of β-lactam and 

fluoroquinolone [15].Only patients with gently or reasonably extreme, early-onset infections and no details threat aspects 

(as an example, long term hospitalization, immunosuppression, or recent extended anti-biotics or a mix of these) can 

receive a reasonably narrow-spectrum medicine, like a non-pseudomonal third-generation cephalosporin. 

For ICU patients confessed with health care-associated or community-onset infections or CAIs, more restrictions for 

antimicrobial treatment choice are definitely possible. For instance, it is increasingly recognized that using current criteria 

for health care-associated pneumonia - hospitalization for at the very least 2 days during the preceding 90 days, residence 

in a nursing home or extended-care center, home intravenous (prescription antibiotics or chemotherapy) treatment, and 
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chronic dialysis or residence wound care (or both) throughout the preceding 30 days - as indicators for broad-spectrum 

prescription antibiotics could result in overtreatment of lots of patients with pneumonia. To address this conceptual 

limitation, private investigators established several risk-assessment designs that refine those standards [16].Offered 

information recommend that the occurrence of pathogens immune to the normal in-patient IDSA-American Thoracic 

Society guideline-recommended antibiotic program (that is, a non-pseudomonal cephalosporin and a macrolide) is usually 

not considerably raised unless two or more threat variables are existing, with prior antibiotic use or hospitalization and 

inadequate useful status being extra vital predictors of resistant bacteria than nursing-home home alone [16].Utilizing 

such an algorithm could lead to fewer pneumonia patients needlessly obtaining broad-spectrum prescription antibiotics. 

 Antimicrobial optimization strategies: 

Guidelines/protocols: 

Antibiotic management guidelines/protocols established in your area or by nationwide societies potentially prevent 

unneeded antibiotic administration and boost healing performance. However, also strong guidelines/protocols could not 

convert into extensively approved treatment formulas. Some deviation from guidelines/protocols is expected due to the 

fact that medical decision-making ought to be led by an individual patient's attributes and the judgement and experience 

of the caregivers. Locally created standards therefore usually have the ideal chance of being accepted by neighborhood 

healthcare providers and hence of being carried out [17]. 

The possible benefits of guidelines/protocols have been well shown by the Latter Day Saints Hospital in Salt Lake City, 

Utah, where a digital system guides antibiotic management. The system immediately identifies and lessens negative 

medication impacts as a result of anti-biotics [18] and has minimized poor administration contrasted with medical 

professional suggesting patterns.The system has also been related to secure antibiotic susceptibility patterns with time, 

both for Gram-positive and Gram-negative germs [19].It has most recently been revealed to substantially lower orders for 

medicines to which patients were sensitive, the number of negative occasions brought on by anti-biotics, and the total 

variety of antibiotic doses recommended, in addition to the medical costs related to antimicrobial agents. 

Non-automated or partially automated systems, normally driven by hospital-based top quality enhancement groups, have 

shown comparable outcomes [20].Bailey et alia randomized patients to make sure that pharmacologists gotten in touch 

with a few of their doctors with recommendations for discontinuing intravenous antibiotics [21].The pharmacologists' 

treatment dramatically minimized antibiotic dosages and indicate antibiotic costs, but was connected with enhanced 

labour costs. Likewise, Leibovici et alia created a problem-oriented decision support system that substantially reduced the 

indiscreet or insufficient management of anti-biotics, particularly in patients infected with multiresistant Gram-negative 

isolates, enterococci, and S. aureus [22].As modern technology, such as handheld computer systems and portable 

communication tools, comes to be extensively readily available there is more chance to influence treatment methods. 

Two groups of detectives just recently showed making use of protocols/guidelines for the management of ventilator-

associated pneumonia (VAP). Singh et al used a scoring system to identify patients with presumed VAP who might be 

treated with 3 days of anti-biotics instead of the standard method of 10-21 days [23].Patients getting the much shorter 

program had similar clinical results to the patients obtaining the longer course however with less subsequent 

superinfections credited to antibiotic-resistant microorganisms. Ibrahim et al utilized a pharmacist-directed method in 

intensive care units to minimize the administration of antibiotics for presumed VAP to 8.1 ± 5.1 days from 14.8 ± 8.1 

days (P < 0.001) [24]. 

Scheduled changes in antibiotic: 

To combat an episode of infection from extended spectrum B-lactamase-producing Klebsiella, Rahal et alintroduced an 

antibiotic standard into their hospital that significantly restricted using cephalosporins [25] Using cephalosporins was 

reduced by 80.1%, which was come with by a 44.0% reduction in infection and emigration with extensive spectrum B-

lactamase-producing Klebsiella. At the very same time, nevertheless, making use of imipenem boosted by 140.6% and 

was associated with a 68.7% rise in the occurrence of imipenem-resistant P. aeruginosa. 

Kollef et al analyzed the influence of a scheduled modification in antibiotic on the incidence of nosocomial infections 

amongst patients undergoing cardiac surgery [26] In the 6 months preceding the surgery, a third-generation cephalosporin 

(ceftazidime) was made use of for the therapy of Gram-negative microbial infections. In the 6 months after the surgery, a 

fluoroquinolone (ciprofloxacin) was used. All of a sudden, the overall incidence of VAP was significantly decreased in 

the 6 months after the surgery compared with the 6 months in the past, largely due to a considerable reduction in the 
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incidence of VAP credited to antibiotic-resistant Gram-negative microorganisms. A reduced incidence of antibiotic-

resistant Gram-negative bacteraemia was in a similar way observed in the 6 months after the surgery. This experience was 

complied with by a series of arranged antibiotic modifications for the treatment of presumed Gram-negative microbial 

infections among patients admitted to the medical and surgical critical care unit. In general, the prescription of adequate 

antimicrobial treatment was statistically enhanced for Gram-negative bacterial infections. Nevertheless, the long-lasting 

efficiency of a limited variety of arranged antibiotic modifications is unidentified owing to the capacity for raised 

emergence of resistance to the newly selected antibiotic courses [25]. 

Combining antibiotic therapy: 

The use of combination antimicrobial therapy has been proposed as a method to reduce the introduction of bacterial 

resistance, as has been utilized for Mycobacterium tuberculosis [26].However, no persuading information exist to confirm 

this hypothesis for nosocomial pneumonia [27].Definitive data that mix antibiotic therapy for nosocomial blood stream 

infections avoids the succeeding emergence of antibiotic resistance is similarly lacking [28] Nevertheless, there is some 

indirect proof that the use of mix antimicrobial therapy may be beneficial. 

In the County of Northern Jutland, Denmark, all bacter-aemia were analysed when it come to antibiotic resistance over a 

14-year period (1981-1995) [29].An overall of 8840 isolates from 7938 episodes of bacteraemia were identified. The 

degree of resistance to third-generation cephalosporins, carbapenems, aminoglycosides, and fluoroquinolones amongst 

Enterobacteriaceae was reduced (<1%). The suggested program for empirical antibiotic therapy in this area is a 

combination of penicillin G or ampi-cillin and an aminoglycoside, which gave an overall protection of 94%. This 

experience recommends that combination therapy with slim range representatives over extended amount of time may help 

suppress resistance to wide spectrum anti-biotics, yet still supply effective treatment of serious infections to include 

bacteraemia. 

Antibiotic rotation: 

The principle of antibiotic class cycling has been supported as a potential technique for reducing the emergence of 

antimicrobial resistance [30].Theoretically, a class of anti-biotics or a details antibiotic medicine is withdrawn from use 

for a defined amount of time and reestablished at a later time in an effort to restrict microbial resistance to the cycled 

antimicrobial agents [31].Nonetheless, limited clinical data is currently available that has taken a look at the problem of 

antibiotic course modifications or cycling [32]. 

Gerding et al reviewed cycling of aminoglycosides during 10 years at the Minneapolis Veterans Affairs Medical Center, 

cycling amikacin and gentamicin [33].Resistance to gentamicin had actually become a scientific issue restricting making 

use of that specific aminoglycoside at this medical facility. Utilizing cycle times of 12-51 months, these private 

investigators located considerably minimized resistance to gentamicin when amikacin was utilized, but a return of 

resistance with the rapid reintroduction of gentamicin. This was complied with by more progressive reintroduction of 

gentamicin a 2nd time, without enhanced degrees of resistance repeating. This experience suggested that the cycling of 

antibiotics within the exact same medicine class, in some circumstances, might be a reliable approach for curbing 

antimicrobial resistance. 

4.   CONCLUSION 

Bacterial resistance is an expanding and global issue, as are high death rates in septic patients treated inadequately. 

Clinicians practicing in intensive care units must develop and promote strategies for better employing antimicrobial 

treatment. One of the most successful strategies will be multidisciplinary, involving collaboration from the pharmacy, 

infection control, nursing team, treating doctors, and infectious disease consultants. Such programs must additionally 

focus both on promoting infection control practices and employing rational antibiotic usage targeted at minimizing future 

emergence of resistance. 
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