GRIN meeting 2013 in Nice 

Scientific report

Summary
The GRIN (General practice Respiratory Infections Network) is a European network of researchers studying respiratory tract and other infections in primary care. It was  created in 1999 and gathers with members from nearly all European countries. Annual conferences are organized encouraging exchanges between experts in the field from different countries.

In 2013, the 15th annual conference was held in Nice, France on 4th-5th October and 79 participants from 13 European and extra European countries were present.

A record  number of interesting high quality abstracts were submitted and accepted for oral presentation (37 in all), several of which were part of Euopean projects. Due to this large number of presentations, 3 separate thematic sessions were organized, 2 of which took place in parallel sessions on the Friday afternoon and one plenary session on the Saturday morning. All sessions were co-chaired by 2 experienced chairmen from several  countries and discussions were encouraged after each presentation. 

Session A concerned diagnostics and aetiology of infectious diseases in primary care and included 14 presentations from 8 different countries. Different infections were presented with respiratory tract infections being the most frequently studied but also urinary tract infections and wound infections. Both children and adults were studied. 

Session B focused on antibiotic use in primary care and included 13 presentations from 9 different countries. Different perspectives of antibiotic use were covered; quantitative studies concerning the complexity in measuring outpatient antibiotic consumption over time in European countries, as well as quality indicators, guideline implementation and interventions to improve antibiotic consumption. A qualitative perspective was also presented both from patients’ and GPs’ point of view.

The plenary session C concerned treatment effect on disease course and included 10 presentations from 4 different countries as well as a keynote speaker. Studies concerning both antibiotic treatments and symptomatic treatments were presented for both respiratory and urinary tract infections. The keynote speaker from Public Health England shared UK extensive experiences about public views on antibiotics and their use in the UK, explored during different national campaigns.

Time was also given to discuss future collaborative projects as well as future directions of research in the current fields.

The GRIN conference 2013 proved to be an excellent opportunity for researchers to update information about current research in the field and their encountered difficulties, to share research experiences and advice, to compare guidelines, to exchange future collaborative research ideas and suggestions to set up international studies. 

Description of the scientific contents and discussions at the events

Various methods adapted to each research were used such as systematic reviews or meta analysis, internet-based surveys, qualitative studies based on interviews with patients or GPs, in depth interviews and focus groups, prospective cohort study, cross sectional observational studies, prospective case-control study, prospective diagnostic cohort studies, validation study of diagnostic tests, internet based surveys. Several studies were part of European projects. 

Session A concerned diagnostics and aetiology of infectious diseases in primary care and included 14 presentations from 8 different countries. Different infections were presented with respiratory tract infections being the most frequently studied (9) but also urinary tract infections (4) and wound infections (1) were present. Both paediatric acute infections and adults were studied; 
An European qualitative study (interviews) explored why patients consult for acute cough in primary care showing main reasons are to relieve symptoms and suggest patients education may reduce patients demand for antibiotics.

A systematic review of respiratory tract infections in children suggested that upper respiratory tract swabs may have diagnostic value; data is scarce and need further research into association between pathogens and clinical presentation.

A Dutch cross sectional internet survey concerning what parents know, do and want about childhood fever showed that knowledge, attitudes and practices varied among parents. Parents’ expectations are generally physical examination, information but not prescription for medication and the authors suggested physicians should be aware of these expectations to enhance consultations and prescription strategies.
A UK prognostic algorithm to predict hospitalisation among children presenting to primary care with acute cough and RTI showed 1,6 % of hospitalisations and clinical examination findings such as nasal flaring, tachycardia, tachypnoea, intercostals recession, wheeze as well as physicians’ gutfeeling something was wrong were more likely to be hospitalised.
A French cross sectional study investigating nasopharyngeal (NP) carriage rates, serotype distribution and antibiotic susceptibility of pneumococcal strains after wide use of 13-valent pneumococcal conjugate vaccine (PCV13) since 2010 showed new non-vaccine type colonization with stable rates of penicillin non susceptibility compared to 2008. Careful surveillance of the invasive potential of these new strains was suggested.

Aetiology of sore throat was investigated in a Swedish prospective case-control study, using throat culture and showed that the aetiology of sore throat is complex; a broad approach with concomitant collection of clinical data was suggested. The same team explored GPs perceptions of their management for sore throat in a qualitative interview study showing implementation of guidelines might be promoted by repeated information of basic knowledge and teamwork.
An internet based survey among GPs in the UK, the Netherlands, Belgium, USA and Australia exploring which point of care tests GPs use and want. Differences in current or future willingness to use POC tests may be nationally influenced by the health care system, reimbursement and other factors.

A cross sectional observational study as part of the GRACE study evaluated the diagnostic value of clinical examination, CRP and procalcitonine for bacterial lower respiratory tract infection in adults showing signs, symptoms and CRP can to some extent help to identify a bacterial cause in adults with LRTI.

A study from Hong Kong aimed to identify the proportion of patients with chronic wounds with bacterial infection and the clinical features that may predict particular organisms using wound swabs and wound appearance. Mean wound duration was 183 days and 82,4 % were infected. Exudate amount and wound bed colour may help identify specific organisms.

A UK prospective diagnostic cohort study using systematic urine sampling from children presenting in primary care with acute illness showed that the clinicians suspicion of urinary tract infection is significantly associated with higher levels of antibiotic prescribing and appropriate antibiotic prescribing for culture positive children. Thus, when clinicians do not suspect UTI, it is unlikely that the prescribed antibiotic for other diagnosis will treat the UTI.
Another UK study aimed to develop a clinical algorithm based on symptoms, signs and urine dipstick results to identify children requiring urine sampling, antibiotic treatment, lab analysis. 

A Spanish study assessed the validity of the detection of bacteriuria by urine phase contrast microscopy in women compared to urine dipstick analysis and assessment of pyuria, considering urine culture as the gold standard. All diagnostic tests used in the study appeared to be suboptimal and new rapid-of-care tests are urgently needed for helping GPs to more rational decision making.
An Irish multidisciplinary intervention to improve quality and quantity of antibiotic prescribing for urinary tract infections was presented using a social marketing frame work.

Session B focused on antibiotic use in primary care and included 13 presentations from 9 different countries. Different perspectives of antibiotic use were covered; quantitative studies measuring outpatient antibiotic consumption over time in European countries, as well as quality indicators, guide lines implementation and interventions to improve antibiotic consumption. A qualitative perspective was also presented both from patients and GPs point of view.

An assessment of antibiotic prescribing quality in 6 countries based on ESAC data, calculated APQI (antibiotic prescribing quality indicators) values using APRES (the appropriateness of prescribing antibiotics in primary health care in Europe with respect to antibiotic resistance) data and identified opportunities for quality improvement in particular in high prescribing countries whereas low prescribing countries tend to prescribe more recommended antibiotics. Country specific problems should be investigated.
A Polish study aimed to assess the quality of antibiotic prescribing and determine feasibility of use of different indicators and showed that different methods of assessing antibiotic prescribing quality do not evaluate quality of prescribing in an unambiguous way.

The appropriateness of the defined daily dose to assess outpatient antibiotic use over time was explored in a Belgian study showing contrasting trends when internationally accepted DID is used or PID which could be explained by increase of the DDD per package and suggests to adopt PID to survey outpatient antibiotic use in Europe.
A cross-sectional study of patients with a sore throat across 6 countries concerning variation and effect of prescribing style showed that a considerable variation. Multifaceted interventions were suggested.

A Norvegian study presented national guidelines compared to different European guidelines. 
Another Norvegian cluster-randomized controlled study assessing the effects of a multifaceted educational intervention to reduce antibiotic prescription rates for acute respiratory tract infections in primary care and to reduce the use of broad spectrum antibiotics. The intervention had significant effects compared to the control group.

Prescribing of Flucloxacillin for Skin and soft tissue infection in UK general practice was analysed on routinely collected data which showed an increasing trend.

An internet based survey among a random sample of adults in a rural and urban setting in Poland was compared and showed GPs might have to be specific advising patients with RTI symptoms depending on their practice location.

A Danish qualitative study based on individual interviews of GPs explored views and experiences in antibiotic prescribing for RTI among GPs with different prescription patterns according to previous Happy Audit registrations.
Another qualitative study explored concerns and challenges faced by European GPs about the management of acute exacerbation in patients with COPD from 7 countries conducting focus groups on the basis of a Grounded Theory approach. The study suggests that it is crucial to improve collaboration between primary and secondary care, to know the patient, GPs need supportive actions from the health care system and the society. Further studies concerning barriers in the doctor-patient collaboration were suggested.
A Norvegian study aimed to investigate the antibiotic and oral corticosteroid prescribing rate in patients suffering from acute exacerbation of COPD or asthma and to identify predictors for these prescriptions. COPD according to spirometry as well as chest findings and biomarkers were stronger predictors of prescribing than the Anthonisen criteria.

A Dutch study aimed to identify specific indications of patient groups and factors provoking overprescribing of antibiotics and showed that irrational prescribing is highest in the adult population for lower RTI and is related to GPs perception of patients’ expectations for antibiotic treatment and to fever.
The plenary session C concerned treatment effect on disease course and included 10 presentations from 4 different countries as well as a key note speaker. Studies concerning both antibiotic treatments and symptomatic treatments were presented for both respiratory and urinary tract infections. The key note speaker from Public Health England shared UK extensive experiences about public views on antibiotics and their use in the UK, explored during different national campaigns.

An observational cohort of antibiotic prescribing strategies for complications of acute sore throat in the UK showed that suppurative complications rae uncommon, in primary care. Suppurative complications or reconsultation with non-resolving or new symptoms are reduced by antibiotics, but the effect of prescribing immediate antibiotics is less than trial evidence suggests, delayed prescription is likely to provide similar benefits to an immediate antibiotic prescription.
An UK study aiming to investigate the effect of prescribing antibiotics against the risk of developing a complication from RTI using individual patient data. At an individual patient level, antibiotics are not justified to reduce the risk of a complication in those diagnosed with an acute RTI or sore throat. However, for patients presenting with a chest infection, antibiotics appear to reduce the risk of complications. Further research is required to identify subgroups of patients at high risk of complications.
Adherence in the GRACE trial including use of study medication and consumption of open label antibiotics were investigated on data collected from a self reported diary. Medication adherence in the GRACE trial was higher than previous non interventional studies, and these results will not alter the interpretation of the GRACE trial.

A UK open pragmatic parallel group factorial randomised controlled trial of delayed antibiotic prescribing strategies for RTI showed no prescription or delayed antibiotic prescription result in fewer than 40 % of antibiotics and are associated with less strong beliefs in antibiotics than immediate prescribing.
The disease course of pneumonia in primary care was explored within the GRACE project in a prospective observational study with a clinical trial (amoxicilline versus placebo) in 12 countries and showed that the disease course of pneumonia among outpatients is only to some extent different from other LRTI in adults in primary care.

To determine the influence of lung function abnormalities on course of disease and effects of antibiotics in adult patients consulting for acute cough in primary care a prospective observational study with a nested trial was conducted. It showed that lung function abnormalities did not significantly influence course of disease. Neither airway obstruction nor bronchodilator responsiveness modified effect of antibiotics.
A Norvegian study aiming to investigate signs, symptoms, course and prescription patterns of Mycoplasma pneumoniae positive patients in primary care showed that a positive PCR test for M. pneumoniae leads to overprescription of macrolides and tetracyclines irrespective of the severity of the patients disease.

An open pragmatic parallel group factorial randomised controlled study in the UK estimated the effectiveness of analgesic strategies and steam inhalation for respiratory tract infections. It showed that advice to use steam inhalation or ibuprofen rather than paracetamol are unlikely to help most patients. Advice to use ibuprofen may help short time symptom control for chest infections and children, but should be balanced against the possible progression of symptoms during the next month for a minority of patients.
A double blind randomized placebo controlled trial in the UK concerning Montelukast for adults with post infectious cough showed that Montelukast is not an effective treatment for post-infectious cough. Primary care is suggested to be an ideal setting for conducting future trials of anti-tussive treatments.
A pilot study to a randomized controlled double blind trial comparing ibuprofen and mecillinam in the treatment of uncomplicated cystitis in adult non-pregnant women in Norway was presented.

Time was also given to discuss future collaborative project such as the Management strategies for symptoms associated with childhood infections from the University of Bristol.
Assessment of the results and impact 

The 15th GRIN Conference which took place in Nice, France, on 4-5th October 2013 provided an opportunity for participants to be updated on various aspects of infection management and antibiotic use in primary care, informing them of specific approaches in patient management in different European countries. New tools, algorithms, epidemiological data and clinical trial results were presented that should prove useful to participants in their daily practice in order to limit antibiotic resistance.

Numerous discussions allowed participants to share their experiences. There were calls for participation in international collaborations (e.g. Management strategies for symptoms associated with childhood infections, coordinated by the University of Bristol).

Suggestions were put forward for several topics of research that could be pursued to further improve prescription. such as further research into association between pathogens and clinical presentation, surveillance of the invasive potential of emerging non-vaccine pneumococcus strains, broad sore throat aetiology investigations with concomitant collection of clinical data, development of new urinary rapid-of-care tests Furthermore, surveillance of antibiotic consumption was suggested to continue investigation of country specific problems of antibiotic prescribing quality as well as adaptation of methods. Investigations how to improve collaboration between primary and secondary care in particular concerning COPD patients and further explore barriers in this doctor-patient collaboration were suggested. Further research was also required to identify subgroups of patients presenting with RTI at high risk of complications. Primary care was suggested to be an ideal setting for conducting future trials of anti-tussive treatments.
The event brought together acknowledged experts in general practice from different countries and should ultimately lead to a more concerted approach of antibiotic prescription across Europe, with the ultimate goal of curbing antibiotic resistance through the application of common European treatment guidelines.
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