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	Title of Study:
A randomised study of 5 and 10 days treatment with phenoxymethylpenicillin against streptococcal pharyngotonsillitis.


	Investigators:
Region Skåne; Anders Wallden (1), Ulla Wikström (2), Lisa Esbjörnsson Klemendz (3), Mia Tyrstrup (4), Mikael Karlsson (6), Oskar Smede (7).
Region Kronoberg: Mattias Rööst (8), Yasir Mahdi (9), Robert Zucconi (10), Johanna Sandgren (11)
Västra Götalandsregionen: Pär-Daniel Sundvall (12), Gudrun Greim (13), Helena Kårestedt (14), Karin Rystedt (15), Emma Ottered (16), Micael Elmersson (17).
Region Södermanland: Per Westberg (18).

	Study centres:
Region Skåne; Löddeköpinge vårdcentral (1); Capio Citykliniken Malmö Limhamn (2); Sorgenfrimottagningen (3); Vårdcentralen Lundbergsgatan (4); Vårdcentralen Sjöbo (6); Capio Citykliniken Bunkeflo Hyllie (7). 
Region Kronoberg: Alvesta vårdcentral (8); Capio vårdcentralen Hovshaga (9); Vårdcentralen Lessebo (10); Vårdcentralen Strandbjörket (11). 
Västra Götalandsregionen: Närhälsan Sandared (12); Närhälsan Fristad (13); Närhälsan Bollebygd (14); Närhälsan Södra Ryd (15); Närhälsan Billingen (16); Närhälsan Norrmalm (17). Region Södermanland: Strängnäs vårdcentral (18). 


	Studied period (years):
2015-09-11 (date of first enrolment)
2018-06-15 (date of last completed)
	Phase of development:
IV

	Objectives:
[bookmark: _GoBack]The primary objective of the study is to compare the clinical efficacy of 5 days (800 mg x 4) versus 10 days (1000 mg x 3) treatment with phenoxymethylpenicillin (PcV) in adults, adolescents and children with streptococcal tonsillitis.

	Methodology:
A randomised controlled, open-label, non-inferiority study. Randomisation was computer-generated with fixed blocks stratified by primary health care centre. 

	Number of patients (planned and analysed):
432 planned, 433 randomised, 422 analysed (MITT), 397 analysed (PP)


	Diagnosis and main criteria for inclusion:
Pharyngotonsillitis caused by Streptococcus Group A


	Test product, dose and mode of administration, batch number:
Phenoxymethylpenicillin tablet 800 mg x 4 for 5 days


	Duration of treatment:
Test regimen 5 days
Reference regimen 10 days


	Reference therapy, dose and mode of administration, batch number:
Phenoxymethylpenicillin tablet 1000 mg x 3 for 10 days
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	Criteria for evaluation:
Efficacy: Difference between treatment groups in the rate of clinical cure. The primary non-inferiority outcome was clinical cure 5–7 days after discontinuation of antibiotic treatment at the test-of-cure visit for the per protocol (PP) population. Clinical cure was defined as complete recovery without significant residual symptoms or clinical findings of pharyngotonsillitis or symptomatic relapse. Secondary outcomes were bacteriological eradication according to the culture taken at test-of-cure, frequency of relapses 1 month after first diagnosis (given clinical cure at test-of-cure), frequency of complications and new pharyngotonsillitis during the 3 months study period.

Safety: Patterns of adverse events, assessed by physician at test-of-cure.


	Statistical methods: Categorical variables were presented as numbers (n) and percentages (%) and tested with Fisher´s exact test. Continuous variables were presented, unless stated otherwise, as median, minimum (min), and maximum (max) and were tested with the Mann–Whitney U-test. The primary efficacy variable, clinical cure, was presented with n (%), and the risk difference between the two treatment arms was presented with an approximate two-sided 95% confidence interval (CI). The analysis for the primary endpoint was performed on the PP population, supplemented by the MITT population. The non-inferiority margin of 10%. Sub-group analyses were performed regarding gender, age (<18 years and ≥18 years), and Centor score 3 and 4, respectively, for the primary endpoint. Safety was presented for the MITT population using descriptive statistics. 


	SUMMARY – CONCLUSIONS

EFFICACY RESULTS: Clinical cure at test-of-cure was 89.6% in the 5-day group (181/202) and 93.3% in the 10-day group (182/195). Penicillin V 800 mg four times a day for 5 days was demonstrated to be non-inferior to penicillin V 1,000 mg three times a day for 10 days in the main analysis population (the PP population). The point estimate showed a difference in the rate of clinical cure of −3.7 percentage points (95% CI −9.7 to 2.2) with advantage to the 10-day intervention group. Bacteriological eradication was 80.4% (n=156/194) and 90.7% (n=165/182), respectively. Eight and 7 patients had relapses, 0 and 4 patients had complications and 6 and 13 had new tonsillitis in the 5-day and 10-day groups, respectively.

SAFETY RESULTS: The majority of the adverse events, assessed by a physician, were judged to be mild or moderate in intensity: 73% (97/132) and 23% (31/132) respectively in the 5-day group and 61% (104/170) and 33% (56/170) respectively in the 10-day group. The adverse events reported were mainly diarrhoea, nausea, and vaginal discharge/pruritus. In all three categories, there were numerically higher incidences and longer durations of adverse events in the 10-day group.

CONCLUSION: This study showed that a 5-day regimen was non-inferior to 10 days regarding clinical cure. There was no difference between the two intervention groups in number of relapses or complications. Our findings indicate that a 5-day treatment with penicillin V four times daily may constitute an alternative to the currently recommended 10-day regimen. 
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