Poštovani recenzenti,
Budući da nam je ukazana čast da naš prikaz slučaja urednik Vojnosanitetskog pregleda prosledi na recenziju, imamo to zadovoljstvo da učinivši dodatan napor unapredimo sadržinu naše analize jednog retkog kliničkog entiteta. Vodeći se primedbama iz recenzije tekst rada je u većoj meri rekonstruisan brisanjem pojedinih segmenata i dodavanjem novih, uglavnom u delu diskusije koji se odnosi na razvoj glomerulonefritisa, u cilju što potpunijeg razmatranja sleda patofizioloških događaja u prikazanom slučaju. Dodatno smo komentarisali terapijski pristup, izbor antibiotika, uslove pod kojima se kod pacijenta razvila invanzivna pneumokokna bolest, evolucija renalnih abnormalnosti, a pre svega uticaj pneumokoka kao pokretača patofizioloških zbivanja koja su se manifestovala kliničkom slikom akutnog glomerulonefritisa. Detaljan popis učinjenih izmena prilažemo u nastavku teksta pod naslovom „Ispravke“. Tu su navedene ispravke pogrešnog pisanja reči, pogrešnih gramatičkih konstrukcija i bitne izmene originalnog teksta. Međutim, tu se ne nalazi direktan odgovor na vaša pitanja o određivanju serotipa pneumokoka i nivoa cirkulišućih imunskih kompleksa. Te analize nisu moguće u našoj ustanovi iz tehničkih razloga. Merenje nivoa imunskih kompleksa bi bilo korisno u dijagnostici, ali značaj određivanja serotipa pneumokoka za razvoj opisane kliničke slike nije podržan dokazima u literaturi i svakako nije rutinska analiza u kliničkoj praksi. S druge strane, u Srbiji se uvodi redovna vakcinacija protiv pneumokoka te je vrlo interesanatna stvarna distribucija serotipova u našoj zemlji. Dostupnost određivanja serotipa pneumokoka kod nas je diskutabilna. Navodimo da je 2013. objavljen rad kolega sa Mikrobiološkog instituta u Beogradu i mikrobioloških laboratorija Instituta za majku i dete i Univerziteteske dečje klinike, gde u metodima kažu da su materijal za serotipizaciju slali u inostranstvo. Dostupnost ove analize u drugim medicinskim ustanovama u Srbiji nismo proveravali, ali u našoj to svakako nije slučaj. 
Stojimo na raspolaganju za eventualne dalje korekcije.
S’ uvažavanjem,
Autori
 

Ispravke
1. Apstrakt, verzija na engleskom, druga rečenica: ispravljen font u italic za Streptococcus pneumoniae pa sada da stoji „Streptococcus pneumoniae infections are a rare trigger of glomerulonephritis.“
2. Apstrakt, verzija na engleskom, treća rečenica, ispravljeno gramatičko vreme u rečenici, te umesto: „We are presenting a case of glomerulonephritis developing concurrently with meningitis in a young male child.“ Sada stoji: „We presented a case of glomerulonephritis developing concurrently with meningitis in a young male child.“
3. Apstrakt, verzija na engleskom, četvrta rečenica, ispravljeno pogrešno pisanje reči „gross“ i „occurred“, tako da umesto „Grose haematuria, significant proteinuria, hypertension and decreased level of C3 occured alongside the signs of central nervous system involvement.“, sada stoji: „Gross haematuria, significant proteinuria, hypertension and decreased level of C3 occurred alongside the signs of central nervous system involvement.“
4. Apstrakt, verzija na engleskom, sedma rečenica, ispravljeno pisanje reči „development“ i „urine“, gramatička izmena u srednjem delu rečenice, pa umesto: „Absence of the latent period might point to the developement of IgA nephropathy, but since stable renal function, without any abnormalities in urin tests was documeted during follow up, our opinion is that this was rather the case of postinfectious nephropathy.“, sada stoji: „Absence of the latent period might point to the development of IgA nephropathy, but since the renal function was stable, without any abnormalities in urine tests documented during follow up, our opinion is that this was rather the case of postinfectious nephropathy.“
5. Apstrakt, verzija na srpskom, druga rečenica, ispravljen font u italic za Streptococcus pneumoniae pa sada da stoji: „Glomerulonefritis je retka posledica infekcije Streptococcus-om pneumoniae.“
6. Apstrakt, verzija na srpskom, treća rečenica, ispravljeno gramatičko vreme u rečenici i izbrisana reč „mladog“, te umesto: „Predstavljamo slučaj razvoja glomrerulonefritisa istovremeno sa meningitisom kod mladog muškog deteta.“, sada stoji: „Predstavili smo slučaj razvoja glomerulonefritisa istovremeno sa meningitisom kod muškog deteta.“
7. Deo „Introduction“, izbrisane su četvrta i peta rečenica, kao i reference iz kojih su poticali navodi u tekstu. Umesto ove dve rečenice dodat sledeći tekst: „Glomerulonephritis is common in childhood. It represents an acute or chronic nonsuppurative inflammatory process in the glomeruli leading to impaired renal function. The pathogenesis is not fully understood, but it is suggested that glomerulonephritis is usually due to an immunologic response to a variety of etiologic agents. Streptococcus pneumoniae infections are a rare trigger of glomerulonephritis, and the exact contribution of pneumococcus is unknown.“
8. U delu „Case report“, prva rečenica, izmenjeno gramatičko vreme u rečenici tako da umesto: „We present a case of а mail patient, age 5 years and 3 months, admitted to our intensive care unit due to fever, somnolence and dark urine.“, sada stoji: „We presented a case of а male patient, age 5 years and 3 months, admitted to our intensive care unit due to fever, somnolence and dark urine.“
9. U delu „Case report“, deveta rečenica, izmenjeno gramatičko vreme u rečenici, pa umesto: „He was fully vaccinated according to the Serbian vaccination calendar which does not include the anti pneumoccocal vaccine.“, sada stoji: „He was fully vaccinated according to the Serbian vaccination calendar which did not include the anti pneumococcal vaccine.“
10. U delu „Case report“, 12. i 13., zatim 15. i 16. rečenica, unešene su zabeležene vrednosti merenih biohumoralnih markera pomenutih u originalnom tekstu, te umesto: „Blood tests had shown elevated levels of C-reactive protein (CRP) and procalcitonin (Pct), and increased erythrocyte sedimentation rate (ESR). Urine was dusky and morning urine sample test demonstrated pyuria, hematuria and proteinuria, with hyaline and erythrocyte cylinders.“ i „Upon admission a lumbar puncture was performed and a cloudy cerebro-spinal fluid (CSF) was attained, with a high count of leukocytes dominated by polymorphonuclear cells (PMNs). CSF biochemistry demonstrated elevated proteins and decreased glucose level.“, sada stoji „Blood tests had shown elevated levels of white blood cells (WBC; 23,7 x109/L, polymorphonuclears 92,6%), C-reactive protein (CRP; 243,7 mg/dL) and procalcitonin (Pct; 9,210 ng/mL), and increased erythrocyte sedimentation rate (ESR; 50 mm/h). Urine was dusky and morning urine sample test demonstrated pyuria (25-30 WBCs), hematuria (40-50 erythrocytes) and proteinuria (+++), with hyaline and erythrocyte cylinders.“ ... „Upon admission a lumbar puncture was performed and a cloudy cerebro-spinal fluid (CSF) was attained, with a high count of leukocytes dominated by polymorphonuclear cells (PMNs; 3925/mm3). CSF biochemistry demonstrated elevated proteins (3,0 g/L) and decreased glucose level (glucose ratio 0,37 mmol/L).“
11. U delu „Case report“, 19. rečenica „His test results are listed in table 1.“ i u njoj pomenuta tabela 1 su izbrisani.
12. U delu „Case report“, 21. rečenica, podaci dopunjeni detaljima o trajanju i izboru antibiotika i ispravljene greške u pisanju, pa umesto „According to the pneumococcus’s susceptibility, antimicrobial treatment was continued with vancomycin and meropenem.“, sada stoji, kao 20. rečenica u ispravljenom tekstu: „According to the pneumococcus susceptibility, antimicrobial treatment was continued with vancomycin and meropenem for 14 days and additional 7 days of cefotaxime.“
13. U delu „Case report“,  iza rečenice: „Nasal and throat swab cultures were both positive exclusively with Staphylococcus aureus.“ Dodata je nova rečenica kao 22. po redu u ispravljenom tekstu: „Urine culture result demonstrated Klebsiella-Enterobacter, 5.000 colony forming units per milliliter (cfu/mL).“, a odmah zatim na 23. mesto premeštena je rečenica: „Since the first hospital day his blood pressure levels were frequently above the 95th percentile for age, gender and height.“
14. U delu „Case report“, 24. rečenica u originalnoj verziji, a 25. u izmenjenom tekstu, dodat apostrof uz reč „patients“ radi pravilnog pisanja genitiva imenice u jednini „patient“, te sada stoji: „Our patients’ general condition improved, his neurological status has been normal since the 8th day at our clinic, but he continued with multiple daily spikes of fever for the total of 14 consecutive days.“
15. U delu „Case report“, 27. i 28. rečenica u originalnoj verziji, a 28. i 29. u izmenjenom tekstu, dodate su zabeležene vrednosti merenih biohumoralnih parametara, te umesto: „The initial elevation of urea and creatinine in the serum normalized after carefully balanced hydration.“, stoji: „The initial elevation of urea (10,2 mmol/L) and creatinine (94 µmol/L) in the serum normalized after carefully balanced hydration. Anti-streptolysine O titre (ASOT) was in the normal range, C3 level was decreased (0,25 g/L), while C4 was increased (0,51 g/L).“
16. U delu „Case report“, 30. rečenica u originalnoj verziji i u izmenjenom tekstu, dodate su zabeležene vrednosti merenih biohumoralnih parametara, te umesto: „His 24-hour urine collection test had shown normal creatinine clearance, but revealed significant proteinuria reaching 2,03 g/day which continued until gross haematuria subsided during the fourth week of illness.“, sada stoji: „His 24-hour urine collection test had shown normal creatinine clearance ranging from 0,82 to 2,07 mL/s, but revealed significant proteinuria reaching 2,03 g/day which continued until gross haematuria subsided during the fourth week of illness.“
17. U delu „Discussion“, prvi pasus, 1. rečenica, korigovan tekst u rečenici tako da umesto: „We presented a case of a young boy that was diagnosed with pneumococcal meningitis during late September 2014.“, sada stoji: „A young boy was diagnosed with pneumococcal meningitis at our clinic during late September 2014.“ 
18. U delu „Discussion“, prvi pasus, 3. rečenica, izmenjen sadržaj rečenice. Umesto: „He was accordingly treated with antibiotics adhering to microbial susceptibility.“, stoji: „He was accordingly treated with antibiotics adhering to recommendations for bacterial meningitis.“
19. U delu „Discussion“, prvi pasus, iza 3. rečenice dodat je novi tekst o pristupu pri lečenju pneumokoknog meningitisa, uz navođenje novih referenci (6. i 7.): „Initial antimicrobial therapy was the combination of ceftriaxone and vancomycine. Isolated Streptococcus pneumoniae was penicillin resistant and sensitive to third generation cephalosporins, meropenem and vancomycine. The minimal inhibitory concentration (MIC) for cephalosporins was higher than for meropenem. Having in mind the patient's general condition, the treatment choice for pneumococcal meningitis was the combination of meropenem and vancomycine, since both of them were suggested to be effective by the NICE clinical guidelines 2. The rationale for this decision was that the pneumococcal infection was the main reason for the clinical presentation, including the renal disorder. Meropenem was chosen over cephalosporins due to better MIC. The dose of vancomycine was 15 mg/kg/6h, adjusted for achieving the target trough level recommended for pneumococcal CNS infections 6 which is in fact around the demonstrated threshold for nephrotoxicity 7. However, in the setting of an acute renal failure, manifesting during a serious infection, we maintained the recommended dose as it is usually done in cases of acute renal impairment secondary to sepsis. Performing frequent 24-hour urine collection tests demonstrated normal creatinine clearance, and therefore no dosage correction was needed.“ Odmah iza ovog dela počinje novi pasus u korigovanom tekstu, rečenicom: „Pneumococcal meningitis is one of the clinical manifestations of invasive pneumococcal disease (IPD).“
20. U delu „Discussion“, prvi pasus u originalnom, a drugi u izmenjenom tekstu, dodata je kao 5. po redu rečenica: „Clinical examination and visualisation studies in the presented case did not determine the entry point for Streptococcus pneumoniae in the upper respiratory tract nor elsewhere.“
21. U delu „Discussion“, prvi pasus u originalnom, a drugi u izmenjenom tekstu, 5. rečenica u originalnom tekstu, a 6. u izmenjenom je prepravljena brisanjem reči „other“ i promenom fonta u italic u pominjanju bakterije Haemophilus influenzae, tako da umesto: „Other common colonizers of the upper respiratory tract, such as Haemophilus influenzae and Staphylococcus aureus antagonise Streptococcus pneumoniae colonization“, sada stoji: „Common colonizers of the upper respiratory tract, such as Haemophilus influenzae and Staphylococcus aureus antagonise Streptococcus pneumoniae colonization“
22. U delu „Discussion“, prvi pasus u originalnom, a drugi u izmenjenom tekstu, izbrisane su rečenice, kao i referenca iz koje su poticali navodi u tekstu (16. referenca iz originalnog teksta): „Pre-existing inflammation brings about the exposure or up-regulation of various cellular receptors, or provokes the epithelial regeneration response to cytotoxic damage, thus mitigating pneumococcus’s invasion of the respiratory tract mucosa. Although the  epidemiologic studies do not support the specific interactions between pneumococcus and other infectious agents 16, imbalances in the ecosystem may result in overgrowth and invasion of respiratory mucosa by bacterial pathogens.“
23. U delu „Discussion“, prvi pasus u originalnom, a drugi u izmenjenom tekstu, izmenjena je rečenica: „It is important to note that Streptococcus pneumoniae is capable for an unmitigated invasion of endothelium and epithelium, via its surface antigens binding receptors on host cells, such as membrane cofactor protein (CD46); platelet activating factor (PAF) receptor, and the polymeric immunoglobulin (pIgR) receptor, which facilitate epithelial cell transcytosis 20,21,22“, dodavanjem reči „to“ i brisanjem dela teksta iz druge polovine rečenice, te sada stoji kao 10. po redu u drugom pasusu dela „Discussion“ izmenjenog teksta: „It is important to note that Streptococcus pneumoniae is capable for an unmitigated invasion of endothelium and epithelium, via its surface antigens binding to receptors on host cells, which facilitate epithelial cell transcytosis 19,20,21.“. Reference su iste, samo je promenjen redni broj u navođenju. 
24. U delu „Discussion“, prvi pasus originalnog, a drugi izmenjenog teksta, izbrisana je rečenica „These are deficiencies in Toll-like receptors (TLR) downstream signaling proteins caused by mutations in NF-kappa-B essential modulator (NEMO), IL-1 receptor-associated kinase type 4 (IRAK-4) or myeloid differentiation primary response 88 (MyD88) genes“, a njene reference priključene prethodnoj rečenici: „There have been discovered rare forms of primary immunodeficiencies that predispose to pneumococcal infections 22,23,24,25,26.“, 13. rečenica po redu u originalnom tekstu, a 12. u drugom pasusu dela „Discussion“ izmenjenog teksta.
25. U delu „Discussion“, prvi pasus originalnog, a drugi izmenjenog teksta, izmenjena je poslednja rečenica dodavanjem teksta, tako da umesto: „Investigation in a Swedish cohort of 40 patients with a homozygous C2 deficiency, revealed 23 (58%) cases with invasive, mainly pneumococcal infections 28.“, sada stoji: „Investigation in a Swedish cohort of 40 patients with a homozygous C2 deficiency, revealed 23 (58%) cases with invasive, mainly pneumococcal infections 27 implying that an inborn impairment of the complement system might predispose to IPD.“
26. U delu „Discussion“, drugi paus originalnog postaje treći izmenjenog teksta, počinje sledećim rečenicama: „The incubation period for this type of infection can be as short as 1-3 days and the onset of IPD is usually sudden as it was in the presented case. It is estimated that in the case of intact meningeal membranes a significant bacteriemia during 12-24 hours is necessary before the breach of the blood-brain barrier.“
27. U delu „Discussion“, drugi paus originalnog teksta, izbrisana je treća rečenica i referenca iz koje su poticali navodi u tekstu: „For this part of infectious process the pneumococcus is able to adhere to the vascular endothelial receptors such as PAF receptor, allowing transmigration through the endothelial cell to the basolateral site similar to that seen in the pulmonary epithelium 29.“ Odmah zatim počinje novi, četvrti pasus u izmenjenom tekstu, rečenicom kojom se nastavlja i originalni tekst : „During multiplication, pneumococci concurrently undergo autolysis 30, also the aplication of effective antibiotics induces massive destruction of microorganizms and release of  bacterial products that are highly immunogenic and may lead to an increased inflammatory response in the host 31,32, which manifested in our patient with prolonged high fever and high levels of inflamatory markers.“, s tim da ostaju iste reference, u istom redosledu, samo pod drugim rednim brojem (30.→28., a 31. i 32.→29. i 30.)
28. U delu „Discussion“, drugi pasus originalnog teksta a četvrti izmenjenog, ispravljena je slovna greška u reči „haematuria“ i dodat tekst u rečenici: „Hematuria has long been accepted as a sign that should promt the investigation of bacterial endocarditis 33 because of possible infarctions that cause loin pain and hematuria.“, tako da sada stoji: „Haematuria has long been accepted as a sign that should prompt the investigation of bacterial endocarditis 31 because of possible infarctions in the urinary tract that cause loin pain and haematuria.“ Referenca je samo promenila redni broj.
29. U delu „Discussion“, drugi pasus originalnog teksta a četvrti izmenjenog, ispravljeno je pogrešno pisanje reči „hemolytic“ u rečenici: „Elevation of serum urea and creatinine associated with haematuria raised suspicion of haemolitic uremic syndrome (HUS).“, tako da sada stoji; „Elevation of serum urea and creatinine associated with haematuria raised suspicion of hemolytic uremic syndrome (HUS).“
30. U delu „Discussion“, drugi pasus originalnog teksta, iza rečenice: „Although our patient had developed anaemia by the second week of illness, normal levels of liver enzymes, the normal erythrocyte and thrombocyte count, along with normal peripheral blood smear findings and the presence of erythrocyte casts and later normally shaped erythrocytes in urinalysis, made the diagnosis of HUS unlikely, according to the Center for Disease Control's definition of HUS 39 and the Canadian Paediatric Society’s Streptococcus pneumoniae associated hemolytic uremic syndrome case definitions 40.“ odvaja se novi pasus, peti po redu u izmenjenom tekstu.
31. U delu „Discussion“, drugi pasus originalnog teksta a peti izmenjenog, za navode u rečenici: „Cases of adults and children developing a clinically apparent pneumococcal disease and subsequently acute glomerulonephritis, have been previously described 39,40,41,42.“ dodata je još jedna, nova referenca pod rednim brojem 42 u korigovanoj verziji. Zatim iza rečenice: „Streptococcus pneumoniae is now a recognized cause of postinfectious glomerulonephritis (PIGN).“ , dodat je nov tekst i nove reference za navode u dodatom tekstu: „Acute poststreptococcal glomerulonephritis is the classic example of PIGN. The pathogenesis remains unknown, and there is still no definitive insight into the nature of the main causative antigen 43. Unfortunately, we were unable to test for serotype of the pneumococcus. So far pneumococcus types 5, 6C, 7, 9, 14, 15 and 17F have been isolated from patients who developed a glomerulonephritis following a pneumococcal infection, and those serotypes have been suggested to be nephritogenic strains 40,44,45,46,47,48. Although, in one of these patients, a 4-year-old girl described by Hyman et al, type 14 pneumococcal antigen was detected in the kidney 48 implying that the pneumococcal antigens may play a role in the local activation of the immune response, we could not find any evidence supporting significance of particular serotypes in the development of nephritis from the available literature. This was also the only case describing the histology of an mesangial proliferative glomerulonephritis. The other available reported case in which a renal biopsy was performed describes a membranoproliferative glomerulonephritis after pneumococcal pneumonia 49. These findings correlate with acute PIGN histology, particularly in the early stages 43. Complete resolution of all parameters of renal function deterred us from performing a kidney biopsy in our patient.“
32. U delu „Discussion“, iza prethodno pomenutog dodatog teksta počinje novi, šesti pasus izmenjenog teksta, nastavljajući tekst dalje kao što sledi u drugom pasusu originalnog teksta rečenicom: „The disease course of PIGN is usually mild with spontaneous resolution of clinical parameters.“
33. U delu „Discussion“, iza 5. rečenice od kraja drugog pasusa originalnog teksta: „The clinical course, resolution of haematuria, hypertension and transient decrease of C3 level in the presented case were in line with the typical presentation of PIGN with a significant exception of the time that passed from infection to glomerulonephritis onset.“, dodate su rečenice: „The similar disease course was described by other authors, demonstrating an acute glomerulonephritis following the pneumococcal infection within 24–48 hours 41,44,46. Those cases also presented with a decrease of C3, but unlike in previous reports the elevation of anti-streptolysin O titre was not demonstrated in our patient. Renal function normalised in all, with various periods needed, spanning from 5 days to 8 weeks.“, koje u izmenjenom tekstu stoje u šestom pasusu kao 3., 4. i 5. rečenica po redu.
34. U delu „Discussion“, iza 4. rečenice od kraja drugog pasusa originalnog teksta: „A usual latent period of 1-3 weeks is seen in PIGN, however the nephritis of IgA nephropathy (IgAN) may occur either at the same time or just 12-72 hours after precipitating event 44.“ dodata je rečenica i reference za navode u dodatoj rečenici: „It was demonstrated that antibody levels specific for various streptococci antigens, including those of the pneumococcus, are increased in patients with IgAN 50,51 which suggests that pneumococcal antigens are pathogenic in this disease.“ Ova rečenica je 7. po redu u šestom pasusu izmenjenog teksta.
35. U delu „Discussion“, drugi pasus originalnog teksta, 2. i 3. rečenica od kraja: „IgAN commonly occurs in patients older than 15 years of age. The duration of gross haematuria is usually less than 3 days in IgAN, the degree of proteinuria is low, the episodes of haematuria and proteinuria recur 44.“ su spojene u jednu koja u izmenjenom tekstu stoji kao 8. po redu: „IgAN commonly occurs in patients older than 15 years of age, the duration of gross haematuria is usually less than 3 days in IgAN, the degree of proteinuria is low, and the episodes of haematuria and proteinuria recur 49.“. Referenca je identična, a samo je promenjen njen redni broj.
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