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Supplementary Table 1: Introduction of Cefixime 

Name of Drug: Cefixime (Leggett et al. 1990). 

Solubility in water: 

 
55.11 mg/L (Abdullah et al. 2022). 

Lipophilicity (Log P) value: 

 
-0.4 (Abdullah et al. 2022). 

Chemical formula: 
C16H15N5O7S2 

(Naqvi et al. 2011). 

Molecular weight: 

 
453.4 g/mol (Naqvi et al. 2011). 

Physical appearance: 

White to slightly yellowish crystal or 

crystalline powder (Genvresse and Carbon 

1993). 

Available Dosage Forms and route: 

 

Oral dosage forms: 

• Tablet, Chewable tablet (100 mg and 

200 mg), 

• Powder for suspension (100 mg per 5 

ml), 

• Capsule (400 mg) (Jabbar et al. 2021). 

Pregnancy category: (B) (Özyüncü et al. 2010) 



. 

 

Supplementary Table 2: Screening of articles based on title, abstract, involvement of animals, and accessibility 

 

Sr# Title Exclusion 

1 Long SS, editor. Principles and Practice of Pediatric Infectious Disease (Third Edition). Edinburgh: W.B. 

Saunders; 2008. p. 1507-1618. 

Title 

2 Waldman SA, Terzic A, Egan LJ, et al., editors. Pharmacology and Therapeutics. Philadelphia: W.B. 

Saunders; 2009. p. 1333-1378. 

Title 

3 Cohen J, Opal SM, Powderly WG, editors. Infectious Diseases (Third Edition). London: Mosby; 2010. p. I-1-

I-72. 

Title 

4 Finch RG, Greenwood D, Norrby SR, et al., editors. Antibiotic and Chemotherapy (Ninth Edition). London: 

W.B. Saunders; 2011. p. 861-900. 

Title 

5 Kester M, Karpa KD, Vrana KE, editors. Elsevier's Integrated Review Pharmacology (Second Edition) 

(Second Edition). Philadelphia: W.B. Saunders; 2012. p. 235-245. 

Title 

6 Wolverton SE, editor. Comprehensive Dermatologic Drug Therapy (Third Edition). London: W.B. Saunders; 

2013. p. 793-826. 

Title 

7 2 - Spezielle Arzneimitteltherapie in der Schwangerschaft. In: Schaefer C, Spielmann H, Vetter K, et al., 

editors. Arzneimittel in Schwangerschaft und Stillzeit (Achte Ausgabe). Munich: Urban & Fischer; 2012. p. 

33-574. 

Title 



8 Alcaide B, Aragoncillo C, Almendros P. 2.02 - Cephalosporins. In: Katritzky AR, Ramsden CA, Scriven 

EFV, et al., editors. Comprehensive Heterocyclic Chemistry III. Oxford: Elsevier; 2008. p. 111-171. 

Title 

9 Garbis H, van Tonningen MR, Reuvers M. 2.6 - Anti-infective agents. In: Schaefer C, Peters P, Miller RK, 

editors. Drugs During Pregnancy and Lactation (Second Edition). Oxford: Academic Press; 2007. p. 123-

177. 

Title 

10 García-Estrada C, Martín JF. 3.24 - Penicillins and Cephalosporins. In: Moo-Young M, editor. 

Comprehensive Biotechnology (Second Edition). Burlington: Academic Press; 2011. p. 255-268. 

Title 

11 García-Estrada C, Martín JF. 3.24 - Penicillins and Cephalosporins☆. In: Moo-Young M, editor. 

Comprehensive Biotechnology (Third Edition). Oxford: Pergamon; 2019. p. 283-296. 

Title 

12 Nord CE. 4 - Effect of Antimicrobials on Human Flora. In: Finegold SM, George WL, editors. Anaerobic 

Infections in Humans: Academic Press; 1989. p. 55-80. 

Title 

13 Anaya J, Sánchez RM. 4 - Four-membered ring systems. In: Gribble GW, Joule JA, editors. Progress in 

Heterocyclic Chemistry. Vol. 33: Elsevier; 2021. p. 53-91. 

Title 

14 Kester M, Karpa KD, Vrana KE. 4 - Treatment of Infectious Diseases. In: Kester M, Karpa KD, Vrana KE, 

editors. Elsevier's Integrated Review Pharmacology (Second Edition) (Second Edition). Philadelphia: W.B. 

Saunders; 2012. p. 41-78. 

Title 

15 Greenwood D, Irving WL. 5 - Antimicrobial agents. In: Greenwood D, Barer M, Slack R, et al., editors. 

Medical Microbiology (Eighteenth Edition). Edinburgh: Churchill Livingstone; 2012. p. 54-68. 

Title 

16 Adam D, Hostalek U, Tröster K. 5-day therapy of bacterial pharyngitis and tonsillitis with cefixime. 

Comparison with 10 day treatment with penicillin V. Cefixime Study Group [Clinical Trial; Comparative 

Study; English Abstract; Journal Article; Multicenter Study; Randomized Controlled Trial]. Klinische 

Padiatrie. 1996;208(5):310‐313. 

Abstract 



17 Artursson P, Neuhoff S, Matsson P, et al. 5.11 - Passive Permeability and Active Transport Models for the 

Prediction of Oral Absorption. In: Taylor JB, Triggle DJ, editors. Comprehensive Medicinal Chemistry II. 

Oxford: Elsevier; 2007. p. 259-278. 

Title 

18 Pucci MJ, Callebaut C, Cathcart A, et al. 5.17 - Recent Epidemiological Changes in Infectious Diseases. In: 

Chackalamannil S, Rotella D, Ward SE, editors. Comprehensive Medicinal Chemistry III. Oxford: Elsevier; 

2017. p. 511-552. 

Title 

19 Khan NU, Miao T, Ju X, et al. 6 - Carrier-mediated transportation through BBB. In: Gao H, Gao X, editors. 

Brain Targeted Drug Delivery System: Academic Press; 2019. p. 129-158. 

Title 

20 Sparreboom A, Evans WE, Baker SD. 6 - Chemotherapy in the Pediatric Patient. In: Orkin SH, Fisher DE, 

Look AT, et al., editors. Oncology of Infancy and Childhood. Philadelphia: W.B. Saunders; 2009. p. 173-

207. 

Title 

21 Bradley JS. 7 - Antimicrobial Chemoprophylaxis. In: Long SS, Prober CG, Fischer M, editors. Principles and 

Practice of Pediatric Infectious Diseases (Fifth Edition): Elsevier; 2018. p. 71-79.e2. 

Title 

22 Lai Y. 7 - Organic anion, organic cation and zwitterion transporters of the SLC22 and SLC47 superfamily 

(OATs, OCTs, OCTNs and MATEs). In: Lai Y, editor. Transporters in Drug Discovery and Development: 

Woodhead Publishing; 2013. p. 455-631. 

Title 

23 Iyer RN. 7.02 - Beta lactam. In: Kenakin T, editor. Comprehensive Pharmacology. Oxford: Elsevier; 2022. p. 

3-63. 

Title 

24 Bal AM. 7.09 - Macrolide Antibiotics. In: Kenakin T, editor. Comprehensive Pharmacology. Oxford: 

Elsevier; 2022. p. 170-184. 

Title 

25 Gerrett D. 8 - Pharmacology. In: Turner WA, Merriman LM, editors. Clinical Skills in Treating the Foot 

(Second Edition). Oxford: Churchill Livingstone; 2005. p. 161-191. 

Title 



26 Kim S, Michaels BD, Kim GK, et al. 8 - Systemic Antibacterial Agents. In: Wolverton SE, editor. 

Comprehensive Dermatologic Drug Therapy (Third Edition). London: W.B. Saunders; 2013. p. 61-97.e11. 

Title 

27 Snodgrass A, Motaparthi K. 9 - Systemic Antibacterial Agents. In: Wolverton SE, editor. Comprehensive 

Dermatologic Drug Therapy (Fourth Edition): Elsevier; 2021. p. 69-98.e13. 

Title 

28 Rehman S, Nabi B, Ahmad S, et al. 10 - Polysaccharide-based amorphous solid dispersions (ASDs) for 

improving solubility and bioavailability of drugs. In: Maiti S, Jana S, editors. Polysaccharide Carriers for 

Drug Delivery: Woodhead Publishing; 2019. p. 271-317. 

Title 

29 Lawrence RM. 12 - Transmission of Infectious Diseases Through Breast Milk and Breastfeeding. In: 

Lawrence RA, Lawrence RM, editors. Breastfeeding (Ninth Edition). Philadelphia: Elsevier; 2022. p. 393-

456. 

Title 

30 Best BM. 13 - Clinical Pharmacology of Anti-Infectives During Pregnancy. In: Mattison DR, editor. Clinical 

Pharmacology During Pregnancy: Academic Press; 2013. p. 173-199. 

Title 

31 13th European Congress of Clinical Microbiology and Infectious Diseases. Clinical Microbiology and 

Infection. 2003 2003/01/01/;9:1-422. 

Title 

32 Craig WA, Andes DR. 21 - Cephalosporins. In: Bennett JE, Dolin R, Blaser MJ, editors. Mandell, Douglas, 

and Bennett's Principles and Practice of Infectious Diseases (Eighth Edition). Philadelphia: W.B. Saunders; 

2015. p. 278-292.e4. 

Title 

33 Mackell SM, Anderson S. 22 - The Pregnant and Breastfeeding Traveler. In: Keystone JS, Freedman DO, 

Kozarsky PE, et al., editors. Travel Medicine (Third Edition). London: Elsevier; 2013. p. 219-230. 

Title 

34 Midtvedt T. 25 - Penicillins, cephalosporins, other beta-lactam antibiotics, and tetracyclines. In: Aronson JK, 

editor. Side Effects of Drugs Annual. Vol. 30: Elsevier; 2008. p. 280-296. 

Title 



35 Scotta MC, Marostica PJC, Stein RT. 25 - Pneumonia in Children. In: Wilmott RW, Deterding R, Li A, et al., 

editors. Kendig's Disorders of the Respiratory Tract in Children (Ninth Edition). Philadelphia: Elsevier; 

2019. p. 427-438.e4. 

Title 

36 Feasey NA, Gordon MA. 25 - Salmonella Infections. In: Farrar J, Hotez PJ, Junghanss T, et al., editors. 

Manson's Tropical Infectious Diseases (Twenty-third Edition). London: W.B. Saunders; 2014. p. 337-348.e2. 

Title 

37 Chan KH, Abzug MJ, Liu AH. 26 - Sinusitis. In: Leung DYM, Szefler SJ, Bonilla FA, et al., editors. 

Pediatric Allergy: Principles and Practice (Third Edition). London: Elsevier; 2016. p. 228-237.e3. 

Title 

38 Imhof A, Laffer R. 26 Miscellaneous antibacterial drugs. In: Aronson JK, editor. Side Effects of Drugs 

Annual. Vol. 29: Elsevier; 2007. p. 253-279. 

Title 

39 Koh AY, Pizzo PA. 27 - Infectious Diseases in Pediatric Cancer. In: Orkin SH, Fisher DE, Look AT, et al., 

editors. Oncology of Infancy and Childhood. Philadelphia: W.B. Saunders; 2009. p. 1099-1120. 

Title 

40 Pelton SI. 29 - Otitis Media. In: Long SS, Prober CG, Fischer M, editors. Principles and Practice of Pediatric 

Infectious Diseases (Fifth Edition): Elsevier; 2018. p. 216-223.e3. 

Title 

41 Kumar P. 33 - Pharmacology of Specific Drug Groups: Antibiotic Therapy∗∗The author wishes to recognize 

Dr. Thomas J. Pallasch for his past contributions to this chapter. In: Dowd FJ, Johnson BS, Mariotti AJ, 

editors. Pharmacology and Therapeutics for Dentistry (Seventh Edition): Mosby; 2017. p. 457-487. 

Title 

42 Barber GR, Safdar A. 35 - Unique Antibacterial Agents. In: Bennett JE, Dolin R, Blaser MJ, editors. 

Mandell, Douglas, and Bennett's Principles and Practice of Infectious Diseases (Eighth Edition). 

Philadelphia: W.B. Saunders; 2015. p. 440-446.e2. 

Title 

43 Waller DG, Sampson AP. 51 - Chemotherapy of infections. In: Waller DG, Sampson AP, editors. Medical 

Pharmacology and Therapeutics (Fifth Edition): Elsevier; 2018. p. 581-629. 

Title 



44 Pai MP, Bertino JS. 54 - Tables of Anti-infective Agent Pharmacology. In: Bennett JE, Dolin R, Blaser MJ, 

editors. Mandell, Douglas, and Bennett's Principles and Practice of Infectious Diseases (Eighth Edition). 

Philadelphia: W.B. Saunders; 2015. p. 631-707. 

Title 

45 Harris JB, Brooks WA. 69 - Typhoid and Paratyphoid (Enteric) Fever. In: Magill AJ, Hill DR, Solomon T, et 

al., editors. Hunter's Tropical Medicine and Emerging Infectious Disease (Ninth Edition). London: W.B. 

Saunders; 2013. p. 568-576. 

Title 

46 Harris JB, Brooks WA. 74 - Typhoid and Paratyphoid (Enteric) Fever. In: Ryan ET, Hill DR, Solomon T, et 

al., editors. Hunter's Tropical Medicine and Emerging Infectious Diseases (Tenth Edition). London: Elsevier; 

2020. p. 608-616. 

Title 

47 Ardura MI, Koh AY. 97 - Fever and Granulocytopenia. In: Long SS, Prober CG, Fischer M, editors. 

Principles and Practice of Pediatric Infectious Diseases (Fifth Edition): Elsevier; 2018. p. 578-586.e4. 

Title 

48 Koh AY, Pizzo PA. 99 - Fever and Granulocytopenia. In: Long SS, editor. Principles and Practice of 

Pediatric Infectious Diseases (Fourth Edition). London: Elsevier; 2012. p. 567-573.e4. 

Title 

49 Harris JB, Ryan ET. 102 - Enteric Fever and Other Causes of Fever and Abdominal Symptoms. In: Bennett 

JE, Dolin R, Blaser MJ, editors. Mandell, Douglas, and Bennett's Principles and Practice of Infectious 

Diseases (Eighth Edition). Philadelphia: W.B. Saunders; 2015. p. 1270-1282.e3. 

Title 

50 Marrazzo JM, Apicella MA. 214 - Neisseria gonorrhoeae (Gonorrhea). In: Bennett JE, Dolin R, Blaser MJ, 

editors. Mandell, Douglas, and Bennett's Principles and Practice of Infectious Diseases (Eighth Edition). 

Philadelphia: W.B. Saunders; 2015. p. 2446-2462.e3. 

Title 

51 Neely MN, Reed MD. 291 - Pharmacokinetic-Pharmacodynamic Basis of Optimal Antibiotic Therapy. In: 

Long SS, Prober CG, Fischer M, editors. Principles and Practice of Pediatric Infectious Diseases (Fifth 

Edition): Elsevier; 2018. p. 1478-1498.e6. 

Title 



52 Neely MN, Reed MD. 291 - Pharmacokinetic–Pharmacodynamic Basis of Optimal Antibiotic Therapy. In: 

Long SS, editor. Principles and Practice of Pediatric Infectious Diseases (Fourth Edition). London: Elsevier; 

2012. p. 1433-1452.e10. 

Title 

53 Bradley JS, Sauberan JB. 292 - Antimicrobial Agents. In: Long SS, editor. Principles and Practice of 

Pediatric Infectious Diseases (Fourth Edition). London: Elsevier; 2012. p. 1453-1484.e5. 

Title 

54 Sauberan JB, Bradley JS. 292 - Antimicrobial Agents. In: Long SS, Prober CG, Fischer M, editors. Principles 

and Practice of Pediatric Infectious Diseases (Fifth Edition): Elsevier; 2018. p. 1499-1531.e3. 

Title 

55 Drusano GL, Craig WA. 295 - Antibacterial Chemotherapy. In: Goldman L, Schafer AI, editors. Goldman's 

Cecil Medicine (Twenty Fourth Edition). Philadelphia: W.B. Saunders; 2012. p. 1803-1815. 

Title 

56 Castagnola E, Mikulska M, Viscoli C. 310 - Prophylaxis and Empirical Therapy of Infection in Cancer 

Patients. In: Bennett JE, Dolin R, Blaser MJ, editors. Mandell, Douglas, and Bennett's Principles and Practice 

of Infectious Diseases (Eighth Edition). Philadelphia: W.B. Saunders; 2015. p. 3395-3413.e2. 

Title 

57 Weiner CP, Buhimschi C. A. In: Weiner CP, Buhimschi C, editors. Drugs for Pregnant and Lactating 

Women (Second Edition). Philadelphia: W.B. Saunders; 2009. p. 1-79. 

Title 

58 Weiner CP, Mason C. A. In: Weiner CP, Mason C, editors. Drugs for Pregnant and Lactating Women (Third 

Edition). Philadelphia: Elsevier; 2019. p. 1-58. 

Title 

59 Park G-B, Roh H-G, Lee K-P. Absorption Mechanism of Cefixime through the Nasal Cavity and Jejunum in 

Rats. YAKHAK HOEJI. 1994;38(2):114-122. 

Animal 

60 TOKUMA Y, SEKIGUCHI M, FUJIWARA T, et al. Absorption, distribution, excretion and metabolism of 

cefixime in rats. Drug Metabolism and Pharmacokinetics. 1987;2(6):637-648. 

Animal 

61 Abstracts. Journal of Allergy and Clinical Immunology. 1993 1993/01/01/;91(1, Part 2):141-379. Title 

62 Abstracts. Clinical Microbiology and Infection. 2004 2004/01/01/;10:1-86. Title 



63 Abstracts. Clinical Microbiology and Infection. 2005 2005/01/01/;11:1-98. Title 

64 Abstracts. Annals of Allergy, Asthma & Immunology. 2015 2015/11/01/;115(5, Supplement):A1-A142. Title 

65 Abstracts accepted for publication only. Clinical Microbiology and Infection. 2007 2007/01/01/;13:S609-

S676. 

Title 

66 Abstracts accepted for publication only. Clinical Microbiology and Infection. 2008 2008/05/01/;14:S667-

S759. 

Title 

67 Abstracts accepted for publication only. Clinical Microbiology and Infection. 2011 2011/05/01/;17:S669-

S834. 

Title 

68 Abstracts cont. Clinical Microbiology and Infection. 2004 2004/01/01/;10:486-543. Title 

69 Abstracts cont. Clinical Microbiology and Infection. 2005 2005/01/01/;11:238-390. Title 

70 Abstracts for Supplement. International Journal of Infectious Diseases. 2010 2010/03/01/;14:e191-e335. Title 

71 Dagan R. Achieving bacterial eradication using pharmacokinetic/pharmacodynamic principles. International 

journal of infectious diseases. 2003;7:S21-S26. 

Title 

72 Koeth L, Good C, Jacobs M, et al., editors. Activity of amoxicillin/clavulanic acid and 16 comparator agents 

against respiratory isolates, collected worldwide in 2000. Presented at the 101st General Meeting of the 

American Society for Microbiology; 2001. 

Title 

73 Fera MT, Carbone M, Focà A. Activity of cefixime against Helicobacter pylori. International Journal of 

Antimicrobial Agents. 1993;3(2):105-108. 

Abstract 

74 Kohl PK, Tu Y, Hostalek U, et al. Activity of cefixime against Neisseria gonorrhoeae. Journal of the 

European Academy of Dermatology and Venereology. 1995;4(2):155-159. 

Abstract 



75 Jones RN, Critchley IA, Whittington WLH, et al. Activity of faropenem tested against Neisseria gonorrhoeae 

isolates including fluoroquinolone-resistant strains. Diagnostic Microbiology and Infectious Disease. 2005 

2005/12/01/;53(4):311-317. 

Title 

76 Rossi R, Castellani P, Younes G, et al. Activity of FCE 22891 compared with cefuroxime axetil and cefixime 

in pulmonary and subcutaneous infections in mice. J Antimicrob Chemother. 1989 Mar;23 Suppl C:149-55. 

Animal 

77 Pottumarthy S, Fritsche TR, Jones RN. Activity of gemifloxacin tested against Neisseria gonorrhoeae isolates 

including antimicrobial-resistant phenotypes. Diagnostic Microbiology and Infectious Disease. 2006 

2006/02/01/;54(2):127-134. 

Title 

78 Cynamon MH, Sklaney M, Yeo AET. The activity of grepafloxacin in two murine models of Mycobacterium 

avium infection. Journal of Infection and Chemotherapy. 2004 2004/01/01/;10(3):185-188. 

Title 

79 Peric M, Browne FA, Jacobs MR, et al. Activity of nine oral agents against gram-positive and gram-negative 

bacteria encountered in community-acquired infections: use of pharmacokinetic/pharmacodynamic 

breakpoints in the comparative assessment of beta-lactam and macrolide antimicrobial agents. Clinical 

therapeutics. 2003;25(1):169-177. 

Title 

80 Doern GV. Activity of oral β-lactam antimicrobial agents versus respiratory tract isolates of Streptococcus 

pneumoniae, Haemophilus influenzae, and Moraxella catarrhalis in the era of antibiotic resistance. 

Otolaryngology - Head and Neck Surgery. 2002 2002/12/01/;127(6, Supplement):S17-S23. 

Title 

81 PICHICHERO ME. Activity of the newer oral extended-spectrum antimicrobials against resistant respiratory 

pathogens. Pediatric Asthma, Allergy & Immunology. 1995;9(3):143-155. 

Title 

82 Brook I. Acute Sinusitis in Children. Pediatric Clinics of North America. 2013 2013/04/01/;60(2):409-424. Title 



83 Liu X, Chen Y, Yang H, et al. Acute toxicity is a dose-limiting factor for intravenous polymyxin B: A safety 

and pharmacokinetic study in healthy Chinese subjects. Journal of Infection. 2021 2021/02/01/;82(2):207-

215. 

Title 

84 Amfilcon A. Acyl glucuronides. Title 

85 Qin Z. Advances in biopharmaceutical analysis in the People's Republic of China: 1991–1993. Journal of 

Pharmaceutical and Biomedical Analysis. 1995 1995/01/01/;13(1):1-7. 

Title 

86 Wong SHY. Advances in liquid chromatography and related methodologies for therapeutic drug monitoring. 

Journal of Pharmaceutical and Biomedical Analysis. 1989 1989/01/01/;7(9):1011-1032. 

Title 

87 Siddiqui MA, More-O'Ferrall D, Hammod RS, et al. Agranulocytosis associated with yohimbine use. 

Archives of Internal Medicine. 1996;156(11):1235-1238. 

Title 

88 Alert. International Journal of Antimicrobial Agents. 1992 1992/01/01/;1(4):193-199. Title 

89 Jacobs MR, Felmingham D, Appelbaum PC, et al. The Alexander Project 1998-2000: susceptibility of 

pathogens isolated from community-acquired respiratory tract infection to commonly used antimicrobial 

agents. J Antimicrob Chemother. 2003 Aug;52(2):229-46. 

Title 

90 Zafar S, Ali A, Ashraf M, et al. Alteration in disposition kinetics of warfarin mediated by caffeine in healthy 

male albino rabbits. JAPS: Journal of Animal & Plant Sciences. 2019;29(2). 

Animal 

91 Labro M, el Benna J, Jemni A. Alteration of bacteria induced by subinhibitory concentrations of cefixime: 

consequences on bactericidal activity of human polynuclear neutrophils. Pathologie-biologie. 

1992;40(5):427-432. 

Abstract 

92 Yasui H, Yamaoka K, Nakagawa T. Alternative continuous infusion method for analysis of enterohepatic 

circulation and biliary excretion of cefixime in the rat. J Pharm Sci. 1994 Jun;83(6):819-23. 

Animal 



93 The American Academy of Allergy and Immunology. Journal of Allergy and Clinical Immunology. 1994 

1994/01/01/;93(1, Part 2):A4-304. 

Title 

94 Mahadevan U, Kane S. American Gastroenterological Association Institute Technical Review on the Use of 

Gastrointestinal Medications in Pregnancy. Gastroenterology. 2006 2006/07/01/;131(1):283-311. 

Title 

95 Okabe T, Yamazaki Y, Shiotani M, et al. An amino acid substitution in PBP-3 in Haemophilus influenzae 

associate with the invasion to bronchial epithelial cells. Microbiological Research. 2010 

2010/01/29/;165(1):11-20. 

Title 

96 García-Cobos S, Campos J, Lázaro E, et al. Ampicillin-resistant non-β-lactamase-producing Haemophilus 

influenzae in Spain: recent emergence of clonal isolates with increased resistance to cefotaxime and 

cefixime. Antimicrobial agents and chemotherapy. 2007;51(7):2564-2573. 

Abstract 

97 Isla A, Canut A, Rodríguez-Gascón A, et al. Análisis farmacocinético/farmacodinámico (PK/PD) de la 

antibioterapia en odontoestomatología. Enfermedades Infecciosas y Microbiología Clínica. 2005 

2005/03/01/;23(3):116-121. 

Title 

98 Natalia R. Analisis Minimalisasi Biaya Konversi Antibiotik Seftriakson menjadi Sefiksim Peroral pada 

Pasien di Bangsal Penyakit dalam RSUD Prof. Dr. Margono Soekarjo: Universitas Jenderal Soedirman; 

2018. 

Title 

99 El-Shaboury SR, Saleh GA, Mohamed FA, et al. Analysis of cephalosporin antibiotics. Journal of 

Pharmaceutical and Biomedical Analysis. 2007 2007/09/21/;45(1):1-19. 

Abstract 

100 Churihar R, Tanwani H, Gupta K. Analysis of cephalosporins available in India: A pharmacoeconomic 

perspective. Asian Journal of Medical Sciences. 2022;13(5):119-124. 

Abstract 



101 Naik PP, Mehta CD, Srivastava SK. Analysis of commonly used pediatric systemic antibacterial liquid 

formulations for rational drug therapy. National Journal of Physiology, Pharmacy and Pharmacology. 

2017;7(4):348. 

Title 

102 Kitagishi K, Shintani H. Analysis of compounds containing carboxyl groups in biological fluids by capillary 

electrophoresis. Journal of Chromatography B: Biomedical Sciences and Applications. 1998 

1998/10/09/;717(1):327-339. 

Title 

103 Yamaoka K, Kanba M, Toyoda Y, et al. Analysis of enterohepatic circulation of cefixime in rat by fast 

inverse Laplace transform (FILT). Journal of pharmacokinetics and biopharmaceutics. 1990;18(6):545-559. 

Animal 

104 Vishwanath M, Arpitha D, Murgesh J. Analysis of pattern of antimicrobial usage in children of age 1 to 12 

years with respiratory tract infections admitted in pediatric intensive care unit in a tertiary care hospital. 

National Journal of Physiology, Pharmacy and Pharmacology. 2022;12(6):856-856. 

Title 

105 Protic D, Pejovic A, Djukanovic N, et al. Analysis of the third‐and fourth‐generation cephalosporin use for 

the treatment of infections caused by Gram‐negative bacteria in hospital settings. International journal of 

clinical practice. 2016;70(12):1033-1040. 

Abstract 

106 Nagaraju K, Chowdary Y. Analytical Method Development and Validation for The Simultaneous Estimation 

of Azithromycin and Cefixime by Rp-Hplc Method in Bulk and Pharmaceutical Formulations. 2018. 

Abstract 

107 Kathiravan S, Anbarasi B, Mathankumar S. Analytical method development and validation of cefixime and 

dicloxacillin tablet by RP-HPLC. Asian Journal of Research in Chemistry. 2010;3(4):865-868. 

Abstract 

108 Ibrahim F, Wahba M, Magdy G. Analytical method development and validation of spectrofluorimetric and 

spectrophotometric determination of some antimicrobial drugs in their pharmaceuticals. Spectrochimica Acta 

Part A: Molecular and Biomolecular Spectroscopy. 2018;188:525-536. 

Title 



109 Okeke CC, Srinivasan VS. and Harry G. Britain'. Analytical Profiles of Drug Substances and Excipients. 

1998:39. 

Title 

110 Musther H, Olivares-Morales A, Hatley OJD, et al. Animal versus human oral drug bioavailability: Do they 

correlate? European Journal of Pharmaceutical Sciences. 2014 2014/06/16/;57:280-291. 

Title 

111 Jacobs MR. Anti-infective pharmacodynamics – maximizing efficacy, minimizing toxicity. Drug Discovery 

Today: Therapeutic Strategies. 2004 2004/12/01/;1(4):505-512. 

Title 

112 Bauernfeind A, Jungwirth R, Schweighart S, et al. [Antibacterial activity and beta-lactamase stability of 

eleven oral cephalosporins]. Infection. 1990;18 Suppl 3:S155-67. 

Not 

accessible 

113 Wiedemann B, Jansen A. Antibacterial activity of cefpodoxime proxetil in a pharmacokinetic in-vitro model. 

Journal of Antimicrobial Chemotherapy. 1990;26(1):71-79. 

Title 

114 Nakamura T, Takahashi H. Antibacterial activity of oral cephems against various clinically isolated strains 

and evaluation of efficacy based on the pharmacokinetics/pharmacodynamics theory. The Japanese journal of 

antibiotics. 2004;57(6):465-474. 

Title 

115 Kern TJ. Antibacterial agents for ocular therapeutics. Veterinary Clinics of North America: Small Animal 

Practice. 2004 2004/05/01/;34(3):655-668. 

Animal 

116 Bowlware KL, Stull T. Antibacterial agents in pediatrics. Infectious Disease Clinics of North America. 2004 

2004/09/01/;18(3):513-531. 

Title 

117 Chavez-Bueno S, Stull TL. Antibacterial Agents in Pediatrics. Infectious Disease Clinics of North America. 

2009 2009/12/01/;23(4):865-880. 

Title 

118 LiPuma JJ, Stull TL. Antibacterial agents in pediatrics. Infectious Disease Clinics of North America. 

1995;9(3):561-574. 

Title 



119 San Joaquin VH, Stull TL. Antibacterial agents in Pediatrics. Infectious Disease Clinics of North America. 

2000;14(2):341-355. 
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Title 

170

3 

中村竜也, 高橋伯夫. 各種臨床分離株の経口セフェム系薬に対する薬剤感受性と 

Pharmacokinetics/Pharmacodynamics (PK/PD) 理論を用いたその有効性について. The Japanese Journal 

of Antibiotics. 2004;57(6):465-474. 

Title 

170

4 

周颖, 孙培红, 赵侠, et al. 头孢克肟在中国健康男性志愿者的群体药代动力学研究. 临床药物治疗杂志. 

2005;3(4):49-54. 

Title 

170

5 

中村はるひ, 岩井直一. 小児期における経口抗生物質についての薬動力学的検討 (第 1 報) 小児期に

おける Cefixime の薬動力学的検討. The Japanese Journal of Antibiotics. 1991;44(9):964-978. 

Title 

170

6 

宮崎正章, 貴田嘉一, 松田博, et al. 小児科領域における Cefixime の基礎的, 臨床的検討. The Japanese 

Journal of Antibiotics. 1986;39(4):1166-1175. 

Title 



170

7 

岩井直一, 柴田元博, 溝口文子, et al. 小児科領域における Cefixime の基礎的, 臨床的検討. The 

Japanese Journal of Antibiotics. 1986;39(4):1087-1105. 

Title 

170

8 

西村忠史, 高島俊夫, 田吹和雄, et al. 小児科領域における Cefixime の基礎的, 臨床的検討. The 

Japanese Journal of Antibiotics. 1986;39(4):1115-1127. 

Title 

170

9 

倉繁隆信, 森田英雄, 荒木久美子, et al. 小児科領域における Cefixime の臨床的検討. The Japanese 

Journal of Antibiotics. 1986;39(4):1157-1165. 

Title 

171

0 

目黒英典, 有益修, 宗田英幸, et al. 小児科領域における Cefixime の臨床的検討. The Japanese Journal 

of Antibiotics. 1986;39(4):1007-1019. 

Title 

171

1 

中澤進, 佐藤肇, 成田章, et al. 小児科領域における Cefixime 細粒に関する検討. The Japanese Journal 

of Antibiotics. 1986;39(4):1020-1034. 

Title 

171

2 

三河春樹, 真弓光文, 秋山義之, et al. 小児科領域感染症における Cefixime の臨床的検討. The Japanese 

Journal of Antibiotics. 1989;42(12):2527-2539. 

Title 

171

3 

島田馨. 総説 [最新の抗菌薬 XXIII] Cefixime. The Japanese Journal of Antibiotics. 1987;40(9):1537-1548. Title 

171

4 

前田浩志, 佐古政典, 藤井明, et al. 腎機能障害例における Cefixime の体内動態. The Japanese Journal 

of Antibiotics. 1986;39(10):2716-2720. 

Title 

171

5 

中野博, 世古昭三, 仁平寛巳, et al. 腎機能障害者における cefixime (CFIX) の体内動態. 

CHEMOTHERAPY. 1988;36(5):428-436. 

Title 

171

6 

張蓉琴, 李銅鈴, 鄢琳, et al. 頭孢克肟咀嚼片與膠囊的相對生物利用度比較. 中國新藥與臨床雜誌. 

2004;23(12):856-858. 

Title 



171

7 

DÜRckheimer W, Adam F, Fischer G, et al. Recent Developments in the Field of Cephem Antibiotics. In: 

Testa B, editor. Advances in Drug Research. Vol. 17: Academic Press; 1988. p. 61-234. 

Title 

171

8 

MacGowan AP, Wise R. Establishing MIC breakpoints and the interpretation of in vitro susceptibility tests. 

Journal of Antimicrobial Chemotherapy. 2001;48(suppl_1):17-28. 

Title 

171

9 

Faulkner RD, Fernandez P, Lawrence G, et al. Absolute bioavailability of cefixime in man. J Clin Pharmacol. 

1988 Aug;28(8):700-6. 

Extensive 

reading 

172

0 

Faulkner R, Yocobi L, Barone J, et al. al. e: Pharmacokinetic profile of cefixime in man. Pediatric Infectious 

Disease 1987b; 6: 963-970. 1987. 

Extensive 

reading 

172

1 

Kamran M, Khan MA, ur Rehman M, et al. Binary Solid Lipid Nanosuspension Containing Cefixime: 

Preparation, Characterization and Comparative In-vivo Evaluation. Beilstein Archives. 2019;2019(1):109. 

Animal 

172

2 

Turner JV, Maddalena DJ, Cutler DJ, et al. Multiple pharmacokinetic parameter prediction for a series of 

cephalosporins. Journal of pharmaceutical sciences. 2003;92(3):552-559. 

Extensive 

reading 

172

3 

García-Rodríguez J, Bellido JM, Sánchez JG. Oral cephalosporins: current perspectives. International journal 

of antimicrobial agents. 1995;5(4):231-243. 

Title 

172

4 

Dandekar PK, Nicolau DP. Pharmacodynamic considerations for the selection of oral cephalosporins in the 

treatment of rhinosinusitis. Otolaryngology - Head and Neck Surgery. 2002 2002/12/01/;127(6, 

Supplement):S10-S16. 

Title 

172

5 

Liu P, Müller M, Derendorf H. Rational dosing of antibiotics: the use of plasma concentrations versus tissue 

concentrations. International journal of antimicrobial agents. 2002;19(4):285-290. 

Title 

172

6 

MacGowan AP, Bowker KE. Sequential antimicrobial therapy: pharmacokinetic and pharmacodynamic 

considerations in sequential therapy. Journal of Infection. 1998 1998/07/01/;37:30-36. 

Extensive 

reading 



172

7 

Rimmer D. Third generation cephalosporins in the parenteral to oral switch. PharmacoEconomics. 

1994;5(2):27-33. 

Title 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

Supplementary Table  3: JADAD Scoring 

JADAD Questions 

Reference Was the study 

described as 

randomized 

Was the method 

used to generate 

the sequence of 

randomization 

described and 

appropriate 

Was the 

study 

described as 

double 

blind 

Was the 

method of 

double 

blinding 

described and 

appropriate 

Was there a 

description of 

withdrawls 

and dropouts 

Total 

score 

David C. Brittain 

et.al(1985) 

1 1 1 1 0 4 

Mitsuyoshi NAKASHIMA 

et.al(1986) 

1 1 0 0 0 2 



D. R. P. GUAY et.al(1986) 0 0 0 0 0 0 

ROBERT,D FAULKNER 

et.al(1987) 

0 0 0 0 0 0 

Mitsuyoshi Nakashima 

et.al(1987) 

0 0 0 0 0 0 

R. D. Faulkner et.al(1988) 1 1 0 0 0 2 

R. D. Faulkneret.al(1988) 0 0 0 0 0 0 

CARL ERIK NORD 

et.al(1988) 

0 0 0 0 0 0 

Robert D. Faulkner 

et.al(1988) 

1 1 0 0 0 2 

DANIEL P. HEALY 

et,al(1989) 

1 1 0 0 0 2 

J. W. Stone et.al(1989) 0 0 0 0 0 0 

ROBERT D. FAULKNER 

et.al(1989) 

1 1 0 0 0 2 

D. Trenk et.al(1990) 1 0 0 0 0 1 

G. Montay et.al(1991) 1 1 0 0 0 2 

M. Dhib et.al(1991) 0 0 0 0 0 0 



CHANTAL DUVERNE 

et.al(1992) 

1 1 0 0 0 2 

J. F. WESTPHAL 

et.al(1993) 

0 0 0 0 0 0 

Milap C.Nahata 

et.al(1993) 

0 0 0 0 0 0 

Katerina Mamzoridi 

et.al(1996) 

0 0 0 0 0 0 

X.D. LIU et.al(1997) 0 0 0 0 0 0 

David E. Nix et.al(1997) 1 1 0 0 1 3 

YOSHIKIYO 

TOYONAGA(1997) 

0 0 0 0 0 0 

H. CARSENTI-ETESSE 

et.al(1998) 

1 1 1 1 0 4 

E. Evene et,al(2001) 1 1 0 0 0 2 

Takashi Deguchi 

et.al(2003) 

0 0 0 0 0 0 

Y.A.Asiriet.al(2005) 0 0 0 0 0 0 

Ping Liu et.al(2005) 1 1 0 0 0 2 

Dong Hyun Choi 

et.al(2007) 

1 1 0 0 1 3 



Parvin Zakeri-Milani 

et.al(2008) 

1 1 0 0 1 3 

Tawfeeg A. 

Najjaet.al(2009) 

0 0 0 0 0 0 

Abbas Khan et.al(2011) 0 0 0 0 0 0 

Saiprasad Patil et.al(2014) 1 1 0 0 0 2 

Hossein Danafar 

et.al(2016) 

1 1 0 0 1 3 

Lindley A. Barbee 

et.al(2018) 

1 0 0 0 1 2 

Muhammad Waqas 

Khadam et.al(2019) 

0 0 0 0 0 0 

Sara Aset.al(2020) 1 1 0 0 1 3 

Esraa Ghazy Jabbar 

et.al(2021) 

1 1 0 0 1 3 

Yuli Subiakt et.al(2022) 1 1 1 1 0 4 

 

 

 

 



Supplementary Table  4: Critical Appraisal Skill Program 

CASP Questions 

Refrence Was 

there a 

clear 

statem

ent of 

the 

aims 

of the 

researc

h? 

Is a 

qualitativ

e 

methodol

ogy 

appropria

te? 

Was the 

research 

design 

appropri

ate to 

address 

the aims 

of the 

research

? 

Are the 

study's 

theoretical 

underpinn

ings clear, 

concictent 

and 

conceptua

lly 

coherent? 

Was the 

recruitm

ent 

strategy 

appropri

ate to 

the aims 

of the 

search? 

Was 

the 

data 

collect

ed in a 

way 

that 

addres

sed the 

researc

h 

issue? 

Has the 

relations

hip 

between 

researhe

r and 

participa

nts been 

adequate

ly 

consider

ed? 

Have 

ethical 

issues 

been taken 

into 

considerat

ion? 

Was the 

data 

analysis 

sufficie

ntly 

rigrous? 

Is 

there a 

clear 

statem

ent of 

findin

gs? 

CA

SP 

Scor

e 

David C. 

Brittain 

et.al(1985) 

Y Y Y Y Y Y CT N Y Y 8 

Mitsuyoshi 

NAKASHIMA 

et.al(1986) 

Y Y Y Y Y Y N Y Y Y 9 



D. R. P. 

GUAY 

et.al(1986) 

Y Y Y Y Y Y CT N Y Y 8 

ROBERT,D 

FAULKNER 

et.al(1987) 

Y Y Y Y Y Y CT Y Y Y 9 

Mitsuyoshi 

Nakashima 

et.al(1987) 

Y Y Y Y Y Y N Y Y Y 9 

R. D. Faulkner 

et.al(1988) 

Y Y Y Y Y Y Y N Y Y 9 

R. D. 

Faulkneret.al(1

988) 

Y Y Y Y Y Y CT N Y Y 8 

CARL ERIK 

NORD 

et.al(1988) 

Y Y Y Y Y Y N Y Y Y 9 

Robert D. 

Faulkner 

et.al(1988) 

Y Y Y Y Y Y CT Y Y Y 9 



DANIEL P. 

HEALY 

et,al(1989) 

Y Y Y Y Y Y CT N Y Y 8 

J. W. Stone 

et.al(1989) 

Y Y CT Y Y Y CT Y Y Y 8 

ROBERT D. 

FAULKNER 

et.al(1989) 

Y Y Y Y Y Y N Y Y Y 9 

D. Trenk 

et.al(1990) 

Y Y Y Y Y Y N Y Y Y 9 

G. Montay 

et.al(1991) 

Y Y Y Y Y Y N N Y Y 8 

M. Dhib 

et.al(1991) 

Y Y Y Y Y Y CT Y Y Y 9 

CHANTAL 

DUVERNE 

et.al(1992) 

Y Y Y Y Y Y N Y Y Y 9 

J. F. 

WESTPHAL 

et.al(1993 

Y Y CT Y Y Y CT Y Y Y 8 



Milap 

C.Nahata 

et.al(1993) 

Y Y Y Y Y Y CT N Y Y 8 

Katerina 

Mamzoridi 

et.al(1996) 

Y Y Y Y CT Y N N Y Y 7 

X.D. LIU 

et.al(1997) 

Y Y Y Y Y Y N N Y Y 8 

David E. Nix 

et.al(1997) 

Y Y Y Y Y Y Y N Y Y 9 

YOSHIKIYO 

TOYONAGA(

1997) 

Y CT CT Y Y Y Y N Y Y 7 

H. 

CARSENTI-

ETESSE 

et.al(1998) 

Y Y Y CT Y Y N N Y Y 7 

E. Evene 

et,al(2001) 

Y Y Y Y Y Y Y Y Y Y 10 

Takashi 

Deguchi 

et.al(2003) 

Y Y Y Y Y Y CT N Y Y 8 



Y.A.Asiriet.al(

2005) 

Y Y Y Y Y Y N N Y Y 8 

Ping Liu 

et.al(2005) 

Y Y Y Y Y Y N N Y Y 8 

Dong Hyun 

Choi 

et.al(2007) 

Y Y Y Y Y Y N Y Y Y 9 

Parvin Zakeri-

Milani 

et.al(2008) 

Y Y Y Y Y Y N Y Y Y 9 

Tawfeeg A. 

Najjaet.al(2009

) 

Y Y Y Y Y Y Y Y Y Y 10 

Abbas Khan 

et.al(2011) 

Y Y CT Y Y Y N Y Y Y 8 

Saiprasad Patil 

et.al(2014) 

Y Y Y CT Y Y N Y Y Y 8 

Hossein 

Danafar 

et.al(2016) 

Y Y Y Y Y Y N N Y Y 8 



Lindley A. 

Barbee 

et.al(2018) 

Y Y Y Y Y Y Y N Y Y 9 

Muhammad 

Waqas 

Khadam 

et.al(2019) 

Y Y Y Y Y Y N N Y Y 8 

Sara 

Aset.al(2020) 

Y Y Y CT Y Y Y N Y Y 8 

Esraa Ghazy 

Jabbar 

et.al(2021) 

Y Y Y Y Y Y Y Y Y Y 10 

Yuli Subiakt 

et.al(2022) 

Y Y Y Y Y Y N Y Y Y 9 

Y: yes, N: no, CT: cannot tell. 

 

 

 

 

 



 

 

 

 

Supplementary Table  5: Critical Appraisal Clinical Pharmacokinetic Tool 

 

Reference studies 

Q

ue

sti

on

s 

1 2 3 4 5 6 7 8 9 1

0 

1

1 

1

2 

1

3 

1

4 

1

5 

1

6 

1

7 

1

8 

1

9 

2

0 

2

1 

2

2 

2

3 

2

4 

2

5 

2

6 

2

7 

2

8 

2

9 

3

0 

3

1 

3

2 

3

3 

3

4 

3

5 

3

6 

3

7 

3

8 

Q

1 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y 

Q

2 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y 

Q

3 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y N N Y Y N Y Y N Y Y N Y Y N Y Y Y Y N Y Y 



Q

4 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y N Y Y N N Y Y Y N Y N N Y Y Y Y 

Q

5 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y 

Q

6 

N N N N N N N N N Y N N N N Y N N N N N Y N Y N N N N N N N N N N N N Y Y Y 

Q

7 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y N Y Y Y Y N Y Y Y N Y N Y Y Y N Y 

Q

8 

Y Y Y Y N N Y N N N N Y N N Y Y Y N Y N N N N N N N N N N N N N N N N N N N 

Q

9 

Y Y N Y Y Y Y N Y Y N Y Y Y Y N Y N Y Y Y N Y Y Y Y Y Y Y Y Y N Y N Y Y Y N 

Q

10 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y N Y Y Y Y Y Y Y Y Y N Y Y Y Y Y Y 

Q

11 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y y Y Y N Y Y Y Y Y Y Y Y Y N Y Y Y Y Y Y 



Q

12 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

Y I

D

K 

Y I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

Y N I

D

K 

Y I

D

K 

I

D

K 

I

D

K 

Y I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

Q

13 

Y Y Y Y N Y Y Y Y Y Y Y Y Y Y N Y N Y Y Y N Y Y Y Y Y Y Y Y Y Y Y N Y N N Y 

Q

14 

N N N N N N N N N N N N N N N N N N N N N N N N N N Y N N N N N N N N N N N 

Q

15 

N N N N N N Y N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

Q

16 

Y Y Y Y Y Y Y Y Y Y Y Y N Y Y Y Y Y Y Y Y Y Y Y N Y Y Y Y Y Y Y Y Y Y Y Y Y 

Q

17 

Y Y Y N Y N N N N N N Y N N N N N N N N N Y N Y N Y Y N Y N N N N N N N N N 

Q

18 

Y N Y Y Y Y Y N Y Y N Y Y Y Y Y N N N N Y N N Y N Y N Y Y N N Y Y N N Y Y N 

Q

19 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y 



Q

20 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

I

D

K 

Q

21 

Y Y Y Y Y Y Y Y Y Y I

D

K 

Y Y Y Y Y Y I

D

K 

I

D

K 

I

D

K 

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y 

T

ot

al 

sc

or

e 

1

6 

1

5 

1

5 

1

5 

1

4 

1

5 

1

6 

1

3 

1

4 

1

5 

1

1 

1

6 

1

3 

1

4 

1

6 

1

3 

1

4 

9 1

2 

1

2 

1

6 

8 1

3 

1

6 

1

1 

1

4 

1

3 

1

4 

1

5 

1

3 

1

0 

1

1 

1

2 

1

0 

1

3 

1

3 

1

3 

1

3 

Q1: Was a clear description of the objectives of the study provided? Q2: Was a valid and comprehensive rationale provided to support 

the purpose of the study? Q3:Was the chosen study design appropriately selected and justified? Q4: Was the dosing (dose, route of 

administration, dosing interval) of the drug in the study justified for the intended study? Q5: Were the endpoints of the study 

appropriate to answer the objectives of the study? Q6: Were the exclusion criteria of participants included AND appropriate for the 

intended outcomes of the study? Q7: Q8:Where applicable, were the relevant baseline characteristics of the participants adequately 

described?Q9:Were plausible interacting covariates described a priori or in post hoc evaluation? Q10: Was the description of the used 

sample analysis methods or citations of prior validation studies provided in the publication or affiliated appendix? Q11: Was the 

method of data sampling appropriate for the study? Q12: Was a clear description of the sampling site and the sampling interval (the 

exact times at which samples are obtained) provided and justifIed? Q13: Was the number of half-lives elapsed within the sampling 



period appropriate for the analyzed drug? Q14: Were sample storage conditions appropriate and described in a manner that could be 

accurately replicated? Q15: If applicable, was there a clear description of the pharmacokinetic model, its development, validation and 

justifcation for use? Q16: Was the described population pharmacokinetic approach validation method appropriate for the analysis? 

Q17: Were the essential pharmacokinetic parameters required to make the results applicable in clinical settings addressed? Q18: Were 

the pharmacokinetic equations used to calculate patient pharmacokinetic parameters disclosed or cited within the article? Q19: Were 

the chosen statistical tests and software to perform the statistical analysis appropriate to achieve the study objectives? Q20: Were all 

patients enrolled in the study accounted for? Q21: In the event of missing data or outliers, was the process for analysis justifed and 

appropriate? Q22: Were appropriate summary statistics to describe centrality and variance used to document the pharmacokinetic 

results? 

1:David C. Brittain et.al(1985), 2:Mitsuyoshi NAKASHIMA et.al(1986), 3:D. R. P. GUAY et.al(1986), 4:ROBERT,D FAULKNER 

et.al(1987), 5:Mitsuyoshi Nakashima et.al(1987), 6:R. D. Faulkner et.al(1988), 7:R. D. Faulkneret.al(1988), 8:CARL ERIK NORD 

et.al(1988), 9:Robert D.Faulkner et.al(1988), 10:DANIEL P. HEALY et,al(1989), 11:J. W. Stone et.al(1989), 12:ROBERT D. 

FAULKNER et.al(1989), 13:D. Trenk et.al(1990), 14:G. Montay et.al(1991), 15:M. Dhib et.al(1991), 16:CHANTAL DUVERNE 

et.al(1992), 17:J. F. WESTPHAL et.al(1993), 18:Milap C.Nahata et.al(1993), 19: Katerina Mamzoridi et.al(1996), 20: X.D. LIU 

et.al(1997), 21: David E. Nix et.al(1997), 22:YOSHIKIYO TOYONAGA(1997), 23:H. CARSENTIETESSE et.al(1998), 24:E. 

Evene et,al(2001), 25:Takashi Deguchi et.al(2003), 26:Y.A.Asiriet.al(2005), 27: Ping Liu et.al(2005), 28:, Dong Hyun Choi 

et.al(2007), 29:Parvin Zakeri-Milani et.al(2008), 30:Tawfeeg A. Najjaet.al(2009), 31:Abbas Khan et.al(2011), 32:Saiprasad Patil 

et.al(2014), 33:Hossein Danafar et.al(2016),34:Lindley A. Barbee et.al(2018), 35: Muhammad Waqas Khadam et.al(2019). 36:Sara 

Aset.al(2020), 37: Esraa Ghazy Jabbar et.al(2021), 38:Yuli Subiakt et.al(2022) 

Y: yes, N: no, IDK: I do not know. 



Supplementary Table  6 : Cochrane Collaboration Tool 

Cochrane Collaboration Questions 

Reference Random 

sequence 

(selection 

bias) 

Allocaton 

concealment 

(selection 

bias) 

Binding of 

participant 

and 

researchers 

(performed 

bias) 

Binding of 

outcome 

assessment 

(detection 

bias) 

Incomplete 

outcome 

data 

(attrition 

bias) 

Selective 

reporting 

(reporting 

bias) 

Other bias Total 

score 

David C. Brittain 

et.al(1985) 

LR UR LR UR HR LR LR 4 

Mitsuyoshi 

NAKASHIMA 

et.al(1986) 

LR UR UR HR UR LR LR 3 

D. R. P. GUAY 

et.al(1986) 

UR UR UR HR UR LR LR 2 

ROBERT,D 

FAULKNER 

et.al(1987) 

UR UR UR HR UR LR LR 2 



Mitsuyoshi 

Nakashima 

et.al(1987) 

UR UR UR UR UR LR LR 2 

R. D. Faulkner 

et.al(1988) 

LR UR UR UR UR LR UR 2 

R. D. 

Faulkneret.al(1988) 

UR UR UR UR UR LR LR 2 

CARL ERIK 

NORD et.al(1988) 

UR UR UR UR UR LR LR 2 

Robert D. Faulkner 

et.al(1988) 

LR LR UR UR UR LR LR 4 

DANIEL P. 

HEALY et,al(1989) 

LR UR UR UR UR LR LR 3 

J. W. Stone 

et.al(1989) 

UR UR UR HR UR LR LR 2 

ROBERT D. 

FAULKNER 

et.al(1989) 

LR LR UR UR UR LR LR 4 

D. Trenk et.al(1990) UR UR UR HR UR LR LR 2 

G. Montay 

et.al(1991) 

LR UR UR HR UR LR LR 3 

M. Dhib et.al(1991) UR UR UR HR UR LR LR 2 



CHANTAL 

DUVERNE 

et.al(1992) 

LR UR UR UR UR LR LR 3 

J. F. WESTPHAL 

et.al(1993) 

UR UR UR HR UR LR LR 2 

Milap C.Nahata 

et.al(1993) 

UR UR UR HR UR LR LR 2 

Katerina Mamzoridi 

et.al(1996) 

UR UR UR HR UR LR LR 2 

X.D. LIU 

et.al(1997) 

UR UR UR HR UR LR LR 2 

David E. Nix 

et.al(1997) 

LR UR HR HR LR LR LR 4 

YOSHIKIYO 

TOYONAGA(1997) 

UR UR UR HR UR LR LR 2 

H. CARSENTI-

ETESSE et.al(1998) 

LR UR LR UR LR LR UR 4 

E. Evene et,al(2001) LR LR HR HR UR LR LR 4 

Takashi Deguchi 

et.al(2003) 

UR UR UR HR UR LR LR 2 

Y.A.Asiriet.al(2005) UR UR UR HR UR LR LR 2 

Ping Liu et.al(2005) LR UR HR HR UR LR LR 3 



Dong Hyun Choi 

et.al(2007) 

LR UR UR HR UR LR LR 3 

Parvin Zakeri-

Milani et.al(2008) 

LR UR HR HR UR LR LR 3 

Tawfeeg A. 

Najjaet.al(2009) 

UR UR UR HR UR LR LR 2 

Abbas Khan 

et.al(2011) 

UR UR UR HR UR LR LR 2 

Saiprasad Patil 

et.al(2014) 

LR LR HR HR LR LR LR 5 

Hossein Danafar 

et.al(2016) 

LR LR UR HR LR LR LR 5 

Lindley A. Barbee 

et.al(2018) 

UR UR HR HR LR LR LR 3 

Muhammad Waqas 

Khadam et.al(2019) 

UR UR UR UR UR LR LR 2 

Sara Aset.al(2020) LR UR UR UR LR LR LR 4 

Esraa Ghazy Jabbar 

et.al(2021) 

LR LR HR HR LR LR UR 4 

Yuli Subiakt 

et.al(2022) 

LR LR LR UR LR LR UR 5 

 



HR: high risk, LR: low risk, UR: unclear risk. 
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