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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:

C16H15Ns0O7S;
(Nagvi 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:
e Tablet, Chewable tablet (100 mg and
200 mg),
e Powder for suspension (100 mg per 5
ml),
e Capsule (400 mg) (Jabbar et al. 2021).

Pregnancy category:

(B) (Ozyuinci et al. 2010)
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Supplementary Table 3: JADAD Scoring

JADAD Questions

Reference Was the study Was the method Was the Was the Was there a Total
described as used to generate study method of description of score
randomized the sequence of | described as double withdrawls

randomization double blinding and dropouts
described and blind described and
appropriate appropriate
David C. Brittain 1 1 1 1 0 4
et.al(1985)
Mitsuyoshi NAKASHIMA 1 1 0 0 0 2
et.al(1986)




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

ROBERT,D FAULKNER
et.al(1987)

Mitsuyoshi Nakashima
et.al(1987)

R. D. Faulkner et.al(1988)

R. D. Faulkneret.al(1988)

CARL ERIK NORD
et.al(1988)

Robert D. Faulkner
et.al(1988)

DANIEL P. HEALY
et,al(1989)

J. W. Stone et.al(1989)

ROBERT D. FAULKNER
et.al(1989)

D. Trenk et.al(1990)

G. Montay et.al(1991)

M. Dhib et.al(1991)




CHANTAL DUVERNE
et.al(1992)

J. F. WESTPHAL
et.al(1993)

Milap C.Nahata
et.al(1993)

Katerina Mamzoridi
et.al(1996)

X.D. LIU et.al(1997)

David E. Nix et.al(1997)

YOSHIKIYO
TOYONAGA(1997)

H. CARSENTI-ETESSE
et.al(1998)

E. Evene et,al(2001)

Takashi Deguchi
et.al(2003)

Y.A.Asiriet.al(2005)

Ping Liu et.al(2005)

Dong Hyun Choi
et.al(2007)




Parvin Zakeri-Milani
et.al(2008)

Tawfeeg A.
Najjaet.al(2009)

Abbas Khan et.al(2011)

Saiprasad Patil et.al(2014)

Hossein Danafar
et.al(2016)

Lindley A. Barbee
et.al(2018)

Muhammad Waqas
Khadam et.al(2019)

Sara Aset.al(2020)

Esraa Ghazy Jabbar
et.al(2021)

Yuli Subiakt et.al(2022)




Supplementary Table 4: Critical Appraisal Skill Program

CASP Questions

Refrence Was Isa Wasthe | Arethe | Wasthe | Was | Hasthe Have Was the Is CA
there a | qualitativ | research | study's | recruitm | the relations | ethical data | therea | SP
clear e design | theoretical ent data hip issues analysis | clear | Scor
statem | methodol | appropri | underpinn | strategy | collect | between | been taken | sufficie | statem | e
ent of ogy ateto | ings clear, | appropri | edina | researhe into ntly ent of
the | appropria | address | concictent | ateto way rand considerat | rigrous? | findin
aims te? the aims and theaims | that | participa ion? gs?
of the of the | conceptua | ofthe | addres | nts been
researc research Iy search? | sed the | adequate
h? ? coherent? researc ly
h consider
issue? ed?
David C. Y Y Y Y Y Y CT N Y Y 8
Brittain
et.al(1985)
Mitsuyoshi Y Y Y Y Y Y N Y Y Y 9
NAKASHIMA

et.al(1986)




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

CT

ROBERT,D
FAULKNER
et.al(1987)

CT

Mitsuyoshi
Nakashima
et.al(1987)

R. D. Faulkner
et.al(1988)

R. D.
Faulkneret.al(1
988)

CT

CARL ERIK
NORD
et.al(1988)

Robert D.
Faulkner
et.al(1988)

CT




DANIEL P.
HEALY
et,al(1989)

CT

J. W. Stone
et.al(1989)

CT

CT

ROBERT D.
FAULKNER
et.al(1989)

D. Trenk
et.al(1990)

G. Montay
et.al(1991)

M. Dhib
et.al(1991)

CT

CHANTAL
DUVERNE
et.al(1992)

J.F.
WESTPHAL
et.al(1993

CT

CT




Milap
C.Nahata
et.al(1993)

CT

Katerina
Mamzoridi
et.al(1996)

CT

X.D. LIU
et.al(1997)

David E. Nix
et.al(1997)

YOSHIKIYO
TOYONAGA(
1997)

CT

CT

H.
CARSENTI-
ETESSE
et.al(1998)

CT

E. Evene
et,al(2001)

10

Takashi
Deguchi
et.al(2003)

CT




Y.A Asiriet.al(
2005)

Ping Liu
et.al(2005)

Dong Hyun
Choi
et.al(2007)

Parvin Zakeri-
Milani
et.al(2008)

Tawfeeg A.
Najjaet.al(2009

)

10

Abbas Khan
et.al(2011)

CT

Saiprasad Patil
et.al(2014)

CT

Hossein
Danafar
et.al(2016)




Lindley A.
Barbee
et.al(2018)

Muhammad
Waqas
Khadam
et.al(2019)

Sara
Aset.al(2020)

Esraa Ghazy
Jabbar
et.al(2021)

10

Yuli Subiakt
et.al(2022)

Y Y Y
Y Y Y
CT Y Y
Y Y Y
Y Y Y

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




Supplementary Table 5: Critical Appraisal Clinical Pharmacokinetic Tool
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ue
sti

on

1
6

1
7

1
8

1
9

2
0

2
1

O

N O

w O




© O o O ~ O o O a O ~ O

O

11



12

13

14

15

16

17

18

19




20bjDD/ D/ DD DDDDDDDD DD DD DD DDDDD DD DD DD D DD DD D|D

21 D D DD

T|1/1}1}1/222f2f2y2y2422|2|12¢1|1|9(1j1;1};81f22y2|1|1{1|1j1j1j1;14141111|1
ot |[6|/5/5(5|/4|5(6|3[4|5|1|6|3|4|6|3|4 2(2|6 3(6/1{4(3|4/5(3|0(1(2|0(3|3|3]|3

al
sC

or

e

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 justifled? 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 Wagas 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 Allocaton Binding of | Binding of | Incomplete | Selective | Other bias | Total
sequence | concealment | participant | outcome outcome reporting score
(selection (selection and assessment data (reporting
bias) bias) researchers | (detection (attrition bias)
(performed bias) bias)
bias)
David C. Brittain LR UR LR UR HR LR LR 4
et.al(1985)
Mitsuyoshi LR UR UR HR UR LR LR 3
NAKASHIMA
et.al(1986)
D.R. P. GUAY UR UR UR HR UR LR LR 2
et.al(1986)
ROBERT,D UR UR UR HR UR LR LR 2
FAULKNER

et.al(1987)




Mitsuyoshi UR UR UR UR UR LR LR
Nakashima
et.al(1987)
R. D. Faulkner LR UR UR UR UR LR UR
et.al(1988)
R. D. UR UR UR UR UR LR LR

Faulkneret.al(1988)

CARL ERIK UR UR UR UR UR LR LR
NORD et.al(1988)

Robert D. Faulkner LR LR UR UR UR LR LR
et.al(1988)

DANIEL P. LR UR UR UR UR LR LR

HEALY et,al(1989)

J. W. Stone UR UR UR HR UR LR LR
et.al(1989)

ROBERT D. LR LR UR UR UR LR LR
FAULKNER

et.al(1989)

D. Trenk et.al(1990) UR UR UR HR UR LR LR
G. Montay LR UR UR HR UR LR LR
et.al(1991)

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




CHANTAL LR UR UR UR UR LR LR
DUVERNE
et.al(1992)
J. F. WESTPHAL UR UR UR HR UR LR LR
et.al(1993)
Milap C.Nahata UR UR UR HR UR LR LR
et.al(1993)
Katerina Mamzoridi UR UR UR HR UR LR LR
et.al(1996)
X.D. LIU UR UR UR HR UR LR LR
et.al(1997)
David E. Nix LR UR HR HR LR LR LR
et.al(1997)
YOSHIKIYO UR UR UR HR UR LR LR
TOYONAGA(1997)
H. CARSENTI- LR UR LR UR LR LR UR
ETESSE et.al(1998)
E. Evene et,al(2001) LR LR HR HR UR LR LR
Takashi Deguchi UR UR UR HR UR LR LR
et.al(2003)
Y.A.Asiriet.al(2005) UR UR UR HR UR LR LR
Ping Liu et.al(2005) LR UR HR HR UR LR LR




Dong Hyun Choi LR UR UR HR UR LR LR
et.al(2007)
Parvin Zakeri- LR UR HR HR UR LR LR
Milani et.al(2008)
Tawfeeg A. UR UR UR HR UR LR LR
Najjaet.al(2009)
Abbas Khan UR UR UR HR UR LR LR
et.al(2011)
Saiprasad Patil LR LR HR HR LR LR LR
et.al(2014)
Hossein Danafar LR LR UR HR LR LR LR
et.al(2016)
Lindley A. Barbee UR UR HR HR LR LR LR
et.al(2018)
Muhammad Waqas UR UR UR UR UR LR LR
Khadam et.al(2019)
Sara Aset.al(2020) LR UR UR UR LR LR LR
Esraa Ghazy Jabbar LR LR HR HR LR LR UR
et.al(2021)
Yuli Subiakt LR LR LR UR LR LR UR

et.al(2022)




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