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23 Y  Y  Y  Y  Y  Y  N Y  Y  Y  9 [50] 

24 Y  Y  Y  Y  Y  Y  N Y  Y  Y  9 [51] 

25 Y  Y  Y  Y  Y  Y  N Y  Y  Y  9 [49] 

 

Y= YES, N= NO, CT= CAN’T TELL 

Questions: 



 

Q 1: Was there a clear statement of the aims of the research? 

Q 2: Is a qualitative methodology appropriate? 

Q 3: Was the research design appropriate to address the aims of the research?  

Q 4: Are the study's theoretical underpinnings clear, consistent, and conceptually coherent? 

Q 5: Was the recruitment strategy appropriate to the aims of the search? 

Q 6: Was the data collected in a way that addressed the research issue? 

Q 7: Has the relationship between researchers and participants been adequately considered? 

Q 8: Have ethical issues been taken into consideration? 

Q 9: Was the data analysis sufficiently rigorous? 

Q 10: Is there a clear statement of findings? 

Supplementary Table S4. Quality Assessment of Included Articles based on Critical Appraisal Clinical 

Pharmacokinetics Tool (CACPK) Scoring 

S

r 

n

o. 

Q

1 

Q

2 

Q

3 

Q

4 

Q

5 

Q6 Q7 Q8 Q

9 

Q

1

0 

Q

1

1 

Q

1

2 

Q

1

3 

Q

1

4 

Q

1

5 

Q

1

6 

Q

1

7 

Q

1

8 

Q

1

9 

Q

2

0 

Q

2

1 

T

ot

al 

S

c

o

r

e 

Ref

ere

nce

s 

1 Y Y Y Y Y N Y Y Y Y Y I

D

K 

N Y Y Y N Y Y I

D

K 

Y 1

6 

[42

] 

2 Y Y Y Y Y Y IDK Y Y Y Y Y Y N Y Y Y Y N Y Y 1

8 

[40

] 

3 Y Y Y Y Y Y IDK Y Y Y Y                   

I

D

K 

Y                 

I

D

K 

                

Y 

Y N Y Y I

D

K 

Y 1

6 

[46

] 

4 Y Y Y Y Y Y Y IDK Y Y Y                   

I

D

K 

Y N I

D

K 

Y N Y N Y Y 1

5 

[41

] 

5 Y Y Y Y Y Y Y Y Y Y Y Y Y N Y Y N Y N Y Y 1

8 

[44

] 



S

r 

n

o. 

Q

1 

Q

2 

Q

3 

Q

4 

Q

5 

Q6 Q7 Q8 Q

9 

Q

1

0 

Q

1

1 

Q

1

2 

Q

1

3 

Q

1

4 

Q

1

5 

Q

1

6 

Q

1

7 

Q

1

8 

Q

1

9 

Q

2

0 

Q

2

1 

T

ot

al 

S

c

o

r

e 

Ref

ere

nce

s 

6 Y Y Y Y Y N N Y Y Y Y I

D

K 

Y N I

D

K 

Y Y Y Y Y Y 1

6 

[33

] 

7 Y Y Y Y Y N N Y Y Y Y I

D

K 

Y N Y Y N I

D

K 

Y I

D

K 

Y 1

4 

[38

] 

8 Y Y Y Y Y N N IDK Y Y Y Y N N Y Y N Y Y I

D

K 

Y 1

4 

[30

] 

9 Y Y Y Y Y N N Y Y Y Y Y Y I

D

K 

Y Y N Y Y Y Y 1

7 

[29

] 

1

0 

Y Y Y Y Y N N IDK Y Y Y I

D

K 

N N I

D

K 

I

D

K 

Y N Y I

D

K 

I

D

K 

1

0 

[36

] 

1

1 

Y Y Y Y Y N IDK Y Y Y Y I

D

K 

Y                

I

D

K 

                

Y 

               

Y 

Y Y Y Y Y 1

7 

[27

] 

1

2 

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

Y 

               

Y 

N Y N Y Y 1

9 

[43

] 

1

3 

Y Y Y Y Y N Y Y Y Y Y I

D

K 

Y Y                 

Y 

               

Y 

N Y Y I

D

K 

Y 1

7 

[31

] 

1

4 

Y Y Y Y Y Y Y Y Y Y Y I

D

K 

Y                

I

D

K 

                

Y 

               

Y 

N Y N Y Y 1

7 

[34

] 



S

r 

n

o. 

Q

1 

Q

2 

Q

3 

Q

4 

Q

5 

Q6 Q7 Q8 Q

9 

Q

1

0 

Q

1

1 

Q

1

2 

Q

1

3 

Q

1

4 

Q

1

5 

Q

1

6 

Q

1

7 

Q

1

8 

Q

1

9 

Q

2

0 

Q

2

1 

T

ot

al 

S

c

o

r

e 

Ref

ere

nce

s 

1

5 

Y Y Y Y Y Y Y Y Y Y Y I

D

K 

Y                

I

D

K 

                

Y 

               

Y 

N Y Y I

D

K 

Y 1

7 

[39

] 

1

6 

Y Y Y Y Y N Y IDK Y Y Y Y Y N                 

Y 

               

Y 

N I

D

K 

Y I

D

K 

Y 1

5 

[63

] 

1

7 

Y Y Y Y Y Y Y Y Y Y Y N Y Y Y Y Y Y Y Y Y 2

0 

[35

] 

1

8 

Y Y Y Y Y N IDK N Y Y Y I

D

K 

Y N I

D

K 

Y Y Y N Y Y 1

4 

[13

] 

1

9 

Y Y Y Y Y N Y IDK Y Y Y N N Y Y Y N Y Y I

D

K 

Y 1

5 

[45

] 

2

0 

Y Y Y Y Y Y Y Y Y Y Y N Y N Y Y N Y Y I

D

K 

Y 1

7 

[28

] 

2

1 

Y Y Y Y Y Y Y IDK Y Y Y I

D

K 

Y N Y Y N Y Y I

D

K 

Y 1

6 

[47

] 

2

2 

Y Y Y Y Y                          

N 

                         

N 

                         

N 

Y Y Y I

D

K 

Y Y Y Y Y N Y I

D

K 

N 1

4 

[37

] 

2

3 

Y Y Y Y Y                          

N 

Y                          

N 

Y N N N N N I

D

K 

Y N Y Y I

D

K 

Y 1

1 

[50

] 



S

r 

n

o. 

Q

1 

Q

2 

Q

3 

Q

4 

Q

5 

Q6 Q7 Q8 Q

9 

Q

1

0 

Q

1

1 

Q

1

2 

Q

1

3 

Q

1

4 

Q

1

5 

Q

1

6 

Q

1

7 

Q

1

8 

Q

1

9 

Q

2

0 

Q

2

1 

T

ot

al 

S

c

o

r

e 

Ref

ere

nce

s 

2

4 

Y Y Y Y Y                          

N 

                         

N 

                         

N 

Y Y Y I

D

K 

N N Y Y N Y Y I

D

K 

Y 1

3 

[51

] 

2

5 

Y Y Y Y Y Y IDK                          

N 

Y Y Y I

D

K 

N N Y Y N Y Y I

D

K 

Y 1

4 

[49

] 

 

Y= YES, N= NO, IDK= I DON’T KNOW 

Questions: 

Q 1: Was a clear description of the objectives of the study provided? 

Q 2: Was a clear and comprehensive rationale provided to support the purpose of the study? 

 Q 3: Was the chosen study design appropriately selected and justified? 

Q 4: Was the dosing (i.e. dose, route of administration, and dosing interval) of the drug in the study justified for the 

intended study? 

Q 5: Were the outcome measures endpoints of the study appropriate to address the objectives of the study? 

Q 6: Were the exclusion criteria of participants included AND appropriate for the intended outcomes of the study? 

Q 7: Where applicable, were the relevant baseline characteristics of the participants adequately described? 

Q 8: Were plausible interacting covariates described a priori or in post hoc evaluation? 

Q 9: Was the description of the used biological sample analytical methods sample analysis methods or citations of 

prior validation studies provided in the publication or affiliated appendix? 

Q 10: Was the method of data sampling of analytics appropriate for the study? 

Q 11: Was a clear description of the sampling site provided and justified? 

Q 12: Was the number of half-lives elapsed within the sampling period appropriate for the analyzed drug? 

Q 13: Were sample storage conditions appropriate and described in a manner that could be accurately replicated? 

Q 14: If applicable, was there a clear description of the pharmacokinetic model, its development, validation and 

justification for use?  

Q 15: Was the described population pharmacokinetic approach validation method appropriate for the analysis? 



Q 16: Were the essential pharmacokinetic parameters required to make the results applicable in clinical settings 

included? 

Q 17: Were the pharmacokinetic equations used to calculate the patient’s pharmacokinetic parameters presented or 

cited within the article? 

Q 18: Were the chosen statistical tests and software to perform the statistical analysis appropriate to achieve the study 

objectives? 

Q 19: Were all patients enrolled in the study accounted for? 

Q 20: In the event of missing data or outliers, was the process for analysis justified and appropriate? 

Q 21: Were appropriate summary statistics to describe centrality and variance used to present the pharmacokinetic 

results? 

Supplementary Table S5. Assessment of risk of bias based on Cochrane Collaboration Tool (CCT) 

Sr 

no. 

Random 

sequence 

Generati

on 

(selection 

bias) 

Allocaton 

concealme

nt 

(selection 

bias) 

Blinding 

of 

participa

nt and 

researche

rs 

(performe

d bias) 

Blinding 

of 

outcome 

assessme

nt 

(detectio

n bias) 

Incomple

te 

outcome 

data 

(attrition 

bias) 

Selective 

reportin

g 

(reporti

ng bias) 

Othe

r 

bias 

Tota

l 

scor

e 

Referenc

es 

1 UR LR UR UR LR LR LR 4 [42] 

2 HR HR HR HR LR LR LR 3 [40] 

3 HR HR HR HR LR LR LR 3 [46] 

4 HR LR LR LR UR LR LR 5 [41] 

5 LR UR UR UR LR LR LR 4 [44] 

6 UR HR UR UR UR LR LR 2 [33] 

7 UR HR HR HR UR LR LR 2 [38] 

8 LR UR HR HR LR LR LR 4 [30] 

9 UR UR HR HR LR LR LR 3 [29] 

10 HR HR HR HR UR LR LR 2 [36] 

11 LR LR LR LR UR LR LR 6 [27] 

12 LR LR LR LR LR LR LR 6 [43] 

13 LR LR UR UR LR LR UR 4 [31] 

14 LR LR UR UR LR LR LR 5 [34] 

15 HR HR UR UR LR LR UR 2 [39] 

16 LR LR HR HR LR LR LR 5 [63] 

17 LR LR HR HR LR LR LR 5 [35] 



Sr 

no. 

Random 

sequence 

Generati

on 

(selection 

bias) 

Allocaton 

concealme

nt 

(selection 

bias) 

Blinding 

of 

participa

nt and 

researche

rs 

(performe

d bias) 

Blinding 

of 

outcome 

assessme

nt 

(detectio

n bias) 

Incomple

te 

outcome 

data 

(attrition 

bias) 

Selective 

reportin

g 

(reporti

ng bias) 

Othe

r 

bias 

Tota

l 

scor

e 

Referenc

es 

18 LR LR HR HR LR LR LR 5 [13] 

19 HR HR UR UR LR LR UR 2 [45] 

20 LR LR HR HR LR LR LR 5 [28] 

21 HR HR HR HR LR LR UR 2 [47] 

22 HR HR HR HR LR LR UR 2 [37] 

23 LR LR UR HR LR LR UR 4 [51] 

24 LR LR LR LR LR LR LR 7 [49] 

25 LR LR UR HR LR LR HR 4 [50] 

 

HR= HIGH RISK, LR= LOW RISK, UR= UNKNOWN RISK 

Supplementary Table S6. Prisma Checklist 2020. 

Section and 

Topic  

Item 

# 
Checklist item  

Location 

where 

item is 

reported  

TITLE   

Title  1 Identify the report as a systematic review. 1 

ABSTRACT   

Abstract  2 See the PRISMA 2020 for Abstracts checklist. 2 

INTRODUCTION   

Rationale  3 Describe the rationale for the review in the context of existing knowledge. 4 

Objectives  4 Provide an explicit statement of the objective(s) or question(s) the review 

addresses. 

4 

METHODS   

Eligibility 5 Specify the inclusion and exclusion criteria for the review and how studies 5 



Section and 

Topic  

Item 

# 
Checklist item  

Location 

where 

item is 

reported  

criteria  were grouped for the syntheses. 

Information 

sources  

6 Specify all databases, registers, websites, organisations, reference lists and 

other sources searched or consulted to identify studies. Specify the date 

when each source was last searched or consulted. 

4 

Search 

strategy 

7 Present the full search strategies for all databases, registers and websites, 

including any filters and limits used. 

5 

Selection 

process 

8 Specify the methods used to decide whether a study met the inclusion 

criteria of the review, including how many reviewers screened each record 

and each report retrieved, whether they worked independently, and if 

applicable, details of automation tools used in the process. 

5 

Data 

collection 

process  

9 Specify the methods used to collect data from reports, including how many 

reviewers collected data from each report, whether they worked 

independently, any processes for obtaining or confirming data from study 

investigators, and if applicable, details of automation tools used in the 

process. 

5 

Data items  10a List and define all outcomes for which data were sought. Specify whether all 

results that were compatible with each outcome domain in each study were 

sought (e.g. for all measures, time points, analyses), and if not, the methods 

used to decide which results to collect. 

5 

10b List and define all other variables for which data were sought (e.g. 

participant and intervention characteristics, funding sources). Describe any 

assumptions made about any missing or unclear information. 

5 

Study risk of 

bias 

assessment 

11 Specify the methods used to assess risk of bias in the included studies, 

including details of the tool(s) used, how many reviewers assessed each 

study and whether they worked independently, and if applicable, details of 

automation tools used in the process. 

6 

Effect 

measures  

12 Specify for each outcome the effect measure(s) (e.g. risk ratio, mean 

difference) used in the synthesis or presentation of results. 

5 

Synthesis 13a Describe the processes used to decide which studies were eligible for each 

synthesis (e.g. tabulating the study intervention characteristics and 

5 



Section and 

Topic  

Item 

# 
Checklist item  

Location 

where 

item is 

reported  

methods comparing against the planned groups for each synthesis (item #5)). 

13b Describe any methods required to prepare the data for presentation or 

synthesis, such as handling of missing summary statistics, or data 

conversions. 

5 

13c Describe any methods used to tabulate or visually display results of 

individual studies and syntheses. 

5 

13d Describe any methods used to synthesize results and provide a rationale for 

the choice(s). If meta-analysis was performed, describe the model(s), 

method(s) to identify the presence and extent of statistical heterogeneity, and 

software package(s) used. 

6 

13e Describe any methods used to explore possible causes of heterogeneity 

among study results (e.g. subgroup analysis, meta-regression). 

6 

13f Describe any sensitivity analyses conducted to assess robustness of the 

synthesized results. 

 

Reporting 

bias 

assessment 

14 Describe any methods used to assess risk of bias due to missing results in a 

synthesis (arising from reporting biases). 

6 

Certainty 

assessment 

15 Describe any methods used to assess certainty (or confidence) in the body of 

evidence for an outcome. 

6 

RESULTS   

Study 

selection  

16a Describe the results of the search and selection process, from the number of 

records identified in the search to the number of studies included in the 

review, ideally using a flow diagram. 

7 

16b Cite studies that might appear to meet the inclusion criteria, but which were 

excluded, and explain why they were excluded. 

7 

Study 

characteristics  

17 Cite each included study and present its characteristics. 8 

Risk of bias 

in studies  

18 Present assessments of risk of bias for each included study. 12 



Section and 

Topic  

Item 

# 
Checklist item  

Location 

where 

item is 

reported  

Results of 

individual 

studies  

19 For all outcomes, present, for each study: (a) summary statistics for each 

group (where appropriate) and (b) an effect estimate and it's precision (e.g. 

confidence/credible interval), ideally using structured tables or plots. 

14,20,24 

Results of 

syntheses 

20a For each synthesis, briefly summarise the characteristics and risk of bias 

among contributing studies. 

8,12 

 

20b Present results of all statistical syntheses conducted. If meta-analysis was 

done, present for each the summary estimate and its precision (e.g. 

confidence/credible interval) and measures of statistical heterogeneity. If 

comparing groups, describe the direction of the effect. 

27,28,29 

20c Present results of all investigations of possible causes of heterogeneity 

among study results. 

26 

20d Present results of all sensitivity analyses conducted to assess the robustness 

of the synthesized results. 

N/A 

Reporting 

biases 

21 Present assessments of risk of bias due to missing results (arising from 

reporting biases) for each synthesis assessed. 

12 

Certainty of 

evidence  

22 Present assessments of certainty (or confidence) in the body of evidence for 

each outcome assessed. 

N/A 

DISCUSSION   

Discussion  23a Provide a general interpretation of the results in the context of other 

evidence. 

30 

23b Discuss any limitations of the evidence included in the review. 31 

23c Discuss any limitations of the review processes used. 31 

23d Discuss implications of the results for practice, policy, and future research. 31 

OTHER INFORMATION  

Registration 

and protocol 

24a Provide registration information for the review, including register name and 

registration number, or state that the review was not registered. 

N/A 

24b Indicate where the review protocol can be accessed, or state that a protocol 

was not prepared. 

N/A 

24c Describe and explain any amendments to information provided at N/A 



Section and 

Topic  

Item 

# 
Checklist item  

Location 

where 

item is 

reported  

registration or in the protocol. 

Support 25 Describe sources of financial or non-financial support for the review, and the 

role of the funders or sponsors in the review. 

31 

Competing 

interests 

26 Declare any competing interests of review authors. 31 

Availability 

of data, code 

and other 

materials 

27 Report which of the following are publicly available and where they can be 

found: template data collection forms; data extracted from included studies; 

data used for all analyses; analytic code; any other materials used in the 

review. 

31 

N/A: Not applicable 

 

Supplementary Table S7. Demographic characteristics of Doxazosin studies 

Sr 

N

o 

Population 

(Ethnicity) 

N Age 

(Years) 

Drug Dose (mg) Dosage 

Form 

Frequenc

y 

Method of 

Analysis 

Referenc

es 

Healthy Population 

1 Healthy 6 NR Dox 1 Tab SD HPLC [37] 

2 Healthy 

with 

Nocturia 

24 44–70 Dox 1, 2 Tab 1mg OD 

for 10 

days 

followed 

by 2 mg 

OD for 5 

days 

HPLC with 

FD 

[35] 

3 Healthy S1

:  

24 

18–40 Dox S1 :  

CR = 8, 

SIR = 2 

S1: CR 

Tab, 

SIR 

Tab 

SD HPLC with 

FD 

[13] 



S2

: 

35 

18–60 S2 :  

CR = 

4,8,  

SIR= 4,8 

S2: CR 

Tab, 

SIR 

Tab 

OD 

S3

: 

24 

18–40 S3 :  

CR = 4,8 

S3: CR 

Tab 

SD 

S4

: 

41 

M: 

Y=28 ± 

5* 

E=71 ± 

6*,   

F: 

Y= 

28 ± 6*, 

E= 68 ± 

3* 

S4 :  

CR = 4 

S4: CR 

Tab 

OD 

4 Healthy 

(Thai) 

24 18–23 Dox 2 Tab SD HPLC with 

FD 

[31] 

5 Healthy 26 19–27 Dox 8 Tab 

CR 

SD HPLC with 

FD 

[63] 

6 Healthy 24 NR Dox 2 Tab SD HPLC [29] 

7 Healthy 

(Chinese) 

12 21–25 Dox 4 Tab SD LC-MS [28] 

8 Healthy 

(Korean) 

16 M= 

22.6± 

0.9*,  

F= 21.4 

± 1* 

Dox 4 Tab 

CR 

OD for 

eight 

consecuti

ve days 

HPLC with 

FD 

[33] 

9 Healthy 

(Thai) 

12 21–25 Dox 4 Tab SD HPLC with 

FD 

[27] 



10 Healthy 8 NR Dox 4 Tab SD HILIC-

MS/MS 

[38] 

11 Healthy 2 NR Dox 4 Racemi

c CR 

Tab 

SD Enantioselecti

ve LC-

MS/MS 

[36] 

12 Healthy 24 18–30 Dox 8 Tab SD HPLC with 

FD 

[30] 

13 Healthy 

 

 
 

30 18–50 Fin/Do

x 

Dox =2, 

 FDC = 

Dox2mg/F

in 5mg 

Tab SD HPLC with 

LC-MS/MS 

[34] 

Diseased Population 

14 Healthy 

Diseased a 

20 >20 Dox 1 Cap SD HPLC with 

FD 

[40] 

15 Mild to 

Moderate 

Hypertensiv

e 

20 33–66 Dox 1, 4, 8, 16 Tab OD HPLC with 

FD 

[41] 

16 Mild to 

Moderate 

Hypertensiv

e 

7 27–57 Dox 2 Tab SD, OD HPLC [42] 

17 Elderly 

Hypertensiv

e 

(Caucasian) 

18 65–82 Dox 1, 2, 4, 8, 

16 

Tab OD HPLC with 

FD 

[43] 

18 Hypertensiv

e 

25 23–59 Dox 8 Tab OD HPLC with 

FD 

[44] 

19 Mild to 

Moderate 

Hypertensiv

e 

10 47–70 Dox 2 Tab SD, OD HPLC with 

FD 

[45] 

20 Hypertensiv

e 

10 39–74 Dox+ 

CTZ 

Dox=1,2,4,

8  

CTZ 

=500 

Tab SD, OD LC with FD [46] 



21 Hypertensiv

e with renal 

impairment 

18 32–66 Dox 1mg 

titrated to 

16mg 

Tab SD, OD HPLC [47] 

22 Liver 

Cirrhosis 

12 Healthy

= 51 ± 

10*, 

Diseased

= 50 ± 

10* 

Dox 2 Tab SD HPLC with 

FD 

[39] 

Drug-Drug Interaction 

23 Healthy 

Normotensi

ve 

12 21–34 Dox + 

ENL 

Dox=1, 

ENL=10 

Tab OD HPLC [50] 

24 Healthy 

Normotensi

ve 

12 20–40 Dox + 

Nif 

Dox=2, 

Nif=20 

Tab, 

Cap 

Dox=OD, 

Nif=BD 

HPLC [51] 

25 Healthy 16 25.8 ± 

3.3* 

Dox 

+ 

MDM

A 

Dox=8, 

MDMA 

=125 

Tab OD HPLC [49] 

 

BD: Twice daily; CR: Controlled-release tablet; Cap: Capsule; CTZ: Chlorothiazide; Dox: Doxazosin; E: Elderly; 

ENL: Enalapril; FDC: Fixed-dose combination; F: Female; FD: Fluorescence detection; Fin: Finasteride; HPLC: 

High- Performance Liquid Chromatography; LC: Liquid chromatography; LC-MS/MS: Liquid chromatography with 

tandem mass spectrometry; M: Male; MDMA: 3,4-methylenedioxymethamphetamine; N: Study size; NR: Not 

reported; Nif: Nifedipine;  OD: Once daily; S: Study; SIR: Standard immediate-release tablet; SD: Single dose; Tab: 

Tablet; Y: Young 

  * Mean age ± standard deviation 

a Diseased population in the mentioned study refers to renal impairment, and End- stage renal failure 

 



Table S8: Comparison of Pharmacokinetic parameters of Doxazosin with other alpha blockers 

Parameters 
Bioavailability 

(%) 

Protein 

binding 

(%) 

Tmax 

(h) 

t½ 

(h) 

Metabolizing 

Enzymes 
Food effect 

Major 

elimination 

Dosing 

frequency 

Doxazosin 

[26] 
~65 ~98 2–3 

16–

22 

CYP3A4, 

CYP2D6/CYP2C9 
Minimal  

Hepatic 

metabolism 

Once 

daily 

Terazosin 

[27] 
~90 90–94 1–2 12 Minimal CYP Minimal 

Biliary & 
renal 

Once 

daily 

Prazosin[28] ~60 97 1–3 2–3 
CYP3A4, 

CYP2D6 
Moderate Hepatic 

2–3 times 

daily 

Alfuzosin 

[29] 
~64 82–90 8 5 CYP3A4 

↑Absorption 

with food 
Hepatic 

Once 

daily 

Tamsulosin 

[30] 
~100 94–99 4–5 9–15 

CYP3A4, 

CYP2D6 

↑AUC with 

food 
Hepatic 

Once 

daily 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



Table S9: Clinical Dosing and Monitoring Recommendation of Doxazosin 

Population Initial dose Titration Monitoring Parameters References 

Healthy 

(IR formulation) 

1 mg qd 

(Preferred in 

hypertension) 

Double every 2 weeks up 

to 16 mg/day 

BP at supine and 

standing positions. 
[60] 

Healthy 

(CR formulation) 

 

4 mg qd 

(Preferred in BPH) 

Increase to 8 mg after 3–

4 weeks 
urinary symptoms, BP [59,60] 

Hepatic Impairment 

(Child-Pugh A) 

 

IR tablet 1 mg qd 

Increase dose after 3–4 

weeks 

Maintenance dose <40% 

than healthy population 

orthostatic vitals, LFTs [61] 

Elderly 

(Healthy) 

No regular dose adjustment is required. Closely monitor for the first dose 

phenomenon. 
[64] 

Elderly 

(Frail) 

0.5-1 mg once daily 

(IR formulation is 

preferred) 

Increase dose every 2-4 

weeks 
Orthostatic vitals [60,64] 

Asian Population No regular dose adjustment is required. Closely monitor for side effects. [63] 

IR: immediate release, CR: controlled release, qd: every day, BP: blood pressure, LFT: liver function test  

 

 

 

 

 

 

 

 

 

 

 

 



Table S10: Drug-drug interaction of doxazosin with CYP3A4 inhibitor and inducer drugs 

Drug / Class Mechanism of 

Interaction 

Predicted Effect 

on Doxazosin 

Exposure 

Clinical Significance Recommended 

Clinical Action 

azole antifungals 

[36] 

Potent CYP3A4 

inhibition 

↑ Plasma 

concentration 

Major – increased risk 

of hypotension, 

dizziness 

Monitor blood pressure 

closely; consider lower 

dose or alternative 

macrolide 

antibiotics [37] 

Moderate 

CYP3A4 

inhibition 

↑ Plasma 

concentration 

Moderate – potential 

enhanced 

pharmacodynamic 

effect 

Caution in elderly; 

monitor for postural 

hypotension 

calcium channel 

blockers [38] 

CYP3A4 

inhibition and 

competitive 

metabolism 

↑ Plasma 

concentration 

Moderate – potential 

additive hypotensive 

effects 

Avoid abrupt dose 

changes; monitor blood 

pressure and heart rate 

Rifampicin, 

Carbamazepine 

[39] 

CYP3A4 

induction 

↓ Plasma 

concentration 

Moderate – possible 

reduction in therapeutic 

effect 

Monitor clinical 

response; may require 

dose adjustment 

 

 



 

Figure S1. Forest plot of dose-normalized Cmax stratified by population. The figure presents pooled mean Cmax/dose estimates 
across studies within each population subgroup. Squares represent study-level effects, with their size proportional to study 
weight. Diamonds indicate subgroup pooled estimates, and the overall diamond shows the total pooled effect. Heterogeneity 
statistics (τ² and I²) and a test for subgroup differences are also reported. HTN: hypertension [13,27–29,31,34,35,37,40–45,50,51]. 

 

 

 



 

Figure S2. Forest plot of dose-normalized Cmax stratified by formulation type (CR: controlled release; IR: immediate release) 
[13,27–29,31,34,35,37,38,40–45,50,51]. 

 

 

 



 

Figure S3. Forest plot of dose-normalized Cmax stratified by study design (SD: single dose; SS: steady state) [13,27–
29,31,34,35,37,40–45,50,51]. 

 

 

 



 

Figure S4. Forest plot of dose-normalized Cmax stratified by analytical method [13,27–29,31,34,35,37,40–45,50,51]. 

 

 

 



 

Figure S5. Forest plot of dose-normalized Cmax stratified by ethnicity [13,27–29,31,34,35,37,40–45,50,51]. 

 

 

 



 

Figure 6. Leave-one-out sensitivity analysis for Cmax. Excluding each study individually did not result in a reduction of I², which 
consistently remained above 90%. The pooled mean Cmax and its confidence interval remained stable throughout, indicating 
that no single study disproportionately influenced the overall results [13,27–29,31,34,35,37,40–45,50,51]. 

 



 

Figure 7. Baujat plot for Cmax illustrating each study’s contribution to heterogeneity and influence on the pooled mean. The 
x-axis represents the contribution to overall heterogeneity (Q), while the y-axis shows the influence on the pooled mean AUC. 
Point size reflects study sample size. Ma et al. (2007), Peneberg et al. (2000), Conard et al. (1988), and Chung et al. (1999) showed 
the greatest influence, whereas the remaining studies contributed minimally, supporting the robustness of the AUC findings 
[13,27–29,31,34,35,37,40–45,50,51]. 


