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Sr Title of Article Jadad
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Single—dose pharmacokinetics of labetalol in healthy young men 2+0+0=2

2 Clinical pharmacology of dilevalol (I). Comparison of the pharmacokinetic and 2+2+0=4
pharmacodynamic properties of dilevalol and labetalol after a single oral administration in
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3 Comparison of the clinical pharmacokinetics and concentration-effect relationships for 2+2+0=4
medroxalol and labetalol.
Labetalol pharmacokinetics and pharmacodynamics: evidence of stereoselective disposition. 2+2+0=4
Pharmacokinetic interaction studies of atosiban with labetalol or betamethasone in healthy 2+0+0=2
female volunteers

6 The influence of food on the oral and intravenous pharmacokinetics of a high clearance drug: a | 2+2+1=5
study with labetalol

7 Decreased first-pass metabolism of labetalol in chronic liver disease. 2+2+0=4

8 Elimination kinetics of labetalol in severe renal failure 2+0+0=2

9 The effects of enzyme induction and enzyme inhibition on labetalol pharmacokinetics 2+2+0=4

10 Rising multiple-dose pharmacokinetics of labetalol in hypertensive patients. 2+2+1=5




Supplementary Table S3. Quality assessment of included articles using CASP scoring

Questions Did the Did the Was the Were the Did the Have the Are the | Are the Is the Is the model Did the Score
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clearly appropriate from a an ameans | potential the population? available

issue? method to clear and | acceptable to avoid | confounding reader? evidence?

answer their | suitable way? bias? factors in the
questions? source? design and/or
their analysis?

Nyberg et al Y Y Y Y Y CT Y N N N CT 6
1982
Fujimuraetal |Y Y Y Y N CT Y N N N N 5
(1989)
Elliott et al Y Y CT CT N CT Y N N N CT 3
(1984)
Lalonde et al Y Y Y N N CT N CT CT N N 3
(1990)
Rasmussen et Y Y Y Y N CT Y Y N Y N 7
al (2005)
Daneshmend et | Y Y Y N N CT Y N N N N 4
al (1982)
Homeidaetal |Y Y CT N N CT Y N N CT N 3
(1978)
Wood et al Y Y Y N N CT Y Y N CT N 5
(1982)
Daneshmend et | Y Y Y Y N CT N Y Y Y Y 8
al (1984)
Chung et al Y N N N N CT Y N CT N N 2
(1986)

Y=Yes, N=No, CT=Can't tell




Supplementary Table S4. Characteristics of the included studies

Sr. Author Population | N* | Age Weight Dosage form Dose Frequency
No. (years) | (kg) Tab Inj° Oral | 1Vd
(mg) | (mg/ke)
1- Gunnar nyberg et.al Healthy 5 | 2846 73-96 Tab Inj 200 200" OD¢
[23]
400
2- Akio fujimura et.al Healthy 6 | 22-38 56-74 Tab 100 oD
[24]
3- | H.L.Ellioyt et.al [25] Healthy 21-38 Tab Inj 400 1 OD
4- Richard 1 et.al [26] Healthy 22-32 | 57-100 Tab Inj 200 1.2 BDf
5- Birgitte buur Healthy 14 | 1845 51-75 Tab 100 BD
rasmussen, et.al [27]
6- T.k. daneshmend & Healthy 6 | 2024 Tab Inj 200 0.5 OD
c.j.c. Roberts et.al [28]
7- M homeida et.al [29] Healthy 7 | 2242 71.4 + Tab Inj 100 0.5 oD
33
8- A.j. wood* et.al [30] Healthy 25-37 Inj 1 oD
9- T. K. Daneshmend Healthy 21-26 Tab Inj 200 0.5 OD
et.al [31]
6 Tab 400 QD¢
10- | M homeida et.al [29] Diseased | 10 74.6 £ Tab Inj 100 0.5 oD
4.8
11- | A.,j. wood* et.al [30] Diseased 4 | 37-70 Inj 1 oD
12- Menger chung et.al Diseased | 12 | 27-65 Tab 100 BD
[32] 200
300
400
600

Tab®: Tablet, IV%: Intravenous, Inj°: Injection, OD®: Once daily, BD: Twice daily,

QD¢ : Four times daily N* number of population. * Dose is in mg.




Supplementary Table S5: Pharmacokinetic parameters of the intravenous studies

Sr. Author Dose vd* (L) Cmax” Tmax® AUC! (ng. t % (hr) F' % CLs®
No. (mg/kg) (ng/ml) (min) min/ml) (L/hr)
1- T.k. daneshmend | 0.5 567 £ 63 182 £ 57 85+ 17 23986 + 4307 35+04 0.26 £0.03 1153
et.al [28]
2- M homeida et.al 0.5 805 +91 14986 + 3258 31+04 33+3
[29]
3- T.K. 0.5 542+ 72 24438 + 5237 34+£0.5 30+3 116.4
Daneshmend et.al 30.5
[31] 0.5 520+ 51 338 +£30 34924 + 2288 5.7+0.75 25+2 63.72 £
6.9
4- H. L. Ellioytet.al | 1 327+ 150 66+ 18 52560 £ 26820 52+1.3 20+5 93.6 £
[25] 38.8
5- Richard 1. 1.2 274 £ 99 50100 £+ 29760 8.23+1.38 44+ 14 109.11 +
Lalonde et.al[ 26] 24.3
6- A.j. wood et.al 1 167.48-237 3.1-6.9 16.43—
[30] 49.6

Vd?* Volume of distribution, Cinax’: Maximum plasma concentration, Tma® : Time to reach maximum plasma concentration, AUCY: Area under the plasma
concentration-time curve, t;,%: Half-life, F": bioavailability, CL#: Clearance



Supplementary Table S6: Pharmacokinetic parameters of oral studies

Sr. | Author Dose | Vd*(L) | Cmax” Tmax® AUC! (ng min | tin° F'% | CL#(L/hr)
No. (mg) (ng/ml) | (min) /ml) (hr)
1- | Gunnar 200 | 823 30-120 1.6-8.5 hr 52.2 (mean)®
nyberg et.al
[23]
2- | Akio 100 40.5 + 48+ 6 9408 + 1398 0.74 +
fujimura 4.7 0.23
et.al [24]
3- | H. L. Ellioyt | 400 327 + 66+ 18 | 52560+26820 | 55+5.0 |20+5 | 93.6+38.88
et.al [25] 150
4- | Richard 1. 200 274 £99 50100 £29760 | 8.27+1.38 | 44 + 276.47
Lalonde et.al 14 +109.7
[26]
5- | Birgitte buur | 100 34260
rasmussen
et.al [27]
6- | Tk 200 | 567+ 182+57 | 85+17 | 36032+10480 |[3.06+04 |26+3 | 115.38+
daneshmend 63 25.02
et.al [28]
7- | M homeida 200 | 805+ 16002 + 2665 2.56 + 33+3
et.al [29] 91 0.55
8- | T.K. 200 | 542+ 40596+ 11534 | 321+ 30+3 | 116.4+30.54
Daneshmend 72 0.31
et.al [31] 400 | 520« 51029 £ 7950 43+03 |25+2 | 63.72+6.96
59

Vd*: Volume of distribution, Cp,x’: Maximum plasma concentration, Tp,® : Time to reach maximum plasma concentration,
AUCY: Area under the plasma concentration-time curve,

t12° Half-life, F": bioavailability, CL&: Clearance, " value of clearance is in mean.



Supplementary Table S7: Pharmacokinetic parameters of diseased studies

Sr. Author Dose vd* (L) Crmax” Tua® | AUCYng.min/ml) tin® F'% | CL# (L/hr)
No. (ng/ml) | (min) (hr)
Oral
1I- | M homeida etal | 200 mg 526 £ 31 47640 £ 9040 2.6+ 63 +
[29] 0.3 7
2- | Menger chung 100 mg 81+47 | 78+ 27060 + 16740 8
et.al [32] 30
200 mg 218496 | 72+ 66120 + 33720
24
300 mg 214+97 | 90+ 81900 = 42600
54
400 mg 466 + 66 + 130140 + 66360
214 18
600 mg 642 + 90 = 226260 + 133500
379 30
Intravenous
3- | Aj. wood et.al 1 mg/kg 175-421 4.1-74 15.9-63.96
[30]
4- | M homeida et.al | 0.5 mg/kg | 526 +31 18646 + 2788 2.8+
[29] 0.4

Vd*: Volume of distribution, Cpax’: Maximum plasma concentration, Tpax®: Time to reach maximum plasma concentration,

AUCY: Area under the plasma concentration-time curve, t;,°: Half-life, F': bioavailability, CL#: Clearance




Supplementary Table S8: Influence of food of the pharmacokinetics of Labetalol

vd? Cmax” | Tmax“(min) AUC! (ng.min/ml) t 12° (hr) Ff % CL# (L/hr)
L) (ng/ml) Oral Ivh Oral v
Fasting | 567 £ 182 + 85+ 17 36032 + 23986 + 3.0+ 3.5+ 0.26 + 115.38 +£25.02
State: 63 57 10480 4307 0.4 0.4 0.03
Fed 685 + 180 + 125+9 40085 + 19887 + 3.0+ 3.6+ 0.36 £ 140.64 + 33.96
State: 76 33 11448 1412 0.5 0.4 0.05

Vd*: Volume of distribution, Cpsx”: Maximum plasma concentration, Ty, : Time to reach maximum plasma concentration,

AUCY: Area under the plasma concentration-time curve, t;,°: Half-life, F": bioavailability, CL&: Clearance, IV": Intravenous

Supplementary Table S9: Effect of enzyme induction and inhibition on labetalol pharmacokinetics

Vd* | Cmax’(ng/ml) AUC* (ng.min/ml) t 129 (hr) Fe CLf (L/hr)
(L) Oral Ivs Oral 1A% %
Before 542 + 40596 + 24438 + 32+03 34+£0.5 |30+ | 116.4+30.5
Glutethimide | 72 11534 5237 3
After 509 + 117 £ 46 22057 £ 6276 | 22447 + 293+ 3.7+ 17+ | 104.04 £
Glutethimide | 59 2398 0.28 0.23 3 13.68
Before 520 + 338 +£30 51029 +£ 7950 | 34924 + 43+0.3 5.7+ 25+ | 63.72+6.96
Cimetidine: 51 2288 0.75 2
After 445 + 84772 £ 37943 + 436 + 53+£05 |39+ | 57.84+6.42
Cimetidine: 24 19444 2521 0.38 8

Vd* Volume of distribution, Cpax’: Maximum plasma concentration, AUC®: Area under the plasma concentration-time curve,

ti12%: Half-life, F®: bioavailability, CL%: Clearance, IV#: Intravenous




Supplementary Table S10: Average fold error (AFE) in a healthy population

R? ratio: R opy R pre, NP: total number of studies, Cmax®: Maximum plasma concentration, AUCo-t : Area under the plasma concentration versus time curve, CL®:

Clearance

Robsipre of all studies Z R ratio LR ratlo/N LogXR ratw/N 10Le9 X R ratw/N
HEALTHY
1V
Cmaxc
1.56 4.35 1.45 0.161 1.44
1.19
1.60
AUC).¢
1.09 3.627 1.209 0.082 1.207
1.039
1.498
CL®
1.2 2.73 0.91 -0.040 0912
09
0.63
Oral
Cmax
1.13 2.39 1.195 0.077 1.193
1.26
AUC-¢
0.80 1.69 0.845 -0.073 0.84
0.89
CL
1.18 2.11 1.055 0.023 1.054
0.93




Supplementary Table S11: Average fold error (AFE) in a diseased population.

Robsipre of all studies Z R ratio LR ratio/N LogXR ratiO/N 10Le9 X R ratiO/N
HEPATIC DISEASE
1V
Cmaxc
0.99 0.99 0.99 0.0043 1.009
AUCo.¢
0.93 0.93 0.93 -0.03 0.933
CL®
1.16 1.16 1.16 0.06 1.148
Oral
Cmax
2.635 2.635 2.635 0.420 2.63
AUC-
1.5 1.5 1.5 0.176 1.499
CL
0.6 0.6 0.6 -0.22 0.60
RENAL FAILURE
Cmax
0.9109 0.9109 0.9109 -0.040 0.9120
AUCo-t
0.77 0.77 0.77 -0.11 0.77
CL
1.5 1.5 1.5 0.17 1.479

R? ratio: R ops/R pre, NP total number of studies, Cinay®: Maximum plasma concentration, AUCo-¢ ¢: Area under the plasma concentration versus time curve, CL:
Clearance
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Supplementary Figure S1. Boolean Operators search strategy



Articles Retrieved from PubMed till Articles retrieved Google Scholar
15 Dec, 2021 till 15 Dec. 2021

(0=85) (0=125)

Total number of duplications
removed from Endnote.

(n=106)

Remaining articles

(n=104)

N

Articles excluded based on || Articles with No Access Articles excluded based Articles excluded based on

Animal studies _ on Abstract Title
(n=4)

(m=12) (n=19) (n=60)

/

Remaining included
articles

(n=9)

Articles searched by citation'
tracking

(m=1)

Total number of articles included

(n=10)

Supplementary Figure S2. PRISMA flow chat diagram




