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Objectives The purpose of this study is to evaluate the safety of Gunghatang tablet in
healthy male volunteers.

Methods Single center pharmacokinetics study was carried out in healthy male
volunteers. Through the laboratory test, vital sign and adverse event data, safety eval-
uation was conducted. Total 15 of 16 subjects who met the inclusion criteria were en-
rolled and three subjects were allocated to waiting group. 12 subjects were allocated
by serial number according to registration order. Subjects took the maximum daily
dose of the tablet on the second day of hospitalization. For the evaluation of safety,
blood samples were collected and vital sign were checked 4 times (screening, before
administration, after administration and follow up period) during the trial. All adverse
events were recorded and summarized as frequency and percentage. All continuous
data were summarized as mean and standard deviation. For comparison of variables
between before administration and after administration, data were analyzed by paired
T-test or Wilcoxon signed rank test (p{0.05).

Results As a result of all data related to vital sign and laboratory test in both group,
there were no significant differences associated with the clinical trial drug between
pre and post administration. And there was no adverse event associated with the clin—
ical trial drug.

Conclusions Gunghatang tablet were found to be safe for healthy male volunteers. (J
Korean Med Rehabil 2019;29(4):101-108)
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Table L. Progress of Study

Item Screening period
Visit number No. Visit 1
Visit day

Window period -30 ~ -1 day
Demographic data and history taking °
Acquisition of consent .

ECG °
Laboratory test’ .
Randomization .
Admission "

Administration of medicine®

Vital sign® .
Physical examination I °
Discharge '

Monitoring for adverse events .

Medication & blood sample collection Check-up
Visit 2 Visit 3
0 day lday 2day 3day 7 day
- +3 days
[ ] [ ] [ ]
[ )
[ ]
[ ) [} [ )
[ ] [ ] [ ]
[ ]
[ ] [ ] [ ] [ ] [ ]

"Blood pathology test, blood chemistry test, urinary test, serologic test will be performed at screening, before medication (0 hr),

after medication (48 hr), and check-up period.

T Admission until 22:00 on the day before medication (0 day), and discharge after the end of the schedule.
Subjects should be administrated the medicine at day 1 AM 8 on a fasting condition of 10 hours or more, and the time of

administration should be set to 1 day 0 hr.

$Blood pressure, pulse, body temperature were measured at the time of screening, before medication (0 hr), after medication (48 hr)

and check-up period.

*”*Physical examination was performed at the time of screening, before medication (0 hr), after medication (48 hr) and check-up period.
Monitoring for adverse events was performed at the time of before medication (0 hr), after medication (48 hr) and check-up period.

ECG: electrocardiogram.
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Table II. Demographic Characteristics of Subjects (n=12)

Subjects Values

Age 29.3349.34
Height 174.29+4.77
Weight 73.61+6.81
Tobacco 2 (16.7)
Drink 7 (58.3)
Caffeine 6 (50)

Values are presented as meantstandard deviation or number (%).

Table III. Comparison of safety evaluation variables in Pre and
Post-administration

Mean difference

(MeanSD)’ p-value
SBP (mmHg) 3.00+10.03 0.323
DBP (mmHg) 3.42+13.00 0.382
PR (BPM) -1.67£10.31 0.587
BT (°C) 0.10+0.17 0.048
WBC (10°/ul) 0.39+0.65 0.060
RBC (10%u) -0.28+0.15 0.000
Hgb (g/dL) -0.65+0.53 0.001
Het (%) -2.84+1.48 0.000
PLT (10°/ul) 2.67+14.10 0.526
Lymphocytes (10*/UL) -0.17+0.20 0.010
Monocytes (10°/UL) 0.02+0.14 0.689
Neutrophils (10*/UL) -0.160.40 0.201
Eosinophils (10%/UL) -0.02+0.08 0.275
Basophils (10°/UL) -0.02+0.04 0.157
Protein (g/dL) -0.30+0.38 0.016
Albumin (g/dL) -0.100.18 0.074
ALP (IU/L) -16.91+16.96 0.005
AST (IU/L) -4.50+13.53 0.285
ALT (IU/L) 1.00+3.46 0.339
y-GTP (IU/L) -4.83+11.27 0.081
BUN (mg/dL) -3.74+2.35 0.000
Creatinine (mg/dL) -0.05+0.09 0.060

"The difference between pre and post-administration variables
was summarized as meantSD. The normality test was performed
using the kolmogorov-smirnov test and shapiro-wilk test.
TWhen the normality is satisfied, the paired T test is applied.
Otherwise, the non — parametric method, Wilcoxon signed
rank test is applied. The significance level was p <0.05 (In
the case of using the Wilcoxon signed rank test, italicized).
SBP: systolic blood pressure, DBP: diastolic blood pressure, PR:
pulse rate, BT: body temperature, WBC: white blood cell, RBC:
red blood cell, Hgb: hemoglobin, Hct: hematocrit, PLT: platelets,
ALP: alkaline phosphatase, AST: aspartate transaminase, ALT:
alanine transaminase, y-GTP: y-glutamyl transpeptidase, BUN:
blood urea nitrogen.
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Table IV. Incidence of Adverse Events

Frequency (Percentage)

Incidence of AE 0/24 (0)
Incidence of AE caused dropout 0/24 (0)
Incidence of SAE 0/24 (0)

AE: adverse event, SAE: serious adverse event.
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