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Abstract

Product preparation of Litsea martabanica (Kurz) Hook.f. extract for clinical trial was
performed in this year. The water extract of L. martabanica (leaves) was formulated into the
tablet dosage form with 200 mg of active ingredient. The tablets passed the specification of
quality control for finished herbal products guidelines of Thai FDA; hardness = 150.30 N,
friability = - 0.37 %, disintegration = 7.79 min, weight variation = + 7.98 - + 14.72 %, pH = 5.59,
and without microbial contamination.

The current study is a clinical trial phase 1 of Sungyu product in 8 healthy volunteers
divided into 2 groups. The first group (6 volunteers) received Sungyu, the second group (2
volunteers) was placebo. The first phase of this study was a randomized study where the
dose of Sungyu was increased. Sungyu at 800 mg was taken once a day, 1600 mg once a
day, and 2400 mg a day (3 times: 800 mg in the morning, afternoon, and evening) for 14
days. The highest dose was 4800 mg a day (3 times: 1600 mg in the morning, afternoon, and
evening) for 14 days. Results showed that administration of Sungyu was safe, and there was
no hematologic aberration. Liver and kidney functions were normal. Blood coagulation, urine
analysis, and electrocardiogram were also normal. There was no clinically significant side
effect. In phase 2 study in 39 healthy volunteers with a history of using pesticides, it was
divided into 2 groups. Groups 1 (19 volunteers) received Sungyu at 4800 mg/day for 14 days.
Groups 2 (20 volunteers) received placebo at the same dose and duration. All volunteers
were monitored in the period of their pesticide spraying. For safety evaluation, it was found
that more than 84.2% of volunteers had no side effect. Three of them (15.8%) had frequent
liquid defecate (1-3 times a day). Slightly, other side effects could be found but it was not
statistically different from placebo. Those side effects included cough, sore throat,
headache, rash, burning feeling, palpitations, and sweating. Laboratory results showed that in
the Sungyu group, the ratio of hematocrit (Hct) to hemoglobin (Hb) was 13.69 + 1.40 ¢/dL to
42.88 + 3.78% while this ratio was 13.97 + 1.69 ¢/dL to 44.04 + 3.83% in placebo. The
Sungyu group exhibited 6976.84 + 1738.81 cells/mm? of white count and 259210.53 =+
65880.85 cells mm2 of platelet count while placebo showed 6445.00 + 1873.38 cells/mm?2
of white count and 253085.00 + 76948.08 of platelet count. Liver and kidney functions of
the two groups were in normal range and had no statistical difference. Results of Erythrocyte

Sedimentation Rate (ESR), inflammatory mediator including interleukine-6 (IL-6) and Tumor

necrotic factor alpha (TNF-QL) showed no difference between Sungyu and placebo groups.
Data from functional assay of acetylcholine esterase enzyme (AChE) and butylcholinesterase
enzyme (BChE) indicated that the activity of these 2 enzymes was reduce after the
volunteers had used pesticides. However, the enzyme function was restored in volunteers
receiving Sungyu or placebo with no significant difference between the groups. Results of
lipid peroxidation determined by malondialdehyde (MDA) and nitric oxide production



exhibited no difference in Sungyu or placebo. For the anti-oxidant ability examined by ABTS
and FRAP assay, it was found that the volunteers who had received Sungyu at 4800 mg for 7
days and 14 days showed a significant increase in anti-oxidant ability. The functions of other
anti-oxidant related enzymes, including Superoxide dismutase (SOD), Catalase (CAT),
Glutathione reductase (GR) were determined. The farmers in Sungyu group has significantly
increased in superoxide dismutase activity compare to placebo group. However, catalase
activity was significantly reduced in Sungyu group compare to placebo group. There is no
significantly changed of GR activity between those groups. In conclusion, Sungyu 4800 mg
per day for 14 days are safe. Sungyu has significantly increase antioxidant capacity through
an increased in SOD activity. Sungyu has trend to delay AChE inhibition. Sungyu may reduce
toxicity of pesticides usage agriculturists. However, further investigation in a large farmer
population and longer Sungyu application should be considered.

Pharmacognostic  specifications, of the three species (Asplenium unilaterale,
Cnidoscolus chayamansa McVaugh, and Morus alba L.) were performed in this research for
use as a guideline for quality control in further study. Macroscopic character, microscopic
character, and physico-chemical properties of each sample were determined with the
methods followed by THP 2020. Each sample was dried in the hot air oven at 50 °C, and
then reduces their size. The plant powder was extracted by decoction method. The water
extract was dried by spray dryer to obtain the brownish powder. Thin layer chromatography
was used as the tool for chemical quality control. Each extract was investigated their
pharmacological activities.

This study was to determine the effect of extracts of Cnidoscolus chayamansa (CQ),
Morus alba (MA) leaf, and Asplenium unilaterale Lam. (AU) in stimulating immune cells in
aging mice. The experiment was performed in male and female mice, age of 40 weeks. The
mice were divided into different groups. The experiment groups received extracts from CC,
MA leaf, and AU at three doses (200-800 kg/mg) for 28 days. At the end of the time,
removed the mice's spleen and separated the white blood cells from the spleen. The
changes in immune cells, including B lymphocyte (CD19), total T lymphocyte (CD3), helper T
lymphocyte (CD4), and cytotoxic T lymphocyte (CD8), were studied by staining with a
specific antibody and then measured using a flow cytometer. The result found that the
percentage of CD19 increased in male mice that received CC and MA extract, especially
those given 200 mg/ke of CC had significantly increased CD19 levels. In the AU extract group,
there was a significant reduction in CD19. For the CD3 marker, the male mice receiving the
three concentrations of AU showed an increase in the percentage of CD3 compared with the
control group. The percentage CD8 and CD4 of mice treated with CC and MA extracts were
not different from the mice in the control group. Overall, male mice fed AU extracts were
more likely to increase both CD8 and CD4 levels, especially at a dose of 800 mg/kg, which

was consistent with an increase of CD3 levels. In female mice, the overall results revealed



that CD19 had decreased in mice treated with CC, MA, and AU extracts, but CD3 tended to
increase, especially in the group receiving 200-400 mg/kg of CC extract, 400 mg/kg of MA leaf
extract, and 200 mg/kg of AU extract. The percentage of CD8 and CD4 tended to increase,
but no statistically significant difference. The results from all experiments revealed that CC
extract (400 mg/kg), MA leaf extract (200 mg/ke), and AU extract (800 mg/kg) was able to
increase the levels of T lymphocytes in mice. These results correlated with the increase of
CD8, CD4, and CD3 levels. It can conclude that CC and MA extracts may promote humoral
mediated immunity in male mice, especially CC extract at a dose of 200 mg/kg. The AU
extract was able to induce cell-mediated immunity in male mice by increasing the amount
of T lymphocytes. For female mice, all test extracts could not induce humoral mediated
immunity. However, 400 mg/kg of CC extract, 200 mg/ke of MA leaf extract, and 800 mg/kg
of AU extract may have a beneficial effect on stimulating cell-mediated immunity in female

mice.



