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Results

All 61 subjects were included in the safety analyses and

Methods

Study Timeline:

Verproside and Picroside Il Concentrations Following (AR
Single (Day 1) and Multiple (Day 54+2) Doses of /A
YPL-001 80 or 160 mg e

Mean PEF Recorded Versus Time Following Multiple
Oral YPL-001 Doses of 80 and 160 mg and Placebo
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Treatment A: Multiple oral doses of YPL-001 80 mg BID on Days 1- 55 and QD on Day 56 AM
Treatment B: Multiple oral doses of YPL-001 160mg BID on Days 1- 55 and QD on Day 56 AM
Treatment C: Multiple oral doses of placebo BID on Days 1- 55 and QD on Day 56 AM
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Mean IC Pre-Bronchodilator versus Time Following Multiple
Oral YPL-001 Doses of 80 and 160 mg and Placebo

gfg Treatment A; Multiple oral doses of YPL-001 80 mg BID on Days 1 - 55

Treatment B: Multiple oral doses of YPL-001 160 ngBID on Days 1 - 55
¢= ¥ Treatment C: M ays 1 - 55

Phase 1 Results:

s YPL-001 was well tolerated in healthy subjects following
single (up to 320 mg) and multiple (up to 240 mg twice
daily [BID]) oral doses with no serious adverse events
(AEs).

m Verproside and picroside ll, the main active iridoids of
YPL-001, are rapidly absorbed and cleared rapidly from
plasma, with mean t, , <2.5 hours.

Summary

" QOral doses of YPL-001 were safe and well tolerated in
patients with moderate to severe COPD./ | |

" YPL-001 may reduce respiratory exacerbations
associated with COPD by improving maximum

. ventilatory capacity as indicated by a 10-15% treatment-

N associated increase in PEF and improvements in

iInspiratory capacity. The increase in PEF would be

| considered clinically relevant in COPD patients.

- " Other spirometry results established that YPL-001 is not

a bronchodilator nor does it interfere with the effects

ultiple oral doses of placebo BID on

Secondary Objective:
rolionop " There was a dose-related trend in reduction in the
rostio Folowp 1 =9) percentage of patients with weekly mean scores of 2 or ul
greater, consistent with an effect of YPL-001 treatment
on reducing the incidence of respiratory exacerbations. |
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Objectives and Hypothesis

Demographics:

Day of Study

. . . Treatment A Treatment B Treatment C
The primary and secondary objectives were to assess each patient in their e-diary. o Cotegory/Statisics  YPL-001 Bmg YPLOO 180mg  Placsbo Tota . = QoL assessments (BDI/TDI and CAT) were unchanged of albuterol. This indicates that YPL-001 could be used
safety, tolerability, and the number and magnitude of - - Sex Female 8 (40%) 8 (38%) 0(45%) | 25(41%) 13 mmm Trestment B: Maltple oal doses of YPL-001 160 g BID on Days 1 - 35 . . . . . . . . ..
7 ‘ Spirometry measurements (forced expiratory volume Mals 12 60%) 13 (62%) 1 55%) 36 (59%) . m Treatment C: Multiple oral doses of placebo BID on Days 1 - 55 except for small improvements in chest tightness scores in conjunction with albuterol without compromising
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quality of life (QoL) scores, and verproside and picroside Il BAL samples were also collected prior to and after 8 Status R ——— 10 50%) 10 @5%) 1 65%) 31 61%) T o Concl usion

pharmacokinetic (PK) plasma profiles after YPL-001 BID.

weeks of treatment to assess inflammatory biomarkers.

Treatment A: Multiple oral doses of YPL-001 80 mg BID on Days 1 —55 and QD on Day 56 AM
Treatment B: Multiple oral doses of YPL-001 160 mg BID on Days 1 - 55 and QD on Day 56 AM
Treatment C: Multiple oral doses of placebo BID on Days 1- 55 and QD on Day 56 AM

BMI: Body Mass Index

Week of Study

" Mean daily PEF values in patients receiving YPL-001

increased from 250-255 L/min at baseline to 278-283
L/min following 8 weeks of treatment whereas patients

who received placebo saw a difference of less than
3%, from 241 L/min to 248 L/min.

Pharmacokinetics: verproside and picroside Il exposure
was consistent with previous studies. PK was similar to
that observed in healthy subjects with quick absorption

and rapid elimination (t

.»< 2.5 hours after both doses).

Exposure appeared to be non-linear and no significant
accumulation was observed after multiple doses.

Observed data are consistent with the historical use
of this herbal product in traditional Asian medicine for
treatment of inflammatory diseases of the respiratory
tract including COPD and provide a basis to consider
future studies at higher doses and longer duration.
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