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S-033188：Profile 

Indication Influenza virus infection 

Mechanism of action Cap-dependent endonuclease inhibition (novel 
mechanism of action) 

Special 
characteristics 

Influenza type A/B viruses 
Highly pathogenic avian influenza viruses 
Single oral dose 

Stage Japan/Global: Phase III study 

Future plan Japan: NDA submission in FY2017 

Note Designated for “priority review system” by Ministry of 
Health, Labour and Welfare (MHLW) 
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Random
ization 

20-64 
years 

12-19 
years 

Random
ization 

OwH* study 
（CAPSTONE-1） 

• Uncomplicated otherwise 
healthy patients aged 12-64 
years 

• 0-48 hours from onset 
• Japan/North America /Asia 
• N=approximately 1,500 

Placebo 

S-033188 40 mg or 80 mg, single dose 
(80 mg, body weight≧80 kg） 

Placebo 

Oseltamivir, 75 mg twice daily for 5 days 

• Primary objective: Time to improvement of 7 major flu symptoms 
compared to placebo 

• Major secondary objective: Time to improvement of 7 major flu symptoms 
compared to oseltamivir 
(Using stratified generalized Wilcoxon test) 

* OwH: Otherwise healthy 

Global Phase III Study Design (OwH* Study) 

S-033188 40 mg or 80 mg, single dose 
(80 mg, body weight≧80 kg） 
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Primary objective：TTAS compared to placebo 

Achievement of  
Primary objective 

Time to alleviation of symptoms (TTAS)  
(Kaplan-Meier Curve) 
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Top-Line Results for OwH study - Primary objective - 
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Top-Line Results for OwH study 

• Time to alleviation of symptoms (TTAS)  
– S-033188 demonstrated a statistically significant reduction in 

TTAS compared to placebo and achieved the primary objective. 

• Viral titer 
– S-033188 demonstrated statistically significant differences, in 

the early post-treatment period, both in the reduction of virus 
titer, and in the duration of viral shedding, compared to either 
placebo or oseltamivir. 

• Safety 
– S-033188 was well tolerated. The incidence of treatment-related 

adverse events in the S-033188 treatment arm was comparable 
to that in the placebo arm. 

– The S-033188 treatment arm had statistically significantly fewer 
treatment-related adverse events compared to the oseltamivir 
arm. 
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S-033188：Future plan 

Submit NDA 
promptly 

• OwH study: Completed 
• Preparing for NDA submission 

under the “priority review system” 
(SAKIGAKE designation) in Japan 
– The target premarket review 

period will be 6 months. 

• HR* Study: Ongoing 
- Patient enrollment rate is 

exceeding the original plan  
 
 
 

Japan Global 

Accelerate Global 
Phase III Studies 

* HR: High risk 



Appendix 
- Global Phase III Study Design (HR* Study)- 

* HR: High risk  
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Global Phase III Study Design (HR* Study) 

* HR: High risk  

HR* study 
（CAPSTONE-2） 

Random
ization 

• Uncomplicated high risk 
patients aged≧12 years 

• 0-48 hours from onset 
• Japan/US/Asia/ 
   Southern Hemisphere 
• N=approximately 2,200 

Placebo 

Oseltamivir 75 mg, twice daily for 5 days 

S-033188 40 mg or 80 mg, single dose 
(80 mg, body weight≧80 kg） 

• Primary objective: Time to improvement of 7 major flu symptoms 
compared to placebo 

• Major secondary objective: Time to improvement of 7 major flu symptoms 
compared to oseltamivir 
(Using stratified generalized Wilcoxon test) 
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• Forecast or target figures in this material are neither official forecasts of earnings and dividends nor guarantee of 
target, achievement and forecasts, but present the midterm strategies, goals and visions.  Official earnings guidance 
should be referred to in the disclosure of the annual financial report (kessan tanshin) in accordance with the rules set 
by Tokyo Stock Exchange. 

• Materials and information provided during this presentation may contain so-called “forward-looking statements”.  
These statements are based on current expectations, forecasts and assumptions that are subject to risks and 
uncertainties which could cause actual outcomes and results to differ materially from these statements. 

• Risks and uncertainties include general industry and market conditions, and general domestic and international 
economic conditions such as interest rate and currency exchange fluctuations.  Risks and uncertainties particularly 
apply with respect to product-related forward-looking statements.  Product risks and uncertainties include, but are 
not limited to, technological advances and patents attained by competitors; challenges inherent in new product 
development, including completion of clinical trials; claims and concerns about product safety and efficacy; 
regulatory agency’s examination period, obtaining regulatory approvals; domestic and foreign healthcare reforms; 
trend toward managed care and healthcare cost containment; and governmental laws and regulations affecting 
domestic and foreign operations. 

• For products that are approved, there are manufacturing and marketing risks and uncertainties, which include, but 
are not limited to, inability to build production capacity to meet demand, unavailability of raw materials, and failure to 
gain market acceptance. 

• Shionogi disclaims any intention or obligation to update or revise any forward-looking statements whether as a result 
of new information, future events or otherwise. 

• This material is presented to inform stakeholders of the views of Shionogi's management but should not be relied on 
solely in making investment and other decisions. 

• You should rely on your own independent examination of us before investing in any securities issued by our 
company.  Shionogi shall accept no responsibility or liability for damage or loss caused by any error, inaccuracy, 
misunderstanding or changes of target figures or any other use of this material. 

• This English presentation was translated from the original Japanese version.  In the event of any inconsistency 
between the statements in the two versions, the statements in the Japanese version shall prevail. 
 

Forward-Looking Statements 
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