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PRESIDENT’S CORNER 
 
 

As the first newsletter of the new term, I would like to welcome all  Chapter members 
and congratulate elected officers for this term.  At our first officer’s meeting, we 
discussed some topics affecting all Chapter members.  We all agreed that with this term, 
we would like to create a more open discussion forum for our members.  To this, we 
agreed to open our monthly officer’s meeting to all members who wish to join and have a 
discussion point to contribute.  We have scheduled the meetings for the second Thursday 
of each month at 9:00 AM – 10:00 AM.  Those interested in joining this teleconference 
can get the dial-in number and password by simply contacting one of the Chapter 
officers. 
 
We also wish to encourage more Chapter members to prioritize attendance at our 
quarterly seminars.  Taking example from our clinical colleagues who make an effort to 
obtain CME credits and ensure they are kept current in the field, we need to make time in 
our busy schedules and attend these valuable seminars.  Not only is there value in the 
topic discussions, but we need to not underestimate the value to our field from simple 
networking between peers.  This is the activity that identifies issues common to all of us, 
leading to prioritized topics of discussion, and thus helps grow the discipline at a grass 
roots level.  These meetings as well as other local activities (e.g. Deming Conference, 
Merck-Temple Conference, Delaware Valley Science Fair, etc.) are low cost, local, and 
help strengthen our Chapter.  See details in this newsletter on the upcoming Summer 
Workshop to be held September 12th and please do all you can to set aside time to attend. 
 
Finally, please feel free to contact me or any other Chapter officer with ideas for 
upcoming workshops, special seminars or other Chapter issues.  We are committed to 
increasing our level of communication within the Chapter and between the Chapter and 
the ASA. 
 
Thankfully, 
 
Dennis Cosmatos, Dr.P.H. 
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CALENDAR OF EVENTS 
 

Friday, September 12 
 

November (Tentative) 

 ASAP Fall Short Course – Adaptive Designs For Dose 
Finding, Fort Washington, PA 
ASAP Fall Meeting, TBA 

 
ASAP FALL SHORT COURSE 

Friday, September 12, 2008 
9:00 AM – 5:00 PM 

Holiday Inn 
432 Pennsylvania Avenue 

Fort Washington, PA 19034 
215-643-3000 

 

 
Cost: $65 ($25 full-time students) 

 
Registration:  Please go to http://asap2008shortcourse.eventbrite.com to register and pay 
in advance by Friday, September 5 to assist with the head-count.   
 
Registration  8:30 - 9:00.  Class begins at 9:00.   
 
Coffee and Danish, buffet lunch, and afternoon beverages will be provided. 
 
Directions:  From the PA Turnpike, take Exit 339 – Fort Washington.  After the 
tollbooth, follow the left-hand lane under the overpass.  (DO NOT TAKE THE ROUTE 
309 RAMP.)  The hotel is 1/8 mile on the left.  From Route 309, take the Fort 
Washington exit.  (DO NOT TAKE THE EXIT FOR THE PA TURNPIKE.)  Exiting will 
put you onto Pennsylvania Avenue.  Stay in the left-hand lane.  The hotel is 1/8 mile on 
the left. 
 

ADAPTIVE DESIGNS FOR DOSE FINDING 
 

Inna Perevozskaya, Yevgen Tymofyeyev, and Jim Bolognese 
Merck Research Labs 

 
Abstract 

 
There is increasing interest in applying adaptive designs (AD) to increase efficiency of 
clinical trials.  AD are trials which use accumulating information during the trial to alter 
study design features in pre-planned algorithms to improve performance characteristics.  
AD can yield similar or better information than traditional fixed design trials while using 
fewer patients and/or shorter study conduct time.  One cost for these trials is more 
complexity in design, conduct, and/or analysis.  This course covers AD for dose-finding 
in the early development Phase I/II space.  The introduction includes definitions and 
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classification of adaptive designs.  This is followed by 4 Sections on AD for oncology, 
dose-finding for true underlying monotonic dose-response relationships, dose-finding for 
U-shaped ("umbrella") dose-response relationships, and demonstration of software for 
design of these trials.  Dose-finding designs covered include both frequentist and 
Bayesian types.  Participants will receive a broad overview of AD and examples as well 
as references for additional technical details.  This will provide an in-depth orientation to 
AD for dose-finding so participants can begin to explore them on their own. 
 

Course Outline 
 

1. Introduction (1hr, Inna)  
1.1. Definition  
1.2. Classification ( includes G-S; very abbreviated version of Vlad’s paper) 

2. Oncology  (1½hr; Yevgen) 
2.1. Objectives and goals (early toxicity, MTD) 
2.2. 3+3 
2.3. CRM 
2.4. Modified Ji’s design 
2.5. Examples and simulations 

3. Dose-ranging for general monotonic response (2hrs; Jim&Inna) 
3.1. Objectives & goals: combined POC and D-R for efficacy 
3.2. up-and-down 
3.3. t-statistic 
3.4. D-optimal (Inna)  
3.5. Berry-type 4-param logistic 
3.6. dose-adaptive X-over (Kristels+Inna’s  slides merged)  
3.7. Examples and comparison 

4. Dose-ranging for U-shaped ( umbrella) dose-response (1½ hr; Yevgen)  
4.1. Objectives & goals: combined POC and D-R for efficacy& safety 

combined ( utility function reflects both)  
4.2. slope method 
4.3. NDLM 
4.4. 2-stage  
4.5. Examples and comparisons 

5. Software Demo (2-nd priority, if time permits)  
5.1. link to D-opt  
5.2. MD-Anderson 
5.3. Cytel  
5.4. Decimaker 
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Biosketches 
 
James A. Bolognese, MStat 
Senior Director, Scientific Staff 
Experimental Medicine Statistics 
Merck Research Labs 
Rahway, NJ  07065 
 
Jim joined Merck in 1976 after his BS in math from Bucknell University and MStatistics 
from University of Florida.  He worked 4 years on late phase clinical research projects 
across several therapeutic areas, followed by 10 years on clinical pharmacology projects, 
4 in pre-clinical statistics, and then 10 on late phase coxib projects.  In early 2005, he was 
appointed head of Merck’s experimental medicine statistics group which now includes 7 
statisticians. 
 
Jim has worked and published on dose-adaptive designs in clinical pharmacology in the 
1980’s, and now as part of his experimental medicine statistics role is studying and 
assisting in implementation of dose-adaptive designs to accomplish proof-of-concept and 
dose-ranging objectives in a single study.  Additionally Jim has designed and served as 
blinded statistician on the steering committees of two large outcomes trials. 
 
 
Inna Perevozskaya, Ph.D. 
Associate Director, Scientific Staff 
Late  Development Statistics 
Merck Research Laboratories, Rahway, NJ 
 
Inna Perevozskaya has been with Merck since 2001 supporting late stage development 
clinical trials in atherosclerosis and cardiovascular therapeutic areas. Since November 
2007, she became a core member of  Adaptive Design Support group within Merck   Her 
research interests are focused on  novel designs for clinical trials in the early development 
stages, specifically adaptive dose-finding trials. Inna is a member of the American 
Statistical Association and  Drug Information Association; she is also actively  involved 
in  PhRMA Working Group on Adaptive Designs. Her research works received Thomas 
Teal Award for best statistical paper published in DIJ in 2005. She holds a PhD degree in 
Statistics from University of Maryland Baltimore County  (2001) and a MS degree in 
Applied Mathematics from Moscow State University, Moscow, Russia (1995).  
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Yevgen Tymofyeyev, Ph.D 
Senior Biometrician, Scientific Staff 
Experimental Medicine Statistics 
Merck Research Labs 
Rahway, NJ  07065 
 
Yevgen Tymofyeyev earned his Ph.D in Statistics and received an M.S. in Applied 
Mathematics from the University of Maryland Baltimore County. He joined the 
Biometrics Research Department at Merck in 2005 and has worked on image analysis, 
biomarkers validation, and statistical analysis of EEG data. Starting from July 2007, 
Yevgen has been responsible for support of adaptive design studies at Merck, working on 
several trials and developing methodology and software for dose-ranging, two stage, dose 
finding in oncology and group sequential designs both frequentist and Bayesian type. 
 
Yevgen's research interests include statistical computation, novel designs for clinical 
trials, response-adaptive randomization and optimization. 
 
 

NEW ELECTED OFFICERS 
 
 
Recently the Philadelphia Chapter of ASA held elections for new officers.  The 1-year 
terms for these positions started July 1, 2008 and will go through June 30, 2009.   
 

Name Position Previous Position 
Dennis Cosmatos President Vice President 

Charlie Liss Vice President N/A 
David Radley Secretary N/A 
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TREASURER’S REPORT 
 

BALANCE FORWARDED (12/17/07) $4623.14

INCOME:      
 ASA Chapter Dues     
  October, 07 $205.00   
  November, 07 $178.00   
  December, 07 $199.00  
  January, 07 $283.00  
 Subtotal   $865.00  
      
 Other Revenue Sources     

  
Mid-Winter Gathering 
Registration Fees $885.00   

  Spring Newsletter Ads $25.00   

  
Corporate Support:  Wyeth, 
Centocor $1,000.00   

 Subtotal   $1,910.00  
     
TOTAL INCOME:     $2,775.00 

EXPENSES:      
 Mid-Winter Gathering     
  Sedgeley Club $625.00   
  Shackomaxon Catering $4,200.00  
  Drinks and Supplies $97.09  
 Subtotal   $4,922.09  
      
TOTAL EXPENSES:     $4,922.09 

BALANCE FORWARDED (03/27/08) $2,476.05
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ASAP CHAPTER OFFICERS 
 
 
President:    
Dennis Cosmatos 
1415 Washington Lane 
Rydal, Pa. 19046 
(215) 885-8021 voice 
DCJenk2@aol.com  
 

Vice President:    
Charlie Liss 
Merck and Company, Inc. 
UG1D38 
P.O. Box 1000 
North Wales, Pa. 19454-1099 
(267) 305-7538 voice 
(267) 305-6538 fax 
charles_liss@merck.com 

Secretary:    
David Radley 
Merck and Company, Inc. 
UG1CD38 
P.O. Box 1000 
North Wales, Pa. 19454-1099 
(267) 305-7436 voice 
(267) 305-6538 fax 
david_radley@merck.com  

Treasurer:  
Alexandra Hanlon 
Temple University 
1700 North Broad Street, Suite 304E 
Philadelphia, PA 19122 
(267) 269-4007 cell 
(215) 204-9658 office 
(215) 204-1854 fax 
alhanlon@temple.edu    

Newsletter Editor:  
Kyle Matschke 
Wyeth Research 
500 Arcola Road 
Collegeville, PA 19426 
(484) 865-4233 voice 
(484) 865-0058 fax 
MatschK@Wyeth.com 

Web Master:  
Debbie Panebianco 
Merck and Company, Inc. 
P.O. Box 4  
West Point, PA 19486-0004  
(267) 305-6776 voice  
(267) 305-6408 fax    
deborah_panebianco@merck.com 

Educational Outreach: 
Cindy Gargano 
Merck and Company, Inc. 
P.O. Box 4  
West Point, PA 19486-0004  
(267) 305-7758 voice  
(267) 305-6412 fax    
cynthia_gargano@merck.com 

Past President:    
Bill Pikounis  
Centocor, Inc.    
200 Great Valley Parkway  
MailStop C-4-1 
Malvern, Pa. 19355  
(610) 240-8498 voice  
(610) 951-6717 fax    
pastpresident@amstatphilly.org 

Chapter Representative:    
R. Mac Turner 
218 Kline Hall 
University of the Sciences in Philadelphia 
600 South 43rd St. 
Philadelphia, Pa. 19104 
(215) 740-7812 voice 
r.turner@usip.edu 

Vice Chair, District 3, Council of Chapters:    
Thomas H. Short 
Indiana University of Pa.   
Mathematics Dept., Stright Hall 
210 South Tenth St.  
Indiana, Pa. 15705-0001  
(724) 357-4060 voice  
tshort@iup.edu 

 


