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Agenda 1

e Audio-Conference Housekeeping (5 min)

e Presentation of Speaker (5 min)

e Main Presentation -- with lively discussions (60-70 min)
e Any Additional Q&A’s (10 min)

LHammesfahr@VantagePtConsult.com CONSULTING
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Audio-Conference Participation 0000

e Please note your questions for the end of the presentation
— We don’t have all the answers (feel free to contribute)
— Please do NOT reveal any proprietary information

e Questions

— There will be time at the end of the presentation or contact us
with any requests for additional information.
(rmcdaniel@vantageptconsult.com)

— Please identify yourself (affiliation and name) before contributing
— We'll try to repeat the questions for the entire audience

VantagePoint Consulting Group LLC - All Rights Reserved 2005 3 Contact:

LHammesfahr@VantagePtConsult.com CONSULTING
GROUP

Vantagg m "



The Speaker - Keith Ortiz 0000

e Partner at VantagePoint Consulting Group
— Management consulting firm based in NJ

— Specialize in process improvement, performance measurement,
change management, and IT effectiveness

— All staff have 15+ years industry and consulting experience

— Senior staff out of Booz Allen, PA Consulting, Ernst&Young, PWC,
First Consulting Group

— Focus in Pharma with some Biotech: high concentration of
projects with Finance, IT, Clinical (our backgrounds)

e Focused on Clinical Operations improvements
e 20 years consulting in pharma (Booz, PA-Consulting)
e Specializes in industry alliances and forums

e Provides analytically-based approaches to improvement
projects
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Main Presentation - Discussion Topics 0

e Benchmarking Defined (for this audio-conference)
e Reasons for Benchmarking

e Where to Begin

e What to Expect
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Clinical Operations Benchmarking 1110

e Pharmaceutical / Biotech Clinical Operations

e Includes Internal and CRO operations

e From Clinical Plan to Filing (Ph I-1V)

e (Cycle Time, Cost & Quality

e Portfolio & Project Benchmarks

e Trial Design Innovations (e.g., Adaptive Trials)

LHammesfahr@VantagePtConsult.com CONSULTING
GROUP
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Why Benchmarking 00000

e More and more pressure to “do more with less”

Focus investments in areas with greatest return

Estimate investment returns for known problem areas

Inform Continuous Improvement Initiatives / Dashboards
Justify need for level of resources

Decide Internal Operations vs. CRO’s (or vs. Other Internal Ops)
Establish stretch targets for overall organization performance

 Establish “the dialog” with peers in the industry to share non-
proprietary insights

e Licensing partners more and more demanding objective
evidence of operational efficiency (in addition to effectiveness)
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Benchmarking And Performance Measurement 00000

These tools enable
management to drive
change:

KPI Dashboard

Performance

Measurement » Develop credible performance

improvements based on objective
analysis

VaigeE Results &

Next

. e Set targets and standards of
[teration

performance tied to competitive
realities

= Understand current performance
and improvement opportunities

= Estimate improvement potential

» Accelerate adoption of best

Benchmarking practices

= Instill focus and culture of high-
performance in the organization

LHammesfahr@VantagePtConsult.com CONSULTING
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Clinical Benchmarking Maturity Levels ...

Maturity

Characterized by...

Benefits

Study (Year
2)

= Perfecting the methodology
= Moving beyond the numbers
* Enhancing acceptance

« Adopting external ideas

* Implementing initiatives

First Study = Limited scope Define measures
(Year 1) = Data challenges Create awareness for performance improvement
* Development of methodology — Get early benefits from “low hanging fruit”
measures, validation Develop baseline
= Establishment of peer-group Begin to instill performance management culture
= Cultural acceptance Enhance understanding of drivers of performance
Follow On = Improving data collection - baseline Define competitive position — areas of strength and

weakness
Identify best known methods

Clearly distinguish impacts of controllable and non-
controllable factors;

Incorporate benchmarking into business initiatives
Shared understanding of key performance drivers

Subsequent
Years

(Year 3 +)

e Expanding scope

= Automating data collection

= Establishing formal targets

= Institutionalizing the practice

Development of strategies to step-change performance

Performance reporting

Incorporation into target setting and reward mechanisms

Performance gaps closed
Measurable improvement tracked
Mastery of change implementation

Vantageine



MEASURABLE VALUE

...Performance Measurements progress in step

Step 1

Performance
Awareness

No customer
focus; no clear
vision or
understanding
of priorities
Data overload
but no
information;
few operational
measures

Step 2
Performance
Adoption

e Clear vision,

focus on
incremental
improvement

Some measures
in place; metrics
used for project

management
Quality
measures for
projects and
processes;

audits performed

Step 3

Performance
Management

Objectives and
measures tied
to the strategy
and the vision

Focus on
process
Improvements;
causes of
variability
eliminated
Customer
metrics in
place; decisions
based on real
data

000
0000
00000
0000
00000
0000
0000
o O
Step 4
Self-Sustaining
Growth

* Processes
ranked as being
global
development
benchmarks

TIME
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Cost, cycle time and quality are just part of the equation 00000

Customer First

Financial Discipline

People

Fact-Based Decisions

Process Emphasis

Attrition Management

L

Meet or exceed customer expectations. For
Clinical Development this includes: Regulatory
Authorities, Marketing, and Manufacturing

Develop and communicate clear financial goals
and objectives and ensure everyone in the
organization makes sure goals are achieved

Recognize the importance of the people in the
organization, and develop them to achieve both
personal and corporate growth. This includes
your external partners (CROs, SMOs)

Execute projects and make business decisions
on the basis of analysis and facts, rather than
hunch, and clearly communicate the rational for
decisions

Recognize business processes (not functions)

drive profits and strive to continuously improve
and strengthen all their processes

Know when it’s time to stop

VantagePoint Consulting Group LLC - All Rights Reserved 2005
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Where to Begin...

“This is what we need
to do to excel in each

area”

Performance Improvement
Worksteps

* Measure Performance &
Current Practices

e Compare Performance &
Practices

« Analyze High-Level

Opportunities
= Develop Initiatives /
Recommendations

VantagePoint Consulting Group LLC - All Rights Reserved 2005
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Step O - How Big is the Opportunity?

Measure

* Measure current
costs, cycle times

= Measure service
levels / quality

= Capture current
practices

Performance &
Current Practices

< Compare costs, cycle
times against "best in
class"

* Assess practices and
capabilities

= Identify opportunities
for improvement

Analyze

» Define processes
driving performance
gaps

e Quantify the
opportunity

* Develop consensus

Opportunities

= Identify root causes
inhibiting performance

= Develop
recommendations
for specific changes

= Validate
recommendations

VantagePoint Consulting Group LLC - All Rights Reserved 2005
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Maturity Level O - lllustrative Example, Cycle Time

| Synthesis I

First Dose
in Man

First Dose

in Patients

First Pivotal

Trial | First Submission I

2.8 2.2 > 2.6 1.7
< years | vears years years I years
| |
I < 5.8 years > I
Source: CMR, 1996
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Maturity Level O - lllustrative Example, Cycle Time 00000

Therapeutic Area | Phasel | Phasell | Phaselll | Submission | Overall
All 13 2.2 2.6 1.8 7.9
Cardiovascular 10 18 2.6 2.7 8.1
ONS 13 3.0 2.8 3.0 10.1
Antineoplastic 11 2.8 3.2 0.9 8.0
Alimentary/ 11 18 34 10 7.3
Metabolic

15
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Benchmarking Clinical Operations 1110

Published clinical benchmarks focus on time-to-market (e.g.,

CMR, Best Practices, Parexel, Business Intelligence)
e These benchmarks are typically not “actionable”

Not done in conjunction with best practice review
No buy-in from senior management on comparability

e (Cost data for clinical is harder to obtain

No FDA statistics (e.qg., filing date boundaries)

Multi-tasking and overtime is the norm

Costs are spread across internal and external participants

“Good planning” is key to cost control, and is difficult to quantify
Benchmarking for costs is not institutionalized

GROUP
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Cost Benchmarking - Options to Consider 1110

e Internal Benchmarking
— Comparisons across multiple clinical studies

— Comparison with similar internal functions (e.g. clinical
development)

— Contracted services providers (working on sponsor projects)
e External Benchmarking with Peer Group Members

— Contract service providers (e.g. CROs, CMO’s)

— Pharmaceuticals

— Biotech

LHammesfahr@VantagePtConsult.com CONSULTING
GROUP
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000
0000
00000
. . 0000
lllustrative Costs and Cycle Time Benchmarks sesee
First Benchmark Study °%°
Identification Non-Contrellables Metrics
Product Hovelty / | Therapeutic Area | Geography iPhaseé Total : Total Cycle Time | Cost
Technology . Patients | Studies | {Months) | (US$ Millions)
f134533 MABs Anti-lnfectives US - Outsourced 1 35 3 15 1.0
f134533 MABs Anti-lnfectives US - Outsourced 2 200 5 18 3.0
MI345353 MABs Anti-Infectives US - Dutsourced 3 15,000 2.1 21 160.0
f134533 MABs Anti-lnfectives US - Outsourced | Filing ha ha B 1.0
Follow-On Benchmark Study
Identification Neon-Contrellables Metrics
Product Protocol Movelty | Therapeutic ;| Geography Activity iPhaseé Median |Cycle Timeé Cost
: : Area ; : Patients | (Weeks) :(US% Thous)
h134533 Fivotal hMABs Anti-lnfectives |UJS-Outsourced Protocol WWriting 3 10,000 14 75
h134533 Fivotal MABs Anti-lnfectives |LJS-Outsourced Study Start-Up 3 10,000 10 125
h34533 Pivotal MBS Anti-Infectives US-Outsourced Patient Enrollrment 3 10,000 32 150,000
h134533 Fivotal MABs Anti-lnfectives |LJS-Outsourced Data Cleaning 3 10,000 17 450
h34533 Pivotal MaBs Anti-Infectives US-Outsourced otatistical Analysis 3 10,000 10 350
h134533 Fivotal MABs Anti-lnfectives |LJS-Outsourced Report Writing 3 10,000 14 250

Subsequent Studies

Industry Output Measures designed to measure productivity of clinical staff -
Clinical Staff per Active Protocol
Active Sites per Clinical Staff
CRF Pages per Data Management Staff
Study Reparts per Statistician
Study Repaorts per Clinical Staff

18
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lllustrative Findings 00000

Strategy and Planning
= Regular inputs from Regulatory and Marketing critical to success

e Use of initial results to speed-up next stage of development deemed dangerous -
led to misleading interpretations and hindered decision making process

e Little ownership of the timeline targets generated a very pessimistic attitude

e Commercialization was the driver - information is made available to project teams
on competitor drugs and global market issues

Technology

Significant focus on use of Internet/intranet for data capture

Tracking systems used to identify loopholes in data capture and reporting systems
e Common use of publishing technology with focus on dossier submission

e Use of technology was driven and supported from the very top of the business

People and Processes

e Training undertaken in time management, planning and customer focus

e Quality seen to be reflected in in staff, training and levels of experience

e Some resistance to change characterized by poor communication, staff turnover
e Some teams not prepared for change - distinct therapeutic areas differences

GROUP
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Illustrative Recommendations 00000

Strategy and Planning
e Set up clinical operations as Internal CRO

e Establish department to explore “leading edge” technologies and/or
methodologies

e Establish clinical operations portfolio / resource management function and
responsibilities

Technology

e Reduce Biometrics systems to one - globally

e Consolidate to the corporate document management strategy

People and Processes

e Build centralized Site Management processes and organization

e Process pharmaco-genomics samples in parallel with clinical samples
e Build a cost-effectiveness culture among clinical operations staff

e Implement stage-gates for quality control

GROUP
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Follow-On Benchmarking - Define Processes Rigorously 00000

Set-Up Documentation

CRO Selection
Site / Investigator
Selection and Setup

Informed Consent

e Study site / investigator identification
Pre-study assessment visit

Site initiation

Pre-launch training for investigators and
study coordinators

Clinic certification

Study site budget development / contract
negotiations

Objection handling for the protocol

IRB / IEC

Patient Enrollment & Retention

Data Management

Clinical Supply Management

Specimen Management

Ongoing Site Trial Activities

Ongoing HQ Trial Activities

Statistical Analysis /
Report Writin

VantagePo
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Controllable vs. Non Controllable Drivers sceee

Controllable Non Controllable

e Automation / Document -
management

Processes and organization

Roles & Responsibilities

 Contracting practices and terms

CRA turnover

LW

Therapeutic area (e.g.
oncology vs. cholesterol)

Scope of the clinical trial (e.g.
USA only vs. global)

Novelty / Technology / Form
(e.g., Tablet vs. Injectable) of
molecule

Phase of the clinical trial (I, I,
i, 1Vv)

Study-specific Variables
e Protocol Complexity (e.g., Procedures /

Patient)

e Use of Affiliated vs. Unaffiliated sites

VantagePoint Consulting Group LLC - All Rights Reserved 2005 22
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Normalized Comparisons And Best Practices 00000

Practices &
Discover sources of Capabilities
strategic advantage Assessment

Normalized

Strict practice and Comparison

process definitions

Performance
Measurement

LHammesfahr@VantagePtConsult.com CONSULTING
GROUP
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Robust Tools For Data Collection

Job title
Telephone
E-mail address

Data Completeness Check
Ave al required datafields completed?

Required data feds are marked In bue

Column totals_$US 2713000 1,996,920 716,080 $US 126,000 5270

Please eilher select or ype in he currency unityou are
you are using o eport spend E

4.3 Supplier and Hours Data

Choam b Fa ey chosn b o sy
e L e o L]
“Adm Lt

3.5 Activity Allocations

No

ab Activities Fab Activities

Total Labor Hours 23,620 - 700 8,880 - - - - 6,630
Total labor|  Labor
Job Title % Allocated | hours hot;r:tnot
allocated
Boiler Mechanic = 1,540
Class 3 Boiler Operator - 1,600
Class 3 Boiler Operator - 1,600
Plant Supervisor B 1,040
Shift Supervisor B 100 1,240
Class 1 Maintenance Mechanic = | 1,670
Class 1 Maintenance Mechanic = 1,770
Class 1 Maintenance Mechanic = 200 1370
Site Engineer B 50 500
HVAC Tech Class 4 - 200 1,520 40
HVAC Tech Class 4 - 500 1,230 40
-]

VantagePoint Consulting Group LLC - All Rights Reserved 2005

ear
womme | [ 2 [ 22, 5
first amount that 4 Comments or further description
provided is material orf | "€ billedto] craft labor (Optional). Enter text
. you | hours worked
services equipment atery |
(b) 1) @) (). (0]
1 o001 Full senvice (maint + repair) $US[120,000 0% 0%  $US[105.00 1,200 | [Comment
2| 0002 |Asset repairireplacement 70% susl_ Chiller replacement and warranty service
30003 [Asset repairreplacement 5% $US|90.00 nstument epars
[ o000 [Commodity supplies 00%  $US| Pump assembies
5[ 0005 [Asset repairreplacement 0% SUS 3,500 | [Corrosion esing and epairs
6/ 0006 Specialty partslequipment 20% sUs| 450 | [Vibration analysis and damper installaion
7[ o007 [Asset maintenance 8%  SUS|T4.00 [Glean Room Jantoret T} [ —— P ——— Sp—
8[ 0008 Commodity supplies 100%  $US| Consumables 1
of 0009 [Asset maintenance 6%  SUS|1100 Imcec\eamng and anitorl i
10[ 0010 [Asset maitenance w6 sUS [Secure sedding L i el Bpn Ll &
11[ 001l |Asset repairireplacement 10% $Us| 120 | [Chiller repair i T W e T |
12 sUS| 100%  $US| b= 1 - - e ey

Leslie Hammesfahr
908-788-7350
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Measurement Frameworks That Explain Trade-Offs T30

Worst performers are those organizations who have high cycle time AND high total cost
for the benchmarked activity

Performance Drivers
> Organization
=
3 o7t A28 ¢ A45 Unit Cost Processes
£ ’ Ad4 *
— [}
2 0.6 Performance Standards
£ e Al
=051
K<}
% sl I ¢ Al v Technology
s o0 A e AL7 N
S o3l AP A3l Customer Relationship
IR I oo A20 T Management
. A4T "
0.2 %o A2 g3l A24'§ cultur
01 ° o Y ¢ A42
A34e Skills/Experience
0.0 | | | | | | J

$xxx  Fxxx  Sxxx o Exxx o $xxx  $xxx  Exxx  $xxx Contract Management

Current  Potential
Normalized Total Cost
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o000

0000
i
Objective: An Industry Wide Picture eesce
0000
o O

4,000.00

3,500.00

3,000.00

2,500.00

2,000.00

1,500.00

1,000.00

500.00

Normalized Total Cost, By Organization Type

B YOU M Biotech @ Pharma B CRO H Other \
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Success Factors 00000

e Maintain confidentiality - to the point of eliminating guessing
e Target your efforts — don’t take on too much too soon

e Definition is Key — Consistency in milestones

e Validate data before you calculate results (GIGO)

e Focus on what drives performance — what’s behind the
numbers

e Involve stakeholders — buy-in and expertise

e Establish the proper peer group

e Define controllable vs. uncontrollable drivers

e Improvement initiatives key part of the collection process
e Challenge the processes not the people

GROUP
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Advantages of Early Adoption 0000

e Ahead of the learning curve

e Strong influence on design, evolution and priorities of the
study
e Even a single company “benchmark” creates significant value
— Build cost structures
— ldentify value vs. non-value added activities
— Obtain clarity around cost-drivers
— Develop organizational benchmarking discipline

LHammesfahr@VantagePtConsult.com CONSULTING
GROUP
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Benchmarking - What to Expect ... Cycle Time plus ... 00000

Process Component Actual Target
(Months) (Months)
Phase | LPLV to Report Released > 15 3.8
Phase Approved 6.3 3.6
I, 1 Protocol to FPFV
LPLV to Locked Database 5 2.3
Locked Database to 5.5 2.3

Statistical Analysis

Statistical Analysis to
Report Released >5 3.2

LHammesfahr@VantagePtConsult.com CONSULTING
GROUP
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000
0000
Full Benchmark Scorecard - Cycle Time, Cost & Best -+
: : 00000
Practice (lllustrative) 0000
0000
CINC
Service Area Cycle Time | cqogt Best Improvement Opps
Lag Practices
Approved 2.8 ‘ Q = Lack of Centralized Site Set-
Prot | to FPFV Up
rotocot to Months = Clinical Supply Packing Delays
LPLV to Locked 2.7 = Lack of EDC
Database Months * Incompatible databases
Locked Database to 3.2 = “Locked” not confirmed
Statistical Analysis Months = Too much manual data entry
Statistical Analvsis 24+ = Too much manual intervention
y Q Q e Lack of rapid decision making
to Report Released Months process

. Lead - Top 1/3 of Companies
G In-Line - Middle 1/3 of Companies

O Lag - Bottom 1/3 of Companies

LHammesfahr@VantagePtConsult.com CONSULTING
GROUP

: eslie Hammesfahr d
0 e e Vantagg e



	BENCHMARKING�CLINICAL OPERATIONS
	Agenda
	Audio-Conference Participation
	The Speaker - Keith Ortiz
	Main Presentation - Discussion Topics
	Clinical Operations Benchmarking
	Why Benchmarking
	Benchmarking And Performance Measurement
	Clinical Benchmarking Maturity Levels ...
	...Performance Measurements progress in step
	 
	Where to Begin...
	Step 0 - How Big is the Opportunity?
	Maturity Level 0 - Illustrative Example, Cycle Time
	Maturity Level 0 - Illustrative Example, Cycle Time
	Benchmarking Clinical Operations
	Cost Benchmarking - Options to Consider
	Illustrative Costs and Cycle Time Benchmarks
	Illustrative Findings
	Illustrative Recommendations
	Follow-On Benchmarking - Define Processes Rigorously
	Controllable vs. Non Controllable Drivers
	Normalized Comparisons And Best Practices
	Robust Tools For Data Collection
	Measurement Frameworks That Explain Trade-Offs
	Objective:  An Industry Wide Picture
	Success Factors
	Advantages of Early Adoption
	Benchmarking - What to Expect ... Cycle Time plus ...
	Full Benchmark Scorecard - Cycle Time, Cost & Best Practice (Illustrative)

