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Preface

Strategic misalignment is not a rare disruption in biopharmaceutical
alliances—it is an expected outcome of operating in a dynamic, interdepend-
ent industry. It is an inevitability, driven by shifting portfolios, leadership
turnover, scientific advances, and external pressures that reshape priorities.
Even when partners remain aligned on a North Star, they often diverge on

how to proceed and how much to invest.

Left unaddressed, misalignment slows decisions, increases governance
friction, and erodes execution effectiveness—the critical determinant of
whether potential value becomes realized value. Yet misalignment is not
failure. It is a signal that assumptions have changed and that the alliance

must be recalibrated to protect value.

This white paper introduces two practical tools for doing so: the Strategic
Value Framework™, which makes visible what each partner truly needs
from the alliance, and the Alliance Execution Effectiveness Model™, which
links strategic priorities to the operating discipline required to deliver results.
Together, they offer a structured, repeatable approach for diagnosing mis-
alignment, identifying the Zone of Possible Agreement, and selecting

options that are both strategically viable and operationally executable.

In biopharma alliances, strategy defines potential. Execution determines real-
ity. This playbook equips alliance leaders to turn inevitable misalignment into

deliberate action that preserves—and unlocks—value.

In partnership and collaboration,

Jan and Jeff

Jan Twombly, CSAP and Jeff Shuman PhD, CSAP
The Rhythm of Business

Revere, MA USA

June 2026
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As portfolios
evolve, leadership
changes, science
advances, and
external pressures
reshape priorities.
Partners that once
shared a unified
strategic intent
diverge. What
begins as a
high-potential
collaboration
becomes strained.
It is not because
the original
strategy was
flawed, but
because the
underlying
assumptions no
longer hold
equally for

both parties.

Strategic Misalignment
Is Inevitable

Every biopharma alliance professional has experienced it. The asset originator
feels that its partner’s priorities have drifted to other programs. The part-
ner’s assurances that the alliance and asset are still priority are greeted with
doubt. Teams are getting stuck because the partner is not open to new ideas
- or is pushing its own ideas.

Strategic misalignment in biopharmaceutical alliances is not an exception.
It is an inevitability.

As portfolios evolve, leadership changes, science advances, and external
pressures reshape priorities. Partners that once shared a unified strategic
intent diverge. What begins as a high-potential collaboration becomes
strained. It is not because the original strategy was flawed, but because the
underlying assumptions no longer hold equally for both parties.

The consequence is predictable. Value that remains theoretically “on
the table” is operationally out of reach because of slowed decisions,
governance friction, and asymmetric investment appetites. The critical
leadership challenge is not to prevent misalignment. It is to recognize it early,
make it explicit, and convert it into strategic, operationally viable choices
that preserve value realization.

This paper presents a disciplined approach to doing exactly that. It uses
a Strategic Value Framework™ (SVF) to help alliance leaders move from
divergence to actionable strategic alignment. It also introduces the Alliance
Execution Effectiveness Model™ that demonstrates the causal link from
corporate and business unit priorities to the specific conditions and the
operating discipline that enables an alliance to realize its intended value.

Strategic Misalignment Is Not Failure

At formation, alliances are framed around shared ambition such as advancing
a therapy, accelerating development timelines, or unlocking commercial
value. These ambitions are translated into strategy, governance structures,
and economic agreements. However, alignment at signing is a point-in-
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time condition about what the alliance will do, but not necessarily how Misqlignment
it will do it. Over time, each partner’s constraints and degree of flexibility
are impacted by:

is not failure.
It is a natural

| Leadership changes, as well as competitive or investor pressures consequence of
that reshape strategic priorities operating in
Scientific advancement causing changes in perceived asset value ? dynamic,
interdependent
Regulatory dynamics that shift timelines, costs, and feasibility value system.

Technical failure of another asset that puts a strain on finances and
personnel

These and other economic and environmental forces do not impact partners
equally. The objective when these factors cause differences of opinion about
how to achieve strategic intent is to find a way forward that provides at least
the minimum level of strategic value an alliance must deliver to each partner.

Misalignment, therefore, is not failure. It is a natural consequence of
operating in a dynamic, interdependent value system. Most alliances do
not break because partners openly disagree. Some amount of disagreement
is actually healthy because it surfaces issues early, challenges assumptions,
and drives better scientific and commercial decisions. If alliances are always
harmonious, it is a sign of disengagement or perhaps lack of empowerment.
Teams that do not have frank and open discussions suffer from decisions
that are suboptimized or worse, no decision at all.

Misalignment Is Primarily
About “How” and “How Much”

A critical insight is that misalignment rarely centers on the ultimate strategic
intent or North Star of an alliance (the “what”).

Instead, misalignment focuses on questions that are either left to
alliance governance to decide or that are framed by the partners’ respective
constraints. These typically include:

| How the alliance should proceed

| How much each partner is willing to invest
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Misalignment
focuses on
questions that
are either left

to alliance
governance to
decide or that are
framed by

the partners’
respective
constraints,

These typically
include:

* How the alliance
should proceed

* How much each
pariner is willing
to invest

This distinction matters operationally. When partners still agree on their
North Star but differ on the path and required investment, the alliance
enters a negotiation zone focused on execution design. This is where
alliances can get stuck, as there is no “right” answer. There are many ways
to achieve the North Star and at the time decisions are made, there may be
some known facts, but also many assumptions that may or may not prove
valid. Culture, past experiences, and financial pressure are just a few of the
factors that influence how a partner views potential execution pathways.

Misalignment on “how” and “how much” creates three
compounding dynamics:

1. ASYMMETRIC COMMITMENT
The alliance may be essential to the future of one partner — crucial to their
next funding, potentially enabling their first approved product, or it is the
core around which they intend to build their commercial capability. For
the other company, it is part of a larger, multi-asset portfolio, subject to
resource allocation decisions that balance across the portfolio, potentially
competing for resources with wholly owned assets.

2. GOVERNANCE FRICTION
The parties bring their individual proposals to governance, rather than
developing plans collaboratively, resulting in defensiveness, locking
onto positions rather than considering interests, and inevitably resulting
in rework, delayed decisions, and thus time and value lost.

3. INCONSISTENT EXECUTION
Operating teams lose clarity on their goals, who does what, and their
authority. Momentum stalls as meetings become extended discussions
rather than fruitful working sessions. A consistent operating rhythm
disappears and preparation for governance meetings becomes a fire
drill. Communication suffers, and duplication of work proliferates.
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The Impact of
Strategic Misalignment

The Alliance Execution Effectiveness Model™ reframes how value is created
in alliances. (See Figure 1 - Alliance Execution Effectiveness Model). It shows
that performance follows a clear causal chain. Strategy and agreements define
potential value. Structural capability enables execution. Operating discipline
determines whether execution works in practice. Execution effectiveness
determines whether potential value becomes realized value.

Agreements

Structural
Capability

Operating
Discipline

Execution
Effectiveness

Value
Realization

Figure 1 — Alliance Execution Effectiveness Model
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Performance
follows a clear
causal chain.
Strategy and
agreements
define potential
value. Structural
capability enables
execution.
Operating
discipline
determines
whether execution
works in practice.
Execution
effectiveness
determines
whether potential
value becomes
realized value.
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If value potential
is high but
execution
effectiveness is
moderate,
realized value

is materially
constrained.

Strategic misalignment reduces execution effectiveness which is the key
determinant of alliance value realization. An analysis of the data we have
collected over 20-plus years and dozens of codevelopment cocommerciali-
zation alliances, point to six conditions that define execution effectiveness:

| Decision clarity and velocity - Value tension, contractual value
levers, ownership, the decision itself, and downstream implications
are considered; implementation readiness, cycle time, throughput,
and delays carefully managed.

| Governance functionality — People with the right authority,
access, accountability, and knowledge of the role serve on
committees; meetings are used for decisions, issues, and resolving
value tensions, not reviews or deliverable production.

| Escalation effectiveness - Issues are raised early, clearly, and
constructively; explicit criteria and triggers for automatic escalation
are identified at each level.

| Leadership engagement - Marked by active participation in
governance, resource prioritization, responsiveness to escalation,
and collaborative, interest-based leadership.

| Enterprise integration - Functional leaders embrace their
alliance execution responsibilities, alliances are part of the enterprise,
and business unit/therapeutic area strategy. Alliances are integrated
info executive meetings, standard operating procedures (SOPs), and
talent development.

| Cross-organizational alignment — Within companies and
across partners alignment is found on critical inflection points,
resource allocation, and workplans.

The impact of strategic misalignment on each execution effectiveness
condition is depicted in Figure 2 — Impact of Strategic Misalignment.

The Alliance Professional’s Role

Alliance value realization can be expressed conceptually as value realization
is a function of value potential multiplied by execution effectiveness.
The multiplicative relationship between value potential and execution
effectiveness explains why even small declines in execution effectiveness
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EXECUTION IMPACT OF
EFFECTIVENESS STRATEGIC
CONDITIONS MISALIGNMENT

Decision clarity and velocity e o Priorities blur, delays and rework increase
> Meetings slide into updates, not
decisions, people without roles attend
Teams churn, enthusiasm wanes,
> decisions suboptimized
> Leaders become reactive, miss meetings,
delegate to subordinates lacking authority

Governance functionality

Escalation effectiveness

Leadership engagement

Enterprise integration

Alliance activities “bolted on”
> not “baked in” to corporate rhythms

Dropped transitions, reduction in

—>

Cross-organizational alignment

cross-functional collaboration

Figure 2 — Impact of Strategic Misalignment

can produce disproportionate reductions in realized value. If value potential
is high but execution effectiveness is moderate, realized value is materially
constrained. Even modest degradation in execution effectiveness produces
disproportionate value loss.

In a partner-dependent enterprise, the alliance professional is accountable
for engineering and sustaining the operating discipline that maintains the
execution effectiveness conditions and thus determines whether alliance
strategy becomes realized value. They do not own the asset profit or loss,
and they do not have control over either their organization or the part-
ner. What they own is the execution of that alliance across the enterprise
and, together with their counterpart from the partner company, they own
the execution between the partners. Accordingly, they must be especially
attuned to strategic drift and take action to restore it.

In a partner-
dependent
enterprise,

the alliance
professional is
accountable for
engineering and
sustaining the
operating
discipline that
maintains the
execution
effectiveness
conditions and
thus determines
whether alliance
strategy becomes
realized value.
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NovaBio’s = A CASE STUDY -

project team

and governance Making Value Visible:
membersfeel * ymhat Each Partner Actually Wants

their program is
deprioritized. They
are genuinely
concerned about

To demonstrate how alliance professionals can act when they first sense
the partners are experiencing strategic misalignment let us take a look at
an alliance between NovaBio and Alpha Pharmaceuticals to codevelop and

losing time cocommercialize NovaBio’s late-stage development asset. The alliance and
getting a hew partners are disguised; however, alliance professionals will recognize the
project leader situation and the challenge.

up to speed.
About NovaBio

B It is a small company with venture capital and private investors.

M It needs this alliance to get its lead asset to market, reducing risk
for the next investment round.

B NovaBio has other preclinical assets and expects codevelopment
and cocommercialization with Alpha Pharmaceuticals to expand.

About Alpha Pharmaceuticals
B It has a diversified portfolio across multiple therapeutic areas.

B A recent leadership change resulted in a new strategy based on a
novel technology. At the same time, it confirmed its commitment to
NovaBio.

M It intends to reduce the NovaBio project’s budget by 20% and
reassigned its project leader to the new technology.

Needless to say, NovaBios project team and governance members feel
their program is deprioritized. They are genuinely concerned about losing
time getting a new project leader up to speed. The budget cuts likely mean
the planned Phase 2 trial will have to be scaled back and may not provide
sufficient data to power the endpoints that would enable a broad label.

1
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NovaBioss alliance leader reaches out to her counterpart at Alpha Pharma-
ceuticals and explains what her team is experiencing and asks that they
work together to try to resolve the situation. To move forward, the two
alliance leaders must first make explicit what each company desires from
the alliance. To NovaBio what matters is that the full program proceeds
apace and on schedule and that leadership is stable. To Alpha, having
resource flexibility to fund the new strategic technology is important. It also
cares about preserving its relationship with Nova and protecting the value
of its prior investment. Both perspectives are rational. But they are not the
same. NovaBio requires forward momentum to sustain enterprise value.
Alpha Pharmaceuticals seeks optionality and downside protection. This
asymmetry is the foundation of misalignment.

The Strategic Value Framework

The Strategic Value Framework is a tool that introduces a disciplined
approach to visualizing how each partner values the alliance. It makes
misalignment easy to see and to identify solutions that increase value for
both. Picture it as a matrix that compares strategic value for each partner.
(See Figure 3 - Strategic Value Matrix). Plot how Partner A perceives value
on the Y-axis and how Partner B perceives it on the X-axis. What is desirable

High

PARTNER A
NEEDS IT MORE MUTUAL
UNLIKELY UL

SCENARIO

Strategic Value to Partner A —»

LOW VALUE PARTNER B
FOR BOTH SR
LOOK TO EXIT UNLIKELY
SCENARIO
2
(o]
-
Low High

Strategic Value to Partner B —3»

Figure 3 — Strategic Value Matrix

The Strategic
Value Framework
is a tool that
introduces a
disciplined
approach to
visualizing how
each partner
values the
alliance. It makes
misalignment easy
to see and to
identify solutions
that increase
value for both.
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The first step

building a

strategic value
framework is to
assess the value

that each partner

13

perceives.

is for each partner to be positioned in the upper right quadrant, where
there is mutual value. However, both partners could be in the quadrant
and still be very far apart.

In order to refine this analysis and narrow the options to cure the mis-
alignment, follow the following four-step process:

1. CREATE A VALUE PROFILE FOR EACH PARTNER

Assess the financial, innovation, operational, and relationship value each
partner perceives. Also identify priorities, constraints, and areas of flexibility.

2. DEFINE A VALUE THRESHOLD

Identify the minimum value each partner must receive to make the alliance
worthwhile.

3. DEFINE ZOPA AND DEVELOP OPTIONS

Map the Zone of Possible Agreement (ZOPA), the region where partners’
value thresholds are met. Develop multiple options to cure the misalignment.

4. APPLY EFFECTIVE EXECUTION CONDITIONS

Apply effective execution conditions to the possible options to determine
operational feasibility.

The Strategic Value Framework reframes the problem from: “Are we
aligned?” to: “Which options create sufficient value for both parties and
are operationally executable?”

n Creating a Strategic Value Profile

The first step in building a strategic value framework is to assess the
value that each partner perceives. Because each partner sees the value it
receives from the alliance differently, it is best to use broad categories such as
financial, innovation, operations, and relationship that can bucket the
specific components of value. Score each category on a scale of 1 - 5, with
one being minimal value and five being significant value. Keep in mind
that value in an alliance is defined as whatever is useful to the recipient
for achieving their objectives. It is also best to have multiple people score
and then average their scores, mindful to include representation from each
governance committee.
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Analyzing Figure 4 - Strategic Value Profile shows the following: Thresholds reflect

. a partner’s
NovaBios value profile is uniformly high, implying dependency on realizing

the intended value of the alliance. It cannot afford delays, a reduced scope, minimum
unstable leadership, or unpredictable funding. If it is unable to realize the acceptable
intended value, its lead asset and even the company’s future viability is at value and high-

risk. NovaBio has very little room to absorb negative change. light misalignment.
Alpha Pharmaceuticals’ value profile is mixed. The alliance is a portfolio The.threShOId s
builder for Alpha. It is not existential, implying they need this alliance less derived from the
than NovaBio needs it. Alpha has many strategic options. It can reallocate value proﬁle and
resources, absorb delays or deprioritizing, and is balancing multiple invest-
ments. It needs to control spending and has flexibility in the options it can
pursue to achieve its objectives.

also takes into
consideration the
constraints each
partner is under

STRATEGIC VALUE PROFILE
and the degree

of flexibility
each has.
movoton [
0] 1 2 3 4 5
B NovaBio B Alpha Pharma

Figure 4 — Strategic Value Profile

E Defining a Value Threshold

The partners’ differing value profiles lead to different value thresholds
(See Figure 5 — Value Thresholds). Thresholds reflect a partner’s minimum
acceptable value and highlight misalignment. The threshold is derived from
the value profile and also takes into consideration the constraints each part-
ner is under and the degree of flexibility each has. Thus, it is more subjective
than just the profile score but presents a more complete picture.

14
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The partner that
needs the alliance
more has less
flexibility and
sets the ceiling THRESHOLD
for ZOPA. And
critically: The
partner with
greater flexibility
sets the practical
lower boundary

conditions for
feasible options.

THRESHOLD

Value Threshold

M NovaBio M Alpha Pharma

Figure 5 — Value Thresholds

In our example, both partners’ perception of value is above their thresholds,
but not equally. This demonstrates the asymmetrical relationship. NovaBio
has a higher threshold than Alpha Pharmaceuticals does because it needs
continued investment and progress. Thus, it needs more value from the
alliance. Alpha has greater flexibility and even though it confirmed its
commitment to Nova, it would make a tradeoff in favor of its new
strategic technology if it had additional resource constraints, thereby
slowing down or reducing the scope of the Nova program.

This asymmetry creates a strategic reality: The partner that needs the
alliance more has less flexibility and sets the ceiling for ZOPA. And criti-
cally: The partner with greater flexibility sets the practical lower boundary
conditions for feasible options.

H Finding the Zone of Possible Agreement
(ZOPA)

Once thresholds are defined, viable options must fall within the ZOPA.
This is the feasible region of options that are “worth it” to each partner.
That implies that the only viable options must be above both partners’ val-
ue thresholds. ZOPA is the zone above the intersection of each partner’s
threshold. As can be seen in Figure 6 — Zone of Possible Agreement, the

15
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High

Alpha Pharma
Position

NovaBio Threshold

Strategic Value to NovaBio —»

Low

Low Alpha Pharma Threshold High
Strategic Value to Alpha Pharma —3»

Figure 6 — Zone of Possible Agreement

area of possible viable options is much smaller than a full quadrant be-
cause NovaBio’s threshold is so high. It also retreats from the outer edges
of the quadrant because 100% satisfaction of each party is highly unlikely.
Moreover, there is very little room to maneuver because the value Nova
perceives is so close to its threshold.

With this understanding, it is possible to identify a small number of
options that sit within ZOPA and are strategically realistic:

. Option 1 - Milestone-Based Funding

Re-phase Alpha Pharmaceuticals’ budget reduction across milestones,
preserving continuity for NovaBio while giving Alpha Pharmaceuticals
predictable spend control.

. Option 2 - Scope Reduction and Prioritization

Focus near-term development on the highest-value features to reduce
Alpha Pharmaceuticals’ load while maintaining meaningful progress.

. Option 3 - Role Rebalancing and Resource Substitution

Shift workstreams to NovaBio or external contractors to relieve Alpha
Pharmaceuticals’ resource constraints while protecting timelines.

Zone of

Possible
Agreement
(ZOPA) is the
feasible region of
options that are
“worth it” to each
partner. That
implies that the
only viable
options must be
above both
partners’ value
thresholds. ZOPA
is the zone above
the intersection

of each partner’s
threshold.
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Organizations
sense when
execution is

working well and
when unhelpful
friction is present,
but without being
defined in the
context of the
strategy it is

However, ZOPA alone is insufficient. Many alliances identify theoretically
acceptable options that fail in execution. This is a key missed step for
organizations attempting to address strategic misalignment. To determine
teasibility, options must be filtered through the execution conditions.

n Apply Execution Effectiveness Conditions

Execution effectiveness is often discussed but rarely defined with precision.
Organizations sense when execution is working well and when unhelpful
friction is present, but without being defined in the context of the strategy
it is implementing, focus can be diluted. For alliance execution to be
engineered deliberately, it must be defined operationally.

implementing,
focus can To apply this final filter to the NovaBio — Alpha Pharmaceuticals alliance
be diluted options, the following questions should be asked to define the execution
€ diluted. conditions as it relates to the implementation of each option:

1. DECISION CLARITY AND VELOCITY
Are decision authority and rights clearly defined, and reflect any shift in
risk assumption or provision of resources?

2. GOVERNANCE FUNCTIONALITY
Do governance forums accurately reflect any change in activity scope?

3. ESCALATION EFFECTIVENESS
Have escalation triggers been defined within each level of governance,
especially for inflection point decisions?

4, LEADERSHIP ENGAGEMENT
Are senior leaders prepared to reinforce revised alliance priorities and
intervene when execution drifts?

5. ENTERPRISE INTEGRATION
Are commitments to partners embedded in planning, budgeting,
performance management, and operating systems?

6. CROSS-ORGANIZATIONAL ALIGNMENT
Have stakeholders across the partners been informed and engaged
in the revised plans?

17




These conditions are interdependent. Weakness in one dimension
destabilizes the others. Strength across them creates the desired execution
effectiveness.

An option that fits strategic thresholds but fails execution conditions will
not deliver value. What constitutes failure must be judged in the context
of the specific situation. This is where most alliances fail when trying to
address strategic misalignment. The partner companies in our case study
chose the option that best meets both strategic needs and can be executed
effectively.

Why Milestone-Based Funding Emerges
as the Strongest Option

Milestone-based funding succeeds because it aligns both partners’ value
thresholds and satisfies execution conditions simultaneously.

Applying the execution filter reveals that milestone-based funding is
superior because it:

Remains above each partner’s threshold and in the ZOPA
Preserves continuity (NovaBio threshold)

Reduces near-term spending (Alpha Pharmaceuticals threshold)
Is operationally executable without major change

Is reversible and at low risk

Protects the relationship

NovaBio’s needs mean options reducing continuity fail the threshold,
sitting outside its ZOPA. Options increasing spending fail Alpha Pharma-
ceuticals’ threshold, sitting outside its ZOPA. Execution effectiveness fails
it it slows decision making, causes team churn, leadership disengagement,
or breaks organizational alignment by requiring unavailable resources.

WHEN STRATEGY MISALIGNS: A Leadership Playbook for Protecting Value in High-Stakes Biopharma Alliances

An option

that fits strategic
thresholds but
fails execution
conditions will
not deliver value.
This is where
most alliances fail
when trying to
address strategic
misalignment.
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The Strategic Value Framework Funnel

Strategic misalignment need not be a disruption to alliance performance.
Organizations that leave value “on the table” treat misalignment as a
problem to avoid or smooth over. High-performing organizations treat it as
a signal to reframe how value will be realized.

STRATEGIC VALUE FRAMEWORK

Value Profile

Thresholds

ZOPA

The path forward is clear. The
process of moving from strategic
misalignment to identifying an
operationally feasible way for-
ward can be described by four
key steps (See Figure 7 — Strategic
Value Framework Funnel) once
alliance professionals recognize
the signs strategic misalignment

Execution

is preventing each partner from
achieving intended value.

Effectiveness

VIABLE
OPTIONS

Figure 7 — Strategic Value Framework Funnel
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Start by creating a value profile across all categories of value,
recognizing that value is whatever is useful to what a company is
trying to achieve.

Then consider the minimum value that must be realized in order to
preserve the alliance’s value as a means of achieving the objective.
If value falls below this threshold for either partner, it may not be
worth it o continue the status quo, and alternatives should be sought
to reshape or exit the alliance.

Try to find a ZOPA, the Zone of Possible Agreement, describing the
conditions where both partners’ value thresholds can be achieved.
Use this to brainstorm alternatives that produce at least the minimum
value, using the value profile as a guide to produce strategically
viable options.

As a final filter, apply the effective execution conditions to determine
that strategically viable options can also be effectively implemented.
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Turn Misalignment Strategic

misalignment

info Action and Realize is nof an
Intended Value aberration—

it is strategically

When strategy misaligns in a biopharma alliance, the instinct in many mewtablc:: n
organizations is to “manage the relationship” or push for renewed alignment. a dynam'c’

That is usually the wrong move. Strategic misalignment is not an aberra- partner-dependent
tion—it is strategically inevitable in a dynamic, partner-dependent industry. industry.

Portfolio churn, leadership turnover, regulatory shocks, and scientific

inflection points will continuously reshape each company’s priorities.

The role of the alliance professional is not to eliminate misalignment. It
is to convert misalignment into structured, executable tradeoffs while
protecting value realization.

| Strategic misalignment is practically inevitable, especially about how
and how much to invest to achieve the North Star.

| Use the Strategic Value Framework to make misalignment visible and
quantify what each partner needs to make finding alignment “worth it.”

[ Then use the Strategic Value Framework to identify strategically and
operationally feasible options that are balanced and least disruptive.

In a partner-dependent biopharma industry strategy defines potential.
Execution determines reality. And when strategy misaligns, execution
leadership is what protects—and unlocks—value.

20
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