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Agenda

• My experiences – and lessons learned

— Beware of the “personal narrative”
— Challenge your assumptions

— Be curious, be courageous, and go deep 

— Ask big questions – manifestly important, nearly impossible

— Embrace a jagged line in career development

• What’s next
— End-to-end R&D principles

— Functional cures in autoimmunity

— Artificial Intelligence (AI)
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My early years
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Beware of the personal narrative
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https://www.plengegen.com/blog/failure/

https://www.plengegen.com/blog/advice-younger-self/

•Get advice for YOU. 

•What does it mean for YOU 

in your world view?

•What does it mean for YOU 

in the context of what 

you’re going through?

https://www.plengegen.com/blog/failure/
https://www.plengegen.com/blog/advice-younger-self/
https://www.plengegen.com/blog/advice-younger-self/
https://www.plengegen.com/blog/advice-younger-self/
https://www.plengegen.com/blog/advice-younger-self/
https://www.plengegen.com/blog/advice-younger-self/
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Beware of the personal narrative
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My PhD years – a discovery & people that changed my 
career 
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Question YOUR assumptions…challenge YOUR identity
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“Part of the problem is cognitive laziness. 

Some psychologists point out that we’re 
mental misers: we often prefer the ease of 

hanging on to old views over the difficulty 

of grappling with new ones. Yet there are 

also deeper forces behind our resistance to 

rethinking. Questioning ourselves makes the 

world more unpredictable. It requires us to 

admit that the facts may have changed, that 

what was once right may now be wrong. 

Reconsidering something we believe deeply 
can threaten our identities, making it feel 
as if we’re losing a part of ourselves.”
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Be Curious

"The important thing is to never stop questioning."

— Albert Einstein

Be Courageous

"Nothing in life is to be feared, it is only to be 

understood."

— Marie Curie

Go Deep

"Research is to see what everybody else has seen, and 

to think what nobody else has thought."

— Albert Szent-Györgyi

Be curious, be courageous, and go deep

8
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My post-graduate years
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Boston, MASF, CA
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Alexa
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My post-doc years - finding alleles, genes, and pathways

10
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My faculty years – three pillars of exploration

Genetic discovery Functional interrogation Embedded genomics

New variants, genes and pathways in RA

Other diseases

Highly polygenic architecture

Overlap with approved drug targets
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My faculty years – three pillars of exploration

Genetic discovery Functional interrogation Embedded genomics

Assays for phenotypic 

drug screens

Connect variants and 

genes with biological 

pathways and 

mechanisms
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My faculty years – three pillars of exploration

Genetic discovery Functional interrogation Embedded genomics

Germline PGx is complex…

…but germline genetics 
points to new drug targets.
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My faculty years – research converged on drug discovery

Genetic discovery Functional interrogation Embedded genomics

…but germline genetics 
points to new drug targets.
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Ask questions…big questions
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Move to industry – human genetics to accelerate R&D



Yale | April 9, 2026

Move to industry – human genetics to accelerate R&D
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Move to industry – human genetics to accelerate R&D
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Education in industry – much more than just “new targets”

Refining causal human biology to 

nominate therapeutic hypotheses 

Matching modality to mechanism 

to invent new medicines

Connecting therapeutic hypothesis 

with robust translational biomarkers 

for path to proof-of-concept trials

Iterating on this theme with clinical 

data to guide development programs 

and inform on future programs 
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Industry experience: Merck, Celgene, BMS, Boards

• Merck (2013-2017)

—Genetics & Pharmacogenomics (GpGx)

—Translational Medicine (TM)

• Celgene (2017-2019)

—Immunology & Inflammation (I&I)

—Alewife (Cambridge) site head

• Bristol Myers Squibb (2019-2023)

—Immunology, Cardiology, and Fibrosis 
(ICF) Thematic Research Center (TRC)

—Translational Medicine (TM)

• Board of Directors

—Translate Bio (2019-2021)

—Alltrna (2022-present)

20

Broad exposure to R&D across 

multiple therapeutic areas

Drive R&ED strategy with the 

urgency of a smaller company

Drive R&ED strategy on a 

larger scale

Participate in the broader 

biotech-venture community
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multiple therapeutic areas

Drive R&ED strategy with the 

urgency of a smaller company

Drive R&ED strategy on a 

larger scale

Participate in the broader 

biotech-venture community
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Many think of career development as a straight line
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https://www.gsb.stanford.edu/insights/don-quixotes-lessons-leadership
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Career development is the natural tension between passion 
and discipline. With only passion…
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https://www.gsb.stanford.edu/insights/don-quixotes-lessons-leadership
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Vision

“Quixote does not accept reality, he imposes his 
imagination, his commitment, and his joy on it. 

He produces a world of beauty and of meaning.” 
– James March (Stanford Business School)

https://www.gsb.stanford.edu/insights/don-quixotes-lessons-leadership

P
a
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io
n

Discipline

Career development is the natural tension between passion 
and discipline. With only passion…unfulfilled dreams



Yale | April 9, 2026

Enter discipline – practical implementation – which ensures 
dreams get implemented…

25

Vision

https://www.gsb.stanford.edu/insights/don-quixotes-lessons-leadership
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Panza’s practicality introduces natural 
tension into Quixote’s imagination – 

pulling what would have been a straight 
line into the more realistic jagged line.

P
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Discipline

Enter discipline – practical implementation – which ensures 
dreams get implemented…with natural tension 
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Together, the two voices of Quixote (passion) and Panza 
(discipline) create the Jagged Line of career development

27

Org changes

Genetics PhD

Fellowships

Move to industry

https://www.gsb.stanford.edu/insights/don-quixotes-lessons-leadership
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The easy interpretation is that Quixote and Panza represent 

dreamer and realist. But both voices live inside every serious 

leader.

And the art of leadership — the jagged, non-linear, 

undignified, exhilarating art of it — is learning when to 
listen to which one.

The jagged line of career development

28https://www.gsb.stanford.edu/insights/don-quixotes-lessons-leadership
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There are many stories of the tension between idealism 
and reality

29

Before becoming Trader Joe’s, Coulombe ran 7-

Eleven knock-off stores called Pronto Markets. 

When 7-Eleven came to California, he pivoted to:

- Hard liquor

Coulombe looked out 3-5 years and spotted two 

massive trends:

- College education (from 2% to 60%)

- International travel (Boening 747)

He recognized this would change market dynamics, 

and he created a new brand of store that sold:

- Cocktails, not just liquor

Trader Joe’s was born!
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The upside of the jagged line: create quantum units for 
your own individual development

30

Vision

Org changes

Genetics PhD

Fellowships

Move to industry

Find an opportunity that will allow you to 
grow and learn over a 3- to 5-year horizon, 

on a path towards your vision.

In 2017, we crafted a 3-year 
vision for functional cures in 

autoimmune diseases.
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Manifestly important and nearly impossible: what if we 
could achieve functional cures in autoimmunity?

31https://plengegen.com/blog/seqimm/

Increase 
regulatory cells

STEP 3

Promote homeostasis 

and tissue repair

Protective
memory cell

STEP 2
Reset the 

immune system

Inflammatory 
cell

STEP 1
Control 

inflammation

We started towards this vision in 2017 and submitted a 
therapeutic concept to the FDA in 2021. We were not 

sufficiently persistent until 2023 when (stay tuned…)
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What is my next ~3-year journey? 

32
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Vision

Org changes

Genetics PhD

Fellowships

Move to industry

What’s next?

???
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What’s next? Unfortunately, the manifestly important and 
nearly impossible problem statement remains

33

Failure-prone

Expensive

Inefficient

Biopharma R&D is… We can solve this by…

• Adhering to rigorous R&D 

principles grounded in causal 

human biology

• Integrating AI and automation to 

improve efficiency, shorten 

decision cycles, and enhance the 

quality of IND output
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Matching modality
to mechanism

High-quality 
therapeutics that 

match modalities 

to molecular 

MoAs, powered by 

AI/ML

Path to clinical
proof-of-concept

Disciplined 
decision-making 

in early dev. 
through targeted 

patient and 

endpoint selection

Causal human 
biology

Rigorous target 
validation rooted 

in human data for 

patients with high 

unmet need

Maximize Market 
Access

Market access 
and commercial 
excellence to 

deliver on 

transformative 

potential globally

Accelerated full 
development

Accelerate 
high-quality 

development to 

change practice of 

medicine at time 

of launch1

1. Indication expansion should adhere to same basic principles and considered in the context of LCM value opportunity with agreed ROI

We apply these principles to (1) advance high-quality programs with transformational potential and 
increased PoS in clinical development; (2) minimize misalignment across the R&D continuum; and (3) enable 

decision-making by creating a common language to evaluate and prioritize programs.

BMS end-to-end R&D principles to achieve top-tier R&D 
productivity

34
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Zola-cel pivotal trials underway in SLE and SSc, HD Allo Ph1 enrolling, and 
CD19 in vivo CAR T IND planned for 2026

CD19 cell therapy approaches to induce immune reset in 
multiple autoimmune disease indications

35

Causal
human biology

Matching modality
to mechanism

Academic study of CD19 CAR T: 
B cell memory reset and 
functional cure in SLE

Autologous, allogeneic & in 
vivo programs to induce 

immune reset

Zola-cel: robust B cell depletion 
with recovery of naïve B cells 

across AID indications

Path to clinical
proof-of-concept

Arthritis Rheumatol 2025 Oct; 77(Suppl 9): Abstract 0843, Abstract 1529, Abstract LB14

Transplant Cell Ther 2026 Feb; 32(2): S1 — Abstract #1

Adapted from Taubmann, J., et al EULAR (2023): 93-94
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Causal human biology Path to clinical proof-of-concept

A new manifestly important and nearly impossible problem has 
emerged: an AI-enabled research organization of the future

Expand portfolio with 
improved prioritization

Faster cycle speed with 
fewer iterations

Increased PoS in 
development

We have complete prediction for the 
safety and efficacy profile of all targets 

nominated in early discovery. 

We dynamically manage every clinical 
experiment through CVCP and predictive 

modeling. 

Causal foundational model integrating multi-
modal data, in silico experiment, and AI 

inference

Matching modality to mechanism

We generate development candidates 
through a fully automated, closed loop 

laboratory. 

AI orchestrates automated lab systems and in-
silico design loops to predict and optimize 

molecule performance across key parameters

In-silico, multimodal translational testing as 

foundation for an AI-driven digital organism 

uniting multi-scale digital twins + human data

Clinical 
outcomes

Target ID & 

validation
Hit ID & lead optimization

Preclinical testing & 

translational medicine
Prioritized 

high-

conviction 
targets

Transla-
tionally 

validated 
candidate

Optimal 
lead

Long list 
of 

potential 
targets

2

3

4

1

Reverse translation: AI will analyze clinical feedback and external data to update mechanistic understanding and enhance model fidelity

36
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The jagged line of career development

37Coming soon: www.plengegen.com

Don't be afraid of the jagged line. Be afraid of the person who 

never got off the straight one — because that person never 

had to grow.

The detours are not failures – even if they feel that way. They 

are the data. They are the curriculum. They are your career.
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Summary

• My experiences – and lessons learned

— Beware of the “personal narrative”
— Challenge your assumptions

— Be curious, be courageous, and go deep 

— Ask big questions – manifestly important, nearly impossible

— Embrace a jagged line in career development

• What’s next
— End-to-end R&D principles

— Functional cures in autoimmunity

— Artificial Intelligence (AI)
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