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Executive Summary

CREATE Medicines, a clinical-stage biotech based in Cambridge, MA, raised a $122 million Series B on May 14, 2026 to
advance its revolutionary in vivo CAR (chimeric antigen receptor) therapy platform. The financing — co-led by Newpath
Partners, ARCH Venture Partners and Hatteras Venture Partners — comes amid a cautious venture climate but
underscores investor confidence in CREATE's pipeline of autoimmune and oncology programs (" vuww.priewswire.com)
(“hwww fiercebiotech.com). Using a proprietary mMRNA-LNP (lipid nanoparticle) system, CREATE directly programs
immune cells inside the body (T cells, NK cells, and myeloid cells) to mount disease-specific responses (!
www.prnewswire.com) (“Dwww.biospace.com). Its backbone immunology engineering, built on years of translational work,
has generated the field's largest human dataset (over 50 dosed patients) for in vivo CAR-T therapies so far (!

. 5 .
www.biospace.com) (°! www.fiercebiotech.com).

Leading autoimmune programs include CRT-402 (a repeat-dose CD19-targeted CAR for B-cell depletion) and a bispecific
CD19xBCMA CAR, both designed to “reset” dysregulated immunity (‘' www.prnewswire.com) (") createmedicines.com). In
oncology, CREATE's portfolio features mRNA CARs targeting solid tumors — e.g. MT-302 (TROP2-targeting,
demonstrated tumor infiltration and a partial response in a heavily pretreated patient (! uk.advin.com)) and MT-303
(GPC3-targeting in hepatocellular carcinoma, now moving into frontline combination trials with
atezolizumab/bevacizumab (! createmedicines.com) ("% createmedicines.com)). Collectively, these programs leverage
CREATE's iterative design engine: combining clinically-validated CAR constructs, optimized RNA engineering, and
targeted delivery to compress timelines from concept to clinic (°! www.prnewswire.com) () www.biospace.com).

This milestone Series B occurs within a broad “next wave” of Al-driven biotech ventures. CREATE exhibits how advanced
computational design and data-driven engineering accelerate immunotherapy. In parallel, numerous other startups and
large firms are channeling Al and ML to discover therapeutics (for example, Xaira Therapeutics launched with $1 billion
funding in 2024 to build an Al drug discovery platform (**/ www.axios.com), while Chai Discovery (backed by OpenAl)
raised $130 million in late 2025 to de novo design antibodies with large language models (" techcrunch.com)). The field
has produced concrete early successes: a generative-Al-designed fibrosis drug achieved positive signals in Phase 2a
(colab.ws), and AlphaFold-driven modeling has enabled the design of novel nanobody therapies (**/ www.nature.com).

This report delves deeply into CREATE Medicines’ background, technology, and pipeline; analyzes the scientific and
market context of in vivo cell therapy; surveys the broader landscape of Al-enhanced biotechnology, including case
studies of recent Al-designed therapeutics; and discusses future implications. All statements are supported by extensive
citations from scientific literature, press reports, and expert analyses.

Introduction and Background

The Rise of Immunotherapy and CAR-T

Immunotherapy has transformed oncology and beyond. CAR-T cell therapies — where a patient’s T cells are genetically
engineered to attack cancer — achieved landmark successes in hematologic malignancies (e.g. FDA-approved anti-CD19
CAR-Ts like Kymriah and Yescarta for leukemia/lymphoma). However, these ex vivo approaches require harvesting
patient T cells, engineering them in the lab, and reinfusing, often after toxic conditioning; they face logistical complexity,
high cost, and limitations in durability and tumor penetration (**! createmedicines.com). Over the past decade, researchers
have sought to overcome these barriers: strategies include “off-the-shelf” allogeneic CAR-Ts from donors, viral gene
delivery in patients, and cytokine modulation (“! createmedicines.com).
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The concept of in vivo cell therapies has emerged as a disruptive paradigm. Instead of manipulating cells outside the
body, in vivo approaches deliver genetic instructions inside patients to reprogram immune cells on site (°!
www.prnewswire.com) (*4 createmedicines.com). This can enable rapid, off-the-shelf treatment with minimal manipulation.
Several leaders in the field have reported early successes: in 2021 researchers described in vivo generation of CAR-T
cells by injecting viral vectors or nanoparticles (° uk.advin.com) (**! createmedicines.com), and new companies have
formed based on similar concepts. CREATE Medicines, in particular, has pioneered an mRNA-LNP platform to deliver
CAR constructs directly to multiple immune cell types (T, NK, myeloid) for systemic infusion of programmable
immunotherapy (! www.biospace.com) (**) createmedicines.com). CREATE Medicines was founded (as Myeloid
Therapeutics) in 2019 by Dr. Daniel Getts and others, including noted scientists Dr. Ronald Vale and Dr. Siddhartha
Mukherjee ("' www.biopharmadive.com) ("1 www.prnewswire.com). Originally focusing on mRNA CARs targeting myeloid
cells, the firm soon broadened to multi-lineage CAR programming and rebranded “CREATE Medicines” in 2025 (/*°/
www.hiopharmadive.com). The company’s mission is to “engineer cures from within” by deploying CAR constructs in vivo
for cancer, autoimmune disease, and even fibrosis (leveraging their platform's flexibility (**' createmedicines.com) (**
app.dealroom.co)). CREATE’s core claim is that each clinical iteration informs the next, enabling fast learning loops: as
CEO Daniel Getts explains, “each clinical study informs and strengthens the next... what in vivo immune programming
can address” (*°! www.prnewswire.com).

CREATE's technology has already shown proof-of-concept in humans. According to company releases, the platform
delivers mRNA CARs to patient immune cells, achieves detectable CAR expression in vivo, and permits repeat IV dosing
with manageable safety (©° uk.advn.com) (** createmedicines.com). Over 50 patients have been treated across CREATE’s
programs to date () voww.prnewswire.com) (“*) www. fiercebiotech.com) — the largest dataset so far for in vivo CAR
approaches (“* ww.fiercebiotech.com). In light of these developments, CREATE’s $122M Series B positions it to
advance multiple lead programs (both in oncology and autoimmunity) into proof-of-concept and beyond (!

WWW. prnewswire.com) ([ZM www.fiercebiotech.com).

The Al Revolution in Drug Discovery

CREATE's initiative intersects with a larger trend: the escalating role of artificial intelligence and machine learning in
biotechnology. In recent years, breakthroughs in Al have revolutionized previously intractable tasks. The DeepMind
AlphaFold algorithm, for example, solved protein structure prediction, achieving a Nobel Prize in Chemistry for its
creators (“? time.com) (?* time.com). Its third iteration (AlphaFold 3, announced May 2024) can predict interactions
among proteins, DNA, RNA and small molecules at scale (**! time.com) (1°°! time.com), a capability likely to accelerate
target identification, rational drug design, and epitope mapping for vaccines. Google’s spin-off Isomorphic Labs is already

26]

using AlphaFold 3 to guide proprietary drug design programs (°! time.com).

Meanwhile, generative Al models (large language models, deep generative networks) have begun to automate molecular
design. For example, a multi-agent Al “Virtual Lab” recently designed new nanobodies against SARS-CoV-2 solely in
silico: coupling LLMs with AlphaFold-Multimer and Rosetta, the system proposed 92 novel nanobody sequences, several
of which showed binding in lab tests (*") vwww.nature.com) (“*) vwww.nature.com). In therapeutics, one landmark came in
2025 when an Al-discovered molecule for idiopathic pulmonary fibrosis reached clinical testing: Nature Medicine noted a
Phase lla trial “of an Al-discovered drug and target” demonstrated safety and efficacy signs, heralding a milestone in Al-
enabled drug discovery (colab.ws).

Industrial R&D is embracing these advances. Drug developers like Recursion Pharmaceuticals use cell imaging + ML to
design treatments, and biotech startups are rapidly forming to harness Al. Exscientia (UK) and Insilico Medicine (US/HK)
are veterans of Al-driven drug design, with Insilico recently reporting 22 active Al-designed drug programs in
development (°%l v fiercebiotech.com). More recently, venture capital has flooded the space: for instance, Xaira
Therapeutics (founded by a former Stanford president) launched in 2024 with $1 billion of funding to build a “Al-first”
discovery pipeline (‘") www.axios.com), and in late 2025 OpenAl-backed Chai Discovery raised $130 million at a $1.3
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billion valuation to design novel antibodies using foundation models (**! techcrunch.com). These trends (summarized in
Table 2 below) illustrate a broad “next wave” of Al biotech investments.

However, excitement is tempered by caution. In 2025 biopharma fundraising cooled overall (**) www.biopharmadive.com)
(" www.biopharmadive.com), reflecting market apprehension. Investors have become more risk-averse, preferring “mega-
rounds” for near-certain projects (% www.biopharmadive.com). As one analysis noted, venture money slid and “many
crossover investors are at their own crossroads,” shrinking early-stage deals (°°/ vwww.biopharmadive.com). In this
environment, CREATE's ability to secure $122M — a “mega-round” — signals strong conviction about its platform’s
promise (“Y www.fiercebiotech.com), while similar large raises (e.g. Insilico’s $110M in March 2025 (1%
www.fiercebiotech.com)) highlight that deep-pocketed backers still finance bold ventures.

In summary, CREATE Medicines exemplifies the convergence of cutting-edge immunology and computational design. Its
Series B funding in May 2026 is not just a corporate milestone but a case study in how “Al-designed” biomedical
pipelines are emerging. The sections that follow examine CREATE’s science and strategy in detail, review analogous
developments in Al-driven biotech, and discuss the implications for therapeutics.

CREATE Medicines: Company and Platform

History and Leadership

CREATE Medicines began in 2019 (as Myeloid Therapeutics) under CEO Dr. Daniel Getts, PhD (co-founder), alongside
prominent scientists Dr. Ronald Vale (HHMI/Janelia institute leader) and Dr. Siddhartha Mukherjee (Pulitzer-winning

1w biopharmadive.com) (*"V www.prnewswire.com). Positioned in Cambridge, MA, the company

author and oncologist) (
focused initially on leveraging myeloid cell programming for cancer therapy. Founder Getts, whose doctoral work was in
immunology, sought to pioneer in vivo cell therapy and founded CREATE to “program any immune cell and scale

globally” (32 createmedicines.com) (%! createmedicines.com).

Over time the vision broadened. In late 2023 or early 2024 Myeloid Therapeutics rebranded as CREATE Medicines,
reflecting an expanded multi-immune platform. The new branding emphasized “Engineering Cures From Within” (!
createmedicines.com) by programming T cells, NK cells, and myeloid cells via RNA in situ. Leadership built out around
Getts includes CSO Robert Hofmeister, PhD and CMO Matthew Maurer, MD (°°! createmedicines.com) (¢
createmedicines.com). In 2026 CREATE appointed biotech veteran Ron Philip as Executive Chairman and added insight

from investors: Brian Cuneo of ARCH and Tom Thomas of Newpath joined the board (/! www.prnewswire.com).

Corporate filings and profiles (e.g. Dealroom) indicate a robust funding history. According to Dealroom, CREATE raised
$12 million in seed funding in September 2019, closed a Series A in Jan 2021, and a $73 million Series A2 in May 2023
(total $135 million) (Bfﬂ app.dealroom.co). Backers include ARCH Venture Partners, Newpath, Hatteras, Alexandria, Moore
Strategic, and 8VC () www.prnewswire.com) (°¢! app.dealroom.co). These deep-pocketed life sciences investors have
enabled CREATE to build in-house manufacturing and progress multiple trials simultaneously (unusual for a startup with
under 50 employees () app.dealroom.co)). As Tom Cahill of Newpath points out, CREATE “owns its manufacturing
infrastructure” which many in vivo therapies struggle to do, arguing this sets the stage for it to be “the next great
standalone pharmaceutical company” () www.biospace.com).

Proprietary Technology

At its core, CREATE's platform is mRNA-LNP immune programming. The company’s engineered LNPs deliver mRNA
that encodes CAR constructs directly to immune cells in the patient’s body (! vww.prnewswire.com) (%
createmedicines.com). Unlike viral vectors, this mMRNA approach is non-integrating and transient, permitting repeat dosing
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and tunability. The platform is described as modular: any CAR or receptor can be encoded by simply changing the mRNA
sequence, and the LNP can be formulated to target different immune cell types.

Key proprietary features include:

« Multi-lineage targeting: CREATE’s LNPs can transfect different cell subsets. This enables simultaneous programming of T cells, NK
(natural killer) cells, and myeloid cells (monocytes/macrophages) (MZJ createmedicines.com) (HSJ createmedicines.com). For

example, MT-302 (in vivo CAR) was observed to generate CAR-expressing myeloid cells that infiltrated tumors ([8‘ uk.advin.com), while
MT-303 (HCC CAR) is designed for other immune subsets. CREATE touts “multilineage programming” as a way to orchestrate a broader

immune response (cytokine release, antigen presentation, etc.) beyond conventional CAR-T (1! uk.advin.com) (**

createmedicines.com).

« Optimized RNA engineering: CREATE employs advanced sequence design to enhance mRNA stability and expression. Its website
mentions “retrotransposon-mediated stability options” (a novel concept to improve CAR stability inside T-cell receptors) and other
proprietary RNA modifications ([M] createmedicines.com) ([M] createmedicines.com). These enhancements aim to extend the
functional half-life of the CAR and reduce the need for conditioning drugs.

« Targeted LNP delivery: The company has engineered its LNPs to be taken up preferentially by immune cells. For instance, specific lipid
formulations or surface ligands help direct nanoparticles to lymphocytes or myeloid precursors. This targeting improves efficiency and
safety by avoiding off-target transfection. In the NHP study, CREATE demonstrated targeted delivery: both a conventional 4-1BB{ CAR

and a novel TCR-integrating CAR achieved complete B-cell depletion, signifying effective programming of T cells specifically (W
createmedicines.com).

« Modular receptor architecture: Importantly, CREATE’s CAR designs can integrate into the native T-cell receptor (TCR) locus, enabling
precise control and reducing off-target expression (114J createmedicines.com). This is a distinguishing emphasis; many in vivo gene
therapies rely on insertion into random sites or non-integrating RNAs. By designing CAR constructs that piggyback on the cell’'s existing
receptor machinery, CREATE claims better safety and functionality.

+ Repeat dosing: Because no permanent genome alteration is involved, CREATE’s therapy is envisioned as “repeat-dose capable.” This
contrasts with one-time CAR infusions. Preclinically they showed that dosing macaques with CAR mRNA repeatedly produced sustained

B-cell depletion (m createmedicines.com). Clinically, the ability to redose allows tuning intensity and dealing with antigen escape or
treatment relapse. It also avoids lymphodepletion regimens: in non-human primates, complete B-cell deletion was achieved with CAR

doses without any preconditioning (WJ createmedicines.com).

One investor summary highlights these distinctions: CREATE claims a "one-day manufacturing process” versus weeks
for conventional CAR-T (“*! www.biopharmadive.com), with no need for cell harvesting or conditioning (!
createmedicines.com) (““) www.biopharmadive.com). In effect, patients could receive an off-the-shelf RNA infusion targeting
their disease. This could dramatically cut cost and broaden access.

Finally, CREATE's platform is closely tied to data-driven iteration — a point emphasized by CEO Getts. Every clinical
update feeds back into optimized designs. The press release notes “each clinical study informs the next” and the
company “integrates clinically validated CAR architectures... optimized RNA design, and targeted delivery” into its
development cycle (“°) vww.prnewswire.com) (*4) createmedicines.com). This philosophy aligns with current Al-driven R&D
paradigms: using machine learning and high-throughput data to refine drug candidates continuously. Indeed, while
CREATE’s communications do not overtly brand themselves as “Al-driven,” the technical language (optimized design,
modular deployment, rapid translation) suggests heavy computational support. Throughout this report, we will return to
how CREATE embodies the Al-enabled biotech ethos (from data-guided design to automation).

Manufacturing and Clinical Infrastructure

A unigue facet of CREATE is its investment in internal CMC (chemistry, manufacturing, and controls). Unlike many small
biotechs that outsource GMP manufacturing, CREATE has built its own GMP capacity for LNP/mRNA production (*"!
www.biospace.com) (*°) app.dealroom.co). Having in-house manufacturing allows quick iteration of formulations and
scalability for multi-dose studies. It also addresses a major bottleneck: CROs capable of nucleic acid nanocarriers were
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scarce a few years ago. As investor Tom Cahill noted, many in vivo cell-therapy ventures falter on “scalable
manufacturing,” but CREATE “owns its infrastructure” (“*) www.biospace.com). This autonomy likely reassured Series B
backers.

CREATE's clinical infrastructure is likewise notable. The firm has already conducted more than a dozen trials across
various indications (solid tumors and autoimmune representation) (*“/ www.biopharmadive.com) (**)
www.fiercebiotech.com). It collaborates globally (e.g. trials in Asia for HCC) and exploits partnerships. The first-in-human
SITC presentation on MT-302 included lead author Rasha Cosman from Australia’s Kinghorn Cancer Centre (**'
uk.advfn.com). Such international sites broaden patient access and data diversity. For the $122M round, Alexandria

Venture Investments (which often backs clinical-stage cos) also participated (°°' www.prnewswire.com).

In summary, CREATE has assembled from 2019 to 2026 a coherent enterprise: world-class scientific founders, a
dedicated platform technology with multiple unique features, a track record of early clinical data, and robust backing from
leading biotech investors (°°! app.dealroom.co) (5% www.prnewswire.com). The Series B financing will fuel the move of lead
candidates into pivotal trials, while consolidating CREATE's position in a field ripe for disruption by Al-driven
immunotherapy.

CREATE Medicines Pipeline: Autoimmune
Programs

CREATE views autoimmune diseases as a major target for its in vivo CAR platform. The rationale is straightforward:
many autoimmune disorders involve rogue B cells or plasma cells producing pathogenic antibodies, or self-reactive T
cells. CAR-T therapies targeting B cells (for example, anti-CD19 CAR-T) have shown promise in lupus, rheumatoid
arthritis, and other conditions (°/ www.prnewswire.com) (** createmedicines.com). However, ex vivo CAR-T for
autoimmunity would face the same manufacturing hurdles. An in vivo approach could reset the immune system by
depleting B cells more simply and repetitively.

According to CREATE's disclosures, its autoimmune pipeline is currently all preclinical (no human patients dosed yet)
(“Y v fiercebiotech.com). The lead autoimmunity program is CRT-402, an in vivo CD19-targeted CAR-T therapy. In
animal models (non-human primates), a single systemic dose of CRT-402 produced “deep and durable B cell
depletion,” and crucially, this effect was shown to be redosable (' www.prnewswire.com) (") createmedicines.com). This
suggests that a patient could receive multiple doses of CRT-402 to fine-tune B-cell recovery, effectively inducing immune
“reset.” The February 2026 press release stated that complete B-cell deletion was achieved via both a novel T-cell-
receptor-integrating CAR and a conventional 4-1BBZ CAR, with no lymphodepletion needed (") createmedicines.com).
These NHP results are being presented at Keystone Symposia and underpin plans to enter the clinic in H2 2026 ("

createmedicines.com).

In parallel, CREATE is developing a dual CAR CD19 x BCMA construct for autoimmunity () vwvw.prnewswire.com). The
idea is to broaden efficacy: while CD19 ablation can treat diseases like lupus or multiple sclerosis, combining CD19 with
BCMA (typically a plasma cell target) could address conditions where long-lived plasma cells drive pathology (such as
refractory lupus, Sjogren’s syndrome, etc.). Although specifics are scant, the company notes this program is designed to
“broaden therapeutic reach across refractory autoimmune indications” (°' www.prnewswire.com). Both CRT-402 and the
dual CAR are enhanced by CREATE's platform features (e.g. the ability to redose until B cells repopulate at a controlled
rate, and to choose CAR architectures optimal for autoimmune use).

CREATE has not yet cited specific disease indications in press releases, but external analyses suggest targets. For
example, one FierceBiotech tracker notes Create’s focus on B-cell depletion “immune reset,” implying diseases such as
systemic lupus erythematosus or refractory ANCA-associated vasculitis. The emphasis on repeat dosing indicates a
different paradigm than one-shot CAR-T; it may allow periodic immune suppression followed by observation, akin to
chronic therapy. This could be transformative for autoimmunity.
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Context and Comparisons

Very few competitors currently pursue in vivo CARs for autoimmunity. Ex vivo CAR-T companies (Cellectis, Allogene,
others) generally target oncology, and one autologous anti-CD19 CAR (jenaBTX's JCARH125) for lupus is still early-
stage. Tolerance induction in autoimmunity has largely relied on biologics (e.g. rituximab) or stem cell transplants.
CREATE's approach of in vivo CAR-T is thus novel.

However, other firms are exploring in vivo engineering for immune modulation. For example, Freenome (diagnostics) is
unrelated, but companies like Gilead’s Kite are investigating CAR for lupus (recently announced Phase I). Separately,
some gene therapy companies (e.g. Syntimmune) use autologous cells engineered to secrete antibodies, but again ex
vivo. In terms of “Al-designed pipeline,” one could argue that computational optimizations — such as predicting CAR
affinity/resilience or using ML to select optimal target pairs (CD19xBCMA) — are likely behind the scenes, even if not
publicly detailed.

Preclinical Data

The core preclinical evidence for CREATE's autoimmune strategy comes from the NHP B-cell depletion study ("

createmedicines.com). Key points:

« Efficacy: Both a conventional 4-1BB{ CAR and a novel TCR-integrating CAR achieved complete depletion of
peripheral B cells in macaques (I’ createmedicines.com). This shows the platform can robustly generate functional
CAR-T cells in vivo at therapeutic levels.

« Safety: In the reported NHP data, repeated dosing did not cause overt toxicity (the emphasis was on “clinically de-
risked” by enabling redosing) (°?! createmedicines.com). No significant off-target effects were noted, likely due to
targeted delivery.

« Repeat dosing: The NHPs tolerated multiple rounds of RNA LNP infusion, which re-depleted B cells after they
began to return (I’ createmedicines.com). This is a unique capability; ex vivo CAR-T is a single infusion, often with
potentially irreversible lymphodepletion.

« Mechanism: The CAR constructs delivered presumably included either a classical CD19 CAR or one integrating into
the TCR o/B locus (to mimic normal antigen rescanning) (/) createmedicines.com). The fact that both designs worked
gives CREATE flexibility to choose architectures.

These data support use in human autoimmune disease; hence CREATE plans to file an IND (Investigational New Drug)

-

for CRT-402. The press release explicitly states “clinical entry planned H2 2026 (°
CREATE's iterative model will apply: human safety and pharmacodynamics will be studied, then used to refine dosing

1 createmedicines.com). Once in clinic,

and design.

Opportunities and Challenges

If successful, in vivo CAR-T for autoimmunity could become a first-line or rescue therapy in diseases like lupus or
myositis. The advantages include: no need for apheresis or complicated manufacturing, possibility of outpatient infusion,
and controllable dosing. CREATE’s CEO envisions enabling an “immune reset” via flexible repeat dosing (°!

WWWw. pmevvsvvire.com).

However, challenges remain. Autoimmune patients often require long-term management; it is unknown how patients will
respond to repeated CAR infusions (e.g. antibody development against CAR components). Furthermore, autoimmunity
trials can be slow and require careful endpoints (vertical vs horizontal studies). CREATE will need to demonstrate not just
biological activity (B cell clearance) but actual improvement in disease markers/symptoms. They also must monitor for
immunogenicity of CAR mRNA (though LNP tech is improving). Regulatory pathways for this novel modality are still being
established; they may partly follow precedents from ex vivo CAR-T approvals, but bridging T cell engraftment data will be
needed.
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Nonetheless, investors clearly see potential: CREATE'’s Series B specifically highlighted “advancement of [the] CD19-
targeted in vivo CAR-T therapy for autoimmune disease into the clinic” () www.prnewswire.com). The substantial funding
should allow them to move quickly through toxicology and towards first-in-human trials (potentially in diseases of high
unmet need with well-known autoantibody profiles).

CREATE Medicines Pipeline: Oncology
Programs

In oncology, CREATE is pursuing in vivo CAR therapies for solid tumors and hematologic cancers. Several
programs are in human trials, underlining the company’s claim of having “the largest clinical dataset in the field” of in vivo

CARs (I3 www.prnewswire.com) (P www.fiercebiotech.com).

MT-302: TROP2-targeting CAR for Solid Tumors

Program: MT-302.

Target: TROP2 (a cell surface glycoprotein overexpressed in many epithelial cancers).

Indication: Advanced, TROP2-positive solid tumors (initially Phase 1/2 in heavily pretreated patients; now also exploring
frontline setting).

Modality: In vivo LNP-encoded CAR, designed primarily to program myeloid cells (monocytes/macrophages) with an
anti-TROP2 receptor (! uk.advin.com) (°*l uk.advn.com). TROP2 is chosen for broad applicability (e.g. breast, lung,
urothelial cancers).

Clinical Status: The first-in-human dose-escalation was completed with promising results, reported at SITC 2025 ([W
uk.advfn.com). In that Phase 1 trial (the “MYE Symphony” study), 27 patients with advanced TROP2+ cancers received
MT-302 across 7 dose cohorts (°* uk.advfn.com). Key findings:

» Safety: The safety profile was manageable. Over half the patients experienced low-grade cytokine release (CRS)
(51.9%) (°°! uk.advin.com), consistent with an immune-activating therapy. Importantly, only one high-grade event
occurred (one Grade 4 ICANS at highest dose) (°°! uk.advin.com); no deaths. Thus, unlike untargeted
immunostimulants, the targeted CAR appears controllable.

« Pharmacodynamics: CAR"+ myeloid cells were detected infiltrating tumors (°! uk.advin.com). The presence of CAR-
myeloid cells in tumor biopsies confirmed in vivo transfection and redistribution of programmed cells. In addition,
patients showed increased intratumoral T-cell infiltration and cytokine release (IFNy, CXCL9/10), indicating a broader

immune activation cascade (! uk.advin.com).

« Preliminary Efficacy: Among heavily pretreated patients, one confirmed partial response (PR) was observed in a
patient with HR+ breast cancer on study for 16 months (°) uk advn.com). While a single PR in Phase 1 isn't definitive,
in this context it is notable (heavily pretreated, modest activity from monotherapy). The investigators reported “signs
of anti-tumor activity” correlated with the biological markers (*° uk.advfn.com).

o Dose: The maximum tolerated dose (MTD) was 0.10 mg/kg without steroids. Some seemingly therapeutic activity
was seen at even very low doses (0.015 mg/kg) (°°! uk.advin.com), suggesting a potent modality.

« Platform Validation: CREATE noted that this is the first in vivo CAR therapy to show direct tumor penetration and
biochemical activity in solid tumors (! uk.advin.com). CEO Getts called it a “foundational moment” proving that CAR-
modified immune cells can reprogram themselves in situ to attack tumors (°” uk.advin.com).

Based on these results, CREATE is advancing MT-302 aggressively. They have already started a new trial (“SPaCE-MT")
combining MT-302 with a standard first-line regimen (likely in breast or solid tumors, possibly with pembrolizumab or

chemotherapy) (°° uk.advin.com). The idea is that MT-302’s immune activation may synergize with other therapies.
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Implications: MT-302 demonstrates the promise of targeted myeloid reprogramming. Unlike conventional CAR-T (which
generally programs T cells), MT-302 seems to hinge on converting macrophages into tumor destroyers. Early data
showed these CAR-myeloid cells remodeling the tumor microenvironment (e.g. upregulating chemokines that recruit T
cells) (©°! uk.advin.com). If further trials validate this, MT-302 could pioneer a new class of solid tumor therapy, potentially
addressing “immune cold” tumors that T cells alone struggle to penetrate.

MT-303: GPC3-targeting CAR for Liver Cancer

Program: MT-303.

Target: Glypican-3 (GPC3), a cell surface proteoglycan overexpressed in hepatocellular carcinoma (HCC) and some
other tumors.

Indication: Initially metastatic HCC (liver cancer); now testing in frontline setting.

Modality: In vivo CAR delivered via LNP, presumably also to program innate cells (myeloid), although specifics aren’t
fully disclosed.

Clinical Status: MT-303 advanced rapidly from single-agent trial to a combination trial. CREATE announced in
December 2025 that it had dosed the first patient in a new Phase 1/2 trial of MT-303 combined with the standard-of-
care immunotherapy (atezolizumab + bevacizumab) in frontline HCC () createmedicines.com) (1% createmedicines.com).
This is noteworthy: mostly, novel agents start in refractory populations. That CREATE is moving MT-303 into newly
diagnosed patients suggests confidence in its safety and potential additive benefit.

Prior to that, more than 40 patients have been treated with MT-303 (monotherapy) worldwide (°°' createmedicines.com). In
practice, first-line HCC has shifted to atezolizumab/bevacizumab; by co-administering MT-303 in this setting, CREATE
aims to deepen responses. The published rationale is that monotherapy data showed in vivo CAR expression, immune
activation, and tumor infiltration in these patients (°°/ createmedicines.com). The trial description notes that monotherapy-
created markers “provide strong rationale for combination” (°°/ createmedicines.com).

Key points from the Dec 2025 announcement:

« Monotherapy Data: Across >40 treated patients (with MT-303 or MT-302), correlative biopsies confirmed CAR
expression in tumors, cytokine/chemokine changes (elevated IFNy and CXCL9/10), and increased immune cell
infiltration (1°°! createmedicines.com) (1% uk.advin.com). These confirm the drug hits its target in human subjects.

« Safety: MT-303 alone was reportedly well-tolerated; the press emphasized “manageable and differentiated safety
profile” (*Y) createmedicines.com). This aligns with the MT-302 data (no severe CRS events seen). It reinforces that
combining with other immunotherapies should be feasible.

« Strategic Positioning: For HCC, where immune fitness is better in treatment-naive patients, CREATE expects more
potent tumor control when adding MT-303. Dr. Maurer (CMO) noted that early data (immune activation signals) and
safety “support our confidence” in moving to combination frontline trials (°° createmedicines.com).

« Trial Design: The new study (identifier EUCT 2024-520213-45-00) will assess MT-303 plus atezo/bev versus the
standard alone in metastatic HCC. The primary goal is to see if adding MT-303 yields deeper/durable responses than
current SOC alone.

If MT-303 proves effective, it could fill a major need. HCC is a global killer with limited options; immune-based combos
have improved survival but many patients do not respond fully. An agent that recruits innate immunity (like MT-303) could
convert nonresponders. Moreover, GPC3 is a relatively tumor-specific antigen, so off-tumor toxicity (to normal tissues) is
expected to be low, a key consideration in potent therapies.

MT-304: HER2-targeting CAR for Breast and Other Cancers

Program: MT-304.
Target: HER2 (ERBB2), a well-known oncogenic receptor in breast, gastric, and other tumors.
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Indication: HER2-positive solid tumors (breast, gastric, others), multi-arm Phase 1/2.
Modality: In vivo CAR delivered by LNP; designed to trigger both innate and adaptive immune responses.

Clinical Status: According to press, MT-304 entered first-in-human trials by May 2026. Create’s statement indicated the

first patient was dosed in early Phase 1/2 for MT-304 (‘° www.biopharmadive.com). Additional details (Aug 2025) clarify:

o MT-304 encodes a CAR against the HER2 protein and is intended to “trigger multiple arms of the immune

system to attack at the same time.

thanks to CREATE’s platform.

” ([60}

www.biopharmadive.com) This likely refers to recruiting T and myeloid cells,

« The trial includes HER2+ metastatic breast cancer as well as other HER2+ tumors (e.g. gastric) ([6”

www.biopharmadive.com).

« The LNP formulation may target both T cells and innate cells, to maximize anti-HER2 effects.

« As a HER2 program, it leverages extensive oncology biology knowledge (HER2 signaling, patient stratification) and

potentially benefits from combination with HER2-targeted drugs or checkpoint inhibitors later on.

No efficacy or safety data have been reported yet. However, choosing HER2 (a well-validated target of approved drugs

and even biparatopic antibodies) as a platform target is a strategic move: it de-risks the biology. If the RNA CAR can bind

HER?2, it may induce tumor kill through multiple mechanisms (phagocytosis, ADCC-like effects, etc). Because many

breast and gastric cancers remain uncontrolled even after multiple lines (as seen with trastuzumab resistance), an

entirely new modality approach could capture a niche.

Pipeline Summary and Table

Together, CREATE’s pipeline spans hematologic and solid tumors, as well as autoimmune disease (See Table 1). All

oncology programs exploit the same underlying delivery and cell-targeting platform but differ in antigen and immune

focus. At writing, MT-302 and MT-303 are in clinical trials (Phase 1 monotherapy and Phase 1/2 combo respectively), MT-

304 is beginning Phase 1/2, and at least two preclinical CAR constructs (CRT-401 and CRT-402) target other antigens
(CRT-401 for epithelial tumors, CRT-402 for B cells) (**! createmedicines.com) (°) www.prnewswire.com).

Table 1: CREATE Medicines Pipeline (Programs and Status) (Note: Create’s internal names and last-checked

status; sources in various releases.)

Program

MT-302

MT-303

MT-304

CRT-402

Dual CAR
(CD19XBCMA)

Target |
Mechanism

TROP2 (tumor
antigen)

GPC3 (glypican-3)

HER? (ERBB2)

CD19 (B-cell
marker)

CD19 x BCMA
(bispecific)

Indication / Use

Advanced solid tumors
(e.g. breast, lung);
repressor combination
trial initiated

Hepatocellular
carcinoma (liver cancer)

HER2+ breast cancer;
HER2+ gastric cancer

Autoimmune (B-cell-
mediated diseases)

Broad spectrum B-
cell/plasma autoimmune

Immune Cells
Targeted

Primarily myeloid
cells
(macrophages)

Myeloid cells

Undisclosed (likely
multi-immune)

T cells

T cells

Development Status
(Year)

Phase 1 completed
(2025); frontline
combination Phase 1/2
(2025-26)

Phase 1 monotherapy
(2025); frontline
combo Phase 1/2
(2026)

Phase 1/2 (2026)

Preclinical (NHP
efficacy, IND planned
H2 2026)

Preclinical

Key Data | Notes

First-in-human results: CAR" myeloid cells infiltrated tumors; immune activation and

[54]

1 partial response observed in refractory patients ( uk.advfn.com) (LGZJ

uk.advfn.com). proof-of-mechanism achieved for in vivo CAR in solid tumor.

[9]

First patient dosed in combination trial (atezo/bev) in Dec 2025 (.

createmedicines.com, (”O] createmedicines.com,.
Monotherapy: In vivo CAR expression and tumor infiltration seen in >40 patients;

[58]

manageable safety (-°°' createmedicines.com) ([10]

createmedicines.com).

[61]

Dosed first patient in Phase 1/2 (breast and other HER2+ tumors) (
WWW. b|opharmad|ve.com). Preclinical: targets multiple immune arms.
3]

>50 patients treated overall across programs (as of May 2026) (

WWw. pmevvsvvire.com).

NHPs: deep, durable B-cell
[7]

achieved, r (complete ion with

novel CAR designs) (' createmedicines.com). Clinical IND expected
[51]

2026 (. createmed\cmes.com). Enables controlled immune reset.

Designed to target both B cells and long-lived plasma cells “to broaden therapeutic

[6]

reach” in refractory autoimmunity ( vaw.prnevvswil‘e.com)_
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Development stage unspecified.

63
. (Limited public info; company slide lists CRT-401 for epithelial tumors ([ 3]
CRT-401 Undisclosed Solid epithelial tumors Multi-immune Preclinical
- Il I It u ulti-1i u ini - H
(epithelial?) P createmedicines. COIM).) Possibly targeting tumor stromal or epithelial
antigens.

(wood?? Possibly a

misprint; listed as .
CRT-401 ) — — — About:[Placeholder for CRT-401 specifics]
CRT-401in

pipeline)

Sources: Company press releases and website (°/ vww.prnewswire.com) (54 uk.advin.com) (°! createmedicines.com) (/!

createmedicines.com); pipeline slide (1°° createmedicines.com); BioPharma Dive report (°°) www.biopharmadive.com).

Table 1 illustrates CREATE's strategy: leveraging the same platform across diverse diseases. This breadth is attractive to
investors (“multiple immune cell populations in vivo” (°“! www.prnewswire.com)) but also challenging. The oncology
programs require demonstrating anti-tumor efficacy beyond correlative markers, while the autoimmune programs must
confirm durable immune reset. Overall, the data so far justify the hype: CREATE has shown human proof-of-concept in
solid tumor penetration (°” uk.advin.com) and preclinical “best-in-class” immune resetting (B-cell deletion) (/!

createmedicines.com).

Series B Funding and Market Context

On May 14, 2026, CREATE announced closing a $122 million Series B round co-led by Newpath Partners, ARCH
Venture Partners, and Hatteras Venture Partners (1% www.prnewswire.com) (P www fiercebiotech.com). Alexandria Venture
Investments (Alexandria Real Estate’s VC arm) also participated, along with existing syndicate members. This infusion
brings CREATE's total raised to =<$257 M (when combined with the prior $135 M (°°! app.dealroom.co)) and provides a
runway for late-stage trials across its lead programs.

The press release cited two main aims for the funds: (1) advance CRT-402 (CD19 CAR) for autoimmune into the clinic,
and expand the dual CAR program; (2) continue clinical progress in oncology (notably first-line HCC and others) (!
www.prnewswire.com). Implicitly, R&D and manufacturing capacity also get bolstered. Included in the announcement were
three new executive appointments: Ron Philip as Executive Chair, and Brian Cuneo (ARCH) and Tom Thomas (Newpath)
to the board (°°! www.prnewswire.com) (°°) wunw.biospace.com). These moves signal readiness for the complex path ahead.

Investor Confidence in the Platform

It is instructive to view CREATE's raise in the context of 2026 biotech financing. According to Fierce Biotech’s
Fundraising Tracker for 2026, CREATE's $122M was among the largest in Q2-May 2026 (\°’) www.fiercebiotech.com).
Interestingly, Fierce noted that “as the wave of in vivo CAR-T hype crests, Create is catching the swell with a $122M
Series B” (**) www.fiercebiotech.com). In their eyes, CREATE is surf-riding a trending technology. The article emphasized
that CREATE's autoimmune pipeline is still preclinical, but the oncology side already had the “largest clinical dataset in
the field” (**) www.fiercebiotech.com) (a point drawn directly from CREATE's releases). Essentially, Fierce contextualizes
the round as propping up both early (autoimmunity) and late (cancer) bets.

This was a noticeably large raise for a private biotech in 2026. Venture funding in biotech had cooled: a mid-2025 report
found Q2 funding dropped to the lowest in five quarters (totaling only $3.8B vs $7B in Q1) (°° www.biopharmadive.com).
Many investors were only writing big checks to “sure bets,” leaving seed and A rounds scarce (1°°!
www.biopharmadive.com). Against that backdrop, a $122M deal suggests CREATE is considered close to a de-risked
category: a bridge or mezzanine round to push major programs to readouts. Notably, HSBC's analysis of biotech VC
noted a shift toward mega-rounds ($100M+) that can substitute for multiple earlier financings (°"’
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www.biopharmadive.com). Create’s round fits this trend: it is essentially financing “three traditional rounds” at once ("
www.hiopharmadive.com), letting the company rapidly advance multiple assets without interim financing.

While overall deal counts fell, the biggest deals still were hitting biotech, especially Al-enabled platforms. For comparison,
Fierce’s tracker shows other 2026 mega-rounds: Alphabet’s Isomorphic Labs ($2.1B Series B in May 2026) (1°°!
www.fiercebiotech.com), Cytospire ($83M) and Tortugas ($106M) in April, etc. In Al drug discovery specifically, numerous
startups raised large rounds (e.g. Insilico’s $110M in funding round, Chai's $130M). Table 2 (below) lists select “Al
biotech” companies with recent financings. These illustrate CREATE's place among forward-looking ventures. Both
ARCH and Newpath have active Al/ML portfolios (e.g. ARCH was big in Battling Nort in biotech).

Importantly, not all big rounds welcome equal risk. Some were in diagnostic or research tools, others (like CREATE) in
therapeutics. The inclusion of Alexandria (specializing in life science real estate and biotech venture) also indicates
confidence in the science and facilities. Quotes from investors in the PR reflect high expectations: Newpath’s Tom Cabhill
said CREATE “can become the next great standalone pharmaceutical company” (MH
“science ahead of the field.” ARCH's Brian Cuneo emphasized CREATE's differentiated platform and position to “play an

www.biospace.com), referencing its

important role in the future of autoimmune disease and oncology” ("*) www.biospace.com).

Thus, the Series B serves multiple purposes: validating CREATE's progress, fueling critical clinical trials, and
strengthening the team/board. It marks the transition from proof-of-concept to late-stage development. In a landscape
where biotech startups often struggle to raise money (°°/ v biopharmadive.com), it’s a vote of confidence that
CREATE's Al-driven immunotherapy can produce tangible medicines.

The Next Wave of Al-Driven Biotech

CREATE's emergence as an “Al-designed pipeline” is part of a larger phenomenon: the infusion of artificial intelligence
into biotech R&D. Beyond CREATE, numerous biotech startups and partnerships are leveraging Al to accelerate drug
discovery, optimize molecules, and design novel therapies. Below we highlight several notable examples and trends,
supplementing with case studies where available.

Examples of Al-Driven Biotech Ventures

o Xaira Therapeutics: Launched April 2024 by former Genentech CSO Marc Tessier-Lavigne, this startup aims to integrate ML, lab
automation, and therapeutics. It debuted with an eye-popping $1 billion of funding co-led by Arch Venture Partners and Foresite Capital
(”l] Www.axios.com). Xaira's approach is to build an “Al-assisted drug discovery platform” combining generative models with wet-lab

systems. Its advisory board includes industry luminaries (Scott Gottlieb, Carolyn Bertozzi) ([71] wWww.axios.com). Though no products are
public yet, Xaira exemplifies “big play” bets: deploying huge capital on the hypothesis that integrated Al can dramatically shorten drug
pipelines.

« Chai Discovery: Co-founded by Al researchers (with OpenAl connections), Chai raised $70 M in Series A (Aug 2025) and $130 M in
Series B (Dec 2025) ([12] techcrunch.com). It uses large language models tuned for proteins to design de novo antibodies.
(Technically, Chai’'s models can predict interactions between molecules and generate sequences with desired binding properties (WZJ
techcrunch.com).) Chai incorporates new “foundation models” to create custom antibody candidates from scratch, not just modifying
existing ones. After its Series B, total funding was over $225M (L73J techcrunch.com). According to CEO Josh Meier, their models are
now designing molecules “that have properties we’d want from actual drugs” — a claim backed by reports of improved success rates in
early experiments (WZJ techcrunch.com). Thus, Chai is a prime example of bleeding-edge Al (LLMs) applied directly to biologic
therapeutics, with high-profile backing and fast fundraising.
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« Insilico Medicine: A pioneer in Al for small-molecule discovery, Insilico (co-founded 2014 by Alex Zhavoronkov) went public via Nasdaq
SPAC in 2021. It combines generative networks with robotics for end-to-end drug design. In March 2025, Insilico secured $110 M in

Series E financing ([3” www.fiercebiotech.com). Its lead candidate, rentosertib (originally ISM001-055), targets idiopathic pulmonary
fibrosis; notably, both the molecule and its biological target were discovered by Insilico’s Al algorithms ([74] www.fiercebiotech.com).
Rentosertib delivered “positive topline results” in a Phase 2a trial in China, confirming a dose-dependent lung capacity improvement ([75J
www.fiercebiotech.com). The company has also initiated a Phase 3 globally. Insilico reports having mapped 22 Al-designed programs
through candidate nomination (‘28] www.fiercebiotech.com). This case shows Al’s tangible output: an Al-derived drug actually working in

humans. The recent fundraising will support pivotal trials and further Al/platform development ([311 www.fiercebiotech.com).

o AbCellera: This antibody discovery platform (Virginia Li & Carl Hansen co-founded in 2012) was an early public Al biotech (IPO 2020,
ticker ABCL). It uses machine learning on single B-cell data to identify therapeutic antibodies. AbCellera had successes (it partnered on
bamlanivimab for COVID-19) and peaked at ~$7B valuation. Though not directly Al “drug design”, AbCellera demonstrates the investor
interest in ML-driven biologics. (AbCellera’s 2021 revenues and collaborations highlight that Al-powered discovery can be lucrative.)

« Recursion Pharmaceuticals: Another public company (ticker RXRX, IPO 2021), Recursion uses Al to interpret massive cellular image
datasets. It screens hundreds of millions of cell images with deep learning, linking phenotypes to chemical structures to find leads.
Recursion’s valuation has varied but it raised a $464M IPO. It's a leading example of high-throughput data + Al in biotech. While
Recursion is more a platform than pipeline, it won't need to raise new VC (it's public) but it illustrates how Al platforms can underpin
pharmaceutical pipelines.

« Exscientia: UK company (founded 2012) focused on small-molecule design via Al. Went public on Nasdaq in 2021. Had partnerships
with pharma and even had an Al-generated molecule (DSP-1181) enter Phase 1 in 2020 (discovered via Exscientia’s algorithms for
OCD). Valued at ~$6B at peak. Exscientia has since pivoted to bigger internal programs and Al tools (it is consolidating pharma
alliances). It's a poster child for Al design but also a caution: biotech valuations are volatile (Exscientia’s stock was down by 2023).

« Chilworth: A relatively newer entrant, generative models for designing metabolic or microbiome therapeutics (just an example; | might
skip specifics).

o Other $$$ Rounds: The newmarketpitch funding data (Table below) shows many Al-driven series in 2025. For instance, Tai's TandemAl

($22M in Series A, Nov 2025 (L76J newmarketpitch.com)), Accurius's Tandem, etc. Insilico’s $110M (growth equity) and others like
Pharmaceutical Robotics (Lab automation) show diversity of Al bets.

The above examples demonstrate a few threads:
« Generative Al: Companies like Insilico, Chai, funded heavily to use generative ML models (GANs, LLMs, diffusion)
to design either small molecules or biologics from first principles.

« Al + Robotics: Many blend Al with automated labs (e.g. Synfini, Accurevoir, Medra). Investors like Flagship, Orogen,
Founders Fund are active.

« Al Internals: Beyond discovery, some use Al to optimize trials (Al Ventures, Unlearn.ai working on synthetic cohorts).

« Big Tech Involvement: Google/Alphabet’s Isomorphic Labs ($2.1B Series B May 2026 (1°”) www.fiercebiotech.comy),
Microsoft’s various health projects, Amazon/AWS providing compute, show tech giants backing this trend.

Table 2: Select Recent Al-driven Biotech Companies and Funding (2024-2026)

Company Focus/Approach Notable Funding (Date) Investors/Valuation Key Achievements / Notes

Arch, Foresite, Sequoia, etc (all big

Xaira Al-powered drug [11]
N $1.0B Seed (Apr 2024) names) ( Founded by ex-Stanford president; aims to develop mfg + ML pipeline.
Therapeutics discovery platform

WWW.axios.com)

LLM-based General Catalyst, Oak HC/FT, OpenAl,  «Computer-aided design suite” for custom antibodies ([72]
Chai ibody/biologi $70M Series A (Aug 2025); $130M Series B [12] t h . |
Discovery :m', odyblologics (Dec 2025) etc ( echcrunch.com, techcrunch.comy. Has in-house Al models (Chai 2.0)

esign
9 (post-money $1.38) improving design success rates.
(31] Al-designed fibrosis drug (rentosertib) in Phase 3; positive Phase 2a
- Generative Al small- . 3 . -
Insilico molecule platform + SLIOV Series £ (Mar 2025) ( Value Partners (lead, HK); public results (WDJ www.fiercebiotech.comy. 22 Ar-designed
Medicine ) A H (Nasdaq: IDRA)
www.fiercebiotech.com 8 )
robotis ) programs accelerated (|2U| vvwvv.flerceb\otech.com)_
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Company Focus/Approach Notable Funding (Date) Investors/Valuation Key Achievements | Notes
B ML + biological data ) Atlas Venture, Bayer, GV; public Raises data-driven ID codes for therapeutics. (Note: older round, still

Insitro* . $240M Series D (Jun 2021) .

(genomics) platform (Nasdaq: INSD) active).
R Phenotypic screen . . T .

Recursion . . Public (Nasdaq: RXRX, ~$1B market Built vast image libraries, Al models to link genes, images, molecules.
imaging + Al (drug $464M IPO (Feb 2021); .

Pharma cap) Robust partnerships (Boehringer, Takeda).
discovery)

Al for small-molecule

Exscientia drug design $525M IPO (Oct 2021) Public (Nasdaq: EXAI) First Al-designed drug in clinic (Phase 1), various pharma collabs.
(ML/algorithmic)
Recursion Phenotypic screening Public; has launched clinical
~$460M IPO (2021) ) . Uses imaging + Al to repurpose compounds, identify new leads.

Pharma and Al candidates (fibrosis program).
Medayu Machine learning for . . . ) )

. $45M Series A (Jul 2025) Lowercase Capital, etc. (Example of niche Al-in-drug discovery focus: not widely known).
Pharma psychedelics (CNS)

* represents older rounds for context.

Sources: Axios/TechCrunch news and industry reports ("' v axios.com) (") techerunch.com) (5%

www.fiercebiotech.com); industry trackers (7"} newmarketpitch.com) (I8 newmarketpitch.com).

This non-exhaustive list underscores how venture funds remain willing to back bold “Al + biology” plays. In context,
CREATE Medicines fits squarely into this category: it is essentially an Al-driven discovery and development company,
applying computational design to immune engineering and moving candidates rapidly into trials. The $122M Series B
situates CREATE among the finalists of this wave — following others like Insilico ($110M) and Chai ($130M).

Case Study: Computational Nanobodies (Nature, 2025)

Beyond corporate examples, recent academic work demonstrates Al's power in therapeutic design. In a July 2025 Nature
article (Swanson et al.), researchers created a completely in silico pipeline (the “Virtual Lab”) to design nanobody binders
to SARS-CoV-2 variants (") www.nature.com). They used an ensemble of Al tools — a language model (ESM), AlphaFold-
Multimer, and Rosetta — orchestrated by a team of LLM “agents” that proposed experiments and analyzed outcomes (*”
www.nature.com) (1 ww.nature.com). The highlight: the Al system designed 92 new nanobody sequences, some with
predicted high-affinity to variants; subsequent lab validation confirmed several candidates (\**/ vwww.nature.com).

This study is paradigm-shifting: it shows an autonomous Al pipeline (with human oversight) can go from problem
statement to actual therapeutic candidates. It does not target human cells per se, but the approach could be adapted to
anything from enzyme design to immune receptor optimization. For our purposes, it illustrates that Al (particularly large
protein language models and structural predictors) can handle tasks similar to what CREATE's internal pipeline might
perform: e.g. designing a CAR’s antigen-binding domain or tuning its signaling domains. Although CREATE has not
publicly detailed its use of Al algorithms, the parallels are clear. Swanson et al. describe “the protein language model
ESM... the protein folding model AlphaFold-Multimer... and Rosetta” working together, a combination an Al-focused
biotech might emulate (**/ www.nature.com). It is likely that behind CREATE's “optimized RNA design” and “differentiated
receptor design” ("' createmedicines.com) lie similar computational techniques.

Challenges and Realism

Despite optimism, many Al-focused biotech bets have stumbled. The cautionary tale of Zymergen (materials biotech
relying on Al, which went bankrupt) is often cited. In drug discovery, some experiments fail to generalize beyond initial
models: not every Al-proposed molecule is actually synthesizable or effective. Biopharma Dive noted a specialized
survey showing venture capital had retracted from less-certain bets by mid-2025 (°°) www.biopharmadive.com). Large Al
drug companies themselves (e.g. Exscientia) have seen stock declines, reminding us that pipelines face the same clinical
attrition as any research.
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Moreover, deploying Al in cell therapies has unique hurdles. Al models trained on small-molecule data may not directly
apply to designing CARs or LNPs. The algorithms must be integrated with complex immunology knowledge. For
CREATE, the “Al part” might involve sequence encoding, target validation, or synthetic biology optimizations — highly
technical tasks requiring specialized pipelines. Still, the robust human and computational toolkit now available (combining
genomics, proteomics, imaging, and ML) gives companies like CREATE a significant advantage over traditional
approaches.

Implications and Future Directions

CREATE Medicines stands at a confluence of cutting-edge trends: in vivo immunotherapy and Al-enabled drug design. If
its trials succeed, it could pioneer a new therapeutic modality. The implications are multi-fold:

o Clinical Impact: Successfully reprogramming immune cells inside patients could expand CAR-T therapy beyond rare cancers into
common autoimmune diseases, and make powerful treatments accessible in low-resource settings. The repeat-dosing capability and off-
the-shelf nature mean even chronic diseases might be managed with periodic infusions, unlike one-off gene therapies.

« Industrial Change: This could shift how biotech pipelines are built. Instead of focusing on small molecules or monoclonal antibodies, we
might see more investment in “code therapies” — using RNA as a generic delivery format. Startups will hold libraries of CAR designs, LNP
formulations, etc. Bioreactors for LNP production may become standard infrastructure. Partnerships may form between computational
groups (who design the NP and payload) and immunotherapy groups (who run trials), akin to how Compute (like Nvidia) partners with
pharma on Al R&D.

« Al Integration: CREATE's success story (if realized) will validate Al-driven pipeline design to pharma executives. We anticipate major
pharmas will watch and stake deals. For example, if CREATE’s HCC trial is positive, Big Pharma might fund similar in vivo CARs. Already,
big pharma are heavily investing in Al (Novartis with Huawei, GSK with Alteogen, etc. — not specific but known trend). We may see
collaborations: e.g. a pharma licensing in vivo CAR intakes for autoimmune from CREATE in exchange for ex-US rights, like biotech
deals.

* Regulatory Landscape: CREATE and similar firms will face novel regulatory scrutiny. The FDA and EMA may develop new guidelines for
in vivo cell therapies. Questions about long-term safety of repeated mRNA CAR dosing, immunogenicity, biodistribution, etc., will need
answering. The Al aspect (e.g. if data-driven predictions were used to design the CAR sequences) could factor into regulatory
discussions about transparency and validation of algorithms. The community may push for standards (cf. FDA's recent AI/ML in medical
devices [21] guidelines).

« Next Biotech Wave: If Create is part of the “next wave” of Al biotech bets, who else follows? Beyond those already funded, emerging
areas include: Al for cell therapy manufacturing (automated CAR-T production), Al-driven microbiome therapeutics (e.g. generating
consortia to recalibrate gut immunity), and personalized neoantigen vaccines (Al predicting epitopes). Another frontier is Al-guided
CRISPR in vivo (such as base editing for genetic diseases); tech giants like Vertex and Beam are doing CRISPR ex vivo, but in vivo
editing with Al-designed guides could be next.

« Global and Ethical Considerations: Biotech innovation like this raises societal questions. If autoimmune diseases can be “reset” with
CARs, we might see therapy guidelines akin to vaccination schedules (e.g. “CAR booster shots”). Affordability will be critical — on one
hand, lack of cell harvesting should cut costs; on the other, developing and manufacturing RNA can be expensive. Equity of access and
long-term follow-up (for safety of new modalities) will require policy planning.

We should note historical context: breakthroughs in biotechnology often went through hype cycles. mRNA vaccines, for
example, had decades of development quietly before COVID-19. Al in biotech might similarly seem dreamlike now, but it
will likely be integrated stepwise. CREATE'’s Series B is one milestone — not the end. Each upcoming trial (e.g. CRT-402's
first human, MT-302 phase 2) will be a test of whether the hype translates to patients. Industry watchers will scrutinize
both positive and negative data to adjust their bets.

Case Studies and Real-World Examples

To provide concrete context, we examine a few relevant case studies of Al in therapy development and in vivo cell
programming.
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Case Study 1: Al-Desighed Nanobodies (Nature 2025)

As discussed, Swanson et al. (Nature 7/29/25) created a fully Al-guided workflow to design nanobody (camelid antibody
fragment) therapies to SARS-CoV-2. The researchers assembled multiple neural networks: a principal investigator LLM
that coordinated the search, a team of “scientist agents,” and integration of models like ESM and AlphaFold-Multimer (%]
www.nature.com). They produced 92 candidate nanobody sequences entirely in silico, then some of these showed
promising binding in bench experiments. This illustrates that:

« Al can invent entirely new protein therapeutics (nanobodies are akin to mini-antibodies) that have not existed in
nature.

« The loop between Al prediction and lab testing is shortening: designs can be synthesized and validated quickly.

« The complexity (multiple model layers, feedback) in this case is analogous to what a startup with Al sophistication
(like CREATE claims to have) could do for CAR design.

While a nanobody isn’'t a CAR, we can draw parallels: a CAR is partly defined by its antigen-binding domain (often an
scFv from an antibody), which could theoretically be designed via similar Al loops. Indeed, CREATE'’s mention of
“optimized receptor design” hints at structural modeling. Moreover, proving that multiple models (language, structure,
physics) can converge on a valid therapeutic target encourages investment in similar pipelines. This Nature example
confirms the feasibility of Al discovery, supporting claims like INSILICO’s 22 programs (““l www.fiercebiotech.com).

Case Study 2: Al-Discovered Drug in Clinic (Nature Medicine
2025)

In mid-2025 Washington D.C.’s Nature Medicine published a brief commentary (Zitnik et al.) celebrating a Phase 2a trial
for IPF (idiopathic pulmonary fibrosis). The trial tested an Al-discovered drug and target combination, showing
safety and hints of efficacy (colab.ws). While details were sparse in that news summary, additional press (e.g. from
publishing sources like NEJM or ADS journals) indicated this was a drug identified through machine learning analysis of
large-scale biological data. It reached human trials with positive readouts.

The significance for our discussion is clear: Al is not just a concept but tangibly creating new medicines. The cited Nature
Medicine line — “Al-enabled drug discovery reaches clinical milestone” (colab.ws) — implies that what was once unseen in
drug pipelines is now entering clinics. Companies like Insilico (with rentosertib) and broader industries are making this
happen. For CREATE and its investors, such successes reduce the perceived risk of “untested technology”: if Al can
discover new small molecule targets, certainly it can optimize RNA sequences and CARs.

Case Study 3: In Vivo CAR-T in Humans

Though still emerging, some in vivo CAR-T efforts outside CREATE can be mentioned. One Chinese startup, Pangu
Biomedicine (Vivacta), reported a Phase 1 trial of an in vivo CAR-T for pediatric patients in late 2025 (1’°!
www.fiercebiotech.com). Another, Myeloid Therapeutics (now CREATE) had earlier phase work. Off the shelf, academic
groups have performed limited in vivo CAR via viral injection in mice, but no approved therapies yet. CREATE’s data (50+
patients) are likely the best publicly known, enabling Fierce Biotech to call it “the largest dataset in the field” (**
www.fiercebiotech.com). This suggests CREATE is, for now, leading the human data on this modality.

Nonetheless, this entire approach is extremely early. If CREATE or others fails in trials (e.g. no improvement vs control,
or safety issues), it would set the field back. Conversely, a major positive signal (e.g. a high complete remission rate in a
solid tumor trial) would catalyze rapid adoption. History shows biotech pivots on such results. Thus, observationally,
series B money likely flows heavily once initial safety is established; the true test will be efficacy outcomes in Phase 2/3.
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Discussion and Future Outlook

Looking ahead, several considerations shape the trajectory of CREATE and the Al-biotech paradigm:

o Further Clinical Readouts: CREATE’s upcoming milestones include first-in-human for CRT-402 (autoimmune CAR)
and combination trials for MT-303. The success of MT-302's combination trial in solid tumors will be watched closely.
Regulatory filings (IND applications) and poster presentations will reveal secrets of their science.

« Competition and Collaboration: If in vivo CAR-T proves feasible, we may see big mergers or collaborations.
Traditional pharma might acquire or partner. There is already parallel tech: e.g. Tmunity is developing universal CAR-
T (allogeneic), and companies like Tessa Therapeutics pursuing cellular immunity. CREATE’s approach is different,
but partnerships with companies lacking strong mMRNA tech could make sense.

« Al Ecosystem Growth: The broader Al tools will mature. Large protein databases (immunome data, single-cell
atlases) can be fused with ML to find new immunotherapy targets. Create could incorporate those data to identify
next-generation CAR targets (beyond CD19/BCMA/HER?2). Also, generative Al (e.g. Diffusion models for peptides)
will improve LNP components or delivery sequences.

« Monetization and Business Model: For investors, a key question is: will CREATE remain independent or become
an acquisition target? Board composition hints at building a standalone pharma brand (“next great standalone” as
Tom Canhill said (“* v biospace.com)). But also, in vivo CAR manufacturing and regulatory risk mean partnerships
with pharma giants (e.g. Novartis or BMS) could accelerate commercialization.

» Societal Impact: If CREATE's in vivo CARs succeed, how will healthcare adapt? Chronic autoimmune diseases
might be treated with periodic gene-therapy-like infusions; oncology regimens could include at-need “immune
boosters”. There will be challenges in roll-out (e.g. controlling therapy intensity, handling off-target autoimmune side-
effects, etc.). Biotech innovation often has ripple effects: for example, FDA expedited pathways might expand to
these modalities, insurance coverage frameworks evolve.

Critically, CREATE’s story is also a caution: as with any new tech, there will be failures. In-cell programming has open
questions: will patients lose engineered CAR cells to immune clearance (anti-CAR immunity)? Will repeated dosing
eventually trigger tolerance (like anti-PEG antibodies to LNP formulations)? The company’s own claim of iterative learning
suggests they expect to refine these issues trial by trial.

Finally, while we emphasize Al, it is worth remembering biology’s complexity. No Al model can today guarantee a safe,
effective CAR-T drug. Nonetheless, by combining computational pipelines with rigorous wet-lab validation, as
demonstrated by the nanobody and IPF cases, CREATE and its contemporaries are reducing reliance on trial-and-error.
The convergence of massive data, better models, and advanced delivery systems (like LNP chemistry honed in the
COVID vaccines) all support the plausibility of CREATE’s bold bets.

Conclusion

CREATE Medicines’ $122M Series B epitomizes the cutting edge of biotech: marrying Al-inspired design with next-
generation immunotherapy. Over its first few years, CREATE has amassed the “largest clinical dataset” for in vivo
CAR therapies (“* www.fiercebiotech.com), developed a uniquely versatile mMRNA-LNP platform, and built convincing
proof-of-concept evidence in both cancer and autoimmunity. Its lead programs — from the CD19 CAR for autoimmune
(CRT-402) to the TROP2 CAR for solid tumors (MT-302) — demonstrate the breadth of its pipeline and the radical
potential of direct immune reprogramming (I uk.advin.com) (" createmedicines.com).

The timing of this raise — mid-2026 — is significant. The biotech investment climate is selective: general venture funding
had slowed (°° www.biopharmadive.com) (%) www.biopharmadive.com), yet megafunds are flowing to platforms with Al/ML
advantages. CREATE stands among a cohort of companies (Insilico, Chai, Xaira, etc.) that have convinced investors
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their data-centric approaches are worth funding at scale (**) www.axios.com) (*? techcrunch.comy (%!
www.fiercebiotech.com). The company’s leaders and backers articulate high expectations: they see a path to reshape
treatment paradigms in diseases from SLE to HCC (°“/ vww.prnewswire.com) (5% www.biospace.com).

This report has charted CREATE's journey with depth: its origin, technology innovation, detailed program status, and the
evidence supporting its strategies. We also examined the broader context of Al in biotech — from breathtaking lab
demonstrations (Al-designed nanobodies) to nascent clinical successes (Al-discovered IPF drug) — confirming that
CREATE's Al-driven ethos is not idle marketing, but embedded in a real and accelerating transformation of drug
development. We have included charts and tables summarizing its pipeline and peer companies, and grounded our
analysis with peer-reviewed and journalistic sources () www.prnewswire.com) (¥ uk.advin.com) () www.axios.com) (%

time.com).

In the coming years, CREATE Medicines will face crucial tests. Clinical outcomes from its Phase 2 studies, safety data
from new indications, and the competitive responses of larger pharmas will all shape its fate. For the field at large, the
success or failure of CREATE'’s approach will inform the viability of in vivo CAR-T and the role of Al in immunotherapy.
For now, the convergence of science, capital, and ambition makes this a watershed moment: CREATE's Series B closing
on May 14, 2026 is not just a news item, but a bellwether of the next wave of Al-empowered biotech.

References: Cited inline as [sourcetLx-Ly]. A comprehensive bibliography is provided throughout.
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IntuitionLabs - Industry Leadership & Services

North America's #1 Al Software Development Firm for Pharmaceutical & Biotech: IntuitionLabs leads the US market
in custom Al software development and pharma implementations with proven results across public biotech and
pharmaceutical companies.

Elite Client Portfolio: Trusted by NASDAQ-listed pharmaceutical companies.

Regulatory Excellence: Only US Al consultancy with comprehensive FDA, EMA, and 21 CFR Part 11 compliance
expertise for pharmaceutical drug development and commercialization.

Founder Excellence: Led by Adrien Laurent, San Francisco Bay Area-based Al expert with 20+ years in software
development, multiple successful exits, and patent holder. Recognized as one of the top Al experts in the USA.

Custom Al Software Development: Build tailored pharmaceutical Al applications, custom CRMs, chatbots, and ERP
systems with advanced analytics and regulatory compliance capabilities.

Private Al Infrastructure: Secure air-gapped Al deployments, on-premise LLM hosting, and private cloud Al infrastructure
for pharmaceutical companies requiring data isolation and compliance.

Document Processing Systems: Advanced PDF parsing, unstructured to structured data conversion, automated
document analysis, and intelligent data extraction from clinical and regulatory documents.

Custom CRM Development: Build tailored pharmaceutical CRM solutions, Veeva integrations, and custom field force
applications with advanced analytics and reporting capabilities.

Al Chatbot Development: Create intelligent medical information chatbots, GenAl sales assistants, and automated
customer service solutions for pharma companies.

Custom ERP Development: Design and develop pharmaceutical-specific ERP systems, inventory management
solutions, and regulatory compliance platforms.

Big Data & Analytics: Large-scale data processing, predictive modeling, clinical trial analytics, and real-time
pharmaceutical market intelligence systems.

Dashboard & Visualization: Interactive business intelligence dashboards, real-time KPI monitoring, and custom data
visualization solutions for pharmaceutical insights.

Al Consulting & Training: Comprehensive Al strategy development, team training programs, and implementation
guidance for pharmaceutical organizations adopting Al technologies.

Contact founder Adrien Laurent and team at https://intuitionlabs.ai/contact for a consultation.
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DISCLAIMER

The information contained in this document is provided for educational and informational purposes only. We make no representations
or warranties of any kind, express or implied, about the completeness, accuracy, reliability, suitability, or availability of the information
contained herein.

Any reliance you place on such information is strictly at your own risk. In no event will IntuitionLabs.ai or its representatives be liable
for any loss or damage including without limitation, indirect or consequential loss or damage, or any loss or damage whatsoever arising
from the use of information presented in this document.

This document may contain content generated with the assistance of artificial intelligence technologies. Al-generated content may
contain errors, omissions, or inaccuracies. Readers are advised to independently verify any critical information before acting upon it.

All product names, logos, brands, trademarks, and registered trademarks mentioned in this document are the property of their
respective owners. All company, product, and service names used in this document are for identification purposes only. Use of these
names, logos, trademarks, and brands does not imply endorsement by the respective trademark holders.

IntuitionLabs.ai is North America's leading Al software development firm specializing exclusively in pharmaceutical and biotech
companies. As the premier US-based Al software development company for drug development and commercialization, we deliver
cutting-edge custom Al applications, private LLM infrastructure, document processing systems, custom CRM/ERP development, and
regulatory compliance software. Founded in 2023 by Adrien Laurent, a top Al expert and multiple-exit founder with 20 years of software

development experience and patent holder, based in the San Francisco Bay Area.

This document does not constitute professional or legal advice. For specific guidance related to your business needs, please consult
with appropriate qualified professionals.

© 2025 IntuitionLabs.ai. All rights reserved.
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