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Abstract 

Despite advances in cancer therapeutics, pancreatic ductal adenocarcinoma (PDAC) has seen the least 
improvement in patient survival. Because PDAC is particularly difficult to detect and highly 
aggressive, it remains a global medical challenge. In this paper, we summarize the basics of PDAC 
by diving into its discovery and early treatments, its physiology and molecular drivers, current 
diagnostic and treatment paradigms—including surgery, chemotherapy, targeted therapy, 
immunotherapy, and radiation—and ongoing work by researchers such as the development of 
biomarkers, KRAS gene targeting, dense tumor micro-environment workarounds, viral therapies and 
cancer vaccines. By providing a holistic overview of PDAC, we hope to bring context to the next 
generation of scientists and medical professionals to take on this deadly disease.  

Keywords: pancreatic ductal adenocarcinoma (PDAC); cancer therapeutics; KRAS mutation; tumor 
physiology; biomarkers; standard of care; novel therapies 
 

Introduction 

Cancer is generally characterized by uncontrolled physiologically-detrimental cell growth and 
has been documented in nearly every tissue. Advanced stages of cancer often lead to deadly 
metastasis that can spread and overwhelm other tissues. Since the discovery of cancer over 5,000 
years ago in ancient Egypt, scientists have made impressive progress in treating patients who have 
this devastating disease [1]. Despite these advances, cancers like pancreatic ductal adenocarcinoma 
(PDAC) remain a significant challenge for current treatments.  

Cancer is the second leading cause of death in the US. From 2013 to 2022, lung cancer has seen a 
3.7-4.8% decline in death rate per year. By comparison, the death rate for pancreatic cancer over the 
past several decades has increased by around 0.2 to 0.3% per year. This indicates that pancreatic cancer 
clearly remains a challenge to combat even with current treatment options. It is estimated that 67,000 
new cases of pancreatic cancer will be diagnosed in the US, and 52,000 will die from the disease in 
2025 [2]. For these patients, new therapies are clearly needed. 

There are two main pancreatic cancers: endocrine cell tumors and exocrine cell tumors. 
Endocrine cells secrete substances like insulin and glucagon directly into the bloodstream. Exocrine 
cells release enzymes and other substances into the small intestine to aid with digestion. 
Adenocarcinomas most commonly form from duct-forming exocrine cells and have distinct 
morphology [2]. Pancreatic Ductal Adenocarcinoma (PDAC) is the most common type of pancreatic 
cancer and is associated with high mortality rates due to late detection, limited treatment options, 
and a dense tumor microenvironment [3]. 

There are several risk factors for pancreatic cancer. Smoking can double the risk of pancreatic 
cancer compared to those who have never smoked, and the use of smokeless tobacco increases risk 
as well. Type 2 Diabetes and/or excess body weight can also increase the risk of developing the cancer. 
Genetically, a family history of pancreatic cancer can lead to a higher risk in subsequent generations, 
and those with genetic syndromes like Lynch syndrome and inherited mutations in genes such as 
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BRCA1 or BRCA2 can increase risk. Heavy alcohol consumption, which can lead to chronic 
pancreatitis, may also increase the risk. While lifestyle changes have improved outcomes for other 
diseases, there are other key factors that impact PDAC survival. 

One of the most challenging features of pancreatic cancer is that it is difficult to detect, especially 
at earlier stages. This means that most patients’ cancers are detected at advanced stages after the 
tumor has likely metastasized. At this point, treatment options are often limited and palliative. If 
detected early while the tumor is still small, patient survival is as high as 84%. Unfortunately, patients 
diagnosed when tumor size exceeds 2 cm or is metastatic see survival rates as low as 11% [4]. At this 
stage, the tumor is often unresectable and resistant to radiation or chemotherapy [3]. For this reason, 
improved diagnostic strategies and treatment options that overcome resistance are critical. This 
review serves as a contextual guide for aspiring scientists and physicians to discuss how far we have 
come in the medical treatment of pancreatic cancer and how much there is yet to be done. 

The Discovery of Pancreatic Cancer 

Early Medicine and Cancer in the Age of Enlightenment 
Our understanding of pancreatic cancer has evolved significantly since its first identification. It 

all began when Italian anatomist Giovanni Battista Morgagni discovered several cases of pancreatic 
“scirrhus”, or hard tumor, which he recorded in his 1761 publication The Seats and Causes of Disease 
[5,6]. Because Morgagni worked in an era where physicians believed that illnesses, including cancer, 
resided in the fluid “humors” of the body, he was only able to use the tools available to him to 
describe the hard mass of cells observed in the patient’s pancreas. It would not be until much later 
that physicians would gain a better understanding of the cellular origin of disease to develop more 
specific terminology for classifying these types of cancers.  

The term “adenocarcinoma” was first used in 1872. In the 18th century, cancers were categorized 
by how they looked to the naked eye. It wasn’t until Johannes Müller (1801-1858) studied tumors 
under the microscope in Berlin that tumor classification became more systematic. Müller published 
a detailed analysis of the microscopic features of benign and malignant tumors and explained that 
cancer involves the rapid and uncontrolled formation of new cells inside a diseased organ. He 
classified multiple types of tumor growths through microscopic analysis and created the classification 
for carcinoma alveolare, which we know today as a type of adenocarcinoma [7]. 

By the 1970s, the term ductal adenocarcinoma was commonly used in medical journals, like 
Mayo Clinic Proceedings and Histopathology, to describe tumors originating from exocrine cells [8–10]. 
Pathology textbooks and learning tools surrounding oncology also started to standardize the use of 
this terminology.  

Early Surgical Interventions  

In the 1800s, surgery and anesthesia underwent a revolution. In the 1840s, William T.G. Morton 
demonstrated the efficacy and usefulness of anesthesia because of its ability to remove patient 
discomfort during surgery [6]. In the 1860s, Joseph Lister invented antisepsis techniques to prevent 
infection from surgery, ultimately leading to an incredible decline in postoperative mortality rates. 
With these advancements, surgical procedures in the abdominal area became more frequent. It was 
during this period that many of the building blocks for pancreatic resection were developed. For 
instance, palliative biliary bypass, a surgery-involving removal of different parts of the biliary 
system, was the first form of surgical treatment for PDAC [6] because it had been used to remove 
local malignant obstructions.   

The first anatomical resection for a solid tumor of the pancreas was a distal pancreatectomy 
performed by German surgeon Friedrich Trendelenburg in 1882 [11]. During the 90-minute 
procedure, he resected a large spindle cell carcinoma along with the pancreas tail from which the 
tumor arose. Unfortunately, the impact of the surgery was unclear because an unrelated infection 
and worsening malnutrition caused the patient to die several weeks later. Despite this, 
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Trendelenburg had successfully shown that it was technically possible to surgically remove a 
diseased pancreas, marking a milestone in pancreatic cancer treatment.  

Early Therapeutics  

Because surgery only provided small improvements in quality of life against PDAC, clinicians 
sought pharmaceutical alternatives. Since the 1950s, a variety of therapeutic tools, including anti-
metabolites, nucleoside analogs, and DNA-intercalating compounds, have been used against 
pancreatic cancer, although with low patient response rates and meager improvements in survival 
[12]. Two of the most common pancreatic cancer therapeutics are anti-metabolites 5-fluorouracil (5-
FU) and Gemcitabine.  

5-FU was first discovered in 1957 and has continued to be used for almost 40 years as adjuvant 
therapy (additional treatment after initial treatment) [13]. The earliest trial demonstrating the efficacy 
of 5-FU (done with radiation) was performed by the Gastrointestinal Tumor Study Group in 1985. 
They found that the median survival for the treatment group was significantly longer than the 
median survival for the control group (20 months vs.11 months) [12]. While this trial demonstrated 
some improvement in survival, response rates to 5-FU monotherapy were highly variable, with 
subsequent studies suggesting high variation or patient heterogeneity. 

Gemcitabine was introduced in 1986 as a pyrimidine nucleoside antimetabolite that inhibits the 
synthesis of DNA. It was originally synthesized as a potential antiviral agent but was found to have 
even better anti-cancer properties. Gemcitabine has received approval for clinical treatment in a 
variety of solid-tumor cancers, including pancreatic and non-small cell lung cancer [14]. In 1997, it 
was demonstrated that gemcitabine was more effective than 5-FU in the alleviation of some disease-
related symptoms in patients with advanced PDAC and that it conferred a modest survival 
advantage over 5-FU [15]. This study established gemcitabine monotherapy as the standard of care 
in pancreatic cancer from 1997 until new treatments were developed.  

In the ensuing decades, advancements in medical research and technology have led to the 
development of more effective compounds and combination therapies. These therapeutics have been 
driven by a better understanding of PDAC’s physiology and molecular drivers.   

Modern Definitions and Treatments of PDAC 

PDAC in the Genomic Age 

Histology and Physiology 

Pancreatic ductal adenocarcinomas are characterized by a variety of microscopic factors. 
Conventional PDACs have dense desmoplastic stroma, the connective tissue surrounding the tumor, that 
is intermixed with irregularly shaped glands instead of normal, rounded ducts. These can present as small 
nests of malignant epithelial cells [16]. The appearance of PDAC under H&E stains is also highly 
heterogeneous. Within the same tumor, appearance can vary largely: some cancer cells may have healthy 
morphology, while others are irregular and mishappen. PDAC also presents with inter- and intra-tumoral 
heterogeneity, with a wide range of cell types and morphologies from tumor to tumor. 

For example, a cancerous pancreas may display complex interconnecting tumoral glands in 
which glands branch out and twist and connect to form a tangled, maze-like pattern, in contrast to 
forming neat, separate tubes. Another example is the formation of large, abnormal ducts (large duct 
type). Other characteristics include but are not limited to poorly differentiated epithelial tumors with 
eosinophilic (pink-staining) or clear cells, the formation of finger-like projections (micropapillae) 
inside the lumen of ducts, cribriform histology (sieve/honeycomb-like structure with many small 
holes) with foamy cells (bubbly-looking interior), and the spreading of cancer cells along the inner 
lining of the ducts in a thin, creeping pattern (pagetoid) [16].  

PDAC also shows aggressive histological features that often manifest in resected PDAC 
specimens. These include lymph node metastasis, tumor invasion into tissues surrounding the 

Preprints.org (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 27 October 2025 doi:10.20944/preprints202510.2008.v1

© 2025 by the author(s). Distributed under a Creative Commons CC BY license.

https://doi.org/10.20944/preprints202510.2008.v1
http://creativecommons.org/licenses/by/4.0/


 4 of 12 

 

pancreas (peripancreatic tissue), spread of cancer to nearby vessels and organs/structures, tumor 
spread along nerves (perineural invasion), as well as trace amounts of leftover cancer after resection.  

The heterogeneity and the aggressive nature of PDAC cancerous cells once again explain the 
reason why this type of cancer is so difficult to treat and often reaches advanced stages and metastasis 
if not detected early. These histological features often arise from the common genetic mutations that 
ultimately lead to cancer. 

Here we present a handful of examples of healthy versus diseased pancreatic tissue sections and 
tumors compiled from PathologyOutlines.com. 

 

Figure 1. Normal versus abnormal histology of pancreatic tissue. A) Normal acinar parenchyma of pancreas, 
with sparse ducts and islets of Langerhans. B) Detail of a duct lined with columnar ductal epithelium and 2 islets 
of Langerhans on the right. C) Islet of Langerhans, detail. D) Islet of Langerhans, detail. E) Poorly differentiated 
with incompletely formed abortive glands. F) Marked nuclear pleomorphism with 4x anisonucleosis within one 
tumor gland. G) Large infiltrating tumor glands with intraluminal neutrophils and granular debris. H) 
Perineural invasion. A), B), C), and D) contributed by Jan Hrudka, M.D., Ph.D. E), F), G), and H) contributed by 
Wei Chen, M.D., Ph.D. 

Molecular Characterization of PDAC 

The wide array of studies performed on pancreatic cancer determined four genes of interest that 
are usually mutated: KRAS, TP53, CDKN2A, and SMAD4 [17–19]. KRAS gene mutations are usually 
found in 85% of all pancreatic cancers, while the three other genes are mutated in over 50% of cases. 
Mutant KRAS causes the progression of tumors by activating downstream cell signaling pathways 
involved with proliferation, immunosuppression, and cell metabolism reprogramming. This mutated 
gene, in combination with mutated tumor suppressor genes like TP53, CDKN2A, and SMAD4, 
promotes pancreatic tumor growth and metastasis.  

Current Diagnostic Paradigm 

One of the largest remaining challenges in PDAC treatment is its late detection. Patients often show 
no apparent symptoms until they reach a more advanced stage of pancreatic cancer. Because surgery is 
often impossible and ineffective at advanced stages, and because surgery is the only potentially curable 
treatment for PDAC, most patients are unable to receive surgical resection and must rely on less potent 
methods of treatment down the line. As explained by the National Cancer Institute, the chances of living 
for 5 years after diagnosis are much higher for early-stage PDAC (44%) compared to the meager survival 
rate for late-stage disease (3%) [20]. Detection remains a significant challenge for physicians, so it’s 
imperative to develop more powerful diagnostic tools to improve patient survival.  

A B

C D

E F

G H
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According to the National Comprehensive Cancer Network, pancreas imaging involves the use 
of pancreatic protocol computed tomography (CT) or magnetic resonance imaging (MRI) of the 
abdomen. If the spread of cancer is suspected, further imaging such as CT of the chest and pelvis, 
MRI of the liver, or positron emission tomography/CT/MRI may be done. Pancreatic cancer 
progression may be described with numerical stages (Stage 0, I, II, III, and IV), with each consecutive 
stage indicating a more advanced and often more deadly phase of disease [21]. To stage the cancer, 
physicians often use endoscopic ultrasound, endoscopic retrograde cholangiopancreatography 
(ERCP), or a laparoscopy.  

Blood diagnostic tests are limited, with two main methods being liver function tests and CA 19-
9 biomarker testing. Even though CA 19-9 is the best validated biomarker for PDAC, it often shows 
insufficient sensitivity and specificity for early screening. Because of this, microRNAs (miRNAs) like 
miR-7, miR-21, and miR-155 have been researched for their potential usefulness due to their links to 
major cancer hallmarks in most solid tumors, including pancreatic cancer.  

To confirm cancer presence, a needle biopsy is often performed with EUS or an image-guided biopsy 
through the skin. For personalized treatment, genetic tests can be done to detect the presence of inherited 
mutations that may increase the chance of pancreatic cancer. Other biomarker tests of cancer cells are also 
performed to obtain a molecular profile that can be useful for personalized treatments [22]. 

Current Standard of Care 

Surgery 

As the only potential curative treatment for pancreatic ductal adenocarcinomas, surgical 
resection has been widely used as a treatment for earlier-stage pancreatic cancers. In a study done by 
Zheng Li et al. (2023), researchers found that surgical resection significantly prolonged the long-term 
prognosis of PDAC patients who had an intermediate stage of cancer between localized disease and 
aggressive metastasis (oligometastatic) [23]. Researchers found that patients who had undergone 
surgery had better overall survival (OS) and cancer-specific survival (CSS) than those without; overall 
survival improved by about three months (9.49 vs. 6.45 months with a p < 0.01), and cancer-specific 
survival improved by about three months as well (9.76 vs. 6.54 months, p < 0.01). Patients who receive 
surgery often undergo adjuvant therapy downstream, like chemotherapy. Patients who might have 
an advanced stage of PDAC and cannot undergo the benefits of surgical resection often receive 
adjuvant therapy as well, usually in the form of palliative care.  

Chemotherapy 

As discussed before, Gemcitabine emerged as the leading chemotherapeutic agent in treating 
PDAC in the early 21st century. Gemcitabine remained the first-line treatment for locally advanced 
(non-resectable stage II or III) or metastatic (stage IV) PDAC through the late 1990s and early 2000s. 

In 2010, FOLFIRINOX was introduced to clinical practice. FOLFIRINOX is a combination 
therapy that includes the chemical compounds 5-Fluorouracil/leucovorin, irinotecan, and oxaliplatin. 
The PRODIGE 4/ACCORD 11 study compared FOLFIRINOX to Gemcitabine and determined that 
FOLFIRINOX showed superior median overall survival, progression-free survival, and objective 
responses. As of 2025, it remains a first-line option for otherwise healthy metastatic patients.  

Paclitaxel (Abraxane) was another valuable chemotherapeutic that had been tested in PDAC, 
but its original formulation was found to be highly toxic with poor efficacy. In 2013, the MPACT 
Phase III clinical trial tested a novel albumin-conjugated paclitaxel formulation to reduce systemic 
toxicity. This landmark study showed that, in combination with Gemcitabine, albumin-bound 
paclitaxel produced a longer median overall survival (8.5 vs. 6.7 months, p < 0.01) and median 
progression-free survival (5.5 vs. 3.7 months, p < 0.01) compared to Gemcitabine alone. It was 
approved by the FDA in late 2013 for first-line treatment of metastatic PDAC, showing the 
importance of exploring novel formulations even for established molecules [24]. 
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Capecitabine (Xeloda) is another general cancer therapy that was appropriated for PDAC. This 
nucleoside metabolic inhibitor was first approved in 1998 as an adjuvant treatment for cancers like 
colorectal and breast cancer, and had its labeling updated in 2022 to include it as adjuvant therapy 
for resected PDAC as part of combination regimens [25]. This change came from the ESPAC-4 phase 
3 trial conducted in 2017, which discovered that the median overall survival for patients in the 
gemcitabine plus capecitabine group was longer compared to the median overall survival in the 
gemcitabine group (28.0 vs. 25.5 months) [26]. 

One more recent first-line treatment option is the NALIRIFOX regimen. It is composed of 
oxaliplatin, fluorouracil, leucovorin, and irinotecan, a liposomal topoisomerase 1 inhibitor known as 
Onivyde. NALIRIFOX was approved in February of 2024 for the treatment of metastatic pancreatic 
adenocarcinoma [27]. Efficacy was evaluated with the NAPOLI3 trial, which found that there was a 
significant improvement in overall survival and progression-free survival for the NALIRIFOX 
regimen over gemcitabine and nab-paclitaxel combination treatment (median overall survival: 11.1 
months vs. 9.2 months; median progression-free survival: 7.4 months versus 5.6 months) [28]. This 
combination treatment, and others, give physicians additional options when treating patients with 
poor response to other therapeutic options.  

Targeted Therapy 

In addition to chemotherapeutic agents that primarily act by preferentially poisoning highly 
proliferative cells, targeted therapies often target a specific protein in the diseased cells. 

In 2018, larotrectinib was granted accelerated approval by the FDA for adult and pediatric 
patients with solid tumors that have a neurotrophic receptor tyrosine kinase (NTRK) gene fusion. In 
2019, the FDA approved entrecitinib for NTRK solid tumors for adults and pediatric patients 12 years 
and older with solid tumors that have NTRK fusions. Though NTRK fusions are rare in PDAC for 
adenocarcinomas that harbor NTRK fusions, these treatments are vital [29].  

In 2019, the FDA approved the PARP inhibitor olaparib for the maintenance treatment of adult 
patients with damaging germline BRCA-mutated metastatic PDAC, for patients whose disease has 
not progressed for at least 16 weeks after a platinum-based chemotherapy regimen [30].  

Immunotherapy 

Immunotherapy is a type of treatment that uses the body’s own immune system to fight diseases 
like cancer. Although immunotherapies are not as widespread as chemotherapies in the realm of 
cancer treatment, it has great potential to be used against common gene/protein changes found in 
cancers. For example, current immunotherapies often target proteins such as PD-1 (programmed cell 
death-1) protein, PD-L1 (programmed death-ligand 1) protein, and CTLA-4 (cytotoxic T-lymphocyte-
associated protein 4) [31]. Two common cancers where immunotherapies have been effective against 
include advanced melanoma [32] and non-small-cell lung cancer [33]. 

For PDAC, there are currently only two FDA-approved immunotherapeutic treatments: 
Dostarlimab (Jemperli) and Pembrolizumab (Keytruda). Both immunomodulators are meant for 
subsets of patients with pancreatic cancer. Dostarlimab is approved for patients with advanced 
pancreatic cancer that has DNA mismatch repair deficiency (dMMR). Pembrolizumab is approved 
for patients with pancreatic cancer that has high microsatellite instability, dMMR, or high tumor 
mutational burden. Both are checkpoint inhibitors that target the PD-1/PD-L1 pathway [34].  

Radiation 

Radiation therapy involves using high-energy photons, electrons, protons, or another source to 
cause DNA damage in tumor cells to induce cell death. Ionizing radiation is used especially in cancer 
cases to cause base damage, single-strand, or double-strand breaks in proximity to DNA. 
Radiotherapy has a variety of uses: primary treatment for cancer, adjuvant therapy, before surgery 
to shrink tumors, and during palliative care. Having been applied as a form of cancer treatment for 
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120+ years, radiotherapy is a standard treatment option for a wide range of tumors, including lung, 
breast, cervical, and colorectal cancers [35]. However, radiation therapy is controversial in the 
treatment of pancreatic cancer and has produced mixed results in different studies [36].  

Lines of Therapy 

Based on ESMO Clinical Practice Guidelines for PDAC treatment, these are the professional 
guidelines for lines of therapy [37]. 

First Line: Surgery (resection), chemotherapy/radiation therapy if unresectable (Gemcitabine, 
FOLIFIRINOX) 

Second Line: Chemotherapy (combination of nanoliposomal irinotecan with 5-FU-Leucovorin, 
paclitaxel-gemcitabine), radiotherapy 

Third Line: Most patients are not suited for third-line treatment due to poor nutritional status 
and/or poor performance status. In cases like this, best supportive care is the best treatment choice. 
Patients with better performance status may be included in clinical trials.  

Ongoing R&D and Future Perspectives 

While significant challenges remain in the detection and treatment of PDAC, clear 
improvements are being made with life-saving technologies in development. The major challenges 
still to overcome include detection speed, tumor physiology, and tumor biology, with many research 
groups actively working to tackle these challenges. 

Biomarkers for Earlier Detection 

As discussed, early detection of PDAC drastically improves patient survival. This illustrates the 
importance of continuing to develop better diagnostic tools and biomarkers. To detect PDAC earlier, 
researchers are developing improved diagnostic methods and discovering biomarkers like microRNAs 
(miRNAs) that are detectable earlier during disease progression. In addition to miR-7, miR-21, and miR-
155, recent notable miRNA markers like miR-370-3p, miR-31-5p, and miR-205-5p have been identified for 
pancreatic cancer. Because the best-validated pancreatic cancer biomarker (CA19-9) often shows 
insufficient sensitivity and specificity for early screening, these biomarkers provide the potential for earlier 
detection [38]. Other diagnosis methods are also being developed, including a cell-free DNA (cfDNA)-
based liquid biopsy and multimodal early detection biomarker panels that include, for example, 
circulating tumor DNA (ctDNA), exosomes, proteomics, and methylation with imaging-based tools like 
radiomics and machine learning-assisted interpretation [39]. These tools combined have the potential to 
improve patient survival by detecting pancreatic cancer earlier.  

Developing Novel Therapies 

In addition to detection, two unique biological challenges for PDAC are its genetic makeup, 
particularly KRAS mutations, and the physiology of the tumor microenvironment (TME). While 
early-stage PDAC can be treated by surgical resection, more advanced stages of PDAC are being 
treated insufficiently with chemotherapies. To improve the therapeutic window of PDAC treatments 
and address KRAS mutations and the dense TME, new drug delivery platforms and therapeutic 
modalities are being developed. 

For instance, Revolution Medicine is developing a small-molecule drug that more specifically 
inhibits the RAS gene family, including KRAS. Their recent drug called RMC-6236 is currently in 
Phase 1/1b trials to evaluate the safety, tolerability, pharmacokinetics, and clinical activity of this drug 
with dose escalation in adult patients [40]. A common family of KRAS mutations involved in PDAC 
is KRAS G12X mutations. To combat these mutations, companies are developing therapies that 
specifically target these mutations. For example, siG2D-LODER, a novel bio-degradable polymeric 
matrix that encompasses a small interfering RNA, is being developed to fight broadly against KRAS 
G12X mutations [41]. Combined with chemotherapy, siG2D-LODER is undergoing a phase 2 study 
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for patients with locally advanced pancreatic cancer [42]. Targeted drugs are also being developed 
for other rarer gene fusions. For instance, the FDA granted accelerated approval to zenocutuzumab 
in late 2024 for patients who have advanced, unresectable, or metastatic PDAC that includes an NRG1 
gene fusion. Though this type of fusion is rare, the drug offers potential life-saving treatment for this 
subset of pancreatic cancer patients [43]. 

The PDAC tumor creates a dense wall of stromal cells that makes it tough for current treatments to 
reach the intended target. Tumors also express drug efflux transporter proteins that actively expel drug 
compounds. These features increase the concentration of the drug required for effective dosage, leading 
to increased toxicity for the patient. As a result, stromal-modulating treatments are being developed as 
well, with a focus on combination therapies to tackle the dense TME around tumors. VCN-01, for example, 
disrupts the pancreatic cancer stroma and exerts antitumor effects with other therapies [44]. 

Additional novel therapeutics include viral therapies, cell therapies, and multi-specific biologics. 
Currently, two viral therapies are being researched. First, Theriva Biologics is developing the 
previously mentioned VCN-01, a systemically administered, tumor-selective, and stroma-degrading 
oncolytic adenovirus. Recently finishing its Phase 2b clinical trial with chemotherapy as a first-line 
therapy, the results showed positive outcomes [45]. Second is Pelareorep, an intravenously delivered 
unmodified reovirus that contains a double-stranded RNA genome that has been previously studied 
in multiple cancers, such as colorectal and breast cancer. A phase 1/2 trial found that the virus, in 
conjunction with chemotherapy and atezolizumab, not only induces anti-reovirus T cells but also 
activates innate and adaptive anti-tumor immunity in pancreatic cancer patients [46]. Cellular 
therapies like mesothelin-directed CAR T cell therapy and CAR-NK immunotherapy, as well as 
antibody-drug conjugates (ADC) like DS-3939a (tumor-associated mucin-1 directed ADC in phase 
1/2 trial) and IBI343 (an anti-claudin 18.2 ADC undergoing phase 1a/b trial) [47–51]. These advanced 
biologic therapies promise to improve targeted efficacy in this challenging tumor type. Finally, 
mRNA-based cancer vaccines are also showing promising results in phase 1 trials, showing 
prolonged recurrence-free survival after surgery, atezolizumab (monoclonal antibody treatment), 
autogene cevumeran, and chemotherapy [52]. These advanced biologic therapies promise to improve 
targeted efficacy in this challenging tumor type. 

Conclusion 

In this paper, we outlined the discovery and early therapeutics of pancreatic ductal 
adenocarcinoma, characterized the cancer via its physiology and molecular attributes, described the 
current diagnostic and treatment plans for this deadly cancer—including treatments like surgery, 
chemo, targeted therapy, immunotherapy, and radiation—and ended on a brief discussion of current 
R&D to combat this disease with tools like improved biomarkers, therapies targeting KRAS mutations 
or the tumor micro-environment, targeted therapies, viral treatments, and cancer vaccines. 

Treating PDAC remains a global challenge. This aggressive cancer still poses a significant threat 
to patients, but new and ongoing improved scientific and medical research promises to improve 
diagnostic and treatment tools that are urgently needed to aid patients and save lives. 

Though more novel therapies are being developed to treat this disease, the most important area 
of research to focus on right now is improving its diagnostics. As mentioned before, resectable 
pancreatic tumors yield a much higher patient survival rate compared to PDAC that has reached an 
advanced and/or metastatic stage [4]. By discovering and cutting the root of the cancer before it 
spreads, patient suffering can be relieved greatly, and much of the costs associated with late-stage 
therapy can be saved. Thus, it’s of utmost importance to dedicate time and resources to discovering 
newer and better ways of diagnosing PDAC earlier to improve patient survival rate at the lowest cost 
and highest efficacy. With that in mind, research devoted to discovering new therapies must 
continue. Only with the development of improved diagnostic tools and effective therapies can we 
stop PDAC and improve patients’ quality of life. 
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