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Abstract: Regenerative medicine is a rapidly advancing field to revolutionize healthcare by offering
innovative solutions for repairing or replacing damaged tissues and organs. By addressing significant
challenges associated with conventional therapies—such as the shortage of donor organs and
complications related to immune rejection—regenerative medicine provides a hopeful alternative for
patients suffering from chronic diseases and injuries. This review outlines the urgent need for regenerative
medicine to tackle prevalent issues like chronic conditions, organ scarcity, and injury recovery through
approaches like stem cell therapy and tissue engineering. Key therapies currently available in the market,
such as Carticel and Celution, utilize both autologous and allogeneic cells to promote healing and tissue
regeneration. Recent breakthroughs showcase the transformative potential of regenerative medicine, with
notable successes including stem cell therapies for spinal cord injuries, 3D-printed skin grafts for burn
victims, and the development of lab-grown organs. These advancements highlight regenerative medicine's
capability to enhance patient outcomes significantly. Looking ahead, the future of regenerative medicine
lies in the personalization of therapies, advanced biomaterials, and cutting-edge technologies like 3D
bioprinting. These innovations will enable the creation of complex and functional tissues tailored to
individual patients. As research continues to progress, regenerative medicine holds the promise of offering
long-term, transformative solutions for a wide range of medical conditions..
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L. INTRODUCTION

Regenerative medicine holds immense potential for healing or replacing tissues and organs that have been damaged due
to aging, disease, or trauma. It also shows promise in normalizing congenital defects. Encouraging preclinical and
clinical data thus far indicate that regenerative medicine could effectively address both chronic diseases and acute
injuries across various organ systems. This includes applications in treating dermal wounds, cardiovascular diseases,
specific cancers, and more. Current therapies, particularly organ and tissue transplantation, face significant challenges
such as a limited supply of donors and serious immune complications. Regenerative medicine strategies may offer
solutions to these issues by providing alternative methods for treating organ and tissue failures. The scope of
regenerative medicine includes various strategies, such as utilizing materials and de novo generated cells, either
individually or in combination.(/)These approaches aim to replace missing tissue, restoring both its structural and
functional integrity, or to facilitate tissue healing. Although the body’s innate healing response can be harnessed to
encourage regeneration, adult humans exhibit limited regenerative capacity compared to lower vertebrates. (2)

Need of Regenerative Medicine:

1. Addressing Chronic Diseases and Tissue Degeneration:

The prevalence of chronic conditions, such as diabetes, cardiovascular diseases, neurodegenerative disorders (like
Parkinson’s and Alzheimer’s), and musculoskeletal issues, continues to rise globally. Traditional medical treatments
often focus on managing symptoms rather than addressing the root causes of these conditions, such as tissue damage or
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damage.(3) For example, stem cell therapy is being explored to regenerate pancreatic cells in type 1 diabetes,
potentially restoring the body’s ability to produce insulin. In cardiovascular diseases, regenerative techniques could
repair damaged heart tissues following a heart attack, which would significantly reduce the need for heart transplants or
lifetime medication dependency.(4)

2. Overcoming the Organ Shortage Crisis:

A major challenge in modern medicine is the critical shortage of donor organs. Every year, thousands of people die
waiting for organ transplants due to the limited availability of suitable organs. Regenerative medicine provides a
promising alternative through the development of lab-grown organs and bioengineered tissues. Tissue engineering
advancements are making it possible to grow functional organs such as kidneys, livers, and hearts in the laboratory.
This not only addresses the organ shortage crisis but also reduces issues related to organ rejection and the long waiting
times associated with traditional transplants. (5)

3. Repairing Injuries and Degenerative Conditions:

Many types of injuries, such as those affecting the brain, spinal cord, and cartilage, result in permanent damage because
these tissues have limited capacity for self-repair. For instance, spinal cord injuries often lead to irreversible paralysis,
while cartilage damage can cause chronic pain and disability in conditions like osteoarthritis. Regenerative therapies
aim to restore lost function by regenerating damaged tissues or implanting bioengineered scaffolds to promote natural
healing. Stem cell therapy, for example, holds promise in treating spinal cord injuries, while cartilage regeneration
techniques could delay or eliminate the need for joint replacement surgeries. These advancements significantly improve
patient outcomes and quality of life by offering solutions that conventional treatments cannot. (6)

4. Reducing Dependency on Drugs and Surgery:

Chronic conditions often require long-term pharmaceutical treatments that come with side effects and only provide
symptomatic relief. Regenerative medicine could reduce reliance on such medications by addressing the underlying
causes of disease. Similarly, it may offer alternatives to invasive surgeries, such as organ transplants or joint
replacements, by promoting internal tissue repair. By focusing on repairing the body rather than replacing it,
regenerative medicine has the potential to minimize the risks, recovery times, and costs associated with major
surgeries.(7)

5. Meeting the Needs of an Aging Population:

As the global population continues to age, the demand for treatments that can slow down or reverse age-related
degeneration is increasing. Conditions such as osteoarthritis, heart disease, and neurodegenerative disorders are more
common in older adults, and regenerative medicine presents an opportunity to improve health outcomes in this
demographic. By regenerating tissues and enhancing organ function, these therapies could promote healthy aging and
extend the quality of life in older adults.

The growing need for regenerative medicine is driven by its potential to revolutionize healthcare, addressing critical
gaps left by conventional treatments. It offers hope for patients suffering from chronic diseases, irreversible injuries,
and organ failure, providing long-term solutions that target the root cause of medical conditions. Regenerative medicine
stands at the forefront of future healthcare, with the promise to transform lives by fostering healing and regeneration
where traditional medicine falls short. With continued advancements in research and clinical applications, this field will
undoubtedly play a pivotal role in shaping the future of medical science.(8)

Market Therapies in Regenerative Medicine:

The emergence of tissue engineering and regenerative medicine as an industry approximately two decades ago, several
therapies have gained clearance or approval from the Food and Drug Administration (FDA) and are now commercially
available. A fundamental concept in regenerative medicine is the delivery of therapeutic cells that directly contribute to
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For instance, Carticel, the first FDA-approved biologic product in orthopedics, employs autologous chondrocytes to
treat focal articular cartilage defects. In this process, chondrocytes are harvested from the patient’s articular cartilage,
expanded ex vivo, and subsequently implanted at the injury site. The recovery achieved with Carticel is comparable to
results obtained from traditional techniques like microfracture and mosaicplasty.(9)

Other notable therapies include:

laViv: Involves the injection of autologous fibroblasts to enhance the appearance of nasolabial folds.

Celution: A medical device that extracts cells from adipose tissue obtained via liposuction.

Epicel: Utilizes autologous keratinocytes for the treatment of severe burn wounds.

Cord blood harvesting: Used to obtain hematopoietic progenitor and stem cells.

The use of autologous cells necessitates the harvesting of the patient’s tissue, which can create new wound sites and
often delays treatment due to the required culture expansion of the cells. Conversely, allogeneic cell sources, such as
human foreskin fibroblasts used in wound-healing grafts (e.g., GINTUIT, Apligraf), offer the advantage of off-the-shelf
availability, allowing for mass production while reducing the risk of adverse immune reactions.

Materials alone can sometimes provide regenerative cues and facilitate graft or implant integration, exemplified by
bioglass-based grafts that promote fusion with bone. (70) factors that enhance healing or regeneration into biomaterials
allows for localized and sustained release. This strategy has been effectively utilized for wound healing with platelet-
derived growth factor (PDGF) in Regranex and for bone formation with bone morphogenetic proteins 2 and 7 in
products like Infuse and Stryker’s OP-1. However, complications can arise from these approaches, as evidenced by the
black box warnings associated with Infuse and Regranex, likely stemming from insufficient control over growth factor
release kinetics with current materials. The efficacy of regenerative medicine products approved or cleared by the FDA
varies but is generally superior to or at least comparable with existing treatments. While they demonstrate benefits in
healing and regeneration, they do not completely resolve injuries or diseases. Introducing new products into the market
is challenging due to the substantial time and financial investments required for FDA approval. The journey from
concept to market for drugs and biologics involves multiple phases of clinical testing, often taking over a dozen years
and costing between $802 million and $2.6 billion per drug. In contrast, medical devices, which encompass a wide
array of non-cellular products like acellular matrices, typically reach the market within 3 to 7 years of development and
may benefit from expedited processes if they can be shown to be similar to existing devices. Consequently, acellular
products are often more favorable from a regulatory and developmental perspective compared to cell-based products
due to their less burdensome approval processes.(71)

Recent Advancements in Regenerative Medicine:

Recent advancements in regenerative medicine have led to remarkable breakthroughs that showcase its potential to
transform healthcare. Several successful cases have emerged, demonstrating the ability of regenerative therapies to
repair damaged tissues, restore function, and provide alternatives to traditional treatments like organ transplants and
invasive surgeries.(/2) Here are some notable examples:

1. Stem Cell Therapy for Spinal Cord Injury:

A groundbreaking case in 2021 highlighted the efficacy of stem cell therapy in treating spinal cord injuries. A patient
who had been paralyzed for nearly a decade due to a severe spinal cord injury received an injection of stem cells
directly into the damaged area of his spine. This innovative treatment stimulated the regeneration of nerve cells,
resulting in the patient regaining significant movement in his arms and upper body over several months. This case
represents a significant breakthrough for individuals with spinal cord injuries, who historically had limited treatment
options and little hope of recovery.(13)

2. Lab-Grown Organs:
In 2022, a landmark achievement was made when Japanese scientists successfully transplanted lab-grown liver tissue
hers bioengineered
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successfully, restoring normal liver function and eliminating the need for a conventional liver transplant. This case
illustrates the tremendous potential of regenerative medicine to address the organ shortage crisis while minimizing the
risks associated with transplant rejection. (74)

3. 3D-Printed Skin for Burn Victims:

The development of 3D-printed skin grafts has revolutionized the treatment of severe burns. In a notable case in Spain,
doctors utilized a patient’s own cells to create 3D-printed skin, which was applied to cover extensive burn wounds. The
innovative graft not only resembled natural skin in structure but also accelerated the healing process and resulted in less
scarring compared to traditional grafts. The patient’s remarkable recovery demonstrated the effectiveness of this
technology in restoring the protective barrier of the skin and improving long-term outcomes for burn victims.(75)

4. Gene Therapy for Inherited Blindness:

In 2023, regenerative medicine achieved a significant milestone with the use of gene therapy to restore vision in
patients with Leber’s congenital amaurosis (LCA), a rare inherited form of blindness. Researchers used a modified
virus to deliver a functional copy of the defective gene directly into the retina. The treatment successfully restored
vision in several patients, allowing them to perceive light and recognize faces. This success paves the way for future
gene-editing therapies to address other inherited retinal diseases, offering hope to countless individuals affected by
blindness.(16)

5. Regenerative Heart Tissue:

In a pivotal 2022 study, U.S. researchers demonstrated the successful use of stem cells to regenerate heart tissue in
patients who had suffered heart attacks. By injecting stem cells into damaged areas of the heart, the therapy promoted
the growth of healthy muscle tissue and improved heart function. Patients reported significant enhancements in heart
performance, reducing their risk of heart failure. This development holds great promise for millions of individuals
living with cardiovascular disease, which remains one of the leading causes of death worldwide. These recent success
stories in regenerative medicine illustrate the immense potential of this field to revolutionize medical treatment. From
restoring movement in paralyzed patients and addressing organ shortages with lab-grown tissues to providing
innovative solutions for burn victims and restoring vision, regenerative medicine is paving the way for groundbreaking
therapies. As research continues to advance, the future of regenerative medicine looks promising, with the potential to
offer new hope for patients suffering from a wide array of medical conditions. These breakthroughs not only highlight
the technical feasibility of tissue and organ regeneration but also underscore the profound impact such treatments can
have on patients’ quality of life.(17)

Future of Regenerative Medicine:
The future of regenerative medicine holds immense promise, poised to revolutionize the landscape of healthcare
through its innovative approaches to repairing, replacing, and regenerating damaged tissues and organs. As research and
technology continue to advance, several key areas are expected to drive the evolution of this field. One of the most
significant prospects lies in the development of personalized regenerative therapies.(/8) With the increasing
understanding of genetic and cellular biology, treatments tailored to an individual’s unique genetic makeup are
becoming more feasible. Personalized medicine could enhance the effectiveness of regenerative therapies, ensuring that
patients receive treatments specifically designed to optimize their healing processes. Another exciting area is the
integration of advanced biomaterials and tissue engineering techniques. Innovations in 3D bioprinting, for example,
will enable the creation of complex tissue structures that closely mimic natural tissues in terms of architecture and
functionality. This could lead to breakthroughs in producing lab-grown organs for transplantation, addressing the
critical shortage of donor organs and eliminating the risks associated with transplant rejection. Furthermore,
advancements in scaffold design and materials that promote cell growth and tissue integration are expected to enhance
the success rates of tissue grafts and implants. The intersection of regenerative medicine and gene therapy also presents
remarkable potential. (79) As our understanding of the human genome deepens, the abilit genetic defects at
the cellular level becomes more attainable. This could lead to therapies that not only addyess gsgnptéips but also rectify
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the underlying genetic causes of diseases, including inherited conditions and certain types of cancer. By integrating
regenerative approaches with gene editing technologies like CRISPR, researchers may develop novel treatments that
could fundamentally alter the prognosis for patients with previously untreatable genetic disorders.

Moreover, stem cell research is anticipated to continue evolving, with new sources and methods for deriving stem cells
being explored. Induced pluripotent stem cells (iPSCs), for instance, are already showing great promise due to their
ability to be generated from adult cells, thus sidestepping ethical concerns associated with embryonic stem cells. As
techniques for reprogramming cells improve, the potential for creating patient-specific stem cell lines for regenerative
therapies will expand, providing a versatile tool for treating a variety of conditions, from neurodegenerative diseases to
heart failure. The application of regenerative medicine is also expected to extend into fields such as orthopedics and
dentistry.(20) Regenerative approaches for repairing cartilage and bone, utilizing stem cells and growth factors, could
revolutionize treatments for conditions like osteoarthritis and traumatic injuries. In dentistry, regenerative techniques
may allow for the regeneration of dental tissues, potentially eliminating the need for invasive procedures like root
canals and extractions.

Lastly, as regulatory frameworks adapt to accommodate these innovations, the path from laboratory to clinical
application will likely become smoother, expediting the translation of cutting-edge research into accessible treatments.
Collaborative efforts among researchers, clinicians, and regulatory bodies will be essential to navigate the complexities
of bringing these therapies to market while ensuring patient safety and efficacy.(21)

Special Considerations for Developing Regenerative Medicine Therapies:

Regenerative medicine therapies, which include cell therapies, therapeutic tissue engineering products, human cell and
tissue products, and gene therapies, are complex and involve unique developmental challenges. These therapies often
require genetic modifications either ex vivo (outside the body) or in vivo (within the body). For instance, chimeric
antigen receptor (CAR) T-cells are modified ex vivo, while corrective genes for disorders like hemophilia are delivered
in vivo using engineered viral vectors or plasmids.(22)

Common Challenges Across Development Stages:
The development of regenerative medicine therapies faces several challenges that are common throughout all stages,
including:

e Immunogenicity: One of the primary concerns is the immune response to the administered biological therapy.
These reactions can vary from mild, localized responses to more severe conditions, such as graft-versus-host
disease, autoimmune disorders, and cytokine release syndrome. Proactive measures, such as anticipating these
risks and incorporating adequate clinical monitoring, are critical to managing immune responses safely. (23)

o Tumorigenicity: Another major risk is the potential for unintended cell differentiation or proliferation, which
can lead to the formation of tumors or ectopic tissue. This risk can be minimized by ensuring cytogenetic
stability, removing residual non-target cells, and employing stringent quality control throughout the
manufacturing process. Preclinical studies in animal models, particularly those susceptible to tumor formation,
provide essential insights into the potential tumorigenic risks. (24)

Manufacturing and Delivery Considerations:
Regenerative medicine products often require stringent conditions for storage and transfer, including cryopreservation,
due to their short shelf life. Additionally, the safe and effective delivery of these therapies is paramount, especially
when invasive procedures are involved. Delivery methods can range from intravenous infusion to more targeted tissue-
specific methods, such as intra-cardiac or intra-cranial delivery, or even surgical implantation. Ensuring compatibility
between the therapy and the delivery device is essential for maintaining the therapy’s viability and efficacy.(25)

In the context of rare disease treatments, the stakes are even higher. Small patient populations, combined with the
severity of these diseases and the urgency of treatment, leave little room for errors in product manufacturing or
administration. Therefore, meticulous planning for product manufacturing, storage, and clinical administration is
critical.
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Regulatory and Quality Standards:

Like other biologics, regenerative therapies must meet stringent regulatory standards for quality, purity, safety, and
potency. These therapies are manufactured according to Current Good Manufacturing Practice (CGMP) regulations and
must adhere to national and international guidelines for biologic product development. In the case of cell-based
therapies, it is crucial to delineate different cell types, develop reliable assays for product characterization, and ensure
that impurities—especially in viral vectors used for gene therapies—are strictly controlled. (26)

Preclinical and Clinical Testing:

Comprehensive preclinical testing is required before clinical trials can begin, using a combination of in vitro, in silico,
and in vivo methods. For cell-based therapies, it is important to track the fate of the administered cells—whether they
engraft, migrate, differentiate, or integrate into the host tissue. Animal models that closely mimic human disease
conditions provide valuable information regarding the product's potential efficacy and safety.(27)

Gene therapies, meanwhile, rely on biodistribution studies of viral vectors and the therapeutic gene's expression to
understand their mechanism of action. Given the long-lasting effects of many regenerative therapies, patients often
require long-term clinical monitoring. This is particularly important for pediatric patients and those with rare diseases,
as they often have compromised health conditions that increase their risk for adverse events.(28)

Clinical Trial Design and Monitoring:

When conducting first-in-human trials with novel regenerative therapies, it is often advisable to use staggered dosing
schedules, with careful monitoring between doses. This approach ensures that any adverse effects can be identified and
managed before the next group of patients receives treatment. In rare pediatric diseases, specific ethical and regulatory
considerations come into play to ensure the safe conduct of clinical trials in children. For genetic disorders, the
development of genetic tests or companion diagnostics can improve patient selection, ensuring that those most likely to
benefit from the therapy are chosen for treatment. This is particularly important when developing therapies for rare
genetic diseases, where the patient population is already limited. The development of regenerative medicine therapies,
particularly for rare diseases, is a highly complex process that requires careful consideration at every stage. From
product design and preclinical testing to clinical trials and regulatory approval, these therapies face numerous
challenges. Successful development depends on meticulous planning, a thorough understanding of the disease’s natural
history, and strict adherence to quality and regulatory standards. With these strategies in place, regenerative therapies
can offer new hope for patients with previously untreatable conditions.(29) The field of regenerative medicine is rapidly
emerging as a transformative approach in healthcare, offering innovative solutions to repair, replace, or regenerate
damaged cells, tissues, and organs. It aims to restore normal function by harnessing the body’s natural ability to heal
itself, presenting an essential need in today’s medical landscape. Several factors underline the growing importance of
regenerative medicine, including the rise in chronic diseases, organ shortages, the limitations of conventional
treatments, and the aging global population. The future scope of regenerative medicine is vast, with the potential to
reshape healthcare by offering personalized, effective, and sustainable treatment options. As technology progresses and
our understanding of biological processes deepens, regenerative medicine is set to become a cornerstone of modern
therapeutic strategies, ultimately improving outcomes for patients across a wide spectrum of diseases and conditions.
The continued development of therapies in regenerative medicine promises to unlock new avenues for treating a wide
range of diseases and conditions, potentially changing the course of modern healthcare. As the field progresses, several
key areas of innovation are shaping the future of regenerative therapies, focusing on improving precision, scalability,
and clinical application. (30)

1. Advancements in Stem Cell Therapy:

Stem cell therapy remains at the forefront of regenerative medicine, with ongoing research expanding its clinical
applications. Scientists are working to refine techniques for deriving different types of stem cells, such as induced
pluripotent stem cells (iPSCs), which can be generated from a patient’s own adult cells. This breakthrough eliminates
the ethical concerns surrounding embryonic stem cells and reduces the risk of immungg@&aeign. Researchers are
exploring ways to use iPSCs for creating patient-specific treatments for conditioys liggNal cord injuries,
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neurodegenerative diseases, and cardiovascular damage. One major focus is developing more efficient methods to
direct stem cell differentiation, ensuring that these cells grow into the desired tissues or organs.(3/)

2. Tissue Engineering and Organ Regeneration:

The future of regenerative medicine also lies in tissue engineering and the regeneration of entire organs. Scientists are
working on advanced 3D bioprinting technologies to create complex tissues that can mimic the structure and function
of natural tissues. These printed tissues could one day replace damaged organs, alleviating the global shortage of organ
donors. For instance, bioengineered hearts, kidneys, and livers are being developed using patient-specific cells to avoid
the risk of rejection. Additionally, breakthroughs in scaffold technologies, which support tissue growth, are enabling
researchers to grow functional tissues like skin, cartilage, and blood vessels. This innovation is being used in
regenerative treatments for burn victims, osteoarthritis patients, and individuals with cardiovascular diseases.(32)

3. Gene Therapy and Regenerative Medicine Integration:

The integration of gene therapy with regenerative medicine is set to revolutionize how we treat genetic disorders. Using
advanced gene-editing tools like CRISPR-Cas9, scientists are now able to target and correct genetic mutations at the
DNA level. When combined with regenerative techniques, this approach has the potential to cure inherited diseases by
fixing the underlying genetic causes. For example, researchers are investigating how to correct mutations in stem cells
before using them to regenerate tissues, providing long-term solutions for conditions like cystic fibrosis, muscular
dystrophy, and even some cancers. This combination of gene editing and regenerative approaches could enable doctors
to offer treatments that not only manage symptoms but provide permanent cures.(33)

4. Regenerative Approaches in Neurodegenerative Diseases:

One of the most exciting areas of ongoing research is in using regenerative medicine to treat neurodegenerative diseases
such as Alzheimer’s, Parkinson’s, and ALS. These conditions are characterized by the progressive loss of neurons,
which cannot be naturally replaced by the body. However, stem cell-based therapies have shown promise in replacing
lost or damaged neurons, potentially halting or reversing the progression of these diseases. Clinical trials are underway
to assess the safety and efficacy of using neural stem cells to restore brain function in patients, offering hope for
millions of people worldwide. (34)

5. Regenerating Complex Structures and Organ Functions:

Developing therapies to regenerate more complex structures, such as the eye, liver, and heart, presents unique
challenges, but progress is being made. In the eye, for example, retinal stem cell therapies are being developed to
restore vision in patients with degenerative eye diseases like age-related macular degeneration (AMD). Liver
regeneration is another promising area, where researchers are exploring the use of stem cells and bioengineered tissues
to repair or replace damaged liver tissues in patients with liver failure. Similarly, heart regeneration is being pursued
through the injection of stem cells into damaged heart tissue following heart attacks, encouraging the growth of new,
healthy heart muscle.(35)

6. Scaling Up and Ensuring Clinical Success:
One of the ongoing challenges in regenerative medicine is scaling up therapies for widespread clinical use. While many
regenerative techniques have shown success in small-scale trials, researchers are now focused on ensuring these
therapies can be manufactured on a large scale, meet regulatory standards, and be made affordable and accessible to
patients. Collaborative efforts between academia, industry, and regulatory bodies are crucial for translating laboratory
breakthroughs into clinical applications. Ensuring the long-term safety and efficacy of regenerative treatments is
another critical aspect, requiring thorough clinical trials and monitoring.

The continued development of regenerative medicine therapies is opening the door to transformative treatments that
could redefine how we approach disease and injury. From advancing stem cell research and organ regeneration to
integrating gene therapy and addressing neurodegenerative diseases, the future of regepes edicine is full of
promise. As technological innovations advance and research moves closer to large iical applications,
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regenerative medicine is poised to offer new hope to millions of patients around the world, improving quality of life and
addressing previously untreatable conditions.(36)

II. CONCLUSION

Regenerative medicine is on the brink of revolutionizing healthcare by providing innovative strategies for repairing and
regenerating damaged tissues and organs. This field holds immense potential to not only treat but also heal chronic
diseases, traumatic injuries, and congenital conditions through advancements in stem cell therapy, gene editing, tissue
engineering, and biomaterials. The successful application of regenerative therapies, such as lab-grown organs and 3D-
printed skin, illustrates the transformative impact these technologies can have on patient outcomes and quality of life.
Despite the promising advancements, challenges remain, particularly concerning the high costs and lengthy regulatory
processes associated with bringing new therapies to market. Continued research and innovation, alongside collaboration
among academic institutions, industry leaders, and regulatory bodies, will be essential to address these hurdles
effectively. As regenerative medicine continues to evolve, it promises not only to extend life but also to enhance the
overall quality of life for patients. The future of this field is bright, with the potential to redefine treatment standards for
a wide array of medical conditions and significantly improve healthcare as we know it.
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