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GLOSSARY OF TECHNICAL TERMS

This glossary contains definitions of certain technical terms used in this document in
connection with us and our business. These may not correspond to standard industry definitions and
may not be comparable to similarly terms adopted by other companies.

“AE”

“AGA”

“Bacillus Calmette-Guérin” or “BCG”

“CED”

“CGMP”

“CIS”

“CR”
“CRR”

“cSCC”

“CSF”

“DCR”

“DLT”

“DOR”

“extracellular matrix”

“Fast Track Designation” or “FTD”

adverse event, a harmful and negative outcome that happens
when a patient has been provided with medical care

androgenetic alopecia, male or female pattern baldness — a
hormonally influenced, progressive thinning of scalp hair

a weakened strain of Mycobacterium bovis vaccine used
intravesically (directly into the bladder) to treat early-stage
bladder cancer by triggering a local immune response against
tumors

convection-enhanced delivery, a localized infusion technique
creating pressure-driven flow via a catheter to deliver high
concentrations of drugs — commonly into the brain —
bypassing the blood-brain barrier

current good manufacturing practice, regulations enforced by
the U.S. FDA, which provide for systems that assure proper
design, monitoring and control of manufacturing process and
facilities

carcinoma in situ, a form of early-stage cancer in which
malignant cells are present but have not yet invaded deeper
tissues

complete response

complete response rate, the proportion of patients in a clinical
trial whose cancer entirely disappears after treatment

cutaneous squamous cell carcinoma, a type of non-melanoma
skin cancer that originates from the squamous cells of the
epidermis

cerebrospinal fluid, the clear fluid that surrounds the brain and
spinal cord, providing protection and nutrient transport

disease control rate, the total proportion of patients who
demonstrate a response to treatment, equal to the sum of
complete responses (CR), partial responses (PR) and stable
disease (SD)

dose-limiting toxicity, toxicities of a drug or other treatment
that are serious enough to prevent an increase in dose or level
of that treatment

duration of response, the length of time that a tumor continues
to respond to treatment without the cancer growing or
spreading

a dynamic, three-dimensional network of proteins (e.g.,
collagen, glycoproteins) and polysaccharides that supports
tissue structure, cell adhesion, and signaling

a designation granted by the FDA to facilitate the
development, and expedite the review of drugs that to treat
serious conditions and fill an unmet medical need
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“GAG”

“herpes simplex virus type 1” or
‘4HSV_1’5

“herpes simplex virus type 2” or
‘6HSV-2?7
“ICP0O”

“ICP4”

“IFN_,Y”

“IIT”

“IL”

“immunogenicity”

“in situ”

“INCI”

i

“Kaplan-Meier curve’

“LAT”

“MAD”

“MTD”

glycosaminoglycan, long-chain polysaccharides in the
extracellular matrix (such as hyaluronan, chondroitin),
involved in tissue hydration, structural integrity, and cell
signaling

a common double-stranded DNA virus causing oral herpes;
used experimentally as a vector or naturally studied in
oncology and virology contexts

a virus closely related to HSV-1 but primarily causes genital
infections; similarly used or considered in viral therapy
research

infected cell polypeptide 0, an immediate-early regulatory
protein of herpes simplex virus that promotes viral gene
expression and counteracts host antiviral defenses

infected cell polypeptide 4, the major transcriptional activator
of herpes simplex virus, essential for initiating and regulating
the expression of early and late viral genes

interferon gamma, a cytokine for activation and regulation of
the immune system

investigator-initiated trial, a clinical trial sponsored and
conducted by independent investigators

interleukin, a type of cytokine that secreted by lymphocytes
that promote the development and maturation of T cell and B
cell population

the ability of a particular substance, such as an antigen or
epitope, to provoke an immune response in the body of a
human and other animal. In other words, immunogenicity is
the ability to induce humoral and/or cell-mediated immune
responses

Latin for “in the original place”, in oncology, refers to
early-stage cancer contained within its tissue of origin,
without invasion or spread

International Nomenclature Cosmetic Ingredient, an
internationally recognized system for naming ingredients in
cosmetics and topical formulations, ensuring consistent
disclosure in labeling

a statistical method used to visualize time-to-event data

latency-associated transcript, a type of RNA molecule
involved in the latency phase of viral infections

multiple ascending dose, a type of clinical trial that is used to
evaluate the safety and efficacy of a drug over an extended
period of time, typically involving multiple doses

maximum tolerated dose, the highest dose of a drug or
treatment that does not cause unacceptable side effects
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“Nab”

“oHSV”

“OI‘iS”

“Orphan Drug Designation”

“ORR”

“OS”

“PBS”

“PD”

“PD_ 1 ER)

“PD_Lln

“PD_(L) 1 LR}
“PFU”

“PK”

“pulmonary fibrosis”

neutralizing antibody, a class of specific antibodies produced
by the immune system, whose core function is to block
pathogens (such as viruses or bacterial toxins) from entering
host cells by directly binding to key surface proteins involved
in infection

oncolytic herpes simplex virus, a genetically modified HSV
engineered to selectively infect and kill cancer cells while
sparing normal tissues

a specific origin of DNA replication (located in inverted repeat
short regions) found in herpesviruses like HSV-1, essential for
copying viral DNA during replication

a facilitated regulatory pathway granted by the U.S. FDA to a
drug or biological product intended to prevent, diagnose or
treat a rare disease or condition, with certain incentives for
qualified sponsors

overall objective response rate, the proportion of patients with
a complete response or partial response to treatment

overall survival, the length of time from either the date of
diagnosis or the start of treatment for a disease which patients
diagnosed with the disease are still alive. It is used in clinical
trials to measure a drug’s effectiveness

phosphate-buffered saline, a buffer solution commonly used in
biological research to maintain a constant pH and osmotic
balance. It is widely applied in cell culture, washing, and
dilution procedures

pharmacodynamic, the study of the biochemical and
physiological effects of drugs on the body, including the
mechanisms of action and the relationship between drug
concentration and effect

programmed cell death protein 1, an immune checkpoint
receptor expressed on T cells, B cells and macrophages

programmed death-ligand 1, a protein on the surface of a
normal cell or a cancer cell that attaches PD-1, on the surface
of the T cell that causes the T cell to turn off its ability to kill
the cancer cell

refers to PD-1 or PD-L1

plaque-forming unit, a virology measure of infectious virus
concentration, defined by the number of virus particles
capable of forming visible plaques (areas of infected cell
lysis) in cell cultures

pharmacokinetic, a measurement of how fast and how
completely a drug is absorbed into animal or human body,
including the distribution, metabolism, and excretion of drugs
in animal or human body

a chronic lung condition characterized by thickening or
scarring of lung tissues, impairing oxygen transfer, labeled
“idiopathic” when the cause is unknown
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“RFS”

“RPZD”

“SAE”

“SOC”

“T cell”

“Tis”, “Ta”, “Tl”, “Tzss’ “T3”, and
“T4”

“TEAE”

“tumor microenvironment”

“TNF-OL”

“TRAE”

“TTF”

recurrence free survival, a clinical trial endpoint measuring the
length of time after treatment during which a patient remains
free of cancer recurrence; used to evaluate efficacy in
oncology studies

recommended Phase II dose, typically the highest dose with
acceptable toxicity, usually defined as the dose level that
produces around 20% of dose-limiting toxicity

serious adverse event, any medical occurrence in human drug
trials that, at any dose, results in death; is life-threatening;
requires inpatient hospitalization or prolongs existing
hospitalization;  results in  persistent or  significant
disability/incapacity; may cause a congenital anomaly/birth
defect; or requires intervention to prevent permanent
impairment or damage

standard-of-care, treatment accepted by medical experts as
proper for a certain type of disease and widely used by
healthcare professionals

a lymphocyte produced or processed by the thymus gland,
actively participating in the immune response and playing a
central role in cell-mediated immunity. T cells are
distinguished from other lymphocytes, such as B cells and NK
cells, by the presence of a T cell receptor on their surface

standard staging categories for cancer, in the context of
bladder cancer means:

. Tis: carcinoma in situ (flat, non-invasive)

. Ta: non-invasive papillary tumor

. T1: invades connective tissue below lining

. T2: invades muscle

. T3: extends beyond bladder into perivesical tissue

. T4: invades adjacent organs (e.g. prostate, uterus, pelvic
wall)

treatment-emergent adverse event, either an adverse event that
starts after the initiation of the study medication or one that
existed before study medication but worsened in severity after
the initiation of study medication

the complex ecosystem surrounding a tumor that includes
various cell types, signaling molecules, and extracellular
matrix components

tumor necrosis factor alpha, a pro-inflammatory cytokine
released by immune cells that can induce tumor cell death,
regulate immune responses, and stimulate inflammation

treatment-related adverse event, an adverse event that, in the
investigator’s opinion, may have been caused by the study
medication with reasonable possibility

time to failure, an endpoint in clinical research defined as the
time from treatment start until treatment stops due to disease
progression, toxicity, or death
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“TURBT” transurethral resection of bladder tumor, a minimally invasive
surgical procedure performed via the urethra to remove
bladder tumors, usually used to diagnose and treat early-stage
bladder cancer

“T-VEC” talimogene laherparepvec, a genetically engineered oncolytic
HSV-1 virus (brand name Imlygic®)

“Type C meeting” A type of formal meeting with the FDA regarding the
development and review of a product

“WAT” white adipose tissue, the body’s primary site for storing fat as
energy, composed mostly of lipid-storing cells
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