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1 

HIGHLIGHTS OF PRESCRIBING INFORMATION 2 
These highlights do not include all the information needed to use 3 
TUDRIQEV safely and effectively.  See full prescribing 4 
information for TUDRIQEV. 5 
 6 
TUDRIQEV™ (vusolimogene oderparepvec-wtpg) suspension for 7 
intratumor injection 8 
Initial U.S. Approval:  2026 9 
 10 

----------------------- INDICATIONS AND USAGE --------------------- 11 
TUDRIQEV is a genetically modified oncolytic viral therapy 12 
indicated in combination with nivolumab for the treatment of adult 13 
patients with unresectable advanced cutaneous melanoma who 14 
experienced disease progression with a programmed death receptor-1 15 
(PD-1)-blocking antibody-based regimen. 16 
 17 
This indication is approved under accelerated approval based on 18 
objective response rate (ORR) and duration of response. Continued 19 
approval for this indication may be contingent upon verification of 20 
clinical benefit in confirmatory trial(s). (1)  21 

------------------- DOSAGE AND ADMINISTRATION ---------------- 22 
• Recommended dosage of TUDRIQEV is 1 mL/cm of the largest 23 

dimension of the tumor for a maximum of 10 mL across all 24 
lesions treated with each dose. (2.1) 25 

• Administer intratumor injections of TUDRIQEV every two 26 
weeks for 8 consecutive doses starting at a concentration of 106 27 
plaque-forming units (PFU) per mL at Week 1 followed by 107 28 
PFU per mL for subsequent weeks. (2.1) 29 

• Administer nivolumab intravenously starting at Week 3, 30 
according to nivolumab prescribing information. (2.1) 31 

• See full prescribing information for TUDRIQEV preparation, and 32 
administration instructions. (2.2, 2.3) 33 

----------------- DOSAGE FORMS AND STRENGTHS --------------- 34 
Injection: 106 PFU per mL, 107 PFU per mL in single-dose vials. (3) 35 

-------------------------- CONTRAINDICATIONS ------------------------ 36 
None. (4) 37 

------------------- WARNINGS AND PRECAUTIONS ----------------- 38 
• Accidental exposure to TUDRIQEV: Healthcare providers, 39 

caregivers, close contacts, pregnant women, newborns, and 40 
patients should avoid direct contact with injected tumors, 41 

dressings, or bodily fluids of patients. Should accidental 42 
exposure occur, clean the affected area. (5.1) 43 

• Herpetic infection or reactivation: Assess and treat suspected 44 
herpetic lesions as clinically warranted. (5.2) 45 

• Injection procedure complications, including but not limited to 46 
hemorrhage, infection, and visceral injury. Monitor patients for 47 
signs and symptoms of visceral injury during and after 48 
TUDRIQEV administration and manage according to clinical 49 
practice. (5.3) 50 

• Immune-mediated events: TUDRIQEV in combination with 51 
nivolumab may result in immune-mediated events. In clinical 52 
studies, immune-mediated events, including colitis, hepatitis, 53 
myocarditis, neuropathy, capillary leak syndrome, dermatitis, 54 
and vitiligo have been reported in patients treated with 55 
TUDRIQEV and nivolumab. (5.4) 56 

-------------------------- ADVERSE REACTIONS ------------------------ 57 
Most common non-laboratory adverse reactions (incidence > 10%) 58 
are fatigue, pyrexia, infections, chills, musculoskeletal pain, nausea, 59 
diarrhea, injection site reaction, headache, cough, influenza like 60 
illness, rash, vomiting, pruritus, arthralgia, constipation, decreased 61 
appetite, dizziness, dyspnea, hemorrhage, edema, and abdominal 62 
pain. (6.1) 63 
 64 
To report SUSPECTED ADVERSE REACTIONS, contact 65 
Replimune, Inc. at 1-877-375-0095 or medinfo@replimune.com 66 
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch. 67 

-------------------------- DRUG INTERACTIONS ------------------------ 68 
Antivirals: Antiviral medications may reduce the efficacy of 69 
TUDRIQEV. Delay TUDRIQEV administration for 72 hours after 70 
antivirals. (7.1) 71 

------------------- USE IN SPECIFIC POPULATIONS ----------------- 72 
Females and Males of Reproductive Potential: Advise females of 73 
reproductive potential, and males with a female partner of 74 
reproductive potential to use effective contraception during 75 
TUDRIQEV treatment and for 90 days after the last dose. (8.3) 76 
 77 
See 17 for PATIENT COUNSELING INFORMATION and 78 
MEDICATION GUIDE 79 
 80 
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FULL PRESCRIBING INFORMATION 125 

1 INDICATIONS AND USAGE 126 

TUDRIQEV™ is indicated in combination with nivolumab for the treatment of adult patients 127 
with unresectable advanced cutaneous melanoma who experienced disease progression with a 128 
programmed death receptor-1 (PD-1)-blocking antibody-based regimen.   129 

This indication is approved under accelerated approval based on objective response rate (ORR) 130 
and duration of response [see Clinical Studies (14)].  Continued approval for this indication may 131 
be contingent upon verification of clinical benefit in a confirmatory trial(s). 132 

2 DOSAGE AND ADMINISTRATION 133 

2.1 Recommended Dosage 134 

For intratumor injection only. DO NOT administer intravenously. 135 

• The recommended dosage of TUDRIQEV is 1 mL/cm of the largest dimension of the 136 
tumor for a maximum of 10 mL across all lesions treated with each dose.  137 

• Administer intratumor injections of TUDRIQEV every two weeks for 8 consecutive 138 
doses starting at a concentration of 106 plaque-forming units (PFU) per mL at Week 1 139 
followed by 107 PFU per mL for subsequent weeks.  140 

• Assess the size of each injectable lesion on each treatment day to determine the required 141 
TUDRIQEV volume.   142 

• If multiple tumors are present, prioritize the most rapidly growing and largest new or 143 
existing lesions suitable for injection. 144 

Patients with no confirmed disease progression could be retreated with TUDRIQEV at a 145 

concentration of 107 PFU/mL every two weeks.  146 

Administer nivolumab as intravenous injection starting at Week 3. Refer to the nivolumab 147 
prescribing information for the dosage and administration information including dose 148 
modifications, preparation, and administration [see Clinical Studies (14)]. 149 

2.2 Preparation and Handling 150 

• Avoid accidental exposure to TUDRIQEV by wearing appropriate personal protective 151 
equipment (PPE).  Observe standard precautions when preparing and administering 152 
TUDRIQEV [see Warnings and Precautions (5.1)]. 153 

• Clean surfaces that may have come in contact with TUDRIQEV (including spills) 154 
with broad spectrum virucidal agent such as 70% isopropanol alcohol or 1% sodium 155 
hypochlorite.   156 

• Dispose of the used vials and all materials that may have come in contact with 157 
TUDRIQEV as biohazardous waste.  158 
 159 



TUDRIQEV should be prepared by a healthcare professional experienced in the use of 160 
anticancer therapy. 161 

1. Determine the volume required for injection [see Dosage and Administration (2.1)]. 162 
2. Thaw TUDRIQEV vials inside the original carton at room temperature [15°C to 25°C 163 

(59°F to 77°F)] or during refrigeration [2°C to 8°C (36° to 46°F)].  DO NOT refreeze 164 
TUDRIQEV after thawing [see How Supplied/Storage and Handling (16.2)].   165 

3. Swirl gently, inspect vial. Particles may be visible [see Description (11)]. If 166 
settlement occurs, re-suspend by gently swirling.  DO NOT shake. 167 

4. Using aseptic technique, withdraw the required TUDRIQEV dosage volume from the 168 
vial(s) into the syringe(s) to be used for administration.  169 

5. Select needles gauged between 17G and 27G based on the location and characteristics 170 
of the tumors to be injected.  A higher needle gauge will allow for a smaller puncture 171 
in tissue and will reduce leakage of TUDRIQEV along the needle tract.  A lower 172 
needle gauge is needed for fibrotic or deeper lesions.     173 

6. Administer TUDRIQEV within 2 hours of syringe preparation [see How 174 
Supplied/Storage and Handling (16.2)].   175 

2.3 Administration  176 

DO NOT administer TUDRIQEV into brain or spinal cord tumors or scalp tumors with moderate 177 
to extensive bone erosion.  Avoid tumors that encase, invade, or occlude major blood vessels, 178 
major nerve structures, or airways.  Avoid direct injection into blood vessels.   179 

Pre-Injection 180 

1. Clean the skin areas where the needle will be inserted with an alcohol swab and let dry. 181 

2. Treat the injection site with a topical or local anesthetic agent, if necessary. DO NOT 182 
inject anesthetic agent directly into the lesion. Inject anesthetic agent around the 183 
periphery of the lesion. 184 

Intratumor Injection into Nonulcerated Superficial Tumors 185 

Administer TUDRIQEV via direct intratumor injection into superficial tumors using 186 
visualization and palpation for guidance. Injection techniques are shown in Figure 1 187 
and Figure 2.  188 

1. Insert the needle from the periphery at a shallow angle (less than 45-degree) to the 189 

base of the tumor.  Avoid areas of necrosis and target viable tumor tissue. 190 

2. Using a single insertion point, partially inject TUDRIQEV slowly.  191 

3. While keeping the needle inserted at a single insertion point, partially withdraw, and 192 

move the needle to different viable areas of the tumor as shown in Figure 1 and 193 

disperse TUDRIQEV as uniformly as possible throughout the tumor.  Continue until 194 

the full dose is dispensed.  195 

4. Multiple insertion sites may be needed, depending on the size of the tumor. 196 

5. When removing the needle, withdraw from the tumor slowly to avoid leakage of 197 

TUDRIQEV at the insertion point. 198 



Figure 1: Injection Administration for Nonulcerated Superficial Tumors 199 

 200 

Intratumor Injection into Ulcerated Superficial Tumors 201 

1. DO NOT inject TUDRIQEV through areas of ulceration and/or necrosis.  202 

2. Insert the needle from the periphery at a shallow angle (less than 45-degree) to the base 203 

of the tumor.  204 

3. Using multiple insertion points (radial insertion) as shown in Figure 2, partially inject 205 

TUDRIQEV slowly.  Disperse TUDRIQEV as uniformly as possible throughout the 206 

tumor.  Continue until the full volume is dispensed.  207 

4. Withdraw from the tumor slowly to avoid leakage of TUDRIQEV at the insertion point.  208 

Figure 2: Injection Administration for Ulcerated Cutaneous Tumors 209 

 210 

Intratumor Injection into Deep or Visceral Lesions 211 

Administer TUDRIQEV via direct intratumor injection into deep or visceral tumors guided by 212 
imaging technology.  Consider the safest needle placement when selecting tumors for injection to 213 
avoid major vessels.  214 

• Select hepatic tumors that are at a safe distance from the main portal vein and 215 
common bile duct.  216 



• Select lung tumors that are at a safe distance from any lobar or segmental 217 
pulmonary arteries or veins or lobar or segmental bronchi.  DO NOT inject 218 
tumors in both the right and left lung lobes on the same day.   219 

Injection administration techniques in deep or visceral tumors are shown in Figure 3 (radial 220 
injection) and Figure 4 (coaxial injection). 221 

1. Insert the needle into the tumor through a single insertion point to the distal end of the 222 
tumor. Multi-prong or multi-orifice needles may be used. 223 

2. Partially inject TUDRIQEV slowly while withdrawing the needle from the tumor. 224 

3. Redirect the needle as shown in Figure 3 and repeat steps until the full TUDRIQEV 225 
dose is dispensed. 226 

4. When removing the needle, withdraw from the tumor slowly to avoid leakage of 227 
TUDRIQEV at the injection point. 228 

 229 

Figure 3: Radial Injection Administration in Deep or Visceral Tumor230 

 231 

Note: Visceral organs may also include the lung, kidney or other organs.   232 

 233 

If necessary for injection, insert an introducer needle into the visceral organ where the tumor is 234 
to be treated as shown in Figure 4. 235 

1. Pass the primed higher gauge TUDRIQEV needle through the introducer needle into 236 
the target tumor and inject TUDRIQEV slowly. 237 

2. Redirect the needles and repeat until the full TUDRIQEV dose is dispensed. 238 

3. When removing the needle, withdraw from the tumor slowly to avoid leakage of 239 
TUDRIQEV at the injection point. 240 



Figure 4: Coaxial Injection Administration in Visceral Tumor with Image Guidance 241 

 242 

Note: Visceral organs may also include the lung, kidney or other organs.   243 

Post-Injection 244 

1. Swab the injection site(s) and surrounding area with alcohol. 245 

2. Change gloves and apply a sterile occlusive dressing at each injection site. Instruct 246 
patients to keep the injection site(s) covered for at least 48 hours. 247 

3. Clean surfaces that may have come in contact with TUDRIQEV (including spills) 248 
with broad spectrum virucidal agent such as 70% isopropanol or 1% sodium 249 
hypochlorite.  250 

4. Dispose of all materials (e.g. syringe, gloves, cleaning materials) that may have come 251 
in contact with TUDRIQEV as biohazardous waste.  252 

5. Monitor patients post injection for procedure related reactions and for at least 2 to 4 253 
hours in patients undergoing injections for liver, lung, or kidney tumors. 254 

3 DOSAGE FORMS AND STRENGTHS 255 

TUDRIQEV is a colorless, translucent to opaque suspension provided as a 1 mL extractable 256 
volume in a single-dose vial in the following concentrations: 257 

• Starting dose: 106 (1 million) PFU per mL suspension (white cap) 258 

• Subsequent doses: 107 (10 million) PFU per mL suspension (blue cap) 259 

4 CONTRAINDICATIONS 260 

None. 261 



5 WARNINGS AND PRECAUTIONS 262 

5.1 Accidental Exposure  263 

Accidental exposure of TUDRIQEV to close contacts may lead to transmission of herpetic 264 
infection.  Healthcare providers, caregivers, close contacts, pregnant women, newborns, and 265 
patients should avoid direct contact with injected tumors, dressings, or bodily fluids of patients 266 
[see Use in Specific Populations (8.1)].  267 

Healthcare providers and caregivers must wear protective gloves when applying or changing 268 
dressings and dispose of used dressings, gloves, and cleaning materials as biohazardous waste 269 
[see Dosage and Administration (2.2)]. 270 

If an accidental exposure to TUDRIQEV occurs (e.g. touching or scratching the unprotected 271 
injection site or dressings), exposed individuals should clean the affected area with soap and 272 
water.  If signs and symptoms of herpetic infection develop, exposed individuals should contact 273 
their healthcare provider for assessment and treatment as clinically warranted. 274 

5.2 Herpetic Infection or Reactivation  275 

There is a potential risk for herpetic infection or reactivation after TUDRIQEV administration. 276 
Patients with suspected herpetic infections should contact their healthcare provider for 277 
assessment and antiviral treatment of the suspected herpetic infection as clinically warranted.  \ 278 

  279 

5.3 Injection Procedure Complications 280 

Complications related to injection procedure have occurred, including but not limited to 281 

hemorrhage, infection, and visceral injury (for example: pneumothorax). [see Adverse Reaction 282 

(6.1)]. Monitor patients for signs and symptoms of visceral injury during and after TUDRIQEV 283 

administration and manage according to clinical practice.   284 

5.4 Immune-Mediated Events 285 

TUDRIQEV in combination with nivolumab may result in immune-mediated events. In clinical 286 

studies, immune-mediated events, including colitis, hepatitis, myocarditis, neuropathy, capillary 287 

leak syndrome, dermatitis, and vitiligo have been reported in patients treated with TUDRIQEV 288 

and nivolumab [see Adverse Reaction (6.1)]. 289 

6 ADVERSE REACTIONS 290 

6.1 Clinical Trials Experience 291 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates 292 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 293 
of another drug and may not reflect the rates observed in practice. 294 



The safety data described in this section reflect exposure of TUDRIQEV administered with 295 
nivolumab in 140 patients evaluated in the IGNYTE Study [see Clinical Studies (14)].  296 

Patients received a median of 8 doses (range 1 to 32) of TUDRIQEV, and 7 (range 0 to 29) doses 297 
of nivolumab during the study.  The median duration of the first course of TUDRIQEV and 298 
nivolumab exposure was 3.3 months (range 0.5 to 5.1 months) and 3.2 months (range 0 to 24.4 299 
months), respectively.  300 

Serious adverse reactions occurring in >1% patients include pleural effusion (n=3), acute kidney 301 
injury (n=2), arthralgia (n=2), atrial fibrillation (n=2), atrial flutter (n=2), cancer pain (n=2), 302 
hypophysitis (n=2), immune-mediated enterocolitis (n=2), pyrexia (n=2), sepsis (n=2), urinary 303 
tract infection (n=2), and myocardial infarction (n=2). Serious adverse reactions leading to death 304 
include myocardial infarction (n=1) and multiple organ dysfunction (n=1).  Adverse reactions 305 
leading to discontinuation of treatment occurred in 22 (16%) patients. 306 

Table 1 summarizes the most common adverse reactions that occurred in ≥10% patients in the 307 
IGNYTE Study.  308 

 309 

Table 1: Adverse Reactions Occurring in ≥10% of Patients in IGNYTE Study 310 
(N=140) 311 

Adverse Reactions¥ 
All Grades   Grade > 3  

n (%)  n (%)  

Gastrointestinal - - 

Nausea 40 (29)  0 (0) 

Diarrhea* 41 (29)  3 (2)   

Vomiting  24 (17)  0 (0)   

Constipation  22 (16)  0 (0) 

Decreased appetite 18 (13) 2 (1)   

Abdominal pain* 14 (10) 3 (2) 

General disorders and administration 
site conditions - - 

Fatigue* 82 (59) 4 (3)   

Pyrexia* 54 (39) 0 (0)  

Chills 45 (32) 0 (0) 



Adverse Reactions¥ 
All Grades   Grade > 3  

n (%)  n (%)  

Injection site reaction* 37 (26) 0 (0) 

Influenza like illness* 25 (18) 0 (0) 

Edema* 14 (10) 4 (3) 

Infections and Infestations - - 

Infections* 47 (34) 8 (6) 

Musculoskeletal and connective tissue 
disorders - - 

Musculoskeletal pain* 45 (32)  4 (3) 

Arthralgia* 23 (16)  2 (1)   

Nervous system disorders - - 

Headache 26 (19)  0 (0)  

Dizziness*  21 (15)  1 (1) 

Respiratory, thoracic and mediastinal 
disorders - - 

Cough* 25 (18)  0 (0.0)   

Dyspnea* 16 (11)  1 (1)   

Skin and subcutaneous tissue disorders - - 

Rash* 25 (18) 2 (1) 

Pruritus 24 (17) 0 (0.0) 

Vascular disorders   

Hemorrhage* 15 (11) 2 (1) 



¥ Graded per National Cancer Institute Common Terminology Criteria for Adverse Events version 5.0. None of 312 
the common adverse reactions were Grade 4 or 5 313 
* a composite that includes multiple related terms 314 

 315 
Other clinically significant adverse reactions occurring less than 10% include visceral injury 316 

including pneumothorax (n= 3), oral herpes (n=2), herpes simplex (n=1), and herpes simplex 317 
reactivation (n=1).  318 

Table 2 presents the most common laboratory abnormalities that worsened from baseline in 319 

≥10% of patients in the IGNYTE Study. 320 

Table 2: Laboratory Values Worsening from Baseline in ≥10% in IGNYTE (N=140) 321 

Laboratory Abnormalities*  All Grades (%)  Grades 3-4 (%)  

Anemia  57 (41)  7 (5)  

Lymphocyte count decreased   40 (29)  7 (5) 

Lipase increased   36 (26)  13 (9)  

Hyponatremia  34 (24) 3 (2) 

Hypophosphatemia   33 (24) 3 (2) 

Alkaline phosphatase (ALP) 
increased  30 (21)  1 (1)  

Hypoalbuminemia 28 (20) 1 (1) 

Aspartate aminotransferase (AST) 
increased 26 (19)  2 (1)  

Alanine aminotransferase (ALT) 
increased  23 (16)  3 (2)  

Hypokalemia 23 (16) 1(1) 

Hyperkalemia 22 (16) 0 

Creatinine increased 21 (15) 0 

Hypoglycemia 17 (12) 1 (1) 



Laboratory Abnormalities*  All Grades (%)  Grades 3-4 (%)  

Serum amylase increased 16 (11)  3 (2)  

*Graded per National Cancer Institute Common Terminology Criteria for Adverse Events version 5.0. 322 
 323 

7 DRUG INTERACTIONS 324 

7.1 Effects of Antivirals  325 

Antiviral medications may reduce the efficacy of TUDRIQEV.  Patients receiving systemic 326 
antiviral treatment for herpetic infection should delay TUDRIQEV treatment for 72 hours after 327 
completion of antiviral therapy. 328 

8 USE IN SPECIFIC POPULATIONS 329 

8.1 Pregnancy 330 

Risk Summary  331 

There are no available data with TUDRIQEV in pregnant women to inform a drug-associated 332 
risk.  333 

The estimated background risk of major birth defects and miscarriage for the indicated 334 
population is unknown.  In the U.S. general population, the estimated background risk of major 335 
birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, 336 
respectively. 337 

Clinical Considerations  338 

If the patient becomes pregnant during treatment with TUDRIQEV, the patient should be 339 
apprised that there may be potential hazards to the fetus and neonate.  Women of childbearing 340 
potential should be advised to use an effective method of contraception to prevent pregnancy 341 
during treatment with TUDRIQEV, and 90 days after the last dose of TUDRIQEV. 342 

Animal Data 343 

In an embryofetal development study in pregnant rats, TUDRIQEV was intravenously 344 
administered at 5x106 (5 million) PFU per kg once every three days during fetal organogenesis 345 
(gestational days 4 through 16) and was not associated with placental transfer of TUDRIQEV, 346 
adverse maternal findings, or treatment-related effects on embryo-fetal development.  347 



8.2 Lactation 348 

Risk Summary  349 

There are no data available on the presence of TUDRIQEV in human milk, the effects on the 350 
breastfed infant, or the effects on milk production.   351 

The developmental and health benefits of breastfeeding should be considered along with the 352 
mother’s clinical need for TUDRIQEV and any potential adverse effects on the breastfed child 353 
from TUDRIQEV or from the underlying maternal condition. 354 

8.3 Females and Males of Reproductive Potential  355 

Pregnancy Testing  356 

Verify the pregnancy status of females of reproductive potential prior to initiating TUDRIQEV 357 
[see Use in Specific Populations (8.1)]. 358 

Contraception 359 

Females  360 

Advise females of reproductive potential to use effective contraception during treatment with 361 
TUDRIQEV and for 90 days after the last dose [see Use in Specific Populations (8.1)]. 362 

Males  363 

Advise males with a female partner of reproductive potential to use effective contraception, and 364 
to refrain from donating sperm during treatment with TUDRIQEV and for 90 days after the last 365 
dose [see Use in Specific Populations (8.1)]. 366 

Infertility 367 

Females and Males  368 

No nonclinical or clinical studies were performed to evaluate the effect of TUDRIQEV on 369 
fertility. 370 

8.4 Pediatric Use 371 

Safety and efficacy of TUDRIQEV have not been established in pediatric patients. 372 

8.5 Geriatric Use 373 

In the IGNYTE Study, 57 out of 140 patients (41%) were 65 years of age or older, and 20 (14%) 374 
were 75 years of age and older.  No overall difference in safety or effectiveness was observed in 375 
patients over 65 years of age, including patients over 75 years of age, when compared with 376 
younger adult patients. 377 

11 DESCRIPTION 378 

TUDRIQEV (vusolimogene oderparepvec-wtpg) is a genetically modified herpes simplex virus, 379 
type 1 (HSV-1) oncolytic viral therapy that encodes a fusogenic glycoprotein derived from 380 
gibbon ape leukemia virus with the R sequence deleted (GALV-GP-R–) and human granulocyte-381 



macrophage colony-stimulating factor (GM-CSF).  The genes encoding the HSV-1 382 
neurovirulence factor ICP34.5 and the transporter associated with antigen presentation inhibitor 383 
ICP47 are deleted from TUDRIQEV.  384 

TUDRIQEV is a sterile frozen, preservative free, suspension for intratumor injection provided in 385 
single-dose glass vials.  Each vial contains an extractable volume of 1 mL of TUDRIQEV at a 386 
concentration of either 106 PFU/mL or 107 PFU/mL formulated in disodium hydrogen phosphate 387 
dihydrate (7 mg), sodium dihydrogen phosphate dihydrate (1.4 mg), sodium chloride (1.3 mg), 388 
myo-inositol (39 mg), d-sorbitol (19.5 mg), recombinant human serum albumin (5.1 mg) with 389 
water for injection. 390 

After thawing, TUDRIQEV is a colorless, translucent to opaque suspension and may contain 391 
visible, white to off-white, or colorless particles or fibers that may appear globular or 392 
amorphous. These particulates are inherent to the formulation. 393 

12 CLINICAL PHARMACOLOGY 394 

12.1 Mechanism of Action 395 

TUDRIQEV is an oncolytic viral therapy which preferentially replicates within the tumor 396 
leading to tumor lysis, release of tumor and viral antigens, proinflammatory molecules, and 397 
infiltration of T cells. The GALV-GP-R– expressed by TUDRIQEV increases direct tumor 398 
killing and the GM-CSF expressed by TUDRIQEV is intended to activate and mature dendritic 399 
cells and monocytes. In the anti-PD-1 resistant setting, TUDRIQEV and nivolumab in 400 
combination may promote an anti-tumor immune response.  401 

12.2 Pharmacodynamics 402 

No studies have been performed to evaluate the pharmacodynamics of TUDRIQEV.  403 

12.3 Pharmacokinetics 404 

Biodistribution and Viral Shedding  405 

In the IGNYTE Study, TUDRIQEV biodistribution and viral shedding were assessed using a 406 
quantitative polymerase chain reaction (qPCR) assay. Blood, urine, and swab samples were 407 
collected from injection site(s), injection-site(s) dressings, and oral mucosa of 278 patients   408 
receiving TUDRIQEV. Samples were collected before dosing, during treatment, at 30 and 60 409 
days following the last TUDRIQEV injection, and up to 100 days after the last dose of study 410 
treatment (either TUDRIQEV or nivolumab). Patients were asked to report any appearance of 411 
herpetic-like lesions in caregivers or close contacts. As the presence of DNA does not equate to 412 
live/infectious TUDRIQEV, DNA-positive swab samples were further assessed in a validated 413 
50% tissue culture infectious dose (TCID50) assay, which detects live TUDRIQEV. 414 

TUDRIQEV DNA was detected in blood samples from 53 out of 274 (19%) patients within 6 415 
hours of injection with decreasing levels thereafter.  TUDRIQEV DNA was detected in 3 out of 416 
1976 (0.2%) urine samples.  TUDRIQEV is cleared from both blood and urine after 30 days, 417 
with all samples from follow-up visits testing negative for TUDRIQEV DNA.  No sample had 418 
detectable TUDRIQEV DNA 30-days after the end of treatment in blood, urine, swab samples 419 



collected from injection site(s), injection-site(s) dressing, or oral mucosa. TUDRIQEV DNA was 420 
detected on the surface of injected lesions in 112 of 266 (42%) patients, and 358 of 1947 (18%) 421 
tested samples.  Consistent with the kinetics of TUDRIQEV replication in tumors, TUDRIQEV 422 
DNA was present at the injection site up to 15 days post injection in approximately 20% of 423 
patients.  The incidence of detection of TUDRIQEV DNA in the exterior of injection site 424 
dressings was lower than at the injection site with samples from 43 of 207 (21%) patients’ 425 
exterior of injection-site dressing samples testing positive for TUDRIQEV DNA.  Positive 426 
samples were further assessed for live TUDRIQEV.  Out of 314 samples, 4 tested positive by 427 
TCID50. The reported incidence of TUDRIQEV transmission to close contacts was 0%. 428 

No differences in the incidence of detectable TUDRIQEV DNA were observed between patients 429 
who were HSV-1 seronegative or seropositive at baseline. 430 



13 NONCLINICAL TOXICOLOGY 431 

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 432 

Carcinogenesis, Mutagenesis, Impairment of Fertility 433 

No studies have been conducted with TUDRIQEV to assess its mutagenic or carcinogenic 434 
potential or effects on male fertility [see Use in Specific Populations (8.1)].  435 

14 CLINICAL STUDIES 436 

The efficacy of TUDRIQEV in combination with nivolumab was evaluated in an open-label, 437 
multiregional, single-arm study (IGNYTE; NCT03767348). The study enrolled adult patients 438 
with stage IIIB, IIIC, or IV unresectable advanced melanoma who had previously been treated 439 
with at least eight consecutive weeks of immediate prior anti-PD-1-based therapy and 440 
experienced disease progression while being on the anti-PD-1-based therapy and subsequently 441 
confirmed by imaging, biopsy or clinical observation.   442 

The study excluded patients who had received prior oncolytic virus therapy, uncontrolled or 443 
untreated central nervous system (CNS) metastasis, an active or history of hepatitis B, hepatitis 444 
C, HIV infection, prior severe complications from HSV-1 infection, and patients requiring 445 
chronic systemic corticosteroids.  446 

Patients received TUDRIQEV by intratumor injection every 2 weeks for 8 consecutive 447 
injections, starting at a concentration of 106 PFU/mL at week 1 followed by TUDRIQEV at a 448 
concentration of 107 PFU/mL for the remaining doses. Starting with the second dose of 449 
TUDRIQEV, nivolumab was administered at a dose of 240 mg by intravenous infusion every 2 450 
weeks for 16 weeks followed by nivolumab single agent at a dose of 480 mg by intravenous 451 
infusion every 4 weeks for up to a total of 24 months.    452 

At investigator discretion, patients could receive up to 16 additional doses of TUDRIQEV at a 453 
concentration of 107 PFU/mL every 2 weeks either in combination with nivolumab or as 454 
monotherapy if nivolumab was previously stopped due to toxicity related to nivolumab.    455 

Among the 140 patients, 91 patients with at least one noninjected lesion were included in the 456 
efficacy population (Table 3). Of those 91, the population characteristics were as follows:  457 
median age was 62 years (range: 23 to 91), 68% were male, 68% were White, 30% were of 458 
“unknown” race; Eastern Cooperative Oncology Group (ECOG) performance status was 0 459 
(68%), 1 (32%); 80% had Stage IV disease. Of these 91 patients, 45%, 24%, and 7% of patients 460 
had lung, liver, and brain lesions, respectively. All patients received at least one prior anti-PD-1 461 
based therapy.  Prior anti-PD-1 therapy was given in the adjuvant treatment setting for 13% of 462 
patients. Tumor PD-L1 expression was negative (<1%) in 54% of patients.  463 

The primary efficacy outcome was objective response rate (ORR) and the secondary outcome 464 
measure was duration of response (DOR). Tumor responses were assessed using radiographic 465 
imaging and/or caliper measurements with photography every 8 weeks.   466 

The main efficacy results are summarized in Table 3. 467 



Table 3: Efficacy Results for the IGNYTE Study 468 

Endpoints N=91 
Objective Response Rate 

ORR % (95% CI)a 24.2 (15.8, 34.3) 

Duration of response (DoR) 
Median DoR in months (95% CI)b 14.1 (10.7, NR) 
DoR range, months 3.9 to 34.6+ 

% Patients with DoR ≥ 6 monthsa 86.1 
% Patients with DoR ≥ 12 monthsa 54.6 

 aEstimated by Kaplan-Meier method. 469 
NR, not reached. 470 

16 HOW SUPPLIED/STORAGE AND HANDLING 471 

16.1 How Supplied 472 

TUDRIQEV is supplied as a sterile frozen liquid in a single-dose borosilicate glass vial with a 473 
bromobutyl stopper, aluminum seal, and a flip-off plastic cap. TUDRIQEV is a suspension that 474 
is not under pressure and is not aerosolized.  475 

Each vial contains an extractable volume of 1 mL for injection. 476 

The vial polypropylene cap is color coded: 477 

• 106 PFU per mL is white [NDC: 83616-106-01 (vial); NDC: 83616-106-11 478 

(carton)] 479 

• 107 PFU per mL is blue [NDC: 83616-107-01 (vial); NDC: 83616-107-11 480 

(carton)] 481 

16.2 Storage and Handling 482 

• Protect TUDRIQEV from light.  Store in the original carton until use.   483 

• Store TUDRIQEV at -70°C to -90°C (-94°F to -130°F).  If a freezer is not 484 
available, refer to Table 4 for refrigeration guidelines.   485 

• Thaw TUDRIQEV immediately prior to administration [see Dosage and 486 
Administration (2.2)].  DO NOT refreeze. 487 

Table 4: Storage of Thawed TUDRIQEV in Vial and Syringe 488 

Storage Condition Thawed Vial Prepared Syringe 

Refrigeration:  
2°C to 8°C (36°F to 46°F) 

106 PFU/mL vial  
up to 2 days 

Use within 2 hours of 
preparation 



107 PFU/mL vial  
up to 10 days 

Room temperature:  
15°C to 25°C (59°F to 77°F) Up to 24 hours  Use within 2 hours of 

preparation 

17 PATIENT COUNSELING INFORMATION 489 

Discuss following with patients and/or caregivers.  490 

• Accidental exposure to TUDRIQEV: Inform patients and/or caregivers that accidental 491 
exposure of TUDRIQEV to close contacts and caregivers may lead to transmission of 492 
herpetic infection. To prevent the risk of accidental exposure and viral transmission, 493 
instruct patients, caregiver, and close contacts on following.   494 

• Avoid unprotected direct contact with injection sites, dressing, and bodily fluid of 495 
patients. 496 

• Avoid touching or scratching the injection sites. 497 
• Wash hands thoroughly in case of direct contact and prior to and after changing 498 

the dressing.  499 
• Keep the injection site(s) covered with the dressing for at least 48 hours.  Replace 500 

the dressing if it falls off. Wear gloves when removing and replacing the dressing.  501 
• Place used dressing, gloves, and cleaning materials in sealed plastic bags prior to 502 

disposal in household waste. 503 
 504 

If an accidental exposure to TUDRIQEV occurs (e.g. touching or scratching the 505 
unprotected injection site or dressings), exposed individuals should clean the affected 506 
area with soap and water.  If signs and symptoms of herpetic infection develop, exposed 507 
individuals should contact their healthcare provider for assessment and treatment as 508 
clinically warranted [see Dosage and Administration (2.2), Warnings and Precautions 509 
(5.1), and Use in Specific Populations (8.1, 8.3)].  510 

• Herpetic infection or reactivation: Inform patients and or caregivers that there is potential 511 
risk of herpetic infection or reactivation after TUDRIQEV administration. Instruct 512 
patients to immediately report to their healthcare provider suspected herpetic lesions 513 
(e.g., small bumps that turn into blisters or sores) [see Warnings and Precautions (5.2)]. 514 

• Injection procedure complications: Inform patients and/or caregivers that there is 515 
potential for hemorrhage, infection, and if administered into visceral sites, visceral injury 516 
(for example, pneumothorax), with TUDRIQEV administration. Seek immediate medical 517 
care if sign and symptoms of hemorrhage, infection, or visceral injury occur [see 518 
Warnings and Precautions (5.3)].  519 

• Patients receiving anti-viral therapy:  Advise patients that TUDRIQEV treatment may be 520 
delayed due to the administration of anti-viral therapy or certain vaccines [see Drug 521 
Interactions (7.1). 522 

• Pregnancy:   523 



• Advise pregnant female patients of the risks. 524 
• Advise females of reproductive potential and males with a female partner of 525 

reproductive potential to use effective contraception during treatment with 526 
TUDRIQEV and for 90 days after the final dose of TUDRIQEV. 527 

• Advise male patients to refrain from donating sperm during treatment with 528 
TUDRIQEV and for 90 days after the final dose of TUDRIQEV. 529 

• Lactation: Advise women not to breastfeed during treatment with TUDRIQEV and for 530 
90 days after the final dose of TUDRIQEV [see Use in Specific Populations (8.2)]. 531 

Manufactured by:  532 

Replimune, Inc. 533 
33 New York Ave Ste 100, Framingham, MA 01701.  534 
US License No. xxxxx 535 
 536 

Marketed by:  537 

Replimune, Inc. 538 
500 Unicorn Park Drive 539 
Woburn, MA 01801 540 
 541 
For more information, call 1-877-375-0095 or go to www.TUDRIQEV.com 542 
 543 
TUDRIQEV™ is a trademark of Replimune, Inc. 544 
 545 
©2026 Replimune, Inc.  All rights reserved. 546 
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