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Investigational Loncastuximab Tesirine-Ipyl - Lonca-R Dosing, Administration, and 

Premedication 

The safety and efficacy of loncastuximab tesirine in combination with rituximab have not been 

established or approved by any regulatory agency at this time. In the USA, loncastuximab tesirine is 

approved at 150 µg/kg for the first 2 doses, followed by 75 µg/kg for subsequent doses, for the 

treatment of adult patients with relapsed or refractory (R/R) large B-cell lymphoma after 2 or more 

lines of systemic therapy, including diffuse large B-cell lymphoma (DLBCL) not otherwise specified, 

DLBCL arising from low-grade lymphoma, and high-grade B-cell lymphoma. 
Summary 

• LOTIS-5 is a Phase 3 randomized multicenter open-label study in patients with relapsed or 

refractory diffuse large B-cell lymphoma which compared loncastuximab + Rituximab (Lonca-R) 

combination to Rituximab- Gemcitabine Oxaliplatin (R-GEMOX) chemotherapy treatments. Both 

arms were treated for up to 8 cycles.1,2 
o Loncastuximab tesirine is administered first on Day 1 as a 30-minute IV infusion at 150 

μg/kg for cycles 1 to 2; the dose is reduced to 75 μg/kg for up to 6 additional cycles. 

Rituximab 375 mg/m2 IV is administered on Day 1 of each 21-day cycle.1,2 
o In the control arm, patients received R-GemOx at standard doses every 14 days for up to 

8 cycles.1,2 
• NCT04998669 is the investigator-initiated multi-center open-label single arm Phase 2 study 

evaluating Lonca-R treatment in patients with relapsed or refractory follicular lymphoma (FL).3,4 
o During induction phase, lonca is administered IV at 150 μg/kg on Day 1 of 21-day long 

cycles 1 and 2, followed by 75 μg/kg IV on Day 1 of cycles 3 and 4. Rituximab is 

administered IV at 375 mg/m2 or subcutaneously at 1400 mg/23,400 units 

hyaluronidase. Rituximab is administered on Days 1, 8, and 15 of cycle 1 and on Day 1 of 

cycle 2.3,4 

o After induction, rituximab maintenance is administered every 8 weeks for a total of 6 
doses. Patients with complete response at week 21 discontinue Lonca and continue 
rituximab maintenance only. Patients with partial response at week 21 may continue 
lonca every 21 days with rituximab per protocol.3,4 

• Unless contraindicated, routine Lonca premedication consists of dexamethasone 4 mg orally 

twice daily, or an equivalent corticosteroid dose, given the day before lonca administration, the 

day of administration, and the day after administration. If the day-before dose is not given, 

premedication should be administered at least 2 hours before Lonca on Day 1; IV 

dexamethasone may be used if clinically indicated.2 
• Lonca should be administered before rituximab, with at least 30 minutes between completion of 

the Lonca infusion and initiation of rituximab; a longer interval may be used if clinically 

indicated. For patients who experience an infusion-related hypersensitivity reaction, additional 

premedication should be used in subsequent cycles per institutional guidelines.2 
• Refer to rituximab prescribing information for details regarding administration, premedication, 

and supportive care. Patients may require acetaminophen and antihistamine premedication 

prior to rituximab.5 
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• Refer to clinical and/or institutional guidelines with regards to antimicrobial prophylaxis as 

indicated. Use of granulocyte colony stimulating factors (GCSF) were permitted at provider’s 

discretion on LOTIS-5 study.2 

Cycle-specific dosing and administration details are summarized in the table below.3-5 
Study Cycle/Phase Lonca dosing and 

administration 
Rituximab dosing and 
administration 

Key administration notes 

LOTIS-52  Cycles 1–2 150 μg/kg IV as a 
30-minute infusion 
on Day 1 of each 
21-day cycle  

375 mg/m2 IV on Day 1 
of each cycle  

Lonca is administered first; 
rituximab should begin at 
least 30 minutes after 
completion of Lonca (or 
longer if clinically 
indicated)  

LOTIS-52  Cycles 3–8 75 μg/kg IV as a 30-
minute infusion on 
Day 1 of each 21-
day cycle  

375 mg/m2 IV on Day 1 
of each cycle  

Up to 8 total cycles; 
rituximab should begin at 
least 30 minutes after 
completion of the Lonca 
infusion  

Lonca-R 
in FL3,4 

Cycle 1 
(induction) 

150 μg/kg IV on 
Day 1 of the 21-day 
cycle 

375 mg/m2 IV or 1400 
mg/23,400 units 
hyaluronidase 
subcutaneously on 
Days 1, 8, and 15  

At least 7 days between 
rituximab doses; Lonca is 
administered first 

Lonca-R 
in FL3,4 

Cycle 2 
(induction) 

150 μg/kg IV on 
Day 1 of the 21-day 
cycle 

375 mg/m2 IV or 1400 
mg/23,400 units 
hyaluronidase 
subcutaneously on Day 
1  

At least 18 days between 
consecutive Lonca doses 

Lonca-R 
in FL3,4 

Cycles 3–4 
(induction) 

75 μg/kg IV on Day 
1 of each 21-day 
cycle 

No rituximab during 
cycles 3 and 4 

Subsequent rituximab 
maintenance every 8 
weeks for a total of 6 
doses; subcutaneous 
rituximab permitted at 
investigator discretion 

 
 

Premedication and Administration Considerations 
Premedication 

• Unless contraindicated, routine premedication consists of dexamethasone 4 mg orally twice 

daily, or an equivalent corticosteroid dose, given the day before administration (if possible), the 

day of administration, and the day after administration.2 
• If the day-before dose is not given, premedication should be administered at least 2 hours before 

lonca on Day 1. IV dexamethasone may be used if clinically indicated.2 
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Administration  
• Lonca is administered as a 30-minute IV infusion and should be given before rituximab. In LOTIS-

5, rituximab should begin at least 30 minutes after completion of the Lonca infusion; a longer 

interval may be used if clinically indicated.2 
o For the first rituximab infusion, the starting rate is 50 mg/hour and may be increased by 

50 mg/hour every 30 minutes to a maximum of 400 mg/hour in the absence of an 
infusion reaction.2 

o Subsequent rituximab infusions may start at 100 mg/hour and increase by 100 mg/hour 
every 30 minutes to a maximum of 400 mg/hour if tolerated.2 

o Rituximab may alternatively be administered according to institutional protocol and local 
prescribing information.2 

• The infusion site should be monitored for infiltration or extravasation during and after Lonca 

administration, and patients should be instructed to promptly report symptoms. Use of a central 

line may be considered clinically appropriate.2 
• Minor variations in infusion time related to IV bag overfill or underfill and institutional line-

flushing procedures are not considered protocol deviations.2 
• For patients who experience an infusion-related hypersensitivity reaction, additional 

premedication should be used in subsequent cycles.2 
o Recommended premedication includes dexamethasone 20 mg orally 12 and 6 hours 

before Lonca, diphenhydramine hydrochloride 50 mg IV 30 minutes before infusion, 
ranitidine (or equivalent) 50 mg IV 30 minutes before infusion, and dexamethasone 4 mg 
orally BID for 2 days after administration.2 

o Medications for management of severe hypersensitivity reactions, including anaphylaxis, 
should be immediately available.2 
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ZYNLONTA® is a registered trademark of ADC Therapeutics SA.  
 
ADC Therapeutics encourages all health care professionals to report any adverse events and product 
quality complaints to medical information at 855-690-0340. Please consult the ZYNLONTA Prescribing 
Information. 


