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Umbralisib (Ukoniq™) New Drug Update 
February 2021 

Nonproprietary Name umbralisib 
Brand Name Ukoniq 
Manufacturer TG Therapeutics 
Form Tablet 
Strength 200 mg 
FDA Approval February 5, 2021 
Market Availability Available  
FDA Approval Classification Priority Review for marginal zone lymphoma (MZL), Accelerated Approval 

for MZL and follicular lymphoma (FL), Breakthrough Therapy for MZL, 
Orphan Drug for MZL and FL 

FDB Classification- Specific 
Therapeutic Class (HIC3) 

Antineoplastic systemic enzyme inhibitors – Oncology oral hematologic 
(V1Q) 

INDICATION1 
Umbralisib (Ukoniq), a phosphoinositide 3 kinase delta and casein kinase 1 epsilon (PI3Kδ and CK-1ε), 
targeted kinase inhibitor, is indicated in adult patients with relapsed or refractory (R/R), marginal zone 
lymphoma (MZL) who have received ≥ 1 prior anti-CD20-based regimen and in patients with R/R follicular 
lymphoma (FL) who have received ≥ 3 prior lines of systemic therapy.  

Umbralisib was granted Accelerated Approval on the basis of overall response rate; therefore, continued 
approval for these uses may require demonstration of benefit in confirmatory clinical trials.   

PHARMACOKINETICS 
With a high-fat, high-calorie meal, the effects of food on a single dose of umbralisib increased area-
under-the-curve (AUC) by 61% and mean maximum concentration (Cmax) by 115%. The mean steady-
state Cmax was 7.3 mcg/mL at the usual dose, and the median time to reach maximum concentration 
(Tmax) was approximately 4 hours (h). Umbralisib has a mean volume of distribution (Vd) of 312 liters (L) 
and is ≥ 99.7% plasma protein bound and is concentration-independent. It is metabolized hepatically via 
cytochrome P450 (CYP) pathways, CYP 2C9, CYP 3A4, and CYP 1A2. Umbralisib is an inhibitor of CYP 2C8, 
CYP 2C9, CYP 2C19, CYP 3A4, and P-glycoprotein (P-gp). It is also a substrate of CYP 1A2, CYP 2C9, and 
CYP 3A4. Umbralisib has a half-life of 91 h. The clearance of umbralisib is 15.5 L/h, and approximately 
3% is excreted in the urine and 81% in the feces with 17% unchanged.  
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CONTRAINDICATIONS/WARNINGS 
Umbralisib does not have any specific contraindications. 

Serious infections, grade 3 or higher, including fatal infections occurred in patients using umbralisib.  
Pneumonia, sepsis, and urinary tract infections were the most frequent grade > 3 infections with a 
median time to onset of 2.4 months. Patients on umbralisib should be provided prophylaxis for 
Pneumocystis jirovecii pneumonia (PJP). They should also be monitored for cytomegalovirus (CMV) 
infection, and antiviral prophylaxis for CMV should be considered.  

Serious neutropenia can occur in patients taking umbralisib. Grade 3 neutropenia developed in 9% of 
patients, and 9% of patients also developed grade 4 neutropenia. The median time to onset was 45 days 
for grade 3 and 4 neutropenia. Neutrophil counts should be monitored at least every 2 weeks for the 
first 2 months and at least weekly if neutrophil counts are < 1 × 109/L. 

Umbralisib may cause diarrhea or colitis which occurred in 53% (any grade) of patients. Umbralisib may 
also cause non-infectious colitis (2%). The median time to onset of diarrhea or colitis was 1 month, and 
75% of these cases occurred by 2.9 months.  

Umbralisib can cause serious hepatotoxicity with transaminase elevations of grade 3 occurring in 8% and 
grade 4 in < 1%. Median time to onset of transaminase elevations occurred at 2.2 months. Monitor 
hepatic function at the start and during umbralisib treatment.  

Umbralisib may cause severe cutaneous reactions including exfoliative dermatitis, erythema, and rash. 
Umbralisib can cause allergic reactions due to FD&C Yellow No. 5 (tartrazine), including bronchial asthma 
in susceptible patients; those with aspirin hypersensitivity more often have sensitivity to tartrazine.   

Umbralisib can cause fetal harm when administered to pregnant women. 

DRUG INTERACTIONS 
Umbralisib has not been studied under conditions where it is coadministered with strong CYP 3A4 
inhibitors or inducers or moderate CYP 2C9 inhibitors or inducers. Additionally, coadministration of 
umbralisib with sensitive substrates of CYP 3A4, CYP 2C8, CYP 2C9, CYP2 C19, or P-gp have not been fully 
characterized.   

COMMON ADVERSE EFFECTS  
The most common adverse effects (> 10%) reported in clinical trials of umbralisib were increased 
creatinine (79%), diarrhea (58%), fatigue (41%), nausea (38%), decreased neutrophil count (all grades) 
(33%), elevated alanine aminotransferase (ALT) (33%), elevated aspartate aminotransferase (AST) (32%), 
decreased hemoglobin (27%), musculoskeletal pain (27%), decreased platelets (26%), upper respiratory 
infection (21%), vomiting (21%), abdominal pain (19%), decreased appetite (19%), rash (18%), insomnia 
(14%), edema (14%), and fever (10%). 

SPECIAL POPULATIONS  

Pregnancy 
Based on animal studies and the mechanism of action, umbralisib can cause fetal harm in pregnant 
women. Females of reproductive potential and male patients with female partners of reproductive 



Page 3 | 
Ukoniq New Drug Update – February 2021 
Proprietary Information. Restricted Access – Do not disseminate or copy without approval. 
© 2021 Magellan Rx Management. All Rights Reserved.  

 

potential should be advised to use contraception during treatment and for 1 month following the last 
dose. Pregnancy status should be verified prior to initiating umbralisib. 

Pediatrics 
Safety and effectiveness of umbralisib have not been demonstrated in pediatric patients. 

Geriatrics 
In clinical trials of umbralisib, no overall differences in effectiveness and pharmacokinetics were 
observed between patients ≥ 65 years of age compared with younger adults. Patients ≥ 65 years of age 
experienced more serious adverse reactions (23%) compared to those younger 65 years (12%). 

Hepatic Impairment 
No dosage adjustment of umbralisib is recommended in patients with mild hepatic impairment (Child-
Pugh Class A). Umbralisib has not been studied in patients with moderate or severe hepatic impairment 
(Child-Pugh Class B or C). 

Renal Impairment 
No dosage adjustment of umbralisib is recommended in patients with mild or moderate renal 
impairment (creatinine clearance [CrCl] 30 to 89 mL/min). Umbralisib has not been studied in patients 
with severe renal impairment (CrCl < 30 mL/min). 

DOSAGES 
The recommended dose of umbralisib is 800 mg orally once daily with food until disease progression or 
unacceptable toxicity. Tablets should be swallowed whole.   

Withhold umbralisib dose for suspected PJP infection, CMV infection, and severe cutaneous reactions. 
Permanently discontinue umbralisib if PJP is confirmed and if cutaneous reactions do not improve or 
reoccur. The umbralisib dose should be withheld, reduced, or discontinued based on severity and 
persistence of neutropenia. If severe diarrhea occurs, withhold umbralisib and provide supportive care. 
Resume umbralisib at a reduced dose or discontinue if grade ≥ 3 diarrhea or any grade of colitis recurs, 
or any life-threatening diarrhea or colitis. Withhold the dose for ALT/AST > 5 to < 20 times the upper 
limit of normal (ULN); doses may be resumed when levels return to 3 x ULN. Discontinue if ALT/AST are 
> 20 x ULN. 

CLINICAL TRIALS2,3  
A literature search was performed using “umbralisib” and “marginal zone lymphoma, follicular 
lymphoma, b-cell lymphoma and non-Hodgkin’s Lymphoma.” 

An open-label, multicenter, multi-cohort, single-arm phase 2 study assessed the efficacy and safety of 
umbralisib monotherapy in patients with relapsed or refractory marginal zone lymphoma (MZL).  
Patients included had confirmed MZL, and had previously received > 1 prior therapy including ≥ 1 CD20 
monoclonal antibody (mAb)-containing regimen. Patients were excluded from the trial if they had a prior 
exposure to a PI3K inhibitor. There were 69 patients with MZL enrolled in this cohort [extranodal (n=38), 
nodal (n=20), and splenic (n=11)].  The median age was 67 years, 52% were female, 83% were White, 7% 
Black, 3% Asian, and 7% other. Ninety-seven percent of patients had a baseline Eastern Cooperative 
Oncology Group (ECOG) performance status of 0 or 1. The median number of prior lines of therapy was 
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2, with 26% refractory, not responding to their last therapy. The median follow-up time was 20.3 months.  
Efficacy was based on overall response rate (ORR) as assessed by an independent review committee 
(IRC) and was based on the modified International Working Group criteria for malignant lymphoma. ORR 
was 49% (extranodal [44.7%], nodal [60%], and splenic [45.5%]) with a complete response of 16% and a 
partial response of 33%.  The median time to response was 2.8 months, and the median duration of 
response was not reached.   

The efficacy of umbralisib in relapsed or refractory follicular lymphoma (FL) was also evaluated in this 
single-arm, open-label, multicenter, multi-cohort trial. Patients enrolled had ≥ 2 prior systemic therapies, 
including an anti-CD20 monoclonal antibody and an alkylating agent. Patients were excluded if they had 
grade 3b FL, large cell transformation, prior allogeneic transplant, history of central nervous system 
(CNS) lymphoma, or prior exposure to a PI3K inhibitor. All patients received the recommended dosage 
of umbralisib 800 mg orally once daily until disease progression or unacceptable toxicity. There were 117 
patients with FL enrolled in this cohort. The median age was 65 years, 38% female, 80% White, 4% Black, 
73% with stage III to IV disease, 38% with bulky disease, and 97% had a baseline ECOG score of 0 to 1.  
The median number of prior lines of therapy was 3, with 36% refractory, not responding to their last 
therapy. Efficacy was based on ORR, assessed in the same manner as the MZL cohort. ORR was 43%, with 
a complete response of 3.4%, and partial response of 39%. The median number of months for duration 
of response was 11.1, and the median time to response was 4.4 months. The median follow-up time was 
20.1 months.  

Pooled population data from 4 clinical trials with 335 patients was collected to describe the safety of 
umbralisib in treating R/R MZL or FL. In these studies, umbralisib was administered as monotherapy at a 
dosage of 800 mg orally once daily. There were 3 single-arm open-label trials with 221 patients enrolled 
(MZL [37%] and FL [63%]) and 1 open-label extension trial. In the 3 single-arm open-label trials, 52% of 
the patients were exposed to umbralisib for 6 months or longer, and 30% of patients for greater than 1 
year. Patients included had hepatic transaminases ≤ 2.5 x ULN, total bilirubin ≤ 1.5 x ULN, and CrCl ≥ 30 
mL/min. None of the patients had prior exposure to a PI3K inhibitor. The median age was 66 years, 43% 
were female and 97% had an ECOG score of 0 to 1. Race was only reported in 92% of cases of which, 
89% were White, 6% were Black, and 3% were Asian. Patients had a median of 2 prior therapies. Serious 
adverse events occurred in 18% of patients on umbralisib. Serious adverse events that occurred in ≥ 2% 
of patients were diarrhea-colitis (4%), pneumonia (3%), sepsis (2%), and urinary tract infection (2%). 
Fatal adverse events included exfoliative dermatitis and occurred in < 1% of patients. Fourteen percent 
of adverse events led to permanent discontinuation of umbralisib, including diarrhea-colitis (6%) and 
transaminase elevation (5%). Forty-three percent of adverse reactions led to dosage interruptions in 
patients on umbralisib including diarrhea-colitis (18%), transaminase elevation (7%), neutropenia (5%), 
vomiting (5%), and upper respiratory tract infection (5%). Eleven percent of adverse reactions lead to 
dose reductions in patients on umbralisib including diarrhea-colitis (4%). The most common adverse 
events reported in ≥ 15% included increased creatinine, diarrhea-colitis, fatigue, nausea, neutropenia, 
transaminase elevation, musculoskeletal pain, anemia, thrombocytopenia, upper respiratory tract 
infection, vomiting, abdominal pain, decreased appetite, and rash.   

OTHER DRUGS USED FOR CONDITION4,5 
The National Comprehensive Cancer Network (NCCN) preferred regimens for second or subsequent line 
treatment of FL include immunotherapy with an anti-CD20 monoclonal antibody (rituximab [Rituxan®, 
biosimilars] or obinutuzumab [Gazyva®]) + chemotherapy with either bendamustine (not recommended 
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if treated with previously), CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone), or CVP 
(cyclophosphamide, vincristine, prednisone), or the combination of rituximab + lenalidomide 
(Revlimid®). Other recommended regimens include the PI3K inhibitors: copanlisib (Aliqopa™), duvelisib 
(Copiktra®), and idelalisib (Zydelig®), as well as the kinase inhibitor tazemetostat (Tazverik®). The 
radiotherapeutic agent ibritumomab tiuxetan (Zevalin®) may also be utilized as an other recommended 
regimen as well as lenalidomide + obinutuzumab, obinutuzumab alone, rituximab (or biosimilars) alone, 
or lenalidomide alone (if not a candidate for anti-CD20 monoclonal antibody therapy). Lisocabtagene 
maraleucel (Breyanzi®), a chimeric antigen receptor T cell (CAR T) therapy, is also approved for R/R FL. 

NCCN preferred therapies for second or subsequent line MZL include single agent ibrutinib (Imbruvica®), 
rituximab or obinutuzumab plus bendamustine or CHOP or CVP or rituximab alone. Lenalidomide plus 
rituximab is a preferred regimen for both nodal MZL and extranodal [MALT] lymphoma. Other NCCN 
recommended regimens include ibritumomab tiuxetan, and the PI3K inhibitors, copanlisib, duvelisib, and 
idelalisib.  

PLACE IN THERAPY6,7,8,9 
Marginal zone lymphoma (MZL) and follicular lymphoma (FL) are both considered indolent (slow 
growing) mature B-cell non-Hodgkin lymphomas (NHLs). MZL has an annual incidence of approximately 
1,000 to 2,300 newly diagnosed patients in the United States (US). It is the third most common B-cell 
NHL which accounts for approximately 6% of all NHL cases. MZL has 3 subtypes which include extranodal 
of the mucosal-associated lymphoid tissue (MALT), nodal, and splenic. Extranodal MZL or MALT is the 
most common subtype of MZL occurring in 70% of the cases. MZL has a 5-year survival rate of 88.7% for 
MALT, 79.7% for splenic MZL, and 76.5% for nodal MZL. The median age at diagnosis of MZL is 67 years. 
Follicular lymphoma is the most common indolent NHL. Follicular lymphoma accounts for approximately 
35% of NHLs in the US and is estimated to have an annual incidence of approximately 15,000 newly 
diagnosed cases. The incidence increases with age and most frequently presents in middle-aged and 
elderly. Follicular lymphoma has an 87.7% 5-year survival rate. The median age at diagnosis of FL is 60 
years.  

Umbralisib is included in NCCN guideline for B-cell lymphomas as a category 2A recommendation for 
second-line and subsequent therapy for R/R FL after 3 prior therapies. This same recommendation 
applies to elderly or infirm patients with FL for use after 3 prior lines of therapy.    

It is also a category 2A recommendation as a second-line and subsequent therapy regimen for MZL in 
R/R disease after ≥ 1 prior anti-CD20-mAB-based regimen, which is identical to the recommendation for 
elderly or infirm patients who meet this same criteria.   

Umbralisib (Ukoniq) is a PI3Kδ and CK-1ε inhibitor, making it the first and only oral, once daily agent in 
its class. Due to its Accelerated Approval, continued FDA approval for these uses may be dependent on 
a confirmatory trial for verification and description of clinical benefits. Umbralisib offers an option for 
R/R FL after 3 prior therapies. It also offers a second-line and subsequent therapy option for R/R MZL 
after ≥ 1 prior anti-CD20-mAB-based regimen.  
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SUGGESTED UTILIZATION MANAGEMENT 
Anticipated Therapeutic Class Review 
(TCR) Placement 

Oncology Oral, Hematologic Cancer  

Clinical Edit Initial Approval Criteria  
 Patient is ≥ 18 years of age; AND  
B-Cell Lymphomas: 
 Patient has relapsed or refractory disease; AND  
 Patient is NOT a candidate for high-dose therapy or autologous 

stem cell transplant (HDT-SCT); AND  
 Patient has a diagnosis of marginal zone lymphoma; AND  

─ Umbralisib is used as subsequent therapy after ≥ 1 prior 
anti-CD20-based regimen; OR  

 Patient has a diagnosis of follicular lymphoma (excluding 
transformed disease); AND  

─ Umbralisib is used as subsequent therapy after ≥ 3 prior 
lines of systemic therapy, including an anti-CD20 
monoclonal antibody and an alkylating agent; AND 

Universal Criteria: 
 Umbralisib will NOT be used in combination with other PI3K-

inhibitors (e.g., idelalisib, duvelisib, copanlisib, alpelisib); AND  
 Patient does NOT have a history of allogeneic hematological stem 

cell transplant; AND  
 Umbralisib will be used as a single agent.  

Renewal Criteria 
 Patient continues to meet universal and other indication-specific 

relevant criteria such as concomitant therapy requirements (not 
including prerequisite therapy), performance status, etc. identified 
in the Initial Criteria above; AND  

 Disease response with treatment as defined by stabilization of 
disease or decrease in size of tumor or tumor spread; AND  

 Absence of unacceptable toxicity from the drug (e.g., active/severe 
infections, neutropenia with absolute neutrophil count [ANC] < 0.5 
x 109/L, thrombocytopenia with platelets < 25 x 109/L, severe 
diarrhea or colitis, hepatotoxicity, severe cutaneous reactions, 
serious allergic reactions). 

Quantity Limit Maximum 4 tablets per day: 120 tablets/30 days 

Duration of Approval Initial: 6 months  
Renewal: 6 months 

Drug to Disease Hard Edit None 
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