
Table 4: Adverse reactions
System Organ Class Very common Common Uncommon

Infections and 
infestations

Upper respiratory 
tract infections 

(URTI)a

Bronchitisa,b 
Herpes zostera 

Herpes simplexa 
Folliculitis 
Influenza 

Urinary tract infection 
Pneumoniaa,f

Oral candidiasis 
Diverticulitis

Sepsis

Neoplasms benign, malignant and unspecified 
(including cysts and polyps) - Non-melanoma skin cancerg -

Blood and lymphatic 
system disorders -

Anaemiaa

Neutropaeniaa

Lymphopaenia
-

Immune system disorders - Urticariac,e Serious hypersensitivity reactionsa,h

Metabolism and nutrition
disorders - Hypercholesterolaemiaa,b

Hyperlipidaemiaa,b Hypertriglyceridaemia

Ear and labyrinth disorders - Vertigoa -
Respiratory, thoracic and

mediastinal disorders - Cough -

Gastrointestinal
disorders - Abdominal paina,d

Nausea Gastrointestinal perforationi

Skin and subcutaneous
tissue disorders Acnea,c,d,e Rasha -

General disorders and administration site conditions - Fatigue
Pyrexia -

Investigations -

Blood CPK increased
ALT increasedb

AST increasedb

Weight increasede

-

Nervous system
disorders - Headachea

Dizziness -
a Presented as grouped term

b In atopic dermatitis trials, the frequency of 
bronchitis, hypercholesterolaemia, hyperlipidaemia, 
ALT increased, and AST increased was uncommon.
c In rheumatologic disease trials, the frequency was 

common for acne and uncommon for urticaria.
d In ulcerative colitis trials, the frequency was 

common for acne; abdominal pain was less frequent 
for upadacitinib than for placebo.

e In Crohn’s disease, the frequency was common 
for acne, and uncommon for urticaria and weight 

increased.
f Pneumonia was common in Crohn’s disease and 

uncommon across other indications.
As per BE study (study title: An open label, balanced, randomized, two-treatment, two-period, two-sequence, two-way crossover, single oral dose, bioequivalence study of Upadacitinib 
Extended Release Tablets 45 mg of MSN Laboratories Private Limited, India comparing with of RINVOQ® (Upadacitinib) Extended-Release Tablets 45 mg of AbbVie Inc, USA., in healthy, 
adult, human, subjects under fasting conditions, dated: 21/11/2022)

Participant 
I.D. Drug* Period AE Reported  term Preferred  term Severity Causality Outcome

01 R Post Study
Increased ALT^ Increased ALT^ Mild Possible Lost to follow-up
Increased AST Increased AST Mild Possible Resolved, no sequelae
Increased GGT Increased GGT Mild Possible Lost to follow-up

08 R Post
Study

Increased ALT^ Increased ALT^ Mild Possible Resolved, no sequelae
Increased

Phosphorus^
Increased

Phosphorus^ Mild Possible Resolved, no sequelae

Increased ALP^ Increased ALP^ Mild Possible Resolved, no sequelae
Increased WBC^ Increased WBC^ Mild Unlikely Resolved, no sequelae

Decreased
Lymphocytes^

Decreased
Lymphocytes^ Mild Unlikely Resolved, no sequelae

11 R Post Study
Increased ALT^ Increased ALT^ Mild Possible Lost to follow-up

Increased 
Direct Bilirubin^

Increased 
Direct Bilirubin^ Mild Possible Lost to follow-up

Increased ALP^ Increased ALP^ Mild Possible Lost to follow-up

13 R Post Study
Increased
Glucose

Random^

Increased
Glucose

Random^
Mild Possible Resolved, no sequelae

*: Study drug last administered T- test or R- Reference
^: Cannot be definitively related to Treatment T or Treatment R because clinical labs were only collected at screening and post study.
As per BE study (study title: An open label, balanced, randomized, two-treatment, two-period, two-sequence, two-way cross-over, single oral dose, bioequivalence study of Upadacitinib 
Extended Release Tablets 45 mg of MSN Laboratories Private Limited, India comparing with of RINVOQ® (Upadacitinib) Extended-Release Tablets 45 mg of AbbVie Inc, USA., in healthy, 
adult, human, subjects under fed conditions, dated: 05/05/2023) the following ADRs have been identified.
During post study safety assessment total thirteen (13) adverse events were reported in seven (07) participants. There were no deaths, serious or significant adverse events during conduct 
of the study.

Participant 
I.D. Drug* Period AE Reported 

term
Preferred 

term Severity Causality Outcome

01 R Post Study
Increased ALT^ Increased ALT^ Mild Possible Resolved, no sequelae

Increased 
Total Cholesterol^

Increased 
Total Cholesterol^ Mild Possible Resolved, no sequelae

06 R Post Study
Increased ALT^ Increased ALT^ Mild Possible Resolved, no sequelae

Decreased 
Lymphocytes

Decreased
Lymphocytes Mild Possible Resolved, no sequelae

15 T Post Study

Increased 
Total Cholesterol^

Increased 
Total Cholesterol^ Mild Possible Resolved, no sequelae

Increased 
Glucose random^

Increased 
Glucose random^ Mild Unlikely Resolved, no sequelae

Increased Platelets^ Increased Platelets^ Mild Unlikely Resolved, no sequelae

17 R Post Study

Increased 
Total Bilirubin^

Increased 
Total Bilirubin^ Mild Possible Resolved, no sequelae

Increased 
Direct Bilirubin^

Increased 
Direct Bilirubin^ Mild Possible Resolved, no sequelae

19 T Post Study Increased ALP^ Increased ALP^ Mild Possible Resolved, no sequelae
20 R Post Study Increased Total Cholesterol^ Increased Total Cholesterol^ Mild Possible Resolved, no sequelae

23 R Post Study
Increased ALT^ Increased ALT^ Mild Possible Lost to follow-up
Increased AST^ Increased AST^ Mild Possible Lost to follow-up

*: Study drug last administered T- test or R- Reference 
^: Cannot be definitively related to Treatment T or Treatment R because clinical labs were only collected at screening and post study.
As per clinical study report study (study title: A Randomized, Open Label, Multicentric, Parallel Group, Active-Controlled Comparative Phase III Trial to Evaluate the Efficacy and Safety of 
Upadacitinib Extended-Release Tablets in Comparison with Tofacitinib Tablets in Adults with Moderately to Severely Active Ulcerative Colitis, dated: 29/03/2025) the following ADRs have 
been identified.

System Organ Class Preferred Term Severity

Gastrointestinal Disorders

Abdominal Pain Mild
Diarrhea Mild

Dyspepsia Mild
Nausea Mild
Vomiting Mild

General Disorders and Administration Site
Conditions

Elevated CRP Mild
Fatigue Mild

Leucocytosis Mild
Infections and Infestations Pyrexia Mild

Musculoskeletal and Connective Tissue Disorders Myalgia Mild
Nervous System Disorders Dizziness Mild

Headache Mild
Reproductive System and Breast Disorders Dysmenorrhea Mild

Reporting of suspected adverse reactions 
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the benefit/risk balance of the medicinal product. To report 
Suspected Adverse Reactions, contact MSN Laboratories Private Limited at pharmacovigilance@msnlabs.com or through company website www.msnlabs.com->Contact us->Medical 
Enquiry/ to report a side effect. You can also report side effects directly via the National Pharmacovigilance Programme of India by calling on 1800 180 3024 or you can report to MSN Labs 
on +91- 40 38265227 (Direct line); +91 7331134745 (WhatApp). By reporting side effects, you can help provide more information on the safety of this product.
4.9. Overdose
Upadacitinib was administered in clinical studies up to doses equivalent in daily AUC to 60 mg prolonged-release once daily. Adverse reactions were comparable to those seen at lower 
doses and no specific toxicities were identified. Approximately 90% of upadacitinib in the systemic circulation is eliminated within 24 hours of dosing (within the range of doses evaluated 
in clinical studies). In case of an overdose, it is recommended that the patient be monitored for signs and symptoms of adverse reactions. Patients who develop adverse reactions should 
receive appropriate treatment.
5.	 PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic Properties
Mechanism of action 
Upadacitinib is a selective and reversible Janus kinase (JAK) inhibitor. JAKs are intracellular enzymes that transmit cytokine or growth factor signals involved in a broad range of cellular 
processes including inflammatory responses, hematopoiesis, and immune surveillance. The JAK family of enzymes contains four members, JAK1, JAK2, JAK3 and TYK2 which work 
in pairs to phosphorylate and activate signal transducers and activators of transcription (STATs). This phosphorylation, in turn, modulates gene expression and cellular function. JAK1 is 
important in inflammatory cytokine signals while JAK2 is important for red blood cell maturation and JAK3 signals play a role in immune surveillance and lymphocyte function.
5.2 Pharmacokinetic Properties
Upadacitinib plasma exposures are proportional to dose over the therapeutic dose range. Steady-state plasma concentrations are achieved within 4 days with minimal accumulation after 
multiple once daily administrations.
Absorption
Following oral administration of upadacitinib prolonged-release formulation, upadacitinib is absorbed with a median Tmax of 2 to 4 hours. Coadministration of upadacitinib with a high-fat 
meal had no clinically relevant effect on upadacitinib exposures (increased AUC by 29% and Cmax by 39% to 60%). In clinical trials, upadacitinib was administered without regard to meals. 
In vitro, upadacitinib is a substrate for the efflux transporters P-gp and BCRP.
Distribution
Upadacitinib is 52% bound to plasma proteins. Upadacitinib partitions similarly between plasma and blood cellular components, as indicated by the blood to plasma ratio of 1.0.
Metabolism
Upadacitinib metabolism is mediated by CYP3A4 with a potential minor contribution from CYP2D6. The pharmacologic activity of upadacitinib is attributed to the parent molecule. In a 
human radiolabeled study, unchanged upadacitinib accounted for 79% of the total radioactivity in plasma while the main metabolite (product of monooxidation followed by glucuronidation) 
accounted for 13% of the total plasma radioactivity. No active metabolites have been identified for upadacitinib.
Elimination
Following single dose administration of [14C]-upadacitinib immediate-release solution, upadacitinib was eliminated predominantly as the unchanged parent substance in urine (24%) and 
faeces (38%). Approximately 34% of upadacitinib dose was excreted as metabolites. Upadacitinib mean terminal elimination half-life ranged from 9 to 14 hours.
Specific Populations
Renal Impairment
Upadacitinib AUC was 18%, 33%, and 44% higher in subjects with mild (estimated glomerular filtration rate 60 to 89 ml/min/1.73 m2), moderate (estimated glomerular filtration rate 30 to 59 
ml/min/1.73 m2), and severe (estimated glomerular filtration rate 15 to 29 ml/min/1.73 m2) renal impairment, respectively, compared to subjects with normal renal function. Upadacitinib Cmax 
was similar in subjects with normal and impaired renal function. Mild or moderate renal impairment has no clinically relevant effect on upadacitinib exposure
Hepatic Impairment
Mild (Child-Pugh A) and moderate (Child-Pugh B) hepatic impairment has no clinically relevant effect on upadacitinib exposure. Upadacitinib AUC was 28% and 24% higher in subjects with 
mild and moderate hepatic impairment, respectively, compared to subjects with normal liver function. Upadacitinib Cmax was unchanged in subjects with mild hepatic impairment and 43% 
higher in subjects with moderate hepatic impairment compared to subjects with normal liver function. Upadacitinib was not studied in patients with severe (Child-Pugh C) hepatic impairment.
Paediatric population
The pharmacokinetics of upadacitinib have not yet been evaluated in paediatric patients with rheumatoid arthritis, psoriatic arthritis, axial spondyloarthritis, ulcerative colitis, and Crohn’s 
disease. Upadacitinib pharmacokinetics and steady-state concentrations are similar for adults and adolescents 12 to 17 years of age with atopic dermatitis. The posology in adolescent 
patients 30 kg to < 40 kg was determined using population pharmacokinetic modelling and simulation.
The pharmacokinetics of upadacitinib in paediatric patients (< 12 years of age) with atopic dermatitis have not been established.
Intrinsic factors
Age, sex, body weight, race, and ethnicity did not have a clinically meaningful effect on upadacitinib exposure. 
6.	 NONCLINICAL PROPERTIES
6.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Non-clinical data reveal no special hazard for humans based on conventional studies of safety pharmacology. Upadacitinib, at exposures (based on AUC) approximately 4 and 10 times the 
clinical dose of 15 mg, 2 and 5 times the clinical dose of 30 mg, and 1.7 and 4 times the clinical dose of 45 mg in male and female Sprague-Dawley rats, respectively, was not carcinogenic 
in a 2-year carcinogenicity study in Sprague-Dawley rats. Upadacitinib was not carcinogenic in a 26-week carcinogenicity study in CByB6F1-Tg(HRAS)2Jic transgenic mice.
Upadacitinib was not mutagenic or genotoxic based on the results of in vitro and in vivo tests for gene mutations and chromosomal aberrations.
Upadacitinib had no effect on fertility in male or female rats at exposures up to approximately 17 and 34 times the maximum recommended human dose (MRHD) of 45 mg in males and 
females, respectively, on an AUC basis in a fertility and early embryonic development study. Dose-related increases in foetal resorptions associated with post-implantation losses in this 
fertility study in rats were attributed to the developmental/teratogenic effects of upadacitinib.
7.	 PHARMACEUTICAL PARTICULARS
7.1 Incompatibilities
None
7.2 Packing Information
28’s,30’s count HDPE bottle and 1x 2’s, 10 x10’s blister pack
7.3. Storage and Handling Instructions
Do not store above 30°C.
Store in the original bottle in order to protect from moisture.
Keep out of reach of Children.
8.	 PATIENT COUNSELLING INFORMATION
Serious Infections
Inform patients that they may be more likely to develop infections when taking Upadacitinib.
Instruct patients to contact their healthcare provider immediately during treatment if they develop any signs or symptoms of an infection. Advise patients that the risk of herpes zoster is 
increased in patients taking Upadacitinib and in some cases can be serious.
Malignancies
Inform patients that Upadacitinib may increase their risk of certain cancers and that periodic skin examinations should be performed while using Upadacitinib. Advise patients that exposure 
to sunlight and UV light should be limited by wearing protective clothing and using a broad-spectrum sunscreen.
Major Adverse Cardiovascular Events
Inform patients that Upadacitinib may increase their risk of major adverse cardiovascular events (MACE) including myocardial infarction, stroke, and cardiovascular death. Instruct all 
patients, especially current or past smokers or patients with other cardiovascular risk factors, to be alert for the development of signs and symptoms of cardiovascular events.
Thrombosis
Inform patients that events of deep venous thrombosis and pulmonary embolism have been reported in clinical trials with Upadacitinib. Instruct patients to seek immediate medical attention 
if they develop any signs or symptoms of a DVT or PE.
Hypersensitivity Reactions
Advise patients to discontinue Upadacitinib and seek immediate medical attention if they develop any signs and symptoms of allergic reactions.
Gastrointestinal Perforations
Inform patients that gastrointestinal perforations have been reported in clinical trials with Upadacitinib and that risk factors include the use of NSAIDS or history of diverticulitis. Instruct 
patients to seek medical care immediately if they experience new onset of abdominal pain, fever, chills, nausea, or vomiting.
Retinal Detachment
Inform patients that retinal detachment has been reported in clinical trials with Upadacitinib. Advise patients to immediately inform their healthcare provider if they develop any sudden
changes in vision while receiving Upadacitinib.
Laboratory Abnormalities
Inform patients that Upadacitinib may affect certain lab tests, and that blood tests are required
before and during Upadacitinib treatment.
Vaccinations
Advise patients to avoid use of live vaccines with Upadacitinib. Instruct patients to inform their healthcare practitioner that they are taking Upadacitinib prior to a potential vaccination.
Embryo-Fetal Toxicity
Advise pregnant women and females of reproductive potential that exposure to Upadacitinib during pregnancy may result in fetal harm. Advise females to inform their healthcare provider 
of a known or suspected pregnancy. Advise females of reproductive potential that effective contraception should be used during treatment and for 4 weeks following the final dose of 
upadacitinib.
Lactation
Advise women not to breastfeed during treatment with Upadacitinib and for 6 days after the last dose.
9.	 DETAILS OF MANUFACTURER
MSN Laboratories Private Limited, 
Formulation Division, Unit II, 
Sy.no.1277, 1319 to 1324,
Nandigama (Village & Mandal),
Ranga Reddy District,
Telangana-509228, India.
10.	 DETAILS OF PERMISSION OR LICENCE NUMBER WITH DATE
To be filled
11.	 DATE OF REVISION 
May 2025
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For use in India only
The drug should be sold by retail under prescription of Gastroenterologist only

PRESCRIBING INFORMATION

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE), and THROMBOSIS
•         Increased risk of serious bacterial, fungal, viral, and opportunistic infections leading to hospitalization or death, including tuberculosis (TB). Interrupt treatment with 

Upadacitinib if serious infection occurs until the infection is controlled. Test for latent TB before and during therapy; treat latent TB prior to use. Monitor all patients for 
active TB during treatment, even patients with initial negative, latent TB test.

•         Higher rate of all-cause mortality, including sudden cardiovascular death with another Janus kinase (JAK) inhibitor vs. tumor necrosis factor (TNF) blockers in rheumatoid 
arthritis (RA) patients. 

•         Malignancies have occurred in patients treated with Upadacitinib. Higher rate of lymphomas and lung cancers with another JAK inhibitor vs. TNF blockers in RA patients.
•         Higher rate of MACE (defined as cardiovascular death, myocardial infarction, and stroke) with another JAK inhibitor vs. TNF blockers in RA patients. Thrombosis has 

occurred in patients treated with Upadacitinib. Increased incidence of pulmonary embolism, venous and arterial thrombosis with another JAK inhibitor vs. TNF blockers. 
		
1.	 GENERIC NAME
Upadacitinib Extended-Release Tablets 15 mg, 30 mg and 45 mg

2.	 QUALITATIVE AND QUANTITATIVE COMPOSITION
Upadacitinib Extended-Release Tablets 15 mg 
Each tablet contains	
Upadacitinib …………….15 mg
Upadacitinib Extended-Release Tablets 30 mg 
Each tablet contains	
Upadacitinib …………….30 mg
Upadacitinib Extended-Release Tablets 45 mg 
Each tablet contains	
Upadacitinib …………….45 mg
3.	 DOSAGE FORM AND STRENGTHS
Tablets; 15 mg, 30 mg and 45 mg
4.	 CLINICAL PARTICULARS
1.1	
2.1	
4.1. Indication
Ulcerative colitis
Upadacitinib is indicated for the treatment of adult patients with moderately to severely active ulcerative colitis who have had an inadequate response or intolerance to one or more TNF 
blockers.
	 •	 Limitations of Use: Upadacitinib is not recommended for use in combination with other JAK inhibitors, biological therapies for ulcerative colitis, or with potent 		
		  immunosuppressants such as azathioprine and cyclosporine.
4.2. Posology and Method of Administration
Ulcerative colitis
Adult Patients: Induction
The recommended induction dose of Upadacitinib is 45 mg once daily for 8 weeks.
Adult Patients: Maintenance
The recommended dose of Upadacitinib for maintenance treatment is 15 mg once daily. A dosage of 30 mg once daily may be considered for patients with refractory, severe or extensive 
disease.
Discontinue Upadacitinib if an adequate therapeutic response is not achieved with the 30 mg dosage. Use the lowest effective dosage needed to maintain response.
Recommended Dosage for Hepatic Impairment
For patients with mild to moderate hepatic impairment (Child-Pugh A or B) the recommended dosage is:
	 •	 Induction: 30 mg once daily for 8 weeks
	 •	 Maintenance: 15 mg once daily
Recommended Dosage for Renal Impairment
Table 1: Recommended dose for severe renal impairmenta

Therapeutic indication Recommended once daily dose

Ulcerative colitis 
Induction: 30 mg once daily for 8 weeks

Maintenance: 15 mg once daily
Upadacitinib is not recommended for use in patients with end stage renal disease (eGFR < 15 mL/min/1.73m2).
Dosage Modifications Due to Drug Interactions
The recommended dosage in patients with ulcerative colitis receiving strong CYP3A4 inhibitors 
	 •	 Induction: 30mg once daily for 8 weeks 
	 •	 Maintenance: 15 mg once daily
Dosage Interruption 
Infections 
If a patient develops a serious infection, including serious opportunistic infection, interrupt 
Upadacitinib treatment until the infection is controlled.
Laboratory Abnormalities
Interruption of dosing may be needed for management of laboratory abnormalities as described.
Table 2: Recommended Dosage Interruptions for Laboratory Abnormalities
Laboratory Measure Action

Absolute Neutrophil Count (ANC) Interrupt treatment if ANC is less than 1000 cells/mm3; treatment may be restarted once ANC returns above this 
value

Absolute Lymphocyte Count (ALC) Interrupt treatment if ALC is less than 500 cells/mm3; 
treatment may be restarted once ALC returns above this value

Hemoglobin (Hb) Interrupt treatment if Hb is less than 8 g/dL; treatment may be restarted once Hb returns above this value

Hepatic transaminases Interrupt treatment if drug-induced liver injury is 
suspected, until this diagnosis is excluded

Method of Administration
Upadacitinib is to be taken orally once daily with or without food and may be taken at any time of the day. Tablets should be swallowed whole and should not be split, crushed, or chewed 
in order to ensure the entire dose is delivered correctly. Food or drink containing grapefruit should be avoided during treatment with Upadacitinib.
4.3. Contraindications
	 •	 Hypersensitivity to the active substance or to any of the excipients listed
	 •	 Active tuberculosis (TB) or active serious infections
	 •	 Severe hepatic impairment 
	 •	 Pregnancy
4.4. Special Warnings and Precautions for Use
Immunosuppressive medicinal products
Combination with other potent immunosuppressants such as azathioprine, 6-mercaptopurine, ciclosporin, tacrolimus, and biologic DMARDs or other Janus kinase (JAK) inhibitors has not 
been evaluated in clinical studies and is not recommended as a risk of additive immunosuppression cannot be excluded.
Serious infections
Serious and sometimes fatal infections have been reported in patients receiving upadacitinib. The most frequent serious infections reported with upadacitinib included pneumonia and 
cellulitis. Cases of bacterial meningitis have been reported in patients receiving upadacitinib. Among opportunistic infections, tuberculosis, multidermatomal herpes zoster, oral/ oesophageal 
candidiasis, and cryptococcosis were reported with upadacitinib.
Upadacitinib should not be initiated in patients with an active, serious infection, including localised infections.
Consider the risks and benefits of treatment prior to initiating upadacitinib in patients:
	 •	 with chronic or recurrent infection
	 •	 who have been exposed to tuberculosis
	 •	 with a history of a serious or an opportunistic infection	
	 •	 who have resided or travelled in areas of endemic tuberculosis or endemic mycoses; or
	 •	 with underlying conditions that may predispose them to infection.
Patients should be closely monitored for the development of signs and symptoms of infection during and after treatment with upadacitinib. Upadacitinib therapy should be interrupted 
if a patient develops a serious or opportunistic infection. A patient who develops a new infection during treatment with upadacitinib should undergo prompt and complete diagnostic 
testing appropriate for an immunocompromised patient; appropriate antimicrobial therapy should be initiated, the patient should be closely monitored, and upadacitinib therapy should 
be interrupted if the patient is not responding to antimicrobial therapy. Upadacitinib therapy may be resumed once the infection is controlled and only following a careful consideration of 
benefit-risk.
As there is a higher incidence of infections in the elderly ≥ 65 years of age, caution should be used when treating this population.
Tuberculosis
Patients should be screened for tuberculosis (TB) before starting upadacitinib therapy. Upadacitinib should not be given to patients with active TB. Anti-TB therapy should be considered 
prior to initiation of upadacitinib in patients with previously untreated latent TB or in patients with risk factors for TB infection.
Consultation with a physician with expertise in the treatment of TB is recommended to aid in the decision about whether initiating anti-TB therapy is appropriate for an individual patient.
Patients should be monitored for the development of signs and symptoms of TB, including patients who tested negative for latent TB infection prior to initiating therapy.
Viral reactivation
Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster), was reported in clinical studies. The risk of herpes zoster appears to be higher in Japanese patients 
treated with upadacitinib. If a patient develops herpes zoster, interruption of upadacitinib therapy should be considered until the episode resolves.
Screening for viral hepatitis and monitoring for reactivation should be performed before starting and during therapy with upadacitinib. Patients who were positive for hepatitis C antibody and 
hepatitis C virus RNA were excluded from clinical studies. Patients who were positive for hepatitis B surface antigen or hepatitis B virus DNA were excluded from clinical
studies. If hepatitis B virus DNA is detected while receiving upadacitinib, a liver specialist should be consulted.
Vaccination
No data are available on the response to vaccination with live vaccines in patients receiving upadacitinib. Use of live, attenuated vaccines during or immediately prior to upadacitinib 
therapy is not recommended. Prior to initiating upadacitinib, it is recommended that patients be brought up to date with all immunisations, including prophylactic zoster vaccinations, in 
agreement with current immunisation guidelines. (see section 5.1 for data on inactivated pneumococcal polysaccharide conjugate vaccine (13-valent, adsorbed) and concomitant use with 
upadacitinib).
Malignancy
The risk of malignancies, including lymphoma is increased in patients with rheumatoid arthritis. Immunomodulatory medicinal products may increase the risk of malignancies, including 
lymphoma. The clinical data are currently limited and long-term studies are ongoing. Malignancies were observed in clinical studies of upadacitinib. The risks and benefits of upadacitinib 
treatment should be considered prior to initiating therapy in patients with a known malignancy other than a successfully treated nonmelanoma skin cancer (NMSC) or when considering 
continuing upadacitinib therapy in patients who develop a malignancy.
Non-melanoma skin cancer
NMSCs have been reported in patients treated with upadacitinib. Periodic skin examination is recommended for patients who are at increased risk for skin cancer.
Haematological abnormalities
Absolute Neutrophil Count (ANC) < 1 x 109 cells/L, Absolute Lymphocyte Count (ALC) < 0.5 x 109 cells/L and haemoglobin < 8 g/dL were reported in ≤1 % of patients in clinical trials. 
Treatment should not be initiated, or should be temporarily interrupted, in patients with an ANC < 1 x 109 cells/L, ALC < 0.5 x 109 cells/L or haemoglobin < 8 g/dL observed during routine 
patient management.
Anemia
Decreases in hemoglobin levels to less than 8 g/dL were reported in Upadacitinib in clinical trials. Evaluate hemoglobin at baseline and thereafter according to routine patient management. 
Avoid Upadacitinib initiation or interrupt Upadacitinib treatment in patients with a low hemoglobin level (i.e., less than 8 g/dL).
Gastrointestinal perforations
Events of diverticulitis and gastrointestinal perforations have been reported in clinical trials and from post-marketing sources. Upadacitinib should be used with caution in patients who may 
be at risk for gastrointestinal perforation (e.g., patients with diverticular disease, a history of diverticulitis, or who are taking nonsteroidal antiinflammatory drugs (NSAIDs), corticosteroids, or 
opioids). Patients presenting with new onset abdominal signs and symptoms should be evaluated promptly for early identification of diverticulitis or gastrointestinal perforation.
Major Adverse Cardiovascular Events (Cardiovascular risk)
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with upadacitinib, particularly in patients who are current or past smokers and patients with 
other cardiovascular risk factors. Patients should be informed about the symptoms of serious cardiovascular events and the steps to take if they occur. Discontinue upadacitinib in patients 
that have experienced a myocardial infarction or stroke.
Rheumatoid arthritis patients have an increased risk for cardiovascular disorders. Patients treated with Upadacitinib should have risk factors (e.g., hypertension, hyperlipidaemia) managed 
as part of usual standard of care.
Lipids
Treatment with Upadacitinib was associated with dose-dependent increases in lipid parameters, including total cholesterol, low-density lipoprotein (LDL) cholesterol, and high-density 
lipoprotein (HDL) cholesterol. Elevations in LDL cholesterol decreased to pre-treatment levels in response to statin therapy, although evidence is limited. The effect of these lipid parameter 
elevations on cardiovascular morbidity and mortality has not been determined.
Hepatic transaminase elevations
Treatment with upadacitinib was associated with an increased incidence of liver enzyme elevation compared to placebo. Evaluate at baseline and thereafter according to routine patient 
management. Prompt investigation of the cause of liver enzyme elevation is recommended to identify potential cases of drug-induced liver injury.
If increases in ALT or AST are observed during routine patient management and drug-induced liver injury is suspected, upadacitinib therapy should be interrupted until this diagnosis is 
excluded.
Venous thromboembolism
Events of deep venous thrombosis (DVT) and pulmonary embolism (PE) have been reported in patients receiving JAK inhibitors including upadacitinib. Upadacitinib should be used with 
caution in patients at high risk for DVT/PE. Risk factors that should be considered in determining the patient’s risk for DVT/PE include older age, obesity, a medical history of DVT/PE, 
patients undergoing major surgery, and prolonged immobilisation. If clinical features of DVT/PE occur, upadacitinib treatment should be discontinued and patients should be evaluated 
promptly, followed by appropriate treatment.
Hypersensitivity Reactions
Serious hypersensitivity reactions such as anaphylaxis and angioedema were reported in patients receiving Upadacitinib in clinical trials. If a clinically significant hypersensitivity reaction 
occurs, discontinue Upadacitinib and institute appropriate therapy.
Embryo-Fetal Toxicity
Based on findings in animal studies, Upadacitinib may cause fetal harm when administered to a pregnant woman. Administration of upadacitinib to rats and rabbits during organogenesis 
caused increases in fetal malformations. Verify the pregnancy status of patients of reproductive potential prior to starting treatment. Advise females of reproductive potential of the potential 
risk to the fetus and to use effective contraception during treatment with Upadacitinib and for 4 weeks following completion of therapy
4.5. Drug Interactions
Strong CYP3A4 Inhibitors
Upadacitinib exposure is increased when Upadacitinib is co-administered with a strong CYP3A4 inhibitor (such as ketoconazole and clarithromycin), which may increase the risk of 
Upadacitinib adverse reactions. Monitor patients closely for adverse reactions when co-administering Upadacitinib 15 mg once daily with strong CYP3A4 inhibitors.
For patients with ulcerative colitis taking strong CYP3A4 inhibitors, reduce the Upadacitinib induction dosage to 30 mg once daily. The recommended maintenance dosage is 15 mg once
daily.
Strong CYP3A4 Inducers
Upadacitinib exposure is decreased when Upadacitinib is co-administered with strong CYP3A4 inducers (such as rifampin), which may lead to reduced therapeutic effect of Upadacitinib. 
Coadministration of Upadacitinib with strong CYP3A4 inducers is not recommended.
4.6. Use in Special Populations (such as pregnant women, lactating women, paediatric patients, geriatric patients etc.)
Pregnancy
There are no or limited data on the use of upadacitinib in pregnant women. Studies in animals have shown reproductive toxicity. Upadacitinib was teratogenic in rats and rabbits with effects 
in bones in rat foetuses and in the heart in rabbit foetuses when exposed in utero.
Upadacitinib is contraindicated during pregnancy. If a patient becomes pregnant while taking upadacitinib the parents should be informed of the potential risk to the foetus.
Lactation
It is unknown whether upadacitinib/metabolites are excreted in human milk. Available pharmacodynamic/toxicological data in animals have shown excretion of upadacitinib in milk.
A risk to newborns/infants cannot be excluded. Upadacitinib should not be used during breast-feeding. A decision must be made whether to discontinue breast-feeding or to discontinue 
upadacitinib therapy taking into account the benefit of breast-feeding for the child and the benefit of therapy for the woman.
Pediatric Use
The safety and effectiveness of Upadacitinib in pediatric patients with ulcerative colitis have not been established.
Geriatric Use 
Ulcerative Colitis
No data was available.
4.7. Effects on Ability to Drive and Use Machines
Upadacitinib has no or negligible influence on the ability to drive and use machines.
4.8. Undesirable Effects
Adverse Reactions in Patients with Ulcerative Colitis
A Randomized, Open Label, Multicentric, Parallel Group, Active-Controlled Comparative Phase III Trial to Evaluate the Efficacy and Safety of Upadacitinib Extended-Release Tablets in 
Comparison with Tofacitinib Tablets in Adults with Moderately to Severely Active Ulcerative Colitis. Upadacitinib was studied up to 18 weeks for each subject (2 weeks for screening and 
16 weeks for treatment and follow-up).
A total of 180 patients were considered for safety analysis. Overall, 32/120 (26.67%) of patients experienced 35 adverse events in Investigational Product and 16/60 (26.67%) patients 
experienced 19 adverse events in Reference Product.
In Investigational Product, the proportion of patients who experienced adverse events are as follows: Abdominal Pain 1(0.78%), Nausea 3(2.33%), Vomiting 5(3.88%), Elevated CRP 
1(0.78%), Fatigue 7(5.43%), Leucocytosis 1(0.78%), Pyrexia 7(5.43%), Myalgia 2(1.55%), Headache 4(3.10%), and Dysmenorrhea 1(0.78%). None of these AEs were related to the 
treatment group.
None of these AEs were related to the treatment group. There were no incidences of serious TEAEs including death. No drug-related SAE was reported in both treatment groups. All the 
reported adverse events were mild in severity.
No clinically significant abnormalities were observed in laboratory values, heart rate, blood pressure (SBP, DBP), body temperature, respiratory rate and saturation of peripheral oxygen 
(SpO2).
Table 3: Summary of Treatment Emergent Adverse Events by SOC and PT and Severity-Safety Analysis Set

System Organ Class
Preferred Term

Treatment Group

Investigational Product (N=120) Reference Product 
(N=60)

No. Of TEAE 32(24.81) 16(12.40)
Gastrointestinal Disorders 9(6.98) 7(5.43)

Abdominal Pain 1(0.78) 2(1.55)
Diarrhea 0(0) 1(0.78)

Dyspepsia 0(0) 1(0.78)
Nausea 3(2.33) 2(1.55)
Vomiting 5(3.88) 1(0.78)

General Disorders and Administration Site Conditions 10(7.75 2(1.55)
Elevated CRP 1(0.78) 0(0)

Fatigue 7(5.43) 1(0.78)
Leucocytosis 1(0.78) 1(0.78)

Infections and Infestations 7(5.43) 2(1.55)
Pyrexia 7(5.43) 2(1.55)

Musculoskeletal and Connective Tissue Disorders 2(1.55) 0(0)
Myalgia 2(1.55) 0(0)

Nervous System Disorders 4(3.10) 5(3.88)
Dizziness 0(0) 1(0.78)
Headache 4(3.10) 4(3.10)

Reproductive System and Breast Disorders 1(0.78) 0(0)
Dysmenorrhea 1(0.78) 0(0)

Tabulated list of adverse reactions
The following list of adverse reactions is based on experience from clinical studies. The frequency of adverse reactions listed below is defined using the following convention: very common 
(≥ 1/10); common (≥ 1/100 to < 1/10); uncommon (≥ 1/1,000 to < 1/100). The frequencies in Table 4 are based on the higher of the rates for adverse reactions reported with Upadacitinib 
in clinical trials of ulcerative colitis (15 mg, 30 mg and 45 mg), or Crohn’s disease (15 mg, 30 mg, and 45 mg). When notable differences in frequency were observed between indications, 
these are presented in the footnotes below the table.
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