Jaknib”

Tofacitinib INN 5 mg Tablet

ADVERSE DRUG REACTIONS

Increased risk of blood clots and
death with higher dose

COMPOSITION
Jaknib® Tablet 5 mg: Each film-coated tablet contains
Tofacitinib Citrate INN 8 mg equivalent to Tofacitinib 5 mg.

PHARMACOLOGY

Tofacitinib is a Janus kinase (JAK) inhibitor. JAKs are
intracellular enzymes which transmit signals arising from
cytokine or growth factor-receptor interactions on the cellular
membrane to influence cellular processes of hematopoiesis and
immune cell function. Within the signaling pathway, JAKs
phosphorylate and activate Signal Transducers and Activators
of Transcription (STATs) which modulate intracellular activity
including gene expression. Tofacitinib modulates the signaling
pathway at the point of JAKs, preventing the phosphorylation
and activation of STATs. JAK enzymes transmit cytokine
signaling through pairing of JAKs (e.g., JAK1/JAKS, JAK1/JAK2,
JAK1/TyK2, JAK2/JAK2).

INDICATIONS
Tofacitinib is a Janus kinase (JAK) inhibitor.

Limitations of Use: Use of Tofacitinib in combination with
biologic DMARDs or potent immunosuppressants such as
azathioprine and cyclosporine is not recommended.

* Rheumatoid Arthritis: Tofacitinib is indicated for the
treatment of adult patients with moderately to severely active
rheumatoid arthritis who have had an inadequate response or
intolerance to methotrexate. It may be used as monotherapy or
in combination with methotrexate or other non-biologic
disease-modifying anti-rheumatic drugs (DMARDs).

* Psoriatic Arthritis: Tofacitinib is indicated for the treatment
of adult patients with active psoriatic arthritis who have had an
inadequate response or intolerance to methotrexate or other
disease-modifying anti-rheumatic drugs (DMARDs).
 Ulcerative Colitis: Tofacitinib is indicated for the treatment
of adult patients with moderately to severely active ulcerative
colitis (UC), who have had an inadequate response or who are
intolerant to TNF blockers.

DOSAGE AND ADMINISTRATION
Swallow Tofacitinib tablets whole and intact. Do not crush, split,
or chew.

Administration Instructions

Do not initiate Tofacitinib if absolute lymphocyte count <500
cells/mm3, an absolute neutrophil count (ANC) <1000
cells/mm3 or hemoglobin <9 g/dL.

Recommended Dosage

* Rheumatoid Arthritis- Tofacitinib 5 mg twice daily

* Psoriatic Arthritis (in combination with nonbiologic
DMARDSs)- Tofacitinib 5 mg twice daily

 Ulcerative Colitis- Induction Dose: 10 mg twice daily for 8
weeks; maximum 16 weeks. Discontinue Tofacitinib 10 mg
twice daily after 16 weeks if adequate therapeutic response is
not achieved.

Maintenance Dose: Tofacitinib 5 mg twice daily. For patients
with loss of response during maintenance treatment, Tofacitinib
10 mg twice daily may be considered and limited to the
shortest duration, with careful consideration of the benefits and
risks for the individual patient. Use the lowest effective dose
needed to maintain response.

Dosage modifications

Rheumatoid Arthritis &
Psoriatic Arthritis

Ulcerative Colitis

Patients receiving:

« Strong CYP3A4
inhibitors (e.g.,
ketoconazole), or

« amoderate CYP3A4
inhibitor(s) with a
strong CYP2C19
inhibitor(s) (e.g.,
fluconazole)

5 mg once daily

« If taking 10 mg twice
daily, reduce to 5 mg
twice daily

If taking 5 mg twice
daily, reduce to 5 mg
once daily

Patients with:

« moderate or severe
renal impairment

« moderate hepatic
impairment

5 mg once daily

« If taking 10 mg twice
daily, reduce to 5 mg
twice daily

If taking 5 mg twice
daily, reduce to 5 mg
once daily

For patients undergoing hemodialysis, dose should be
administered after the dialysis session on dialysis
days. If a dose was taken before the dialysis
procedure, supplemental doses are not recommended
in patients after dialysis.

Patients with
lymphocyte count less
than 500 cells/mm?3,
confirmed by repeat
testing

Discontinue dosing.

Patients with ANC 500
to 1000 cells/mm?

Interrupt dosing.
When ANC is greater
than 1000, resume 5 mg
twice daily.

If taking 10 mg twice
daily, reduce to 5 mg twice
daily. When ANC is greater

than 1000, increase to 10
mg twice daily based on
clinical response.

« If taking 5 mg twice daily,

interrupt dosing. When
ANC is greater than 1000,
resume 5 mg twice daily.

Patients with ANC less
than 500 cells/mm?

Discontinue dosing.

Patients with
hemoglobin less than 8
g/dL or a decrease of
more than 2 g/dL

Interrupt dosing until hemoglobin values have normalized.

CONTRAINDICATION

Known hypersensitivity to Tofacitinib or any of its components.

WARNINGS AND PRECAUTIONS

» Use: Use of Tofacitinib in combination with biologic DMARDs
or with potent immunosuppressants such as azathioprine and
cyclosporine is not recommended.

« Serious Infections: Avoid use of Tofacitinib during an active
serious infection, including localized infections

« Thrombosis, including pulmonary, deep venous and arterial,
some fatal: Reported more commonly in patients treated with
Tofacitinib 10 mg twice daily compared to 5 mg twice daily.
Avoid Tofacitinib in patients at risk. Promptly evaluate patients
with symptoms of thrombosis and discontinue Tofacitinib

« Mortality: Increased mortality with higher dose

» Malignancy and Lymphoproliferative Disorders: Consider the
risks and benefits of treatment prior to initiating therapy in
patients with a known malignancy

» Hypersensitivity: Reactions such as angioedema and urticaria
that may reflect drug hypersensitivity have been observed

» Gastrointestinal Perforations: Use with caution in patients that
may be at increased risk

» Laboratory Monitoring: Recommended due to potential
changes in lymphocytes, neutrophils, hemoglobin, liver
enzymes and lipids

 Immunizations: Live vaccines: Avoid use with Tofacitinib

ADVERSE REACTIONS

Most common adverse reactions are:

» Thrombosis: Increased risk of blood clots and death with
higher dose

* Rheumatoid and Psoriatic Arthritis: Reported in >20% of
patients: upper respiratory tract infection, nasopharyngitis,
diarrhea, and headache

 Ulcerative Colitis: Reported in =50 of patients:
nasopharyngitis, elevated cholesterol levels, headache, upper
respiratory tract infection, increased blood creatine
phosphokinase, rash, diarrhea, and herpes zoster

USE IN PREGNANCY & LACTATION
* Pregnancy: Not recommended
¢ Lactation : Not recommended

USE IN PEDIATRIC & GERIATRIC PATIENTS

 Pediatric Use : The safety and effectiveness has not been
established

 Geriatric Use : As there is a higher incidence of infections
in the elderly population in general, caution should be used
when treating the elderly

USE IN SPECIAL POPULATION

* Diabetes-As there is a higher incidence of infection in
diabetic population in general, caution should be used when
treating patients with diabetes.

* Renal Impairment

Moderate and Severe Impairment: Dosage adjustment is
recommended (including but not limited to those with severe
insufficiency who are undergoing hemodialysis)

Mild impairment: No dosage adjustment is required

* Hepatic Impairment

Severe Impairment- Not recommended.

Moderate Impairment- Dosage adjustment is recommended
Mild Impairment-No dosage adjustment is required

DRUG INTERACTIONS

Strong CYP3AA4 Inhibitors (e.g., ketoconazole)

Clinical Increased exposure to Tofacitinib
Impact
Intervention Dosage adjustment of Tofacitinib is recommended

Moderate CYP3A4 Inhibitors Coadministered
with Strong CYP2C19 Inhibitors (e.g., fluconazole)

Clinical | g o Tofaciiinit
Impact ncreased exposure to Tofacitini
Intervention Dosage adjustment of Tofacitinib is recommended

Strong CYP3A4 Inducers (e.g., rifampin)

Clinical Decreased exposure to Tofacitinib and may result in
Impact loss of or reduced clinical response
Intervention Coadministration with Tofacitinib is not recommended

Immunosuppressive Drugs (e.g., azathioprine,
tacrolimus, cyclosporine)

Risk of added immunosuppression; coadministration

Clinical with biologic DMARDSs or potent immunosuppressants
Impact has not been studied in patients with rheumatoid
arthritis, psoriatic arthritis, or UC.
Intervention Coadministration with Tofacitinib is not recommended
OVERDOSAGE

There is no specific antidote for overdose with Tofacitinib. In
case of an overdose, it is recommended that the patient be
monitored for signs and symptoms of adverse reactions.

STORAGE
Store at temperature not exceeding 25°C. Protect from light and
moisture.

PRESENTATION & PACKAGING
Jaknib® Tablet 5 mg: Each commercial box contains 30 tablets
in Alu-Alu blister pack.

[ Medicine: Keep out of reach of children |

Healthcare

Manufactured by

Healthcare Pharmaceuticals Ltd.
Gazariapara, Rajendrapur
Gazipur-1703, Bangladesh

Size : 6.5” x 21.6”_ Abida
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