Tofaxen

Tofacitinib

COMPOSITION
TOFAXEN tablets: Each film-coated tablet contains Tofacitinib
Citrate INN equivalent to Tofacitinib 5 mg.

MECHANISM OF ACTION

Tofacitinib is a Janus Kinase (JAK) inhibitor. JAKs are intracellu-
lar 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. Tofacitinib modulates the signaling pathway at the point
of JAKs, preventing the phosphorylation and activation of STATSs.

INDICATION AND USAGE

Tofacitinib is indicated for the treatment of adult patients with
moderately to severely active rheumatoid arthritis, psoriatic
arthritis, ulcerative colitis (UC) who have had an inadequate
response or intolerance to methotrexate. It may be used as
monotherapy or in combination with methotrexate or other
nonbiologic disease-modifying antirheumatic drugs (DMARDSs).

DOSAGE AND ADMINISTRATION

Administration Instructions

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

Recommended Dosage
Rheumatoid Arthritis and Psoriatic Arthritis (in combination with
nonbiologic DMARDs)

e Tofacitinib (TOFAXEN) 5 mg twice daily. TOFAXEN can be
taken with or without food.

¢ Recommended dosage in patients with moderate and severe
renal impairment or moderate hepatic impairment is Tofacitinib 5
mg (TOFAXEN) once daily.

Ulcerative Colitis

e The recommended dose is 10 mg Tofacitinib (TOFAXEN)
given orally twice daily for induction for 8 weeks and 5 mg given
twice daily for maintenance.

e For patients who do not achieve adequate therapeutic benefit
by week 8, the induction dose of 10 mg twice daily can be
extended for an additional 8 weeks (16 weeks total), followed by
5 mg twice daily for maintenance. Tofacitinib induction therapy
should be discontinued in any patient who shows no evidence of
therapeutic benefit by week 16.

¢ Recommended dosage in patients with moderate and severe
renal impairment or moderate hepatic impairment is half the total
daily dose.

CONTRAINDICATION
Hypersensitivity to the active substance or to any of the
excipients.

WARNINGS AND PRECAUTIONS

Serious Infections

Serious and sometimes fatal infections due to bacterial, mycobac-
terial, invasive fungal, viral, or other opportunistic pathogens have
been reported in patients receiving Tofacitinib. The most common
serious infections reported with Tofacitinib included pneumonia,
cellulitis, herpes zoster, urinary tract infection, diverticulitis, and
appendicitis. Among opportunistic infections, tuberculosis and
other mycobacterial infections, cryptococcosis, histoplasmosis,
esophageal candidiasis, pneumocystosis, multidermatomal
herpes zoster, cytomegalovirus infections, BK virus infection, and
listeriosis were reported with Tofacitinib. Some patients have
presented with disseminated rather than localized disease, and
were often taking concomitant immunomodulating agents such as
methotrexate or corticosteroids.

In the UC population, avoid use of Tofacitinib in patients with an

active, serious infection, including localized infections. The risks

and benefits of treatment should be considered prior to initiating

Tofacitinib in patients:

e 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 traveled 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
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Tofacitinib. Tofacitinib should be interrupted if a patient develops
a serious infection, an opportunistic infection, or sepsis. A patient
who develops a new infection during treatment with Tofacitinib
should undergo prompt and complete diagnostic testing
appropriate for an immunocompromised patient; appropriate
antimicrobial therapy should be initiated, and the patient should
be closely monitored. Risk of infection may be higher with
increasing degrees of lymphopenia and consideration should be
given to lymphocyte counts when assessing individual patient
risk of infection. Discontinuation and monitoring criteria for
lymphopenia are recommended.

Tuberculosis: Patients should be evaluated and tested for latent
or active infection prior to and per applicable guidelines during
administration of Tofacitinib. Anti-tuberculosis therapy should
also be considered prior to administration of Tofacitinib in
patients with a past history of latent or active tuberculosis in
whom an adequate course of treatment cannot be confirmed, and
for patients with a negative test for latent tuberculosis but who
have risk factors for tuberculosis infection. Patients with latent
tuberculosis should be treated with standard antimycobacterial
therapy before administering Tofacitinib.

Viral Reactivation: Viral reactivation, including cases of herpes
virus reactivation (e.g., herpes zoster), were observed in clinical
studies with Tofacitinib. The impact of Tofacitinib on chronic viral
hepatitis reactivation is unknown. Patients who screened positive
for hepatitis B or C were excluded from clinical trials. Screening
for viral hepatitis should be performed in accordance with clinical
guidelines before starting therapy with Tofacitinib.

Malignancy and Lymphoproliferative Disorders

Non-melanoma skin cancers (NMSCs) have been reported in
patients treated with Tofacitinib. Consider the risks and benefits
of Tofacitinib treatment prior to initiating therapy in patients with a
known malignancy other than a successfully treated non-melano-
ma skin cancer (NMSC) or when considering continuing
Tofacitinib in patients who develop a malignancy. Malignancies
were observed in clinical studies of Tofacitinib. Periodic skin
examination is recommended for patients who are at increased
risk for skin cancer. Lymphomas and solid cancers have also
been observed in the long-term extension studies in rheumatoid
arthritis patients treated with Tofacitinib.

Gastrointestinal Perforations

Tofacitinib should be used with caution in patients who may be at
increased risk for gastrointestinal perforation (e.g., patients with a
history of diverticulitis or taking NSAIDs). Patients presenting with
new onset abdominal symptoms should be evaluated promptly
for early identification of gastrointestinal perforation.

Vaccinations

Avoid use of live vaccines concurrently with Tofacitinib. The
interval between live vaccinations and initiation of Tofacitinib
therapy should be in accordance with current vaccination
guidelines regarding immunosuppressive agents.

SIDE EFFECTS

Most common adverse reactions are: upper respiratory tract
infection, nasopharyngitis, diarrhea, headache, elevated choles-
terol levels, increased blood creatine phosphokinase, rash and
herpes zoster.

USE IN SPECIFIC POPULATION

Pregnancy and Lactation

Pregnancy Category C. There are no adequate and well-
controlled studies in pregnant women. Tofacitinib should be used
during pregnancy only if the potential benefit justifies the potential
risk to the fetus. It is not known whether this medicine is excreted
in human milk. Caution should be exercised when this product is
administered to a nursing woman.

Children and Adolscents
It is not known if Tofacitinib is safe and effective in children.

DRUG INTERACTIONS

With medicine: Tofacitinib exposure is increased when Tofacitinib
is co-administered with potent inhibitors of cytochrome P450
(CYP) 3A4 (e.g., ketoconazole) and CYP2C19 (e.g., fluconazole).
Use of Tofacitinib in combination with biologic DMARDSs or potent
immune suppressants such as azathioprine and cyclosporine is
not recommended.

With food and others: It is best to avoid taking Tofacitinib with
grapefruit juice and to avoid grapefruit juice completely during
Tofacitinib treatment.

Tofaxen

Tofacitinib

OVERDOSE

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.

PHARMACEUTICAL INFORMATION
Storage Condition
Store TOFAXEN below 25°C. Do not remove desiccant.

Svervest

Dispense in original container.
Keep TOFAXEN out of the reach and sight of children.

HOW SUPPLIED

TOFAXEN tablet: Each HDPE container of TOFAXEN contains
60 tablets, a silica gel desiccant and polyester coil with a
child-resistant closure.

Manufactured By

Everest Pharmaceuticals Ltd.
BSCIC I/A, Kanchpur, Narayanganj, Bangladesh

www.everestpharmabd.com

OIS

(R EIEeE]

oI
IR HReEs: afefls e @i Ges witr Gt
TIRGD ANRAT4T I Brerifeia ¢ firs e @7 7wy |

R

BB @3 toan sEEs 29RR[0a | oEnT FiREe 2@
SRIFET Ry AR [Ge ARGEET A @
wriE-Rerbn fefFm 7B weer Rt v R A
TR @32 IET (@FIeaa PRI Jeiie I AF |
BB o FREe-u7 FeEe wad dfems Faad s
LI 3515 IF TOCFAIBCETT 8 FAfwaaae A T A |

AT

TR die @ @fite TR @ ewen [ENtEe
oz, enffos oz, sermEte @rEty v o
s, 2@ ReAGrEGe 2 STEale w8 LT A ey St
ST sihear (aItz |

Tt 8 CRARE

TR AT

SIRCIES  FICEPies  FeH  <¢oo  OFPYRN®,  Sy=emED
FEGIFeT FICT <dooo G/, et R <b ar./cefe
Q (BIFITE ©F 40 T = |

friférs srar
Fence @R g enEtE  wRG  (FveEEee
oS e FECTIe) |

o IFIMGRAR ¢ fell, e g2 AMeqR S KA 210 |

* TR (A wPoq JE WA IFCeT SIS g e
[ BB ¢ e, e g |

AT TR

o wFFCS AfSia o . Fte 13919 b TYE 9% Wk 97=[ ¢ fa.
0T 3R | b IR (R W AL I T oS A SR
efSfim So fill. @3 IR Sy MLZ TR AR T4 @TS A1 | It
efsfr yo fRall, 723 e sv @i et =fe 1zwet a1t =nedt T
o3 i 79 F90e 73 |

efSfeaemt
ARG AEEE @R 93 @ &I SAMIER &S T |

ol @ 7F ool
UFOT TRGAN: TGW GFOT RGN (FAR AGEIA) (@
GrEfiie IeeR A )

BeagEEter: @ e @A g8 TSRt e ema
Gl cRem g oree  aFNRERIRGREE R
Mo }(A |

OIRAN A Afrrea: GrEFiR «r SR sStawer eizam,
@ TR @B @9 s AfGEead (Rt (oitg | e

Sverest

NI S GreiBiE G tE @156 T a3k i av
IR BT FACO A |

et ok FreiFeabtes eeerm: g @lw owm
G IRET T T @A T Iy @3 ey
ot fiter | T AT R SeEE e feeTr wrene
SpfersiifT Fce 7 9 @R CFE Sitre Gretiibieg areRcEs
3f w90 =3 |

AfIFoER ool (F T @ AT JfHre TR SIoE THE
SLFST TR FACO (A |

BIWI: 13© Sl Gt ag sme e s |

Ardaffemar

Y Al =1 S WEmE AN, I TR,
TRRTLAT, T TG, SRR, THI@R (FIEEee, % fEEt
TACHIFICTS, A G2 AT @RI |

R Tedie Bo R

TG 8 GHWTRIC JIZT

TSRFT BT Age | ST WA e g @R Hatae
N O R | IR T Ry T B AT @ =
Grefibiae eI war Sfvw regee e Gt fere =
1 O G A | SWIEICET (RN ToFS! aze T Tow |

e @ I I
o TR e T aem e wigedr e oer
S T |

&Y SR

O GFEd A e CYP3A4 392R5a (Fiivmee) 8
CYP2C19 2253, (FLEAGET) @ A IR BIwio-az
QT TS AT | A asaeafe ar == SRS ers
T SR A AR @7 A GrEtibiR-ag
R e w7 |

AR A S T AL T T ¢ Gt @i R
w41 ©fow 77 |

wfoar
BB 93 Tafe geREs @ afswmes @3 | @i
CFG (@I T '8 ST Sraey Feni*e |

TR
ST (AT G CF B 8 ¢° T 97 705 a4 | Frewm [ieie
T YT | WY@ TARARFS FCORAR FO ORI TP @R AM
QST 0 BT (FOT AT (AT <0, SR IR F4T (AF [
AL |

WK@?‘{W ofsfo fFro-afsmes fre A5 FcozaEd
(ST WZ Yo G e (6T BrReEs «de «Ffs w6 Piferer et |

YIS
qeIRE Frfiteberem Fhce

ffore firg watiet, BIGE, ARG, T



