
Larotrectinib Capsule
Larocent
Presentation
Larocent™ 25: Each capsule contains Larotrectinib sulfate INN equivalent to Larotrectinib 25 mg
Larocent™ 100: Each capsule contains Larotrectinib sulfate INN equivalent to Larotrectinib 100 mg

Description
Larotrectinib is an inhibitor of the tropomyosin receptor kinases (TRK), TRKA, TRKB, and TRKC. In a broad panel of purified enzyme assays, larotrectinib inhibited 
TRKA, TRKB, and TRKC with IC50 values between 5-11 nM. One other kinase TNK2 was inhibited at approximately 100-fold higher concentration. TRKA, B, and 
C are encoded by the genes NTRK1, NTRK2, and NTRK3. Chromosomal rearrangements involving in-frame fusions of these genes with various partners can 
result in constitutively-activated chimeric TRK fusion proteins that can act as an oncogenic driver, promoting cell proliferation and survival in tumor cell lines. 

In in vitro and in vivo tumor models, larotrectinib demonstrated anti-tumor activity in cells with constitutive activation of TRK proteins resulting from gene fusions, 
deletion of a protein regulatory domain, or in cells with TRK protein overexpression. Larotrectinib had minimal activity in cell lines with point mutations in the TRKA 
kinase domain, including the clinically identified acquired resistance mutation, G595R. Point mutations in the TRKC kinase domain with clinically identified 
acquired resistance to larotrectinib include G623R, G696A, and F617L.

Indications and Uses
Larotrectinib is a kinase inhibitor indicated for the treatment of adult and pediatric patients with solid tumors that: 
• have a neurotrophic receptor tyrosine kinase (NTRK) gene fusion without a known acquired resistance mutation,
• are metastatic or where surgical resection is likely to result in severe morbidity, and
• have no satisfactory alternative treatments or that have progressed following treatment. 
This indication is approved under accelerated approval based on overall response rate and duration of response. Continued approval for this indication may be 
contingent upon verification and description of clinical benefit in confirmatory trials.

Dosage and Administrations
• Select patients for treatment with Larotrectinib based on the presence of a NTRK gene fusion 
• Recommended Dosage in Adult and Pediatric Patients with Body Surface Area of at Least 1.0 Meter-Squared: 100 mg orally twice daily 
• Recommended Dosage in Pediatric Patients with Body Surface Area of Less Than 1.0 Meter-Squared: 100 mg/m2 orally twice daily 

Side Effects
The most common adverse reactions (≥ 20%) with Larotrectinib were fatigue, nausea, dizziness, vomiting, increased AST, cough, increased ALT, constipation, and 
diarrhea.

Warning & Precautions
• Neurotoxicity: Patients and caretakers should be advised about the risk of neurologic adverse reactions. Patients should be advised not to drive or operate 
hazardous machinery if experiencing neurotoxicity. Larotrectinib should be withhold and modify dosage, or permanently discontinue based on severity.
• Hepatotoxicity: Liver tests including ALT and AST should be monitored every 2 weeks during the first month of treatment, then monthly thereafter and as clinically 
indicated. Larotrectinib should be withhold and modify dosage, or permanently discontinue based on severity.
• Embryo-Fetal Toxicity: Can cause fetal harm. Females with reproductive potential should be advised about the potential risk to the fetus and to use effective 
contraception. 

Contraindications
None

Use in specific population
Pregnancy & Lactation: Larotrectinib can cause embryo-fetal harm when administered to a pregnant woman. There are no available data on Larotrectinib use in 
pregnant women. There are no data on the presence of larotrectinib or its metabolites in human milk and no data on its effects on the breastfed child or on milk 
production. 
Pediatric Use: The pharmacokinetics of Larotrectinib in the pediatric population were similar to those seen in adults.
Geriatric Use: Clinical studies of Larotrectinib did not include sufficient numbers of subjects aged 65 and over to determine whether they respond differently from 
younger subjects.
Hepatic Impairment: No dose adjustment is recommended for patients with mild hepatic impairment (Child-Pugh A). Larotrectinib clearance was reduced in 
subjects with moderate (Child-Pugh B) to severe (Child-Pugh C) hepatic impairment. Reduce Larotrectinib dose as recommended.
Renal Impairment: No dose adjustment is recommended for patients with renal impairment of any severity.

Drug Interaction
• Strong CYP3A4 Inhibitors: Coadministration of strong CYP3A4 inhibitors with Larotrectinib should be avoided. If coadministration cannot be avoided, reduce the 
Larotrectinib dose.
•  Strong CYP3A4 Inducers: Coadministration of strong CYP3A4 inducers with Larotrectinib should be avoided. If coadministration cannot be avoided, increase 
the Larotrectinib dose.
• Sensitive CYP3A4 Substrates: Coadministration of sensitive CYP3A4 substrates with Larotrectinib should be avoided. 

Storage 
Do not store above 30 0C. Keep away from light and out of the reach of children.

Commercial Pack
Larocent™ 25: Each box contains 2 blister strips of 6 capsules. 
Larocent™ 100: Each box contains 2 blister strips of 6 capsules.

Dc¯’vcb 
j¨v‡iv‡m›U   25: cÖwZwU K¨vcmy‡j i‡q‡Q j¨v‡iv‡UªKwUwbe mvj‡dU AvBGbGb hv  j¨v‡iv‡UªKwUwbe 25 wg.MÖv. Gi mgZyj¨|
j¨v‡iv‡m›U  100: cÖwZwU K¨vcmy‡j i‡q‡Q j¨v‡iv‡UªKwUwbe mvj‡dU AvBGbGb hv  j¨v‡iv‡UªKwUwbe 100 wg.MÖv. Gi mgZyj¨|

eY©bv
j¨v‡iv‡UªKwUwbe Uª‡cv‡gvwmb wi‡mÞi KvB‡bR (wUAvi‡K), wUAvi‡K-G, wUAvi‡K-we, Ges wUAvi‡K-wm-i cÖwZ‡ivaK| cwi‡kvwaZ GbRvBg A¨v‡m‡mi GKwU we¯Í…Z c¨v‡b‡j j¨v‡iv‡UªKwUwbe wUAvi‡K-G, 
wUAvi‡K-we, Ges wUAviwm-wm-‡K 5-11 nM g‡a¨ IC-50 gvb mn evav †`q| Ab¨ KvB‡bR wUGb‡K-2 cÖvq 100-¸Y D”PZi Nb‡Z¡ evav w`‡q wQj| wUAvi‡K-G, we Ges wm GbwUAvi‡K 1, GbwUAvi‡K 2, 
Ges GbwUAvi‡K 3 wRb Øviv Gb‡Kv‡WW i‡q‡Q| wewfbœ Askx`vi‡`i mv‡_ GB wRb¸wji Bb-‡d«g wdDkb¸wji mv‡_ RwoZ †µv‡gv‡mvgvj cybt¯’vcb¸wji d‡j MVbMZfv‡e mwµq Kiv KvB‡gwiK wUAvi‡K 
wdDkb †cÖvwUb n‡Z cv‡i hv Ab‡Kv‡RwbK WªvBfvi wnmv‡e KvR Ki‡Z cv‡i, †Kv‡li cÖmviY Ges wUDgvi †mj jvB‡b †eu‡P _vKvi cÖPvi Ki‡Z cv‡i| wf‡Uªv Ges wf‡fv wUDgvi g‡Wj¸wj‡Z, j¨v‡iv‡UªKwUwbe 
wUAvi‡K †cÖvwU‡bi MVbg~jK mwµqKiY, wRb wdDkb, †cÖvwUb wbqš¿K †Wv‡gb gy‡Q †djv ev wUAvi‡K †cÖvwUb Ifvi G·‡cÖkb mn †Kv‡l A¨vw›U-wUDgvi Kvh©Kjvc cÖ`k©b K‡i| j¨v‡iv‡UªKwUwbe wUAvi‡KG 
KvB‡bR †Wv‡gB‡b c‡q›U wgD‡Ukb mn †mj jvBb¸wj‡Z b~b¨Zg wµqvKjvc wQj, wK¬wbKvwj wPwýZ AwR©Z cÖwZ‡iv‡ai wgD‡Ukb, wR 595Avi mn| j¨v‡iv‡UªKwUwb‡ei Kv‡Q wPwKrmvhy³iƒ‡c AwR©Z 
cÖwZ‡iv‡ai mv‡_ wUAvi‡K-wm KvB‡bR †Wv‡g‡b c‡q›U wgD‡Ukb¸wji g‡a¨ wR623Avi, wR696G, Ges Gd617Gj AšÍf©z³ i‡q‡Q| 

wb‡`©kbv
jv‡iv‡Uªw±wbe GKwU `„o KvB‡bR BbwnweUvi hv cÖvßeq¯‹ Ges †cwWqvwUªK wUDgvihy³ †ivMx‡`i wPwKrmvi Rb¨ wb‡`©wkZ| 
• wbD‡ivUªwdK wi‡mÞi UvB‡ivwmb KvB‡bR (GbwUAvi‡K) wRb wdDkb hv‡`i cwiwPZ euvav cÖ`vbKvwi wgD‡Ukb i‡q‡Q, 
• †gUv÷¨vwUK ev †hLv‡b A‡¯¿vcPv‡ii mv‡_ m¤cwK©Z †iv‡Mi d‡j g„Zz¨ SuywK †`Lv †`q Ges
• hv‡`i m‡šÍvl RbK weKí wPwKrmv †bB ev wPwKrmv PjvKvwjb †iv‡Mi AMÖMwZ n‡q‡Q| 
mvgwMÖK cÖwZwµqv nvi Ges cÖwZwµqv mgqKv‡ji Dci wfwË K‡i GB wb‡`©kbv Z¡wiZ Aby‡gvw`Z n‡q‡Q| GB wb‡`©kbv µgvMZ Aby‡gv`‡bi welqwU wbwðZKi‡Yi cix¶vq wK¬wbKvj †ewbwd‡Ui hvPvBKiY Ges 
weei‡Yi Dci wbf©i‡hvM¨|

‡mebgvÎv I wewa
• NTRK wRb Gi Dcw¯’wZi wfwË‡Z j¨v‡iv‡UªKwUwbe Øviv wPwKrmvi Rb¨ †ivMx‡`i wbe©vPb Ki‡Z n‡e|
• me©wb¤œ 1.0 wgUvi-eM©‡¶‡Î ewW mvi‡dm Gwiqv Ges cÖvß eq¯‹ I wkï ‡ivMx‡`i Rb¨ cÖ¯ÍvweZ †WvR: cÖwZw`b `yevi 100 wg.MÖv. gyL w`‡q
• 1.0 wgUvi-eM©‡¶‡Îi Kg ewW mv‡d©m Gwiqv mn †cwWqvwUªK †ivMx‡`i mycvwikK…Z †WvR: ˆ`wbK `yBevi 100 wgwjMÖvg / wg.2 gyL w`‡q|

cvk¦©-cÖwZwµqv
j¨v‡iv‡UªKwUwb‡ei mv‡_ me‡P‡q mvaviY cÖwZK‚j cÖwZwµqv (≥ 20%)  n‡jv K¬vwšÍ, ewg ewg fve, gv_v †Nviv, AST e„w×, Kvwk, ALT e„w×, †KvôKvwVb¨ Ges Wvqwiqv |

mZK©Zv
• wbD‡ivUw·wmwU: †ivMx‡`i Ges ZË¡veavqK‡`i wbD‡ivjwRK cÖwZK‚j cÖwZwµqvi SzuwK m¤c‡K© civgk© w`‡Z n‡e| wbD‡ivUw·wmwUi AwfÁZv _vK‡j †ivMx‡`i Mvwo Pvjbv ev wec¾bK hš¿cvwZ Pvjbv bv 
Ki‡Z civgk© w`b| †WvRwU _vgv‡Z Ges ms‡kvab Ki‡Z n‡e, ev ZxeªZvi Dci wfwË K‡i ¯’vqxfv‡e j¨v‡iv‡UªKwUwbe eÜ Ki‡Z n‡e|
• †ncv‡UvUw·wmwU: wPwKrmvi cÖ_g gv‡m cÖwZ 2 mßv‡n ALT Ges AST mn wjfv‡ii cix¶v¸wj ch©‡e¶Y Ki‡Z n‡e, Zvic‡i gvwmK Ges wK¬wbK¨vwj ch©‡e¶Y wb‡`©wkZ| †WvRwU _vgv‡Z Ges ms‡kvab 
Ki‡Z n‡e, ev ZxeªZvi Dci wfwË K‡i ¯’vqxfv‡e j¨v‡iv‡UªKwUwbe eÜ Ki‡Z n‡e|
• åƒ‡Yi welv³Zv: åƒ‡Yi ¶wZ n‡Z cv‡i| Mf©¯’ åƒ‡Yi m¤¢ve¨ SzuwKi cÖRbb¶g m¤¢vebv mn gwnjv‡`i civgk© w`b Ges Kvh©Ki Mf©wb‡ivaK e¨envi Ki‡Z cv‡ib| 

cÖwZwb‡`©kbv
‡bB

we‡kl Rb‡Mvôxi †ÿ‡Î e¨envi 
Mf©ve¯’vq Ges ¯Íb`vbKv‡j: j¨v‡iv‡UªKwUwbe Mf©eZx gwnjvi åƒ‡Yi ¶wZ Ki‡Z cv‡i| Mf©eZx gwnjv‡`i g‡a¨ j¨v‡iv‡UªKwUwbe e¨env‡ii †KvbI ch©vß Z_¨ †bB| ¯Íb`v‡b j¨v‡iv‡UªKwUwbe ev Gi wecvK¸wji 
Dcw¯’wZi †KvbI Z_¨ †bB Ges ey‡Ki `ya LvIqv‡bv ev”Pvi Dci ev `y‡ai Drcv`‡b Gi cÖfve m¤c‡K© †KvbI Z_¨ †bB| 
wkï‡`i †ÿ‡Î: †cwWqvwUªK †ivMx‡`i j¨v‡iv‡UªKwUwbe Gi dvg©v‡KvwK‡bwU· cÖvßeq¯‹‡`i mv‡_ cv_©K¨ cvIqv hvqwb|
eq¯‹‡`i †ÿ‡Î: j¨v‡iv‡UªKwUwbe Gi wK¬wbKvj ÷vwW‡Z Aí eqmx †ivMx‡`i Avjv`vfv‡e mvov cÖ`vb K‡i wKbv Zv wba©vi‡Yi Rb¨ 65 ev Zvi †ewk eq‡mi ch©vß cwigv‡Yi †ivMx AšÍf©z³ Kiv nqwb|
e„‡°i AKvh©KvwiZvi †ÿ‡Î: e„‡°i AKvh©KvwiZvi †ÿ‡Î gvÎv mgš^‡qi cÖ‡qvRb †bB|
hK…‡Zi AKvh©KvwiZv †ÿ‡Î: g„`y hK…‡Zi AKvh©KvwiZvi †ÿ‡Î gvÎv mgš^‡qi cÖ‡qvRb †bB| gvSvwi †_‡K Zxeª hK…‡Zi AKvh©KvwiZv †ÿ‡Î †WvR mgš^q Ki‡Z n‡e|

WªvM B›Uvi¨vKkb
• kw³kvjx CYP3A4 BbwnweUvi: j¨v‡iv‡UªKwUwbe GKB mv‡_ kw³kvjx CYP3A4 BbwnweUvi‡`i mv‡_ ‡meb Gwo‡q Pj‡Z n‡e| hw` Gov‡bv bv hvq, j¨v‡iv‡UªKwUwbe †WvR n«vm Ki‡Z n‡e|
• kw³kvjx CYP3A4 BbWzmvi: j¨v‡iv‡UªKwUwbe GKB mv‡_ kw³kvjx CYP3A4 BbWzmvi‡`i mv‡_ ‡meb Gwo‡q Pj‡Z n‡e| hw` Gov‡bv bv hvq, j¨v‡iv‡UªKwUwbe †WvR e„w× Ki‡Z n‡e|
• ms‡e`bkxj CYP3A4 mve‡÷ªUm: j¨v‡iv‡UªKwUwbe ms‡e`bkxj CYP3A4 mve‡÷ª‡Ui ms‡hvRb‡K mv‡_ ‡meb Gwo‡q Pj‡Z n‡e|

msiÿY
30 0†m. Gi Dci msiÿY Kiv †_‡K weiZ _vKzb| Av‡jv †_‡K `~‡i Ges wkï‡`i bvMv‡ji evB‡i ivLyb|

evwYwR¨K †gvoK
j¨v‡iv‡m›U  25: cÖwZwU ev‡· i‡q‡Q 6wU K¨vcmy‡ji 2wU weømUvi w÷ªc|
j¨v‡iv‡m›U  100: cÖwZwU ev‡· i‡q‡Q 6wU K¨vcmy‡ji 2wU weømUvi w÷ªc|
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Manufactured by
Incepta Pharmaceuticals Ltd
Savar, Dhaka, Bangladesh
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