Pemigatinib monotherapy is indicated for the treatment of adults with locally

1 11 H 1 advanced or metastatic cholangiocarcinoma with a fibroblast growth factor
Pe m Igatl n I b a dve rse eve nt m a n a ge m e nt a n d d OS I n g gu I d e receptor 2 (FGFR2) fusion or rearrangement that have progressed after at least

one prior line of systemic therapy

ﬁ Adverse events* \ ( Serious adverse events* ﬁ

% %
Dry eye 279 Retinal detachment 0.7
Eye disorders® Serous retinal detachment 4.8 Non-arteritic optic ischaemic neuropathy 0.7
Retinal artery occlusion 0.7
Metabolic and Hyperphosphataemia 60.5 Hyponatraemia 2.0
blood chemist
0o¢ chemistry Hypophosphataemia 23.8 Increased blood creatinine 1.4
Nervous system Dysgeusia 361 Patient monitoring and management
Serous retinal detachment
Diarrhoea 47.6 * Ophthalmological examingtion, i.nlcl.udling optical
coherence tomography, prior to initiation and
Nausea 415 every 2 months for the first 6 months, every
i 3 months afterwards and urgently at any time
for visual t
Gastrointestinal Stomatitis 381 it
Dry eyes
Constipation 36.7 + Patients should use ocular demulcents in order
to prevent or treat dry eyes, as needed
Dry mouth 34.0 Hyper/hypophosphataemia

Recommendations for management

of hyperphosphataemia include dietary phosphate
Constitutional Fatigue 435 restriction, administration of phosphate-lowering
therapy and dose modification when required

(see overleaf for specific guidance)

Alopecia 497 + For hypophosphataemia, discontinuation of
phosphate-lowering therapy and diet should be
considered during pemigatinib treatment breaks or
if serum phosphate level falls below normal range
Dry skin 218 - For patients presenting with hyperphosphataemia
or hypophosphataemia, additional close monitoring
Palmar-plantar 163 and follow-up is recommended regarding
erythrodysesthesia syndrome ' dysregulation of bone mineralisation

Nail toxicity 44.9
Skin disorders*

Dose reduction: see overleaf
Musculoskeletal Arthralgia 299 - May be required to mitigate adverse events
- See overleaf for specific guidance on eye disorders and hyperphosphataemia

*Adverse events were reported in the FIGHT-202 registrational trial (N=147).
PEMAZYRE® (pemigatinib). Summary of Product Characteristics: In addition to the above-mentioned adverse events, punctate keratitis, vision blurred and trichiasis are listed as common adverse events in the Summary of Product Characteristics.
Sections 4.4 and 4.8. July 2023 In addition to the above-mentioned adverse events, hair growth abnormal is listed as a common adverse event in the Summary of Product Characteristics.




Pemigatinib dose-reduction steps

13.5 mg once daily

(14 days on/7 days off)

Discontinue if patient
unable to tolerate

Level 1 reduction Level 2 reduction

9 mg once daily

4.5 mg once daily pemigatinib 4.5 mg
(14 days on/7 days off)

(14 days on/7 days off) once daily

Serous retinal detachment

Moderate decrease in visual acuity (BCVA of 20/40 or
better or <3 lines of decreased vision from baseline;
limiting instrumental activities of daily living)

Withhold until resolution;
ifimproved resume at next

lower dose level Consider

Marked decrease in visual acuity (BCVA worse than
20/40 or >3 lines decreased vision from baseline up
to 20/200; limiting activities of daily living)

discontinuation
if condition recurs,
or if symptoms

Withhold until resolution;
ifimproved resume at two
dose levels lower

persist or do
not improve

Visual acuity worse than 20/200 in affected eye;
limiting activities of daily living

on examination

Withhold until resolution;
ifimproved resume at two
dose levels lower

BCVA, best corrected visual acuity.

Hyperphosphataemia

Serum phosphate
>5.5to =7 mg/dL

Serum phosphate
>7 to =10 mg/dL

Serum phosphate
>10 mg/dL

Pemigatinib should be continued at current dose

Pemigatinib should be continued at current dose, phosphate-lowering therapy should be
initiated, serum phosphate should be monitored weekly, dose of phosphate-lowering
therapy should be adjusted as needed until level returns to <7 mg/dL

Pemigatinib should be withheld if levels do not return to <7 mg/dL within 2 weeks of
starting a phosphate-lowering therapy. Pemigatinib and phosphate-lowering therapy
should be restarted at the same dose when level returns to <7 mg/dL

Upon recurrence of serum phosphate at >7 mg/dL with phosphate-lowering therapy,
pemigatinib should be reduced 1 dose level

Pemigatinib should be continued at current dose, phosphate-lowering therapy should be
initiated, serum phosphate should be monitored weekly and dose of phosphate-lowering
therapy should be adjusted as needed until level returns to <7 mg/dL

Pemigatinib should be withheld if levels continue >10 mg/dL for 1 week. Pemigatinib and
phosphate-lowering therapy should be restarted 1 dose level lower when serum
phosphate is <7 mg/dL

If there is recurrence of serum phosphate >10 mg/dL following 2 dose reductions,
pemigatinib should be permanently discontinued

PEMAZYRE® (pemigatinib). Summary of Product Characteristics: Section 4.2. July 2023

V Dette lzegemiddel er underlagt supplerende overvagning. Sundhedspersoner anmodes om at
indberette alle formodede bivirkninger.

Forkortet produktresumé for Pemazyre 4,5 mg tabletter/9 mg tabletter/13,5 mg tabletter
(pemigatinib).

Indikationer:

Pemazyre, som monoterapi, er indiceret til behandling af voksne med lokalt fremskredent eller
metastatisk cholangiocarcinom med en fibroblastvaekstfaktorreceptor 2 (FGFR2)-fusion eller
-omlejring, som er progredieret efter mindst én tidligere linje systemisk behandling.

Dosering og administration*:

FGFR 2-fusionspositivitetsstatus skal vaere kendt inden pabegyndelse af behandling. Den anbefalede
dosis er 13,5 mg pemigatinib, som tages én gang dagligt i 14 dage, efterfulgt af 7 dage uden behandling.
Alle patienter bor startes pa en kost med lavt fosfatindhold, hvis serumfosfatniveauet er > 5,5 mg/dl,
og det bor overvejes at tilfoje en fosfatseenkende behandling, hvis niveauet er > 7 mg/dl. Dosis af
fosfatseenkende behandling skal justeres, indtil serumfosfatniveauet igen er < 7 mg/dl. Samtidig brug
af staerke CYP3A4 haemmere, herunder grapefrugt(juice), bor undgas. Hvis samtidig administration med
en steerk CYP3A4-haemmer er nodvendig, skal dosen for patienter, der tager 13,5 mg pemigatinib én
gang dagligt, reduceres til 9 mg én gang dagligt, og dosen for patienter, der tager 9 mg pemigatinib én
gang dagligt, skal reduceres til 4,5 mg én gang dagligt. Dosisaendringer eller afbrydelse af doseringen
bor overvejes til handtering af toksiciteter (se det fuldsteendige produktresumé). Ved sveert nedsat
nyre- eller leverfunktion skal dosen for patienter, som tager 13,5 mg pemigatinib én gang dagligt,
reduceres til 9 mg én gang dagligt, og dosen for patienter, som tager 9 mg pemigatinib én gang dagligt,
skal reduceres til 4,5 mg én gang dagligt.

Kontraindikationer*:

Overfglsomhed over for det aktive stof eller over for et eller flere af hjselpestofferne. Samtidig brug med
perikon.

Bivirkninger og risici*:

Hyperfosfataemi er en forventet farmakodynamisk virkning. Forleenget hyperfosfateemi kan forarsage
udfzeldning af calcium-fosfatkrystaller, som kan fore til hypocalczemi, mineralisering af bloddele,
anaemi, sekundeer hyperparathyreoidisme, muskelkramper, anfaldsaktivitet, QT-intervalforlzengelse og
arytmier. Mineralisering af bloddele, herunder kutan calcificering, calcinose og non-uraemisk calcifylaksi
er blevet observeret ved pemigatinibbehandling. Det skal overvejes at seponere fosfatsaenkende
behandling og kost under pauser i behandlingen med pemigatinib, eller hvis serumfosfatniveauet

falder til under normalomradet. Sveer hypofosfataemi kan forekomme med forvirring, krampeanfald,
fokale neurologiske fund, hjertesvigt, respirationssvigt, muskelsvaghed, rhabdomyolyse og hzemolytisk
anaemi. For patienter med hyperfosfataemi eller hypofosfataemi anbefales yderligere taet monitorering
og opfolgning med hensyn til dysregulering af knoglemineralisering. Pemigatinib kan forarsage serps
nethindelosning. Oftalmologisk undersegelse, herunder optisk kohaerenstomografi, skal udferes inden
pabegyndelse af behandling og hver 2. maned i de forste 6 maneder af behandlingen, hver 3. maned
derefter og pjeblikkeligt i tilfzelde af synssymptomer. Ved sergs nethindelgsning skal retningslinjerne
for dosisjustering folges (se fuldsteendigt produktresumé). Der ber tages neje hensyn til patienter, der
har klinisk signifikante medicinske gjenlidelser, sdsom retinale lidelser. Pemigatinib kan forarsage torre
ojne. Pemigatinib kan oge serumkreatinin. Alternative markorer for nyrefunktionen bor overvejes, hvis
der observeres vedvarende forhgjelser i serumkreatinin. Graviditet skal udelukkes for behandlingsstart.
Fertile kvinder og maend med fertile kvindelige partnere skal anvende sikker kontraception under
behandlingen med pemigatinib og i 1 uge efter behandlingen. Amning skal ophgre under behandlingen
og i 1uge derefter. Interaktioner: Samtidig brug af pemigatinib med staerke CYP3A4-hammere kraever
dosisjustering. Samtidig brug af pemigatinib med stzerke eller moderate CYP3A4-inducere anbefales
ikke. Samtidig brug af pemigatinib og perikon er kontraindiceret. Samtidig brug af pemigatinib med
protonpumpehammere skal undgds. Samtidig administration af pemigatinib og CYP2B6-substrater med
snaevert terapeutisk indeks bor forega under noje klinisk overvagning. Pemigatinib skal administreres
mindst 6 timer for eller efter administration af P-gp-substrater med et snzevert terapeutisk indeks.
Meget almindelige bivirkninger: Hyponatrizemi, hyperfosfataemi, hypofosfateemi, dysgeusi, torre ojne,
kvalme, stomatitis, diarré, forstoppelse, mundtgrhed, palmar-plantar erytrodyszestesi-syndrom,
negletoksicitet, alopeci, tor hud, artralgi, treethed, forhejet blodkreatinin. Almindelige bivirkninger: Sergs
nethindelosning, punktformig keratitis, sloret syn, trichiasis, unormal harvaekst. Ikke almindelig: Kutan
forkalkning.

Pakningsstorrelser og priser: 14 tabletter. Se dagsaktuelle priser pa http://www.medicinpriser dk.
Udleveringsgruppe: BEGR

Generelt tilskud: Nej.

Indehaver af markedsforingstilladelsen: Incyte Biosciences Distribution B.V., Paasheuvelweg 25, 1105
BP Amsterdam, Holland. Revisionsdato: 04. august 2023.

*Disse afsnit er omskrevet og/eller forkortet i forhold til det af det Europeeiske Leegemiddelagentur
godkendte produktresumé dateret 07/2023 . Produktresumeet kan vederlagsfrit rekvireres fra
indehaveren af markedsforingstilladelsen eller dennes danske repraesentant eller findes pa EMA's
hjemmeside: http://www.ema.europa.eu/ema/.

L/AS PRODUKTRESUMEET FOR ORDINATION ISAR MED HENSYN TIL DOSERING, BIVIRKNINGER,
ADVARSLER O0G KONTRAINDIKATIONER.

Lokal kontakt: Key Account Manager, Mette Riisgaard, mriisgaard@incyte.com
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