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Pres:rlblnginI’ormat&onlor:XOSPMA“"’lOmgfl Imc itabl itinib). Indicatl Gilteritinibisindicated
as th for the of adult patients who have relapsed or refractory acute myelold leukaemia (AML)
with a FLT3 mutation. Pesology and o with gliteritinib should be initiated and supervised by
a physician experienced in the use of anti-cancer therapies. Belore taking gilteritinib, relapsed or refractory AML
patients must have confirmation of FMS-like tyrosine Rinase 3 (FLT2) mutation (internal tandem duplication [ITD] or
tyrosine kinase domain [TKD]) wsing a validated test, The recommended starting dose is 120 mg gilteritinib
{three 40 mg tab]els) orally once daily with or without food, swallowed whole with water and should not be broken or
crushed. Gil 1 at about the same time each day. See Special warnings and precautions for

uld be

until the toxicity resolves or improves to Grade 1. I deemed clinically appropriate gilteritinib can be resumed
at a reduced dose (reduced from 120 mg m 30 mg cr from 200 mg to 120 ng Interactions: Co-administration af
CYP3A/P-gpinducers may lead to dec andc ariskforlack of efficacy. Therefore,
concomitant use of gilteritinib with strong CYP3A4/P- gp inducers should be avoided. Caution is required when
concomitantly prescribing gliteritinib with medicinal products that arestmng inhibitors of CYP}&\ P- gp and .-"or breas!
cancerresistant protein{BCRP) (suchas, but not limited to, voriconazole, itrac zole, posac

because they can increase gilteritinib exposure, Alternative medicinal products that do not strongly inhibit CYPBA
P-gp and/or BCRP activity should be considered. In situations where satisfactory therapeutic alternatives do not exist,

use section on tests to be conducted prior to initiation e.q. blood chemistries, ECG & p test. should
continue until the patient Is no !onger clinically benefiting from gilteritinib or unIII unacceptable toxicity occurs,
Response may be delayed; t of at the prescribed dose for up to & months should be
considered to allow time for a clinic'll respanse. In the absence of a response {(patient did not achleve a composite
complete remission (CRc) after 4 weeks of treatment), the dose can be increased to 200 mg {flve 40 mg tablets) once
dally, if talerated or clln}:ally warranted. Gillerltinib may be re-initiated in pati followil letlc stem cell

gl for HSCT. canbe 30days after HSCT Ifengranment was successful, the patient did not have
grade =2 acute graft versus host disease and was in CRc. Elderly: No dose adjustment is required in patients 265 years
ofage. Gilteritinib is not rec for use In patis with severe (Child-Pugh Class C) hepatic Impairment. Please
refer to SPC, seclion 4.2 for full instructions for use in hepatic & renal impairment. Paediatric population: The safety and
efficacy of gilteritinib in children aged below 18 years has not yet been established. No data are available. Due to in vitro
binding to SHT,. there is a potential impact on cardiac development in patients less than & months of age.
Contralndlcations: Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 of the SPC.
Speclal warnings and precautions for use: Differentiation syndrome: Gilteritinib has been assoclaled with

should be closely monitored for toxicities during administration of gilteritinib. Gilteritinib may reduce the
effects of medicinal products that target SHT,, receptor or sigma nonspecific receptors. Therefore, concomitant use of
gliteritinib with these products should be avoided unless use Is considered essential for the care of the patient.
Embryofoetal toxicity and contraception: Pregnant women should be informed of the potential risk to a foetus. Females
of reproductive potential should be advised to have a pregnancy test within seven days prior to starting treatment with
gilteritinib and to use effective contraception during & with gilteritinib and for at least & months after stopping
treatment. Women using I\ormanal contraceptives should add a barrier method of contraception. Males with female

of reproductive 1 should be advised to use effective contraception during treatment and for at least
4 maonths after the last dose of gliteritinib. Interactlons: Gllteritinib is primarily metabolised by CYP2A enzymes, which
can be induced orinhibited by a number of concomitant medicinal products. See Special Warnings and Precautions for
Use sectlon above for further information on this and the effects of gilteritinib on products that target SHT, receptor or
sigma nonspecific receptors. Gilteritinib as an inhibitor or inducer: gilteritinib is not an inhibitor or inducer of CYP3A4
or an nhibitor of MAI'F_1 in v]va Gllteritinib is an inhibiter of P-gp, BCRP and OCT1 {organic cation transporter 1) In
vitro. Asnoclinical , itcannot beexcluded that gilteritinibcould inhibit these transportersat atherapeutic
dﬂse Caullon Is ad\rlsed during co-administration of gllteritinib with substrates of P-gp (e.q., digoxin, dabigatran

different . D s assoclated with rapid praoli fon and ¢ ! y

P {eq.. rone, methotrexate, rosuvastating and OCT1 {e.q., metformin). Fertility, pregnancy
P

cells and may be life- threate-nmg or fatal if not treated, Sy and clinical findi of d
include fever, dyspnoea, pleural effusion, pericardial effusion, d [}

rapld weight gain,

¥
is suspected, cortic

peripheral oedema, rash, and renal dysfunction. If diff i yneli id therapy should
be initiated along with h itoring until symp! IF severe signs and,/or symptoms persist
for more than 48 hours after initiati f corticosteraids, should be interrupted until signs and symptoms are

no lenger severe, Corllcnstom!ds can be tapem{l aller resolution of symptoms and should be administered for a
i of 3days. 1e may recur with premature discontinuation of cortic I

and I; { itinib Is not rec ded during pregnancy and In women of childbearing potential
not using erlecm.le contraception. See Speclal W.'nmings and Prec:mlmns for Use section above for information on
pregnancy testing and contraception. Breast(s 9: g should be discontinued during with
gllteritinib and for at least two months after the last dose. Fertility: l'hem are no data on the effect of gilterinitib on
human fertility. List of adverse reactlons: Prescribers should coﬂs ult the SPC for full information on adverse events
I.jst ol' ad\rerse remlr.ms ‘ieur commm{a}_{_]_qj Dl\zzlness H ion, Cough, l‘.‘, D Diarrh Nause-a

treatment. Resume gilteritinib al the same dose when slgns and symptoms Improve to Grade 2 or [ower Posterior

reased, Asp: Increased, Blood« i 13
mcmased B!ood alkaline phosphatase increased, Pain in extremity, Arthralgia, Myalgia, Fatigue, Peripheral cedema

reversible encephalopathy syndrome: There have been reports af { ble encepl

{PRES) in patients receiving gilteritinib. PRES Is a rare, reversible, neurological disorder which can present with rapidly

evolving symptoms including selzure, headache, confusion, visual and logical disturbances, with or without

assoclated hypertens!on and allorl:d mental status. |f PRES is suspected, it shou]d be confirmed by brain Imaging,
ging (MRI}. Disc lon of gullaltmub in patients who develop PRES is

ne:ommen:led.Er_qmg_e_dﬁ]_nlem_a].-c..-g. inibvhasbeen i ardiac ventricular repolarisation

and Asth Common (21,100 to ‘1,.-’!0) Anap]wlacllc reaction, Eleclmcardlagram QT prolonged, Pericardial

effusion, Pericarditis, Cardiac failure, Diff Musc 1 pain, Acute kidney injury and Malaise.

Serious adverse reactions: The most frequent serlous adverse mactlans noled from evaluation of 319 patients with

relapsed or refractory AML who have received at least one ¢ 1120 Ibwere acute kidney injury, diarrhoea,

ALT Increase-cl dyspnea, AST Increasedand hypolenslon Olhercllnlcallysignlflcam sermus aduerse- reacllonsln:luded
i T

alac an enc

{QT interval), QT prolongation can be observed In the first three months of treatment with gilteritinib, Theref, ECG

Overd: Thereisnok specilic for gilteritinib. Inlheeuenloran overdose, treatment should bestnppecl
Paliunls must be closely munlmred for signs or symptoms of adverse reactions, and appropriate symptomatic and

should be p 1 prior to fon of on day 8 and 15 of cycle 1, and prior to the start of the next three
subsequent months of treatment. Caution Is warranted In patients with relevant cardiac history. Hypokal, la or
hypomagnesaemia may increase the QI F risk. Hy or should be

corrected prior to and during should be interrupted in patients who have a
QTcF =500 msec.The decision to re-introduce gilteritinib treatment after an event of QT prolongation should be based
on careful consideration of benefits and risks, Resume gilteritinib at a reduced dose (from 120 mg to 80 mg or from
200 mg to 120 mg) when QTcF interval returns to within 30 msec of baseline or <480 msec. Patients with QTcF interval
Increase by =30 msec on day 8 of cycle 1 should have a further ECG on day 9; if QTcF increase Is confirmed gilteritinib
dose should be reduced to 80 mg, If gilteritinib is re-introduced at a reduced dose, ECG should be performed after
15 days of dosing, and prior to the start of the next thr manths of Indlinicalstudies, 12 patients

taking Into consideration the long hall-life estimated at 113 hours.
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had QTeF =500 msec. Three patients interrupted and re-initiated treatment without recurrence of QT prol
Pancreatitis: There have been reports of pancreatitis. Patients who develop signs and symptoms suggestive of

Itis should be d and i d. Gilteritinib should be interrupted and can be resumed at a reduced
dose (reduced from 120 mg to 80 mg or from 200 mg to 120 mg) when the signs and symptoms of pancreatitis have
resolved. Toxicity: If the patient experiences other Grade 3 or higher toxicity ¢ related to interrupt

AML=acute myeloid leukemia; FLT3=FMS5-like tyrosine kinase 3; ITD=internal tandem duplication.

Id be rep 1. Reporting forms and information can be found at
www. mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or Apple App Store.
Adverse events should also be reported to Astellas Pharma Ltd. on 0800 783 5018,
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Hematological features of scrub typhus
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The peripheral blood count and blood film can be important in history. The observation of atypical reactive lymphocytes is, of course,
the diagnosis of infectious diseases, particularly when interpreted of crucial importance in the diagnosis of infectious mononucleosis and
in the light of the clinical features, geographic setting, and travel other viral infections while neutrophilia with reactive changes in
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provided the original work is properly cited.
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neutrophils point to a possible bacterial infection. Occasionally the
film gives much more specific information. An organism, for example,
pneumococcus or meningococcus, may be seen.! Uncommonly blood
film features are suggestive of a specific infection, as in the case of
dengue fever with plasmacytoid lymphocytes, thrombocytopenia, and
sometimes neutropenia.?

Scrub typhus is a bacterial infection by Orientia tsutsugamushi, seen
particularly in eastern and southern Asia and in northern Australia. It is
transmitted by the bite of the larval stage of a soil-dwelling trombiculid
mite (a chigger). We were interested in establishing whether the periph-
eral blood gave any clues to this diagnosis and we, therefore, documen-
ted the hematological features in the last four patients we have
observed, all diagnoses being confirmed by demonstration of immuno-
globulin (Ig) M antibodies by ELISA. All patients were anemic, with
hemoglobin concentrations ranging from 82 to 116 g/L. Only one
patient had leukocytosis and neutrophilia. All were thrombocytopenic
with platelet counts ranging from 50 to 92 x 10°/L. The blood film fea-
tures were consistent between cases with neutrophils showing toxic
granulation and vacuolation (top images, x100 objective). Reactive
changes in lymphocytes were minor with occasional cells having plenti-
ful basophilic cytoplasm or lobulated nuclei (lower images, x100) and
no plasmacytoid cells. The typical hematological picture is, therefore, of

thrombocytopenia with toxic changes in neutrophils, without there

necessarily being neutrophilia, and with minor lymphocyte abnormali-
ties. The features are thus different from those of dengue fever. They
are not specific enough to give a strong indication of the diagnosis.
However, if clinical staff search for and detect an eschar resulting from

a mite bite, the diagnosis is strongly supported.
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