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I, 97 pts with
previous treated
with ruxolitinib.
(Ref: Lancet
Haematol

. 2017 Jul;A(7).e317-
e324)

baseline to week 24:
55%.

Reduction 250% in
TSS from baseline to
week 24: 26%.
Discontinuation due
to AEs: 14% vs 25%
vs 8%.

US FDA Al BRER At/ e
o B Al ERAS R FREBIE
Primary or JAKARTA-1, phase | Median f/u: 28 1. Fedratinib
secondary Il RCT, 289 pt. weeks. 400 mg PO
myelofibrosis | (1:1:1 fedratinib vs | RSV = 35% from QD
(MF), placebo) baseline to week 24: | 2. Fedratinib
intermediate-| (Ref: JAMA Oncol. | 36% vs 40% vs 1%. * 500 mg PO
2 or high-risk | 2015;1(5):643- Reduction 250% in QD
651.) TSS from baseline to | 3. Placebo
week 24: 36% vs for 6 consecutive
34% vs 7%. * 28 days cycles.
Discontinuation due
to AEs: 14% vs 25%
vs 8%.
JAKARTA-2, phase| RSV = 35% from 400 mg PO QD,

may titrate up to
600 mg PO QD if
RSV <50% at the
end of cycle 2 or
4,
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AEs: adverse effects; f/u: following-up period; pts: patients; RCT: randomized
controlled trial; RSV: reduction in spleen volume; Ref: reference. TSS: total

symptom score. “*" denotes statistically significant.
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> 22 EE ruxolitinib R 7 &S Y - HEM% - MEZERS  SERFERAOEHR
[ESECRSm%E: (Wernicke' s encephalopathy) - ItEIEEI{EAEE vitamin B1
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3. WERADRTEEIER  NBEEF TH (59% - 3/4 & : 3.1%) ~ B 1M
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B INREAR AR EEEE
Creatinine clearance 15~29 » 200mg QD
mL/min
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> Fedratinib EZ4&MH CYP3A4 -~ CYP2C19 X flavin-containing
monooxygenase 3 (FMO3)fUiE - BREBHIR(T7%) ; DA DR EmREBEE
i B EHEER (Fe: 3%) -

> EEXOERMMREIR fedratinib S1EA1EM CYP3A4 - CYP2C19 -
CYP2D6 2B RJ AUC - (AUC EFAMEE : midazolam 2 mg (+400%);
omeprazole 20 mg (+300%); metoprolol (+200%))

il FA %% HEEIS
58 CYP3A4 I B P fedratinib HIE7% 200 mg QD -
= 1F 5 CYP3A4 HIHIE - 572 fedratinib BIE
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> Janus kinase 2 (JAK2) &iEEAAIR kinase - —B cytokine B2 cytokine
receptor A5 1#E - BEEMITAY JAK HEBEL(E - BEE=E cytokine receptor
i tyrosine residue BE& 1L - EMSIE YW STAT3/5 ~ PI3K - MAPK &2 &
EIEE - BRI KRG KIS MAHRARE - 2238 | fedratinib ARFM/)\EE&SER]
ZER R AR STAT3 HIFIRR - MiFZEE 10 N/ EEREEE -

> Fedratinib TNEEHNHIS #EIK AT ER AHAE _-BY FMS-like tyrosine kinase (FLT3) -
AER FLT3 RE 7 AML RAEMR SRR BH -

MEK1/2
ERK1/2

Differentiation
Survival
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B PRESHI : Thiamine (vitamin B1) ~ £ MEKEE  FFINEE
creatinine & BUN - amylase - lipase °
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