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Ruxolitinib

5, 15, 20 mg/tablet
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US FDA

(1:1 ruxolitinib vs
placebo)

(Ref: N Engl J Med
2012;366:799-807.)

o A ERERET/EARA AESER FiAEI2
Primary COMFORT-|, phase | Median f/u: 32 1. Ruxolitinib 20
myelofibrosis| ||| RCT, weeks mg PO BID for
(PMF), 309 pts with RSV > 35% from plt>200x10° /L;
intermediate | jntarmediate or baseline to week 15 mg PO BID
orhigh-nisk | ioh-risk. (IPSS | 24:41.9%vs 0.7%. | for plt 100-

score) o 200x10° /L.

>50%
Improvement in
total symptom
score: 46% vs 5%. *
OS in 51 weeks:
91.6% vs 84.4%. *
Discontinuation
due to AEs: 11.0%
vs 10.6%.

Dose adjusted
according to
protocol.

2. Placebo.

COMFORT-II, phase
11 RCT,

219 pts with
intermediate or
high-risk. (IPSS

score)

Median f/u: 12
months

RSV > 35% from
baseline to week
48:28% vs 0%. *

1. Ruxolitinib 20
mg PO BID for
plt>200x10° /L;
15 mg PO BID
for plt 100-
200x10° /L.
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(2:1 ruxolitinib vs OS in 12 months: Dose escalation
best available 96% vs 95%. up to 25 mg PO
therapy (BAT)) Discontinuation BID is permitted.
(Ref: NEnglJMed | dueto AEs: 8.2%vs | 2. BAT
2012;366:787-98.) | 55%. (hydroxyurea:47
%;
glucocorticoids:
16%; none (33%)
Polycythemia| RESPONSE, phase Ill| Median exposure: | 1. Ruxolitinib 10
Vera RCT, 81 weeks vs 34 mg bid,
222 phlebotomy- | weeks. increased to
dependent pts with | RSV = 35% from attain Hct < 45%
splenomegaly. baseline to week in absence of
(1:1 ruxolitinib vs 32:20.9% vs 0.9%. phlebotomy.
standard therapy) * 2. Standard
(Ref: N Engl J Med Hct control: 60% vs therapy (58.9%
2015;372:426-35.) 20%. hydroxyurea,
Complete 11.6% interferon
hematologic 7.1% anagrelide,
response (23.6% 4.5%
vs. 8.9%) * immunomodulat
Discontinuation ors, 1.8%
due to AEs: 3.6% vs pipobroman)
1.8%.
Acute GVHD, | REACH-1, phase ll, | Median f/u: 156 5 mg PO BID,
steroid- 71 ptsatleast12 | days. increased to 10 mg
refractory. | y/0 age, grade Il to | ORR at day 28: PO BID after 3 days
IV acute GvHD. 100% (grade lI); in absence of
toxicity, in
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(Grade Il: 27%; I
55%; IV: 18%)
(Ref: Blood.
2020;135(20):1739-
1749)

40% (grade IlI);
44% (grade V).
NRM at 12
months: 53%.
(responder at day
28: 28%; non-
responder: 84%)
Discontinuation
due to AEs: 28.2%

combination with

corticosteroids.

Chronic
GvHD,
steroid

refractory.

REACH-3, open-
label phase 1l RCT,
329 pts at least 12
y/0 age with
moderate or severe
steroids-refractory
or -dependent
chronic GVHD.

(1:1 ruxolitinib vs
BAT)

(Ref: N Engl J Med
2021; 385:228-238)

Median f/u: 57.3
weeks.

ORR at week 24:
49.7% vs 25.6%. *
mFFS: >18.6 vs 5.7
months. *
MmDOR:4.2vs 2.1
months.
Discontinuation
due to AEs: 16.4%
vs 7.0%

1. Ruxolitinib 10
mg PO BID for 6
cycles (28
days/cycle).

2. BAT (#1) for 6
cycles (28
days/cycle).

® BAT: best available treatment; mDOR: median duration of response.

mMFFS: median failure-free survival; f/u: following-up period; GvHD: graft-

versus-host disease; Hct: hematocrit; IPSS: International Prognostic

Scoring System; NRM: non-relapse mortality; OS: overall survival; plt:

platelet count; pts: patients; RCT: randomized controlled trial; RSV:

reduction in spleen volume; y/o: years-old. “*" denotes statistically

significant.
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® #1:Including: extracorporeal photopheresis (ECP), low-dose
methotrexate, mycophenolate mofetil, everolimus or sirolimus, infliximab,

rituximab, pentostatin, imatinib, or ibrutinib.

ZEIER -

> Ruxolitinib &1 FDA #Z&EFE AR PMF 89 JAK2 HIHIE - &R IERE
% BERIBRIDRIER - WARRRR AREMR - 231 JAK2 B2 PMF(Primary
myelofibrosis)WERER I E B E N - 238 FFRA ruxolitinib 2B
EREET] - EAIERERER K leukemia -

> Mm&t# steroid-refractory aGvHD - HAI FDA OB A EB
extracorporeal photopheresis & ruxolitinib - #&78% & MRS AR
EEEERE -

fERKE
LR G - BRFIE AR R B AT JAK2 &8 - ZRRERERNER -

Mt REHESEE ER
AERERENSER SEdst BEYIMBEEERBGVHD) - EMZA MK
FE o
— BT BN RER (< 1%RVm A B B £/ OBk EAL)
— - IHIMRERREE : EM (96.1% - 3/4 4R : 45.2%) ~ M/IMRIET(69.7% -
3/4 % 1 12.9%) - BIIKIE F(18.7% - 3/4 #& : 7.1%)

AREREAEREIER
> BREAFAG20%/BMRMBERFERAEL - M/MMRES - BMIKET)
RER - KEE -
> HithZzHGaEERDD
1. OMESEEIFR : SIE (GVHD BA : 16~20%) - [IE1EE
(GVHD f® A 25% ; 3/4 #& : 11%) ~ 7KiE(10%) -
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2. SEAEEIER B3R (GVHD A  45~55% ; 3/4 4 : 15~41%) »
ANEEIRNSY (32% ; 3/4 7R : 28%) ~ Jme Rk (25~28% ; 3/4 4 -
5~14%) -

3. fiE@ELEEIEA : BE (10%) - IEHE (15~18%) -

. REERADRAEEIER : B2EIBN (6~7%) - #NEREEZ EF (35%) -

5. BEERHEEIER : B0 (12%) ~ E1(12%) - iEE (10%) - kR
(5%) -

6. MARFZEEFR : B (15%~23%) ~ L1 (GVHD BA : 12~49% ;
3/4 #& : 2~20%) -

7. BENANEEIER: SRINERE (18%) - Wk&ER (12.3%) °
8. WRZzmEITFA : =W (13%) - FIREZE (11%)
9. MlR7ZEEIER : AST/ALT 7t (17~25% - GVvHD f& A : 48~73%)

R EREEYETIRRARER - TWENEIER - 815  ZYARSHEITFR - RAERRIBAER -
HEE NMTANEMZEYTIEERIER - ZYRITFRNERZHEBEEMERHIEINE RSHE
#E (Common Terminology Criteria for Adverse Events, CTCAE) - & i FZRiditim A2 LEAEE -
FIERESUHNBREESR - SUDPRBEFERANFEINE  2REMOR)  PREHA) &
BGMH ) BE(4 A)EIET (s R) - ERE 3 AL EWEIERE  FEBENARERETH SR
WIFEL ; HRE 4 BBET  RIBEERNABEEE -

SR
> tEREE . BREBEM/IVWREERZ - DU SRERmM/IIE T WEEAE
# - [1R polycythemia RIEEZE M4 & Hb 8B -

m/MrEE/MALZE= Hb 2E EEE=E

Myelofibrosis
> 150 x 10%/L 20 mg BID
100~150 x 10%/L 15 mg BID
50~100 x 10%/L 5 mg BID

Polycythemia
Hb > 12 g/dL B PIt > 100 x 10°/L Rz

o EEEHREEHELUR RN ENERA

Hb 10~12 g/dL B PIt 75~100x 10°/L | .
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PRIEME 2 5 mg BID -
Hb 8~10 g/dL B Plt 50~75x 10%/L | &R4EA 5mgBID - BIFREZE 5

mg QD
Hb 8~10 g/dL 3§ Plt <50 x 10°/L B ERER
# EREBAM/VREENRE FHAREENFE - R 3)

> BINEEFEZEE : E3%I8 Creatinine clearance KIM/NMMREEREEIE -

B IhEERK BE /i 8E EEEIS
Myelofibrosis
hZEEBIMEEARE | >150x 10%/L KB

100~150x 10°/L |10 mgBID

50~100x10%/L | 5mg QD

<50 x 10%/L ik 0.1

AYPBRBABHD | >200 x 10%/L BN TEELT 20 mg

100~200 x 10%/L | B2 #4F 15 mg
Polycythemia

NEREEBNEAE | EO 5mg QD
RNEABE RIS BT ZENTEEAT 10 mg
Acute graft-versus-host disease

hEREEBNEAET | EHO 5mg QD

REAB RIBIL BT #Ee®% T 10 mg
Chronic graft-versus-host disease

PEREEBNEAE | EHO 5mg QD

REAB RIBIL BT EMNTEELAT 10 mg
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> WIhgEAZE  BEEM/NREERELIS
B INAEHA B8 m/hiREUE Ziahs
Myelofibrosis

Child-Pugh class A, B, C. | >150 x 10%/L REHRE
100~150x 10°%/L | 10 mg BID
50~100x10°%/L  |5mgQD
<50 x 10%/L &t 5 155 A

Polycythemia
Child-Pugh class (==} 5mgBID
A B, C
Acute graft-versus-host disease

B SEEMINEEAE (NHI | @ AR

criteria) - H#EM e GvHD

PEE2 1 £ 3 IRTHE GvHD AR

P& E= 4 RUBTIR GVHD 5mg QD

BRpSEERINEEAZ (NHI | £ AN RFEE
criteria) - H#EM i GvHD
PEEZ 1 2 3 pyATHE GvHD AN RFEE
P& E= 4 RUBTI GVHD 5mg QD
FETERSE  SERY . EROET SR RN B - g;f_,;;hj[ matien 2022
gﬁg tlers

Chronic graft-versus-host disease
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» Myelofibrosis

FRRLCHERM/NRBESEE

AHEE
Ruxolitinib & F RWEIERAEMEM/WIET - Ed X UM/NMrE T2

=/ EIRFREARRERRHNEE

FERRI/RBESFREEE

TR -

=M/rEF - ZFEMFHBER ruxolotinib WEIEW T :

e

BlIfERERIIR

Bz 3E

JE44 Plt > 100 x 10°/L

Table 3:

Myelofibrosis: Dosing Recommendations for Thrombocytopenia for Patients
Starting Treatment with a Platelet Count of 100 x 10°/L or Greater

Dose at Time of Platelet Decline

25 mg 20 mg 15 mg 10 mg S mg

Platelet Count twice daily | twice daily | twice daily | twice daily | twice daily

New Dose | New Dose | New Dose | New Dose | New Dose
100 to less than 20 mg 15 mg . . .
125 x 10°/L twice daily | twice daily No Change | No Change | No Change
75 to less than 10 mg 10 mg 10 mg . .
100 x 10°/L twice daily | twice daily | twice daily No Change | No Change
50 to less than Smg Smg 5mg Smg No Chanee
75 x 10°/L twice daily | twice daily | twice daily | twice daily £
Less than 50 x 107/L Hold Hold Hold Hold Hold

S
1.:.
[ ] =

mg BID)

SEE . 15 PItEZE S0x 10%/L U B EHAZE - 5mg QD H LR EIE S

&4 Plt 50~100 x 10°/L

Plt <25x10%L | W E=RZ-
B 75 PltIR(EZE 35 x 10%/L L A B A - (5 mg QD =
IR BE 5 mg BID)
PIt25~35X10°/L | g o= 5 mg QD -
SREUEPI TR | g mmmn s mg QD - AIEREREE -
IR 20%
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Plt 25~35x10%/L | ® [EBEZE5mgBID -
BRIME plt T | W ERHES5mgBID - AIEEEISEZE5mgQD -
KR 20% B EFREEE%5mg QD - RI#FHEER =
ANC < 0.5x10%/L| ® E{=HZ -
B FANCIREZE 0.75x 10%/L I F#%E#HAZE - (5 mg QD
5 PR %% 5 mg BID)

B EM/REIFH - BEEFFERER ruxolotinib WEIZEH :

Table 2:

Myelofibrosis: Maximum Restarting Doses for Jakafi after Safety

Interruption for Thrombocytopenia for Patients Starting Treatment with a
Platelet Count of 100 x 10°/L or Greater

Current Platelet Count

Maximum Dose When
Restarting Jakafi Treatment*

Greater than or equal to 125 x 10°/L

20 mg twice daily

100 to less than 125 x 10°/L

15 mg twice daily

75 to less than 100 x 10%/L

10 mg twice daily for at least 2 weeks; if stable,
may increase to 15 mg twice daily

50 to less than 75 x 10°/L

5 mg twice daily for at least 2 weeks; if stable, may
mcrease to 10 mg twice daily

Less than 50 x 10°/L

Continue hold

*Maximum doses are displayed. When restarting, begin with a dose at least 5 mg twice daily below the dose at

interruption.

» Polythecymia -

m EEHEA - % Hb - Plt B ANC 811EE3 2% - ﬁ’ﬁfﬁ@ﬂ*ﬁ EEERORE

F+ 5 mg BID WEIE - ME

BMBE R EAWIEREITH
Hb< 8 g/dL 5% Plt< 50 x 10%/L 5 ANC < 1.0 x 10°/L - &

m HEHREE -5

RAEZNAUBEZEARALSE - [WBRE
JEPH}I_

HIEHZ - FIXRHERERKUNOEZRREENFIRAT - BRIFZE

MMEMRZEN - GRIZZREMA T ZHEFLLR

E8X/N5mg-

ZEM MRS ZH
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Table 6: Polycythemia Vera: Restarting Doses for Jakafi after Safety Interruption for
Hematologic Parameter(s)

Use the most severe category of a patient’s hemoglobin, platelet count, or ANC abnormality to
determine the corresponding maximum restarting dose.

Hemoglobin, Platelet Count, or ANC Maximum Restarting Dose
Hemoglobin less than 8 g/dI. OR Continue hold

platelet count less than 50 x 10°L OR

ANC less than 1 x 10°/L

Hemoglobin 8 to less than 10 g/dL. OR 5 mg twice daily® or no more than
platelet count 50 to less than 75 x 10°/L OR 5 mg twice daily less than the dose
ANC 1 to less than 1.5 x 10°/L which resulted in dose interruption
Hemoglobin 10 to less than 12 g/dl. OR 10 mg twice daily® or no more than
platelet count 75 to less than 100 x 10°/L. OR 5 mg twice daily less than the dose
ANC 1.5 to less than 2 x 10°/L which resulted in dose interruption
Hemoglobin greater than or equal to 12 g/dl. OR 15 mg twice daily* or no more than
platelet count greater than or equal to 100 x 10°/L OR | 5 mg twice daily less than the dose
ANC greater than or equal to 2 x 10°/L which resulted in dose interruption

* Continue treatment for at least 2 weeks; if stable, may increase dose by 5 mg twice daily.

> Acute GvHD
B HERA - BELEREIES 5 mgBID - A=X% ANC £ Plt W RIRE
50K 30% - EFoRAE=% 10 mgBID -

= ’E‘U%Eﬁﬁ% - HEXNEREE EREBRY - oILIZRBEERELE - B&
B —EEE - SREESWT : 10mgBID#AEES5mgBID ; 5
mg BID #EZ 5mg QD -

B EREFREL  EmWEERZEWH

BlfEFHERIR i

ERBMsF M) fFRIE—PEHIE
AlRAK LR EREE = Plt BIEET - oJZEREIEWERRITARE -
Z /A&~

i
2
=
e
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W
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ANC < 1x10%/L
BRABE
ruxolitinib & X

]u

B 14 XL E-[ENHEEHA

T-bil =7 - #AFHE
GvHD

T-bil & ULN B9 3~5 & : SERE—[EEE - & T-bil

WEIEERAETIRITHEE

T-bil 7 ULN #9 5~10 & : 5% 14 XD L5 T-bil
WER ULN B 1.5 B M FIREHE

T-bil 2> 10 & ULN : 5% 14 XD LW T-bil %1€
A& ULN B9 1.5 B Ma FRE—FERH £ -

T-bil £H - Bk
GvHD

T-bil &> 3 & ULN : DIRE—-[ERHERELR T -

Chronic GvHD

HIS:HME - BEANERBEAEREBRY - tIUZEREERARLSE - 223 8
BEFER—EEE - SEEIEMT : 10 mg BID #EZ 5 mgBID ; 5mg BID

maf£% 5mg QD

HHRIERES  BZMEISRENT .

ElfEREIZRIR AL
Plt<20x10%/L | ™ B%ﬁ P =
B =PIt R 7 RAKE - OJfAZRLIREANEZE
B 5 PIt7 XEEARKE - HEEHARE—(EWNES
ANC < 0.75 x B EIREEE ruxolitinib 18 - RIPRE—FEEI= - 5 ANC %
10°%/L EEBHEERLRENEE
ANC < 0.5 x B EREEE ruxolitinib 1HE - 5% 14 XKLL EH ANC %iE
10%/L BERARE—PSHEE
B EANCEEZ 1.0x10%L M E - oIEERHELRLR

mE -

r&E
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T-bil EFA& ULN | B [RE—[EEE
9 3~5 1 B =14 XA T-bil & - BIFAZLORENEIE -
B =14 X% T-bil BARK%E - A TRE—IEHEE -
T-bil =A% ULN | ®  {F2£ 14 X% T-bil %1€ - RIA FIREEE
# 5~10 & B (FEE 14 K& T-bil ER%E - Bl FRE—TEWEE -
T-bil EF A& ULN | ® 5% 14 X% T-bil %1€ - RIRE—FEWEIE -
B 10 fE £ B (F2Z 14 X% T-bil BR%E - AiF AR
Hithgrade3 ) | B LIRE—-[ENEISHERHR -
FrRRIE
Hithgrade4 1 | W (FHZHR
FrRRIE
MAaS RN

EEBMERD A TRIREXRBHPHEY ruxolitinib - A THEESEMY
EIE T (maternally toxic dose: 60 mg/kg/day) - BRIZBEEMFZE - BERIUL
ElE - fK EERANBENER 6~9%NEIESEUESE - MERABKRIREE
AR ENTENARERAER -

WEARRATE

B ERER - ILTRAY ruxolitinib E AUC X552 AUC 9 13 15 -
MmERALIT REILNZEHOEEDNARBEMUER - (HERZRFEEMB L
T REETTIHE -

ENEHESE  HARY  FROEEEEENLE RN E - nag'eimjt rmatien 2022



YT HER
> Ruxolitinib =TE£& CYP3A4 1 - CYP2C9 RE K - & CYP3A4 s DI
WHZZRARERS - ARSI WIE

Bl CYP3A4 i&#P#IE=% Fluconazole Ruxolitinib ZEE T = H%E
<200 mg/day fi FHF -

MF 5% A B PIt = 100 x 10%/L 10 mg BID
MF % A B PIt: 50~100 x 10°/L 5 mg QD
PV 7 AR5 A 5 mg BID

PVEACRKRIBELIZ & 5mgBID &
= 5mg QD

PVRABKIRERSET 5mg QD | gepnfl - sUi A CYP3A4 I E =Y
A Fluconazole 8B E{E1# A ruxolitinib

i A Fluconazole < 200 mg/day Acute GvHD : 5 mg QD
Chronic GvHD : 5 mg BID

I FRELA CYP3A4 s& HD I ZUEAMREE  EAARRERER
BRI EZERABEE
i E"/ﬂUIEE

> §2~4 BERZMIKEE (Hb - Plt - WBC) * FFHE# (total bilirubin -
AST ~ ALT) - iR BRHENZEZHAREEZE -

> 3 8~12 BESRIMASIE# (total cholesterol) - BESRIE AN M ESH
(MACE) R ME 2 ERAHBEEA - fFv/“;Um?EE‘J%% °
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> Janus kinase 2 (JAK2) &3 iEAR BRI
kinase - —B cytokine &1 cytokine
receptor &5 1% - AEEHIATAY JAK 48
GHsfeE - #EZRE cytokine
receptor # tyrosine residue f##8
1t - #EmS|EW STAT3/5 ~ PI3K -

MAPK S S BRI E - BIERAHS 5 l
0 95 TR 5 AR - %098+ 5 /
ruxolitinib AR A/ \IF1&BEENZED &

—

R STAT3 MAMR - MiF%EE 10 VAN |
/J\H%’V\X?gzé%ﬁ'fﬁ ° Flgure 2. Principal by ¢ 1o cy chors:

> Myeloproliferative neoplasms (MPNs)zk polycythemia vera (PV) F9Z R
#ER JAKL K JAK2 BRSRKREARE - M JAK2 FrOBEZRE JAK2VELTF HERE
RBmA - FER JAK2 HEAH S EIEEFEMRYE(E - EIEHIH JAK2 5E
BESl MPN K PV -

> Graft versus host disease (GvHD) 1HEAI R IE 55 E 48 JAK-STAT B&EHA
1Z=05E{E - Ruxolitinib BEZEBHIHI JAK2 5 GvHD 1B R ZE R E -
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