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Anemia Toxicity Scales(Hb level)

none Normal

Mild 10 ~ normal
Moderate 8 ~ <10

Severe 6.5 ~ < 8

Life-threatening < 6.5



Comparison of risks and benefits
of ESA use vs RBC transfusion

Risks & Benefits of the use of ESA | Risks & Benefits of the use of red
in the cancer setting blood cell transfusion

Risks *Increased thrombotic events Risks *Transfusion reactions
*Decreased survival sCongestive heart failure
*Time to tumor progression *\/irus transmission
shortened *Bactrerial contamination

e[ron overload

Benefits <Transfusion avoidance Benefits Rapid increase of Hb
*Gradual improvement in fatigue Rapid improvement in fatigue



CANCER- and CHEMOTHERAPY
-induced ANEMIA



Cancer related anemia(Non treatment related)

Hb>11g/d|

CBC with indices

Review of peripheral smear, as clinically indicated

Cancer-related anemia

(non-treatment related)

ESAs are not indicated

Treat underlying disease

Transfuse as indicated based upon symptoms




Chemotherapy related anemia

seve re

Symptoms- Cardiac symptoms
physiological <

Myelosuppressive

chemotherapy-

induced anemia Pulmonary symptoms

Cardiac hlstory

Chronic pulmonary disease

Cerebral vascular disease




Immediate

correction

required
Chemotherapy
with curative
intent'
f

Immediate Cancer ,-f

correction treatment

not required goals I".

!

Chemotherapy
with non-

curative intemntd

— ESAs are not indicated

Ris k/benefit ratio should
be carefully assessed on
an individual basis;
ESAs may be appropriate
based on a thorough
risk/benefit discussion
and patient preference

h

SYMPTOM ASSESSMENT

Transfuse as indicated
based on institutional
or published guidelines

w

Complete symptom |

assessment:

« Objective physical
symptoms may include:
» Peripheral edema
» Sustained tachy cardia
» Tachypnea

« Other subjective physical
symptoms may include:
» Chest pain
» Dyspnea on exertion
» Orthostatic

lightheadedness/near
syncope ar syncope
» Fatiguel

Asymptomatic
#

/

symptomatic



TREATMENT ADDITIONAL EVALUATION  TREATMENT REGIMEN

« Periodic re-evaluation for
symptoms and risk factors

« Transfuse as indicated
based upon symptoms and

institutional or published
guidelines

 Transfuse as indicated based upon
symptoms and institutional or —

published guidelines

and/or

Sympto maticd — |* Consider erythropoietic therapy after
patient counseling regarding risks and
benefits of ESAs" {category 1 for Soe Ervthropoietic
prevention of transfusion)®k/.2 Therapy - Dosing and

» Ensure iron studies (iron panel- Titration (ANEM-A) £ IV

serum iron, total iron binding iron supplementation™ "
capacity, serum ferritin) do not

indicate absolute iron deficiency

w




Asymptomatic —»

EVALUATION FOR SYMPTOMATIC ANEMIA RISK AMONG CANCER PATIENTS
RECEIVING MYELOSUPPRESSIVE CHEMOTHERAPY WITHOUT CURATIVE INTENT

Evaluate risk factors for developing symptomatic anemia:
« Transfusion in past 6 mo
» History of prior myelosuppressive therapy (eg, bone
marrow trans plant)
* History of radiotherapy > 20% of skeleton
+ Myelosuppression potential of current therapy
» Duration
» Schedule
» Agents
» Hemoglobin level
« Comorbidities

» Cardiac history/decompensation
» Chronic pulmonary disease
» Cerebral vascular disease

Risk factors
not present

Risk factors
present



Asymptomatic;
Risk factors
not present for
development of
symptomatic

anemia

Asymptomatic;
Risk factors
present for
development
of symptomatic
anemia

— Observation —

Observation —s

of

Iron studies:

Iron panel (serum
iron, total iron
binding capacity,
serum ferritin)

I
|

Periodic re-evaluation
for symptoms and risk
factors

Absolute iron deficiency
(ferritin < 30 ng/mL and
: transferrin saturation < 15%)

Functional iron deficiency

(ferritin < 800 ng/mL and
| |ransferrin saturation < 20%)

|
|
:

No iron deficiency (ferritin

> 800 ng/mL or transferrin |— |supplementation —=

saturation = 20%)

—

. IV or oral iran

supplementation

<

: Periodic re-
Hemoglobin i
increases  |—»Observation— g"’; \ .;;l:~|g ;nrd
after 4 wks ympt

risk factors

Hemoglobin does

. See Functional iron
not increase after

fwks deficiency pathway below
Consider IV iron supplementation™n+
erythropoietic therapy®*! See See
Erythropoietic Therapy - Dosing and —, |Bisponse
Titration [ANEM-A) after patient counseling ‘[ﬁ% :ent
regarding risks and benefits of ESAsh
W or oral iron Consider erythropoietic mﬂrapy“-k-' 66

i not needed

Erythropoietic Therapy - Dosing and
Titration (ANEM-A ) after patient counseling
regarding risks and benefits of ESAs"




INTIAL DOSING

TITRATION FOR RESPONSE

PACKAGE INSERT DOSING SCHEDULE

Epoetin alfa 150 units/kg 3 times wk by
subcutaneous injection

or

Epoetin alfa 40,000 units every wk
by subcutaneous injection

or

Darbepoetin alfa 2.25 mcgkg every
wk by subcutaneous injection

ar

‘
‘

‘

Increase dose of epoetin alfa to 300 units/kg
3 times wk by subcutaneous injection

Increase dose of epoetin alfa to 60,000 units
every wk by subcutaneous injection

Increase darbepoetin alfa to up to 4.5 meg/kg
every wk by subcutaneous injection

Darbepoetin alfa 500 mcg every 3 wks by subcutaneous injection

« The dose should be adjusted for
each patient to maintain the
lowest hemoglobin level sufficient
to avoid RBC transfusion.

¢ If hemoglobin increases by more
than1 g/dLin a 2 week period,
dose should be reduced by 25-
50% of the prior dose.

ALTERNATIVE REGIMENS

Darbepoetin alfa 100 meqg fixed dose
every wk by subcutaneous injection

or

Darbepoetin alfa 200 meg fixed dose
every 2 wks by subcutaneous injection

7

or
Darbepoetin alfa 300 mcg fixed dose
every 3 wks by subcutaneous injection

ar

Increase darbepoetin alfa to up to 150-200 meg

fixed dose every wk by subcutaneous inj&-::tinn'ﬁ

Increase darbepoetin alfa to up to 300 meg fixed
dose every 2 wks by subcutaneous injﬂﬂﬁﬂﬂT

Increase darbepoetin alfa to up to 500 meg fixed
dose every 3 wks by subcutaneous injﬂcﬁnnﬂ

Epoetin alfa 80,000 units every 2 wks by subcutaneous injecti-:m“

oF

Epoetin alfa 120,000 units every 3 wks by subcutaneous irljﬂﬂiﬂnm

Sec Foomotes and References
[ANEM- A 2 of 5)

20¢ Adverse Effects of
Enl etic T
(ANEM-A 3 of 5)




Epoetin alfa

Anemia with Cancer Chemotherapy non-myeloid CA:

Usual dose is 150 units/kg SC three times per week. If response is poor after 8 weeks,
the dose may be increased up to as much as 300 units/kg three times per week.
Alternative regimen. 40,000 IU SC weekly. If response is poor after 4

weeks, dose may be increased to 60,000 IU weekly.

Anemia — Chronic Renal Failure (for dialysis or non-dialysis patients):

Usual dose is 50-100 units/kg IV or SC three times per week. If response is poor after 4
weeks, dose can be increased by 25%. If Hgb is approaching 12 g/dL, reduce dose by
25%. Dose increases should not be made more than every 4 weeks. Maintenance doses
range from 12.5 to 525 units/kg (median 75 units/kg) three times per week. Once
weekly SC dose of entire week’s dosage may be efficacious in some patients.

Pediatric dose: 50 units/kg IV or SC three times weekly

Anemia — HIV infection associated with zidovudine (AZT):

Starting dose is 100 units/kg IV or SC three times per week for 8 weeks. If response is
poor after 8 weeks, the dose may be increased by 50-100 units/kg three times per week
up to 300 units/kg three times per week. Discontinue use if Hgb exceeds 13 g/dL and
reinitiate at dose 25% lower once Hgb drops below 12 g/dL.

Anemia - surgery (reduction of allogeneic blood transfusions):

300 units/kg/day SC for 10 days prior to surgery, on the day of surgery, and 4 days after
surgery.

Alternative regimen. 600 units/kg SC once per week (21, 14, and 7 days before surgery)
with a fourth dose on the day of surgery.

Dose should be adjusted for each patient to achieve and maintain a target Hgb of 10 to 12 g/dL.
Reduce the dose by 25% if Hgb approaches 12 g/dL or increases > 1 g/dL in any 2-week period.



Darbepoetin alfa

Anemia - Chronic Renal Failure:

Starting dose is 0.45 mcg/kg IV or SC once weekly. Titrate doses to
not exceed a target hemoglobin concentration of 12 g/dL. Some
patients have been successful with once every 2 weeks administration.
Anemia - Cancer Patients Receiving Chemotherapy:

Starting dose is 2.25 mcg/kg SC once weekly. Dose should be adjusted
to achieve and maintain a target hemoglobin.

Do not increase doses more frequently than once a month.

If the hemoglobin is increasing and approaching 12 g/dL, reduce the dose by
25%. If the hemoglobin continues to increase, withhold doses temporarily until
the hemoglobin begins to decrease, at which point therapy should be reinitiated
at a dose 25% below the previous dose.



Adverse Effects of ESA

Thrombosis

Hypertension

Seizure

ESA Neutralizing antibodies(PRCA)
Cancer patient survival



Table 3. Summary of randomized trials that showed adverse health effects with ESA,

StudyTumaori{n) ESA treatment, duration Hb start value (g/dL) | Hb target value (gldl) Adverse Outcome

Chemotherapy

PREPARE ™ hreast Jarbepostin alfa (4.5 Mean 128 213 Decreased O35, 14% vs 10% death; faster
cancer, n=733 ug'kg/2 wk), Mot reporied tumar growih

BEST.™ metastatic Epoetin alfa (40 000 Uhek), =13 =14 Decreased 12-month survival, 70% vs 75%, P

braast canger, n=83%

20000181,* ymphaid
malignancy, n=2344

12 months

Darbepostin alfa (2,25
ug'kgiwk), 12 wk

214 (women)
215 (men)

=0.01

Decreased 05, HE for death = 1.37, P =0.04

Radiotherapy

EMHAMCE,™ head Epoetin beta (300 1Ukg = <12 (women) 214 (waomen) Decreased 05, HR for death = 1.38, F = 0.02;

and neck, n=351 Jiwk), 7-2 wk =13 (men) 215 (men) ocoregional progression, HR = 1.68, P =
0.007

DAHAMCA 10" head  Darbepoetin alfa (150 =145 =155 Increased locoregional fallure, RR =144 F =

and neck, n=022 ugiwk), Terminated early 0.03

Chemoradictherapy

GOG-101,7 cervica Darbepostin alfa (40 000 <12 =14 Decreased 05, 37% vs 75%, decreased PFS,

canzer, n=113 Jiwk), Terminated early H5% vs B5%

Mo therapy/palliative radiotherapy

EPO-CAMN-20, non- cpostin alfa (40 000 Lihwk), <12 =14 Decreased 05, HR for death=1.84, F=0.04

small cell lung cancer, 12wk

n=70 i

Amgen 103,” non- Jarbepostin alfa (B.7E =11 =13 Decreased 05, HR for death= 1.2, P =0.008

myeloid cancer, n=05%

ug'kg'd wk), 16 wk

Hb = hemogiobn; HR = hazard ratio; 05 = overall survival; PFS = progression-free surviva




Thrombopoeitin Stimulating Agents



First-generation thrombopoietic growth factors

Eecombinant human thromb opoleting
thTPO
PEG-rHuliGDE

Eecombinant TPO fusion proteimns
Promegapoetin (TPOTLE fusion protein)

Second-generation thrombopoletic growth factors

TPO peptide mitmetics
Fak 5%
ANz 551
Peg-TFOmp
TPO nonpeptide mitnetics
Eltrombopag (5B497115, Promacta)
AFE-201
TPO agonist antibodies
Mibodies [VBZ22E sciFw)2]
Domaih subclass-conwerted TP O agomst antibodies (WA TG4G5E44)



Mechanism of activation of the TPO
receptor by TPO

Thrombopoietin
Thrombopoietin receptor

® 2N

Inactive l J & Active
receptor _> —_ ) \ <€— receptor
Cell ‘
membrane :
\ SHC
1 | \ \ OnGRB2 __n RAS/
Cytoplasm p-VU-p” TDgHg V RAF
STATH  JAK &
MAPK
¥
p42/44
y'd

Signal transduction

Increased platelet production
Kuter, D. J. Blood 2007;109:4607-4616



Eltrombopag

Thrombopoietin
receptor - = pmmmmma .{ . :
/ \ // g T~ Romiplostim
Inactive E Active

- receptor

- RB2 — » RAS/
Cytoplasm p-vV-p %SOS QR AF
sTAT2s JAK Ve
MAPK

1 V'
p42/44
V4

Signal transduction

Increased platelet production
OO DD ¢ _ Kuter, D. J. Blood 2007;109:4607-4616



Thrombopoietin-Stimulating agonist

 Eltrombopag for Thrombocytopenia in
Patients with Cirrhosis Associated with

Hepatitis C — NEJM 2007;357:2227-2236

 Eltrombopag for the Treatment of
Chronic Idiopathic Thrombocytopenic
Purpura -- NEJM 2007;357:2237-2247




TPO and ITP

153 Patients were screened

¥

118 Underwent randomization

15 Were excluded

1 Withdrew

l

i

29 Were assigned
to receive placebo

30 Were assigned to receive

30 mg of eltrombopag 50 mg of el

30 Were assigned to receive
trombopag

28 Were assig
75 mg of el

ned to receive
trombopag

7 Did not complete 7 Did not complete 13 Did not complete 16 Did not complete
treatment treatment treatment treatment
1 Had a platelet 4 Had a platelet 11 Had a platelet 12 Had a platelet
- count =200,000 - count = 200,000 - count =200,000 o count = 200,000
per mm? per mm? per mm? per mm?
3 Had an adverse Mone had adverse 2 Had an adverse 1 Had an adverse
event events event event

J

i

22 Completed treatment

23 Completed treatment

17 Completed treatment

12 Completed treatment

|

|

27 Were included in the
efficacy analysis
3 Were identified as

having a response

29 Were included in the
efficacy analysis
8 Were identified as

having a response

27 Were included in the
efficacy analysis
19 Were identified as

having a response

26 Were included in the
efficacy analysis
21 Were identified as

having a response




Table 1. Demographic and Clinical Characteristics at Baseline.

Characteristic

Age —yr
Median
Range
Sex— no. (%6)
Female
Male
Race — no. (%)
Black
Asian
White
Mixed
Stratification variables — no. (%)
Splenectomy
Concomitant ITP medication
Platelets =15,000/mm?

Prior therapies — no. (%)

Placebo (N=29)

42
18-85

16 (55)
13 (45)

1(3)
2(7)
25 (86)
1(3)

14 (48)
6 (21)
14 (48)

28 (97)
21 (72)
14 (48)
12 (41)

30 mg (N=30)

51
23-79

16 (53)
14 (47)

1(3)
4(13)
25 (83)

15 (50)
10 (33)
15 (50)

29 (97)
26 (87)
17 (57)
12 (40)

Eltrombopag
50mg (N=30) 75 mg (N=28)

45 55
23-81 18-85
21 (70) 20 (71)
9 (30) 8 (29)
12 (40) 3 (11)
18 (60) 25 (89)
15 (50) 11 (39)
12 (40) 10 (36)
12 (40) 15 (54)
30 (100) 26 (93)
24 (80) 16 (57)
18 (60) 11 (39)
12 (40) 6 (21)

Total (N=117)

50
18-85

73 (62)
44 (38)

2(2)
21 (18)
93 (79)

1(<1)

55 (47)
38 (32)
56 (48)

113 (97)
87 (74)
60 (51)
42 (36)

P Value

0.04%

0337

0.021 1

0.82}
0.43%
0.82}
0.52%|




A Platelet Count =50,000/mm?

M Placebo M Eltrombopag, I Eltrombopag, M Eltrombopag,

100 I0mg S50mg 75 mg
20
&0
g 70
w B0+
-
= 504
& 404
8
&= 304
20
10
0- |
g 15 22 29 36 43
Visit Day

B Median Platelet Count, with the Platelet Counts for the 25th and 75th
Percentiles, LOCF Data

—&—8— Placebo Eltrombopag, 50 mg
4004 -ed=wd=. Eltrombopag, 30 mg —=-- Elirombopag, 75 mg

:
= 300
§ -~
3
. 200
ﬁ E ——— "'.-F.A)
: #
g 100 /
=
0

Visit Day

C Median Platelet Count, with the Platelet Counts for the 25th and 75th
Percentiles, Observed Data

—&—8— Placebo Eltrombopag, 50 mg
2505 -=d--.. Eltrombopag, 30 mg ——@-- Eltrombopag, 75 mg

E 200
—
gl‘_‘.
§F 150
m
2 100
o =
S ""l \
T 50 A
2 R
{} I 1 1 1 1 I I I I I
1 8 15 22 29 36 43 2 4 6
Visit Day Follow-up Week

D Platelet Count =50,000/mm? on Day 43 by Randomization Strata,
LOCF Data

B Placeboll Eltrombopag,
30 mg

Eltrombopag, [ Eltrombopag,
S0mg 75 mg

100
904
80+
70+
60
504
40+
304
204

Responders (%)

ITP No ITP Splenec- No Splen- =15,000 =15,000
Therapy Therapy tomy  ectomy plateletsf platelets/
mm? mm?




A Placebo

During treatment

After treatment

B Eltrombopag, 30 mg

During treatment

After treatment

100+ - &= 100+ - =
£ 80— .3 20+
Bo bh
£ 70 £ 704
E 60— ﬂ__pm‘- a— E 60
= 50+ gt ““\---"““" ‘\ » = s0-
-1; _4':|— ", . M -; 4[]_
2 304 * 2 304
(] (]
= 20+ | 204
= 10+ - 10+
':I | | | | | | | | | I D | | | I | | | | I |
1 & 15 22 29 36 43 57 71l 85 1 8 15 22 29 36 43 57 71 85
Visit Day Visit Day
C Eltrombopag, 50 mg D Eltrombopag, 75 mg
Dwuring treatment | After treatment During treatment | After treatment
100 - - 100+ - -
—_ 90 —_ D0
£ B0 £ 20
Bo Ba
£ 704 = 704
o 2
g 604" o 60
=] =
= 30 ‘. . - + = 507
T 404 T 404
£ 304 » . £ 30-
2 20 “ 7 E 20
E 10 * 10
':I T T T T T T T T T T D T T T T T T T T T T
1 & 15 22 29 36 43 57 71l 5 1 8 15 22 29 36 43 57 71 &5
Yisit Day Visit Day




Table 2. Adverse Events in 5% or More of Patients in Any Study Group.

Event Placebo (N=29) Eltrombopag
310 mg (N=30)  50mg (N=30)  75mg (N=28)

Total* 17 (59) 14 (47) 14 (47) 17 (61)
Total grade 3 or 4 eventst 4 (14) 2(7) 4 (13) 3 (11)
Headache 6 (21) 4 (13) 3 (10) 6 (21)
Aspartate aminotransferase elevation — 1(3) — 2(7)
Constipation 2 (7) 1(3) — 2(7)
Fatigue 5 (17) — 1(3) 2 (7)
Rash 1(3) 1(3) — 2 (7)
Anemia 2 (7) 1(3) 1(3) 1(4)
Diarrhea 2 (7 — — 1(4)
Peripheral edema 27 — 1(3) 1(4)
Taste disturbance 27 — — 1(4)
Abdominal distention 2(7) 1(3) — —
Arthralgia 3 (10) 1(3) — —
Epistaxis — 4 (13) — —
Hemorrhoids 27 — — —
Pain in extremity 1(3) 2(7) — —




TPO and other diseaseS(Liver cirrhosis)

74 Patients were randomly assigned
to a study group

l l Initial Treatment Phase 1 l

18 Received placebo

14 Received 30 mg
of eltrombopag

19 Received 50 mg
of eltrombopag

23 Received 75 mg
of eltrombopag

Antiviral Treatment Phase

(peginterferon +eltrombopag

or placebo)
14 Did not receive 4 Did not receive 5 Did not receive
peginterferon peginterferon peginterferon 2 Did not receive
2 For personal 1 Owing to an 2 For personal peginterferon
. reasons . adverse event . reasons | | 1Owingtolack

7 Owing to lack 2 For personal 2 Owing to lack of efficacy

of efficacy reasons of efficacy 1 For unspecified
5 For unspecified 1 For unspecified 1 For unspecified reasons

reasons reasons reasons

4 Received 10 Received 14 Received 21 Received

peginterferon

peginterferon

L

J

peginterferan

peginterferon

5 Did not complete 4 Did not complete
12 wk of peg- 12 wk of peg- 6 Did not complete
3 Did not complete interferon interferon 12 wk of peg-
12 wk of peg- therapy therapy interferon
interferon 2 Owing to an 1 Owing to an therapy
. therapy - adverse event - adverse event | .| lOwingtoan
1 Owing to lack 1 Owing to loss 1 Owing to lack adverse event
of efficacy to follow-up of efficacy 1 Owing to loss
2 For unspecified 1 For personal 1 For personal to follow-up
reasons reasons reasons 4 For unspecified
1 For unspecified 1 For unspecified reasons
reasons reasons

1 Completed 12 wk
of peginterferon therapy

5 Completed 12 wk
of peginterferon therapy

10 Completed 12 wk
of peginterferan therapy

15 Completed 12 wk
of peginterferon therapy




Table 1. Baseline Characteristics of the Patients.*

Characteristic

Age —yr
Median
Range
Sex— no. (%)
Male
Female
Race —no. (36)T
Black
Asian
White
Platelet count
Median — per mm?
Range — per mm?
20,000 to =50,000/mm* — no. (%)
=50,000 te <70,000/mm* — no. (%)
=70,000/mm? — no. (%)
HCV genotype — no. (%)
lor4
2or3
Unknown
Albumin — gfliter
Alanine aminotransferase — U liter
Aspartate aminotransferase — 1Uliter

Total bilirubin — pmeol /liter

30 mg (N=14)

56
43-74

10 (71)
4 (29)

0
0
13 (93)

59,000
34,000-94,000
5 (36)

7 (50)

2 (14)

10 (71)
4 (29)
0
35.846.8
120.6+51.4
123.3468.1
25.3£11.5

Eltrombopag
50 mg (N=19)

50
3072

12 (63)
7(37)

2 (11)
1(5)
16 (34)

52,000
26,000-66,000
7 (37)

12 (63)

0

11 (58)
8 (42)
0
33.844.9
117.8467.5
127.4467.3
25.1+14.1

75 mg (N=23)

51
38-60

19 (83)
4 (17)

1(4)
0
22 (96)

54,000
28,000-75,000
8 (35)

13 (57)

2 (9)

14 (61)
8 (35)
1(4)

36.6+5.7
117.0+69.3
128.6+104.1

24.9+16.3

Placebo (N=18)

52
41-71

11 (61)
7 (39)

1 (6)
1(g)
16 (89)

55,000
27,000-75,000
6 (33)

11 (61)
1(6)

10 (56)
7 (39)
1(6)

36.4+5.8
120.5+70.7
129.5:72.8

27.7£14.0

All (N=74)

55,000
26,000-94,000
26 (35)
43 (58)
5 (7)

45 (61)
27 (36)
2 (3)
35.7+5.7
118.8+64.2
127.5+79.2
25.7+14.4




Table 2. Median Platelet Counts at the End of the Initial Treatment Phase and the End of the Antiviral Treatment Phase.*

Variable

End of initial treatment phase

Platelet count
No. of patients with data
Median — per mm?
Range — per mm?®

Change from baseline
No. of patients with data
Median — per mm?®
Range — per mm?®

=100,000/mm?* — no. of responders/total no.
of patients who could be evaluated (%)

=200,000/mm?* — no. of responders/total no.
of patients who could be evaluated (%)

End of antiviral treatment phase
Platelet count

No. of patients with data

Median — per mm?

Range — per mm?

Change from baseline— per mm?®

Median

Range

30 mg (N=14)

11
125,000
40,000 to 214,000

12
74,000
6,000 to 155,000
9/12 (75)

3/12 (25)

2
106,000
43,000 to 164,000

31,000

-18,000 to 122,000

Eltrombopag
50 mg (N=19)

16
212,000
47,000 to 599,000

16
152,000
10,000 to 540,000
15/19 (79)

9/19 (47)

7
100,000
46,000 to 156,000

54,000
8000 to 97,000

75 mg (N=23)

22
204,000
78,000 to 527,000

22
151,000
45,000 to 473,000
20/21 (95)

11/21 (52)

8
92,000
38,000 to 245,000

31,000

-23,000 to 191,000

Placebo (N=18)

14
53,000
34,000 to 74,000

14
~3,000
~22,000 to 13,000
0/17

0/17

1
39,000
39,000 to 39,000

—-25,000
-25,000 to -25,000




Elirombopag
or Placebo Peginterferon + Elirombopag or Placebo
[ II |
500
—= - Eltrombopag, 75 mg
. 400 1 —+— Eltrombopag, 50 mg
s T — 4 - Eltrombopag, 30 mg
S — - Placebo
5 E 300+
T
- 2
e 200+ "
8 5
T Y g
= 100+ 28 o -4= -:.%,' e ety W
0T | T T T |
0 14 42 56 70 24 93 112
Initiation of Day
No. of Patients peginterferon
Placebo 18 18 18 17 14 3 3 4 2 1
Elirombopag, 30mg 14 14 14 12 11 10 10 9 7 &
Elirombopag, 50 mg 19 19 17 16 15 12 14 12 10 10
Eltrombopag, 75 mg 23 23 22 22 20 18 20 18 17 15
B
100+
P=0.001
= | |
= < 80
N E P=0.003
[ 65
oo 3
L= &0
kil 53
£ 8
SE 40 36
Y-
= By
g
=4 204
=5
&
Placebo 30 50 75




Table 3. Most Common Adverse Events during the Initial Treatment Phase and the Antiviral Treatment Phase.*
Event Eltrombopag Placebo (N=18)
30mg (N=14)  50mg(N=19) 75 mg (N=23)
number of events (percent)

Initial treatment phase
Any 11 (79) 10 (53) 13 (57) 10 (56)
Headache 5 (36) 3 (16) 4 (17) 3 (17)
Dry mouth 2 (14) 2 (11) 2 (9) 1(6)
Upper abdominal pain 2 (14) 2 (11) 0 0
Nausea 1(7) 2 (11) 1 (4) 0

Antiviral treatment phase
Any 9 (64) 13 (68) 17 (74) 3 (17)
Influenza-like illness 4 (29) 5 (26) 8 (35) 1 (6)
Fatigue 4 (29) 5 (26) 5 (22) 1(6)
Chills 0 6 (32) 2 (9) 1(6)
Headache 3 (21) 3 (16) 3 (13) 0
Arthralgia 3 (21) 1(5) 2 (9) 1(6)
Depression 2 (14) 1(5) 4 (17) 0
Myalgia 3 (21) 2 (11) 2 (9) 0
Nausea 3 (21) 3 (16) 1(4) 0
Anemia 2 (14) 2 (11) 2 (9) 0
Pyrexia 1(7) 3 (16) 2 (9) 0
Diarrhea 0 1(5) 3 (13) 1(6)
Irritability 2 (14) 0 1(4) 1(6)
Pruritus 1(7) 2 (11) 0 1(6)




74

2 =

» Erythropoietin-stimulating agents2}
Thrombopoietin-stimulating agents& AIE5I(

ASS S| UD HEN HATZASS XN

reEs L = o= =
(=) o
o= A= ER7F FEOrRALT

« Tt 0|23} cytokineQ| AIR0| 2 EHAl 7155}
B8 S5 108 k|0{0fF it




	혈소판과 적혈구의 수혈대체요법
	Anemia Toxicity Scales(Hb level)
	Comparison of risks and benefits of ESA use vs RBC transfusion
	슬라이드 번호 4
	Cancer related anemia(Non treatment related)
	Chemotherapy related anemia
	슬라이드 번호 7
	슬라이드 번호 8
	슬라이드 번호 9
	슬라이드 번호 10
	슬라이드 번호 11
	슬라이드 번호 12
	슬라이드 번호 13
	Adverse Effects of ESA
	슬라이드 번호 15
	슬라이드 번호 16
	슬라이드 번호 17
	Mechanism of activation of the TPO receptor by TPO
	슬라이드 번호 19
	Thrombopoietin-Stimulating agonist
	TPO and ITP
	슬라이드 번호 22
	슬라이드 번호 23
	슬라이드 번호 24
	슬라이드 번호 25
	TPO and other diseases(Liver cirrhosis)
	슬라이드 번호 27
	슬라이드 번호 28
	슬라이드 번호 29
	슬라이드 번호 30
	결  론

