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TakTHKa BeeHUA MAIUECHTOB C
AYTOUMMYHHOM TPOMOOLMTONECHUEH

Boinmosinuiia crynenTka 5415 rpynnsl
I'pomoBa Kcenusi AjiekceeBHa



Nanonaruyeckass TPOMOOIMTONEHHYECKAS MypIypa
WM NepBUYHAA UMMYHHast TpoMOouuTonenust (MTII) -
9TO 3a00JIeBaHUE, IPEACTABIISAIONICE COOOM
M30JIMPOBAHHYI0 MMMYHOOIOCPEIOBAHHYIO
TPOMOOILMTOIICHUIO (KOJIUYECTBO TPOMOOILIUTOB B
nepudepuueckoil kpou MeHee 100x10%/11),BO3HUKAIOIIYIO
W/WIH COXPAHSIONIYIOCS 0€3 KaKUX-JIM0O0 SIBHBIX MPUYHH,

C TEMOPPArnYE€CKUM CUHIPOMOM PA3JIUYHOU CTECIEHU
BBIPAKCHHOCTH WX 0€3 HEro.




DNMUIAEMUOJIOTUA

ocTh: 1,6-3 HOBBIX cirydaeB Ha 100 000

PacnpoctpaneHHOCTh koaeomercs oT 4,5 no 10,5 va 100 000 y
B3pOCIBIX, y aereu- 4,6 Ha 100 000.




IlaTorenes

4 MexaHu3Ma:

[ponyxkiusa ayroanturen k GPIIb/ITa u GPIb/IX
[ToBeiieHHas nectpykuusa komiuiekca AI+AT B cene3eHke
JInzuc TpomoOonmToB T-JID

HeanexBarHasi MpOAYKIIHS TPOMOOITUTOB
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Surface glycoprotein

(" ® *’ (Gpllb-lila, Gplb-IX)

Immune system cells Platelets
(APC, T cells, B cells)

Immune system dysregulation

/

] f Auto-antibody formation

Antibody mediated platelet destruction

Antibody mediated megakariopoiesis impairment

Vagner Castro. Rev Bras Hematol Hemoter. 2017 Apr-Jun;39(2):95-97.
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Zufterey A., Kapur R., Semple JW Pathogenesis and Therapeutic Mechanisms in Immune Thrombocytopenia (ITP). J Clin Med. 2017 Feb 9



Kiaaccupuxkanusa(1)

[lo nmuTeIbHOCTH TEUCHUS:

[l BmepBble nuarHOCTUPOBAHHAS C AIUTEIHFHOCTHIO JI0 3
MECSIIICB;

0 Ilepcuctupyromas (3aTsKHas) C JIUTESIBHOCTHIO OT 3 10 12
MECSIEB OT MOMEHTA TUArHOCTHUKHU;™

0 Xponudeckas ¢ JIUTEILHOCTHIO Oojiee 12 MecsIieB.

*BkiroyaeT malMeHToB, He JOCTUTIIHNX CIIOHTAHHON PEMHCCHH UK HE
MOJIACPKUBAIOIIMNX TTOJIHBIA OTBET HA TEPAITHIO



Kiaaccupukanusi(2)

Knaccuduxamus BO3:

0 I'pamamus 0 — oTCyTCTBHE KPOBOTOUYMBOCTH,

0 I'pamamus 1 — eqMHUYHBIC IETEXUH M CAUHUIHBIC
IKXUMO3BbI;

0 I'pamamus 2 — ymMepeHHas: KpOBOTOUYHUBOCTH (AU Py3HBIC
IIeTEeXUH + >2 3KXHMMO30B B 1 pernoHe (TyJOBHIIE, TOJIOBA
U 1€, BEpXHUE NI HUKHUE KOHEYHOCTH );

[0 I'pamamus 3 — BeIpakeHHAS KPOBOTOUHBOCTD
(KpOBOTOYMBOCTh CIU3UCTHIX 000JIOUEK U APYTUE BU/IBI);

0 I'pamamus 4 — u3Hypsromas KPOBOIIOTEPSI.



Kiaaccupukanusna(3)

IIo cTerneHHu TIXKECTH:

0 Jlerkas ¢popma — 6€3 TPOMOOIIUTONIEHUYECKUX
reMopparudeckux MposiBICHUN UK ¢ HUMH, HO He Jare 1
paza B roj (rpagauus O wiu 1 mo BO3);

0 Cpenneit Ts5KeCTH — BBIpaXKEHHBIM T'eMOpPparuveCcKui
CUHJIpOM 1-2 pa3a B roj1, OBICTPO KyNUPYIOIIUKCS
Tepanuei (rpaganus 2 mo BO3);

0 Tsoxenas dhopma — 3 u 6oee 000CTpeHHI B TOJ,
NPUBOAIIMX K MHBAUIMAU3AIUM NTallMeHTa (rpaganuu 3-4
o BO3).



KinHn4yeckue nmposiBJIeHUs

[ T'emopparudeckas ChbIllb
0 TpomO03b1
[ IloBbIiIeHHAS YTOMIISIEMOCTD

TleTexuun U SKXUMO3EI



/lnarnocruka
WUTII —muarno3-uckiaroucHue!

Table 2

Diagnostic recommendations (laboratory) of the ITP IWG

Basic Evaluation

Potential Usefulness

Uncertain or
Unproven Benefit

Complete blood count and
reticulocyte count

Glycoprotein-specific
antiplatelet antibody

Thrombopoietin level

Peripheral blood film

Antiphospholipid antibodies

Reticulated platelets

Quantitative immunoglobulin
level (consider in children,
recommend in children with
persistent or chronic ITP)

Thyroid function and antithyroid
antibodies

Platelet-associated 1gG

Bone marrow examination (may
be informative in patients >60
y old, with systemic symptoms,
or before splenectomy)

Pregnancy test (women of
childbearing potential)

Platelet survival study

Blood group (Rh)

Antinuclear antibodies

Bleeding time

Direct antiglobulin test

PCR for parvovirus and CMV

Serum complement

H pylori

HCV

HIV

Abbreviation: PCR, polymerase chain reaction.
Data from Provan D, Stasi R, Newland AC, et al. International consensus report on the investiga-
tion and management of primary immune thrombocytopenia. Blood 2010;115:168.
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All differentials ruled

Zainal A, Salama A, Alweis R Immune thrombocytopenic purpura. ] Community Hosp Intern Med Perspect. 2019 Feb 11;9(1):59-61




JInpdepeHuuanbHass TMATHOCTHKA

0 IlceBmoTpOoMOOIIMTOIICHUS

0 IIpunoGpereHHBIC TPOMOOIMTOIICHHUN BCIICICTBHIE ITOBBIIIICHHOMN
ACCTPYKIHH TPOMOOIINTOB

0 IIpmobpeTeHHBIC TPOMOOIIUTOIICHUH BCICACTBHIC HAPYIIICHHUS
IPOIYKIIUH TPOMOOIIUTOB

[ HacmemcTBeHHBIC TPOMOOIIMTOIICHUN



JleueHue

0 OcHoBHas (SIS - TOCTHKCHUE 0€301MacHOro
OPEeAYIPEKIAOMIET0 WM KYNHUPYIOMIET0 Te€MOPParn4eCKui
CHHAPOM YpPOBHSI TPOMOOIIUTOB, a HE KOPPEKIUS 4YHCIa
TPOMOOIIUTOB JI0 HOPMAJIbHBIX OKa3aTeICH.

[ be3omacHbIM CYHTACTCS YPOBEHb TPOMOOIIMTOB  BEIIIE
30-50x10%11, uTO 0GECHIEYNBAET HOPMAILHOE CYILECTBOBAHHE
0O0JILHOrO 0€3 CIIOHTAaHHOW KPOBOTOYMBOCTH M HE CHUKAECT
KauyeCcTBa >KM3HM TaIlUeHTA.




IloxazaHusd K Tepanuu

[ T'emopparmdeckuii CHHAPOM
0 TpomGonutonenus < 10-20,0x10°/m.

Table 4
Treatment options for ITP
First Line Second Line Third Line®
Corticosteroids Rituximab Combination chemotherapy
Prednis(ol)one Thrombopoietin Combination of first-line and
receptor agonists second-line therapies
Dexamethasone Romiplostim Campath 1H (currently withdrawn
from market)
Methylprednisolone Eltrombopag Hematopoietic stem cell transplantation
IVig Splenectomy
Anti-Rh(D) Azathioprine®
Cyclophosphamide
Danazol
Dapsone
Cyclosporine
Mycophenylate mofetil

* Considered to be treatment options supported by minimal data with the potential for inducing
significant toxicity.
® Agents that are italicized are used less commonly in the current era of ITP therapy and might be
considered third line by some clinicians.
Data from Provan D, Stasi R, Newland AC, et al. International consensus report on the investiga-
P tion and management of primary immune thrombocytopenia. Blood 2010;115:168.



IlepBas auHusi: I'KC

0 IIpegum3onon 1 Mr/kr 2 HEASIN C IOCTCIICHHBIM CHIDKCHHEM
JIO35I
0 Jexcamerason 40 mr/cyT 4 mnHs

He 6o01ee 4 Henenp

BBUI

| r/kr 2-nHeBHBIN Kypc au00 400 MI/KT S-THEBHBIN KypC

Anti-D-Ig

50 Mr/Kr. DG PEKTUBEH TOIBKO Y PE3YC-TTOI0KATEIBHBIX JTIOJIEH C
MHTAKTHOU CEJIC3EHKON.
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Zufferey A., Kapur R., Semple JW Pathogenesis and Therapeutic Mechanisms in Immune Thrombocytopenia (ITP). J Clin Med. 2017 Feb 9



Ilepexoa KO BTOPOH JIUHUH

Diagnosis of ITP,

Treatment indicated

Relapse aler
>6 months

ITP duration
>1 year
Male
ITP duration
<1 year
Female

First-line
therapy*

» Relapse with dose
reduction or in <6
months

* No response in 2-4
weeks

* Poor toleranca/QOL

.

¥ patveny predors and &
st for surgery:

* No response

Second-line
therapy
Cansider combination
N No treatments
* No response Switch to alternate . response
TPO-RA .

Q * Poor tolerance TPO-RA * Poor lolerance
3 Rituximab

Splenactomy * Relapse
Consider combination
treatments
TPO-RA * No response Switch to alternate : :k) response
* Poor tolerance TPO-RA * Poor tolerance N patant prefers and i
¥ ol for sugery
1 and ITP duration >T yea
Splenactonry
+ No responsa
Rituximab ey
* Poor tolerance

Adam Cuker. Transitioning patients with immune thrombocytopenia to second-line therapy: Challenges

and best practices. Am J Hematol. 2018 Jun; 93(6): 816-823.



Aronuctsl TIIO-penenTopos

[ Pomummoctum-2-10 Mr/kr 1 pas3/Hen IOAKOKHO
0 Dnrpombomnar-50 Mr exxeIHEBHO

[ToCTOSIHHBIN pHEM IJIs MOAACPKAHMS KOJIUUECTBA TPOMOOIIMTOB
Ha YpPOBHE, NPO(PUIAKTUPYIOIIEM KPOBOTOUNBOCTD

Purykcumad

375 Mr / M2 eXeHENEIbHO B TeUeHUE 4 HEIETD
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Zufferey A., Kapur R., Semple JW Pathogenesis and Therapeutic Mechanisms in Immune Thrombocytopenia (ITP). J Clin Med. 2017 Feb 9
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Rui Liao, Pei-Yuan Tang. Plateletcount on preoperative day 1 predicts the longterm responses to laparoscopicsplenectomy for patients with medically
refractory idiopathic thrombocytopenic purpura. BMC Surg. 2018; 18: 108
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Rui Liao, Pei-Yuan Tang. Plateletcount on preoperative day 1 predicts the longterm responses to laparoscopicsplenectomy for patients with medically
refractory idiopathic thrombocytopenic purpura. BMC Surg. 2018; 18: 108
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Table 5

Treatment options for refractory ITP

Medication

Approximate Response Rate Major Toxicities

Azathioprine 1-2 mg/kg
(maximum 150 mg/d)

Up to two-thirds, 40% in
anecdotal reports

Infrequent and mild:
weakness, sweating,
transaminitis, severe
neutropenia, pancreatitis

Cyclosporine A 5 mg/kg/d for
6 d then 2.5-3.0 mg/kg/d
(titrate to blood levels of
100-200 ng/mL)

Dose dependent, up to
50%-80% in small series

Moderate but transient in
most patients: increased
creatinine, hypertension,
fatigue, paresthesias,
myalgia, gingival
hyperplasia, dyspepsia,
hypertrichosis, tremor

Danazol 200 mg 2-4 times
daily

67% CR or PR, 40% in
anecdotal reports

Frequent: transaminitis, acne,
hirsutism, increased
cholesterol, amenorrhea

Cyclophosphamide 1-2 mg/kg 24 %-85% Usually mild to moderate:
orally daily for at least 16 neutropenia, DVT, nausea
wk, or IV 0.3-1 gm/m? for
1-3 doses every 2-4 wk

Dapsone 75-100 mg Up to 50% Infrequent and reversible:

anorexia, nausea,
abdominal distention,
methemoglobinuria,
hemolytic anemia in G6PD
deficiency

Severe: skin rash, requires
discontinuation

Vinca alkaloids:

Vincristine: 1-2 mg weekly-
total 6 mg

Vinblastine: 10 mg weekly,
total 30 mg

Highly variable, 10%-75%

Neuropathy, particularly in
elderly,

Neutropenia, fever

Thrombophlebitis at infusion
site

Abbreviations: CR, complete remission; PR, partial remission.
Data from Provan D, Stasi R, Newland AC, et al. International consensus report on the investiga-
tion and management of primary immune thrombocytopenia. Blood 2010;115:168.



Table 4

Treatment options for ITP
First Line Second Line Third Line®
Corticosteroids Rituximab Combination chemotherapy
Prednis(ol)one Thrombopoietin Combination of first-line and
receptor agonists second-line therapies
Dexamethasone Romiplostim Campath 1H (currently withdrawn

from market)

Methylprednisolone Eltrombopag Hematopoietic stem cell transplantation
Vig Splenectomy
Anti-Rh(D) Azathioprine®
Cyclophosphamide
Danazol
Dapsone

Cyclosporine

Mycophenylate mofetil

® Considered to be treatment options supported by minimal data with the potential for inducing

significant toxicity.

D Agents that are italicized are used less commonly in the current era of ITP therapy and might be
considered third line by some clinicians.

Data from Provan D, Stasi R, Newland AC, et al. International consensus report on the investiga-
tion and management of primary immune thrombocytopenia. Blood 2010;115:168.




Platelet count > 30 x 10%/L,
no bleeding, no impaired HRQol

1 thrombocytopenia

A 4

Watch & Wait

Platelet count < 30 x 10%/L,
or bleeding, or impaired HRQol

v

Platelet count < 30 x 10°/L, &
or bleeding, or impaired HRQoL

ITP < 12 months

(spontaneous remission possible)

TRA:
- Eltrombopag 50 mg/d p.o.
Romiplostim 1-10 ug/kg s.c. weekly

or Rituximab (off label)

A 4

Platelet count < 30 x 105/L,
or bleeding, or impaired HRQoL

v

Splenectomy

Treat
Dexamethasone 40 mg/d d1-4
p.0.*

Add Ivig (1g/kg for 1-2 days), if
more rapid platelet count
response needed

Consider platelet transfusion
in severe bleeding

!

ITP > 12 months

(spontaneous remission less likely)

Platelet count > 30 x 10%/L,
no bleeding, no impaired HRQolL

Splenectomy

Observation, no additional treatment

In case of contraindication or patient’s
preference

TRA:
Eltrombopag 50 mg/d p.o.
- Romiplostim 1-10 ug/kg s.c. weekly

or Rituximab {(off label)

v

Platelet count < 30 x 10%/L,

A 4

or bleeding, or impaired HRQolL

Next-line treatment depending on second-line agent and
patient's preference:

Splenectomy

TRA

Rituximab (off-label)

Other immunsuppression (e.g., MMF, CsA, AZA..)

Consider combination treatment, e.g. TRA + immunosuppression
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HUTII u 0epeMeHHOCTH

3-5% ciy4daeB CBA3aHHOW C OEPEMEHHOCTBIO TPOMOOIIUTOTIEHU T
Bcerpeuaercs B 50 pa3 pexe, ueM ciydaiHas TPOMOOIUTONCHUS
Haubonee yacrtas npuurHa W30JIMPOBAHHON TPOMOOIIUTOIICHUH B
IIEPBOM TPUMECTPE

Y oepemennbix ¢ UTII B aHaMHE3€ MOKET Pa3BUBATHCS PEIUJINB
1A 000CTPEHHE 3a00ICBAHUSA

Koncynpranus remMarosiora npu yposse Tr<80x10°/n
Heo0xoauMo UCKITIOYUTh:TeCTallMOHHAs TPOMOOIIMTOIICHNSI,
npeskmicusi, HELLP-cunapom, [IBC, ADC

[lokazanus K HA3HAYECHUIO JICYCHUS: TEMOPPArNYECCKUN CUHIPOM,
Tr<20-30,0x10°/1



| 1 2 TpuMecCTpHI:

0 IIpegunzonon 10-20 Mr (HexkenarenbHO 10 16 Henenn)
0 BBUI 400 mr/kr
0 ChonenskroMus

3 TpuUMeCTp:
0 Kypc npeaauzonona (60Mr-50Mr. ...-SMr-orMeHa)

[0 BBWUI 2 r/kr 2-5 BBENCHUI

He mazgauare A-TIIO u imurocraruku!




HeotitoxkHast Tepanus

Tepanus HanmpaBiieHa HA MAKCUMAJIbHO OBICTPOE YBEIIMUCHHE
KOJINYECTBA TPOMOOILIMTOB:

[0 KomOunamusa 'KC u BBUT

0 IlepenmuBanue TpomOonuTapHoi maccel (+BBUI)

[0 Conenskromus



Crnacu6o 3a BauMmanue!



