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Background. Thrombocytopenia per se is one of the hematological diseases, which demands the repeated thrombocytes infusion. The last tendencies in the
management of this disease show the enhanced amount of the necessary thrombocytes doses for treatment and the worldwide trend for the declining of
donors. Considerably to these facts the new approaches for the thrombocytopenia treatment have been organized within last two decades. One of them is the
finding of the safe, appropriate and effective growth factor for platelets, which could significantly improve the level of thrombocytes.

The article describes the case of refractory ITP management in pregnancy. ITP diagnosed at 26 weeks of gestation, the platelet number at the time of diag-
nostics 20000. The other bone marrow disorders excluded by bone marrow biopsy. The in-patient of the High Risk Pregnancy Department (Obstetric Issues
of the Extragenital Pathology) from the 28 weeks of pregnancy. Modern approaches for treatment of ITP was describe in the article. Pregnant received ther-
apy according to the latest guidelines. Delivery in term of 33-34 weeks. Integrated treatment of thrombocytopenia.

Conclusions. The refractory ITP is a rare disease and could be occasionally seen during pregnancy, but the hemorrhagic complications could be extremely
harmful for both mother and child and demand the preterm pregnancy termination. The management of refractory ITP during pregnancy should be performed
according to the International recommendations for the thrombocytopenia treatment with all the reserve of the medications. The positive result of the ITP man-
agement and perinatal and obstetric outcomes has been achieved through the use of the entire arsenal of drugs, correct tactics of delivery with hemorrhage
prevention be using the 4 T strategy and the adequate doses of the tranexamic acid (sangera) and rhTPO (Emaplug) (Yuriya-Farm, Ukraine). It was the first

implementation of the subcutaneous rhTPO in parturient with refractory ITP in Ukraine.
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Immune thrombocytopenia (ITP) per se is one of the
hematological diseases, which demands the repeated
thrombocytes infusion. The last tendencies in the manage-
ment of this disease show the enhanced amount of the neces-
sary thrombocytes doses for treatment and the worldwide
trend for the declining of donors [1,3].

Considerably to these facts the new approaches for the
thrombocytopenia treatment have been organized within last
two decades. One of them is the finding of the safe, appropri-
ate and effective growth factor for platelets, which could sig-
nificantly improve the level of thrombocytes [1,2,3].

The thrombopoietin (TPO), the c-Mpl ligand, the pri-
mary natural regulator for megakaryocyte and platelets

Table 1
The main consequent approaches
for ITP management in pregnancy

development was purified in 1994, and since that two recom-
binant forms rh (TPO) and pegylated recombinant human
megakaryocyte  growth —and  development factor
(PEG-rHuMGDF) have passed through the clinical investi-
gation [1,4].

The efficacy of both of them have been proved in different
hematological protocols, but showed no benefit in stem cells
transplantation and in leukemia chemotherapy [3,4].

There are some serious cautions for platelet infusion
therapy (PIT) in pregnancy. We do consider two main proto-
cols for PIT in gestation and postpartum period: acute
(after bleedings, PPH, postoperative blood loss) and repeated
(in patients with comorbidities- leukemia, SLE, ITP, TTP,

Table 2
Platelet infusion therapy and rhTPO use in treatment
of thrombocytopenia during pregnancy

First line therapy
Initial response Peak response Level of evidence
Oral corticosteroids 2-14 days 4-28 days CD
Intravenous 1-3 days 27 days C

immunoglobulins

Second line therapy (for refractory ITP)

Combined corticosteroids and intravenous immunoglobulins

Splenectomy (second trimester)

Third line therapy

Relatively Anti-D immunoglobulin C

contraindicated Azathioprine D
Not recommended, Cyclosporine A(C)

but use in pregnancy Dapsone C

described Thrombopoietin receptor agonists C

Campath-1H C

Rituximab C

Contraindicated Mycophenolate mofetil C

Cyclophosphamide C

Vinca alkaloids D

Danazol X

Platelet [rhTPO
infusion
therapy
Pregnancy Gestational thrombocytopenia
specific HELLP syndrome + n.s.
causes
AFLP + n.s.
Severe preeclampsia + n.s.
Non- pregnancy Primary ITP + +
specific causes Secondary ITP + +
and TTP/HUS + n.s.
. von Willebrand disease type IIB + n.s.
thrombocytopenia _
associated Systemic lupus erythematosus + n.s.
with systemic Antiphospholipid syndrome
disorders — -
Viral infections
Drug induced thrombocytopenia
Bone marrow disorders + +
Splenic sequestration + +
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Table 3

The management of refractory ITP in pregnancy

Week of gestation Line of therapy Dosage Platelets level Hemorrhagic signs
28 1 line prednisone of 1mg/kg daily 20000 -
29 1 line IVig 1 g/kg 5000
30 2 line Combined corticosteroids and intravenous 5000-12000-5000

immunoglubulins
31 2line Combined corticosteroids and intravenous 3000-5000 +
immunoglubulins
rh TPO (revolade)
Tranexamic acid infusions (sangera)
32 2line thTPO (revolade) 2000-single platelets in blood +
Tranexamic acid infusions (sangera) smear
33 2 line thTPO (revolade) Single platelets +
Azathioprine in blood smear
Pregnancy termination — elective caesarean section (female 2300 g, 44 sm)
Prophylactics of hemorrhage (total blood loss 700,0 ml)
Tonus Tissue Thrombin Trauma

Carbetocin after the cord clamping | Argon-plasma coagulator

Platelets infusion — 4 doses of afferent PIT
Octaplex (according to weight in kg)
Octagam (according to weight in kg)

Erythrocytes infusion

Low segment incision
Extraction of child in the intact amniotic membranes

Postpartum period

Therapy Platelets level

Hemorrhagic signs

PIT +sangera Single in blood smear

Pulse -therapy +sangera Single in blood smear

Single in blood smear- absent
in blood smear-30000

Emaplug s.c. (300 units/kg)+sangera
Rituximab (1 per week)

¥

No major bleeding from the wound by caesarean section performed
+

No major bleeding from the wound by caesarean section performed

HUS etc.). In the second situation we have to consider the
possible refractoriness and alloimmunization and in both sit-
uations we have to assume the possibility of the transmission
of the infectious agents (viruses of hepatitis B,C, HIV) and, of
course, the transfusion reactions. There is one more important
factor for the limitation of platelet infusion - the limited sup-
ply of the products and significantly high cost of them. The
main consequent approaches for ITP management in preg-
nancy are represented in the table 1.

In the table 2 we represent the data concerning the PIT
and thTPO usage in pregnancy and postpartum.

The case of refractory ITP management in pregnancy.

Patient Ch., 25 years of age, diagnosed for ITP at 26
weeks of gestation, the platelet number at the time of diag-
nostics 20000. The other bone marrow disorders excluded
by bone marrow biopsy. The in-patient of the High Risk
Pregnancy Department (Obstetric Issues of the
Extragenital Pathology) from the 28 weeks of pregnancy.
The therapy on the regional level started by oral corticos-
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CoBpeMeHHble Noaxoabl K fieyeHuio pedpakTepHoil UMYHHO TPOMGOLMTONEHUN NpU 6epeMeHHOCTH

[Hasbigosa 10.", JlnmaHckas A.', KnumeHko C.%, Mokpuk A.', Byrenko J1.1, OropogHuk A.'

'TY «MHCTUTYT NneguaTpun, akyLuepcTsa U rmHeKonornn HaumoHanbHoOM akageMmm MeauuUmMHCKNX Hayk YKpanHbl»

2TY «YKpauHCKUIA LEHTP pagmaLlnoHHON MegmumHbl HaumoHanbsHOoM akagemMmm MeanumMHCKUX HayK YKpanHbl»

AKTYyanbHOCTb. VIMMYHHas TPOMOOLMTONEHUS SABNIAETCA remMaTonorm4yeckum 3abonesaHnuem, KOTopoe TpebyeT MOBTOPHbIX MHADY3MIA TPOMOBOLMTOB. lMocnes-
HUEe TEHAEHUUN B MEHeKMEHTe [aHHOro 3a60/1eBaHNA CBUAETENIbCTBYIOT 0 60NbLIOM KONNYECTBE HEOOX0AUMbIX 403 TPOMOOLMTOB An1a nedequs UTM. B
CBA3M C 3TUM B TEYEHNE NOCNeSHNX ABYX AECATUNETUI ONpeaesieHbl HOBbIe NOAX0MbI K feHeHnto TpomboLmToneHnin. OQHUM N3 HUX ABASETCA NOUCK 6e30-
NacHoro 1 3 eKTUBHOro hakTopa pocTa TPOMOOLMTOB, KOTOPbIA MOXET NPUBECTU K 3HAYUTENLHOMY POCTY KONNYeCTBA TPOMOOLUTOB.

B cTatbe onucaH KNMHUYEeCKUin cnyvan BefieHns 6epeMeHHOl C BNepBble BO3HUKLUEH UMMYHHON TPOMOOLMTONEHNEN BO BPeMs 6epeMeHHOCTU. Y 6epemMeH-
HOIA, B CPOKe 26 Hefenb, AnarHocTuposaHa UTM. Ha MOMEHT NoCcTynneHus B KMHUKY ypoBeHb Tpom6oLmMToB coctasun 20000. MyTtem npoBeaeHus Guoncum
KOCTHOr0 MO3ra UCKItoYeHa apyras naronorus. Ha MOMeHT NoCTyrn/eHne B OTAENEHNE akyLLIepCKUX NPO6eM 3KCTpareHUTanbHON NaTonoruy Cpok 6epeMeH-
HOCTW cocTaBun 28 Hedenb. bepemeHHas nosyyana Tepanuio COrnacHo HOBEMLWUM pekoMeHaaumam. Pogopaspeluerine B cpoke 33—-34 Hegenu. Mocne pogo-
paspeLleHns NpoBeAeHa KOMM/IeKCHas Tepanus TpOMOOLMTONEHNN.

BbiBoAbl. PedppakTepHas UMMYHHAA TPOMOOLMUTONEHUS SIBNSACTCS PEAKUM 326051eBAHUEM U MOXKET ObITb «Cly4aiHOW HAXOLKOW>» BO BPeMS 6EPEMEHHOCTH,
HO remopparu4eckie OCrI0XHeHUs MOTYT HEeCTU yrpo3y Kak Ans marepu Tak u gns nnofa. MeHeKMeHT pedopaktepHon UTI JoMmKeH OCYLLeCTBAATLCA
cornacHo MexayHapoAHbIM PEKOMEHAALMAM C UCNONb30BaHNEM BCeX AOCTYMHbIX Npenapatos. MonoXuTensHoro pedynsrata MeHemxmenta UTI Bo Bpemst
6epeMeHHOCTU yaanoch 406UTbCs 6arofaps UCnoNb30BaHNA WMPOKOro apceHana npenaparos, NPaBUIbHON TAKTUKK POJOPA3PeLLeHns U NpodhunakTuke
KpoBOTe4eHUs. Bkntovarowlei B cebs 4 T cTpaTernio 1 afekBaTHble J03bl TPAHEKCaMOBOI KucnoTbl (sangera) u rhTPO (Emaplug) (HOpus-®apm, YkpanHa).
370 6bIN NEPBbIA ONbIT NPUMEHEHUs NOAKOXHONM rhTPO y poxenny, ¢ pedpaktepHoii UTM B Ykpauxe.

KntoueBble cnosa: UMMyHHasi TDOMOOLUTONEHNS, 6ePeMEHHOCTb, nedenne UTI, amannar, caHrepa.

CyuacHi nigxoau Ao nikyBaHHs pedpakTepHol iMyHHOT TPOMOOLMTONEHIT NPY BariTHOCTI

JAasugosa 0. ', JlimaHceka A. ', Knimerko C. 2, Mokpuk O. ', Bytetko J1. ', OropogHuk A. '

' OY «lHCTUTYT NepjaTpii, akywepcTsa i riHekonorii HauioHanbHOi akagemii MeanyHmnx Hayk YKpaiHu»

2 1Y «YkpaiHCbKMIA LLeHTP pagiauinHoi MmegnumHn HauioHanbHOi akagemii MeanyHmnx Hayk YkpaiHu»

AKTyanbHicTb. IMyHHA TPOMOOLMTONEHIS € reMaTOMONYHAM 3aXBOPIOBAHHAM, SIKE BUMarae noBTOPHUX TPOMOOiHMY3iit. OCTaHHI TeHAEHUi B MeHeKMEHT
[IAHOT0 3aXBOPIOBAHHS CBiYaTb NP0 BEUKY KiNbKICTb HEOOXIAHNX 403 TPOMOOLMTIB AN15 NiKyBaHHA ITM. Y 3B'A3Ky 3 LUM NPOTArOM OCTaHHIX JBOX AECATUNITL
BIU3HA4YeHi HOBI Nigxoau A0 NiKyBaHHA Tpom6ouuToneHii. OQHUM 3 HUX € NOLYK 6e3ne4HOro i epekTMBHOrO (haktopa pocTy TPOMOOLMTIB, SKUA MOXeE
MPUBECTN [0 3HAYHOTO 3POCTAHHS KiflbKOCTi TPOMOOLNTIB.

Y cTarTi OnucaHuin KNiHiYHWIA BUNAJOK BEEHHA BAriTHOI 3 TDOMOOLIMTONEHIEID, L0 BNepLUe BUABMEHA Nif Yac BariTHOCTI. Y BariTHOI, B TEPMiHi 26 TUXKHIB,
niarHocToBaHa ITI. Ha MOMEHT HaaXx0[MKeHHS B KNiHiky piBeHb Tpom6oumTie cknas 20000. LLnsxom npoBeaeHHs 6i0NCii KICTKOBOro MO3KY BUKJTHOYEHA iHLLA
reMartonoriyHa natonoris. Ha MOMEHT HaAX0KEeHHS [0 BiALiNIeHHA aKyLLepCbKMX NPo6IeM eKCTpareHiTaibHOi NaTonorii TepMiH BariTHOCTi CKaB 28 TUXXHIB.
BaritHa oTpumyBana Tepanito BifMOBIAHO 40 HOBITHIX MDKHAPOAHWUX peKOMeHJauiil. Po3pomkeHHs B TepMiHi 33-34 TuxkHi. icns po3popkeHHs NpoBefeHa
KOMMJIEKCHa Tepanisi TPOMOOLMTOMNEHII.

BucHoBku. PedopaktepHa iMyHHa TPOMOOLIMTONEHISA € PiAKICHUM 3aXBOPIOBAHHAM i MOXe OyTI «BUNALAKOBOK 3HAXIAKOK» Nif Yac BariTHOCT, ane remopariyHi
YCKNaAHEHHS MOXYTb HECTI 3arpo3dy K Ans matepi Tak i Ans nnoga. MeHeKMeHT pecpakTepHoi ITI noBUHEH 34iliCHIOBATMCA BiANOBIAHO A0 MiXXKHApOAHUX
peKkoMeHJaLiin 3 BUKOPUCTAHHAM BCiX JOCTYMHUX npenaparis. [103UTUBHOIO pe3ynstaty MeHekMeHTy ITI nig 4ac BariTHOCTI BAANOCS LOMOITUACS 3aBASKN
BUKOPWUCTAHHIO LLIMPOKOr0 apceHany npenaparis, NpaBubHOI TAKTUKM PO3POKEHHS | NPOMIiNakTuLi KpOBOTeYI, LU0 BK/HOYaE B cebe 4 T cTparterito i afekBarHi
11031 TpaHekcamoBoil Kucnotn (sangera) i rhTPO (Emaplug) (tOpis-®apm, Ykpaina). Lie 6ys neplumit 4ocBif 3actocyBaHHs nigwkipHoi rhTPO y nopogink 3
pedhpakTepHoto ITI B YkpaiHi.

Knto4oBi cnosa: imyHHa TPOMOOLMTOMNEHIS, BariTHICTb, JIIKyBaHHA iIMYHHOI TPOMOOLMTONEHII, emannar, caHrepa.
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