T

NEPIETXEIPHTIKH AIMATOAOTIA

Xelpoupylkoc acOevnc Kal TOCOTIKN N
TLOLOTIKN dlatapayxn Twv OLUOTETAALWV



T oo

) TRUSTYOUR
S INSTINGTS?

q?‘M Oomucled Toosh




Moocotikn dratopayn Twv
OLLROTIETAA LWV

ALOQPOPETIKN QVTLUETWITLON
avaAoywc UE TO AiTLO TNC
UpoubBoreviac
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* [uvaika 62 etwv voonAsvetal yioo OMA kal
nNUEPA +22 pETA amO oxnpo £dpodovu
napouolalel wkova ofelac okwAnkoeslditidac
KoL Xpelaletol E€MELyoUuoQ YELPOUPYLKN
emepfoon

* PLT npoeyyxepntika 35 x 103/ulL

* KO xpovolmnnénc

Opoppomnevia Aoyw avemapkoUc napaywynes: Amhooia / Yrnolaola - MuslokataotoAn/XMO




* MpodPUAAKTLKN METAYYLON
OLUOTIETAALWY TIPLV ATIO XELPOUPYLKN
emepfaon omaviwc evOeikvuTal OTAV
PLT>100x103/uL evw ocuvROwg
gvéeikvutatl gav <50x103/ulL

 Eav PLT 50-100x103/pL n anodaon Oa BacloOsL:

v'Ektaon tng eyxeipnong — tpal Latog

v Auvatotnta eEAEYXOU TNC ALLOPPAYLAC LE TOTILKA LETPA

v Taxutnta A Kiveuvog Tne oLpLoppayiog

v Napouoia AELTOUPYLKAC Statapaxnic N dlatopaywv
XPOVWV TtNENG



Aoon PLT ava ocuvedpia petayyionc

e 3x10'/ulL (1 aokog SDP 1 5-8 RDP)

AOZH PLT (x10') = PIx BV x 1.5/100

Pl = >t1ox0C avénong PLT
BV = Oykoc¢ aipato¢ acBevoug
(BSA oe m?x 2.5 2B og Kg x 0.8)
1.5 = JuvteAeotnc S10pBwoNC yLa Tov OTIANVIKO EYKAWPRLOUO



AocBevnc - 2

fuvaika 31 eTwv
Awayvwon ITP 18 pnvec mpv
AgvutepomnaBn aitio €xouv AMOKAELOTEL

PLT unto KOPTLKOOTEPOELON
35 x103/uL

Mpostolpaoia yia Aanopook
OTMANVEKTOMN

0/7". N AT

Autoavoon Bpoppormevia - ITP




Patient with ITP submitted to aparoscopic splenectomy

PLT 2 50,000/mm? ‘ PLT < 50,000/mm? \

e — e l
—==—__ Refer to hematologist to intensify treatment ==
PLT 2 50,000/mm’ PLT 20,000~50,000/mm’ PLT < 20,000/mm’*
v l :

Laparoscopic splenectomy with
postoperative PLT transfusion in cases
who do not respond to splenectomy

Laparoscopic splenectomy
without PLT transfusion

Laparoscopic splenectomy with
intraoperative PLT transfusion

Figure 1. Decision-making algorithm in patients with TP who underwent laparoscopic splenectomy

Zychowitz A. et al Videosurgery Miniinv 2018 Laparoscopic splenectomy in patients with ITP and very low PLT count



ALEYXELPNTIKN OQLpOpPOYiO KOl OLVAYKN

s
HETOAYYLOEWV
AplOuog | PLT npo- Eidog AnwAsia | Metayyioeilg
acBevwyv | eyxelpntikad | eméuBaong | aipoato¢ | atponetaAiwv
(6uapeon)

Zychowith g <20 A2 144 55% 9%
et al. 2018

46 20-50 A2 144 17% 9%

139 250 AZ 83 <1% 11.5%
Vecchioet 20 <20 A2 40 30% (1 unit SDP) 0%
al 2005

20 <20 80 100% (45% 2 0%

unit)

Wuetal 10 <10 A2 44 20% 0%
2011
Keidaret 12 <20 A2 ? 42% 25%
al 2005

18 20-50 A2 ? 11% 0%

80 >50 N2 ? 4% 10%



2ToxOocC : PLT > 50x103/uL

Av UTTOPYEL XpOVOC YLa TIPOETOLLa LA
7-15 NUEPEC PO XELPOUPYEIOU

OEPATMEVTIKEC EMAOYEC

v AUENon KopTiKoOoTEPOELOWV
v'IVIg (4-7 nuépec ripo xelpoupyeiou)
v'TPO-RAs (7-15 nuépec po xelpoupysiou)



O poAoc twv TPO-RAS TPOEYXELPNTLKA
_ﬂ

AplOuoc aocBsvwv
Awapeon Stapkela 86.5 87 84 NS
Oepanciog (NUEPEC)

| Avtanokpon (%) 77.4% 79.2% 71.4% NS
NapAdAAnAn Oepaneia 61.3% 70.8% 28.6% 0.04
(koptikootepoedn/1Vig)
Atdpeon T PLT 114 114 133.5 NS

Mpo-eyXelpNTIKA

*** Aapeon T avranokplong 7 nUEPES (1-36 NUEPEG)

Zaja et al. Am J Hematol 2016: TPO-RAs for preparing adults patients with ITP to splenectomy — GINEMA Study



Opopuomevia KAl NIATIKA VOCGOC
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* AoBevnc 58 etwv ue xpovia nrotitidba B
nipemnel va uTtoBAnBei og Bloia Natoc

* ExeL Lotopko BpouBwonc muAaiac pAEBaC Ko
ouvod0O omAnvopueyaliia

e PLT 35 x 103/pL



ALLOpPAYLKOG Kivouvoc
Aoyw OpopPoneviog

Metayyion i aAAn aywyn
Néa omAayyvikn Opoppwon
. "AAA O OpopBwTIKO EMELSOS10 \

Noipwén amo petayywon PLT
—Avantuén a\<toxr']g O€E METAYYL

PLT




MAYO study — 6613 Bioyiec nnaroc

AplOpocg AlpomnetaAiwy Alpoppayia
(N acBevwv)

>50 x 103/ulL NAI: 31

OXl: 6449 0.04
<50 x 103/uL NAI: 2

OXl: 90

Boyum JH et al. Mayo Clin Proc. 2016:
Incidence and Risk Factors for Adverse Events Related to Image-Guided Liver Biopsy



FDA - Approved
21-05-2018

Mo Bepaneio acOevwyv pe
XPOVLO NTTATLKH) VOOO Kol
OpopBornevia npv and
XELPOUPYLKEC EMEUPACELC

EMA — Altnua tpog €ykplon

o=

g

K
D@

TPO-RAs

FDA/EMA £€ykplon Hovo yla

v TP

v' ATAQLOTLKN) avoipio

v' Xpovia nriatitida C ko
Bpoppormevia nou
gunodilel aywyn pe IFN

Off-label o€ aoBeveig pe
Nmatikn voco
TIPOEYXELPNTLIKA

~
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Avatrombopag Eltrombopag Lusutrombopag

FDA - Approved

31-07-2018

Mo Bepaneio acOevwv pe
XPOVLO NTTATLKN) VOOO Kol
OpopBornevia npv and
XELPOUPYLKEG EMEUPACELC

EMA — Altnpa tpog €ykplon




ELEVATE Study

220-
2004
180
160
140
120
100-

80-

60-

404

Median Platelet Count (x10-3/mm3)

20

Treatment period Procedure

Eltrombopag

Placebo

No. with Available Data
Placebo
Eltrombopag

Screening

147
144

|
8 15 16-19 7

| |

1 14 21 30
L J |
Study Days Days of Follow-up
145 139 132 50 128 116 120 125
141 134 131 49 125 125 117 127

Afdhal et al. NEJM 2012: Eltrombopag before procedures in patients with Cirrhosis and Thrombocytopenia




ELEVATE Study

Table 2. Adverse Events Occurring in at Least 32 of Patients in Either Study
Group.=
Placebo ElRrombopag
Event (N =145) (N=143)
no. of patients with event (2¢)
Any 85 (59) 79 (55)
Headache 6 (4) 11 (8)
Pyrexia 10 (7) 2 (6)
Abdominal pain 7 (5) 7 (5)
Diarrhea 5 (3) 7 (5)
Nausea 7 (5) 7 (5)
International normalized ratio increased 3 (2) 6 (4)
Anemia 1 (1) 5 (3)
Epistaxis 3 (2) 5 (3)
Peripheral edema 3 (2) 5 (3)
Pyuria 1 (1) 5 (3)
Ascites 4 (3) 4 (3)
Portal-vein or splanchnic-vein thrombosis 1 (1) 6 (4)
—wvormiting T S ¢ 5 B
Cataract 5 (3) 3 (2)
Hepatic encephalopathy 7 (5) 4 (3)
Upper abdominal pain 5 (3) 2 (1)
Urinary tract infection s (3) 2 (1)
Hematuria 4 (3) 1 (1)
Dizziness 4 (3) o

* Patients could have more than one adverse event.

Afdhal et al. NEJM 2012: Eltrombopag before procedures in patients with Cirrhosis and Thrombocytopenia



Proportion of Patients Who Did NotRequire
Platelet Transfusion or Any Rescue Procedure

forBleedingin Phase 3 Clinical Trials
Baseline Platelet Count Baseline Platelet Count
100 - <40 x 109/L 4010 <50 x 109/L
P<.0001 P<.0001
I LI | 1
80 - [l Avatrombopag| (KA 88%
P<.0001  P=.0006 |[]Placebo
A I i 1
X 69%
< A 66%
7 60
c
o
E s 38%
35% 33%
20 [23%
413 J;'b‘ L ‘
w\y A" Ji0} J ST 1 e “ S 0~ ADAPTA  ADAPT2 Study ~ ADAPT-1 ADAPT-2
rombopo:e G 'torAgomst ‘
Gastroenterology

Terrault N et al. Gastroenetrology 2018:
Avantrombopag before procedures reduced need for PLT transfusion in patients with CLD and Thrombocytopenia



Mowotikn dratapayn ALHOMETAALWYV

ANYn avtlaUoOnETAALOKWY



OpopuBwon Alpoppayia
Alpoppayia A Opoppwon

Q
OpopBwon r

Kap8LoASGYOC ALpatoAoyog Xewpoupyog AvaloOnoloAoyog

LLoppayio




AQYnN oVTLOLLOTIETAALOK WV
* MpEMEL va YIVEL SLOKOTI) TPOEYXELPNTIKA;;;
— AV val, TOOEC UEPEC TIOLV;,;

* MpEMEL va YIVEL EPYOOTNPLOKOC EAEYXOC
AELTOUPYLKOTNTOC ALUOTIETAALWY;;;



AVTLOLHOTIETAALOKA OKEUOLOHOTO OLTTO TOU

OTOMOTOG
Yriodoxeag - 2TOX0G COX-1/ COX2 ADP ADP ADP
BaBUOC KATaoTOANC XapunAocg Evélapeooc YynAog YynAog
BlodlaBeoipotnta 70% 50% 80% 36%
Yuvdeon pe PLT Mn avtiotpent) Mn aviotpenty Mn avtlotpenty AVTIOTPENTH)
Evapén dpaong 1-2 h 2-4 h 30min 30min
AnoteAeopatikotnta  YYnAn XapunAn/ XapunAn Kapta /
petayyloswv PLT Evéiapeon XapnAn
Alokortn) Tpo Zuvnowcg oxL > 5 NUEPEC > 7 NUEPEC > 3 NUEPEC
XELPOUPYELOU
Alpoppayia ermi pn XapunAn/ Evéiapeon YynAn YynAn

SLaKOTIAG Evéiapeon



AocBevnc - 1

* AoBevnc 60 etwv ipemel va utoBAnBel oe
XOAOKUGTEKTOMN

e AapBavel xapnAn 6oon acmipivnc yia
nPwTtoyevn tpoduAaén Aoyw ZA Kot
OLKOYEVOUC UTIEPXOANOTEPLVALULOG

* [lpEnel va yivel dltakomn aomnipivng Kol
TOTE;;;




Kapdiayysrtakoc kivouvoc

Table 3 Surgical risk estimate according to type of surgery or intervention®®

Low-risk: <1%

* Superficial surgery

* Breast

* Dental

+ Endocrine: thyroid

* Eye

* Reconstructive

* Carotid asymptomatic (CEA or CAS)

* Gynaecology: minor

* Orthopaedic: minor (meniscectomy)

* Urological: minor (transurethral resection
of the prostate)

Intermediate-risk: 1-5%

High-risk: >5%

* Intraperitoneal: splenectomy, hiatal hernia
repair, cholecxstectomz

* Carotid symptomatic (CEA or CAS)

* Peripheral arterial angioplasty

* Endovascular aneurysm repair

* Head and neck surgery

* Neurological or orthopaedic: major (hip
and spine surgery)

* Urological or gynaecological: major

* Renal transplant

* Intra-thoracic: non-major

CAS, carotid artery stenting; CEA, carotid endarterectomy. *Surgical risk estimate is a broad approximation of 30-day risk of cardiovascular death and myocardial i
that takes into account only the specific surgical intervention without considering the patient's comorbidities. °Adapted from Glance et al."

Eur J Anaesthesiol 2014: 2014 ESC/ESA Guidelines on cardiac-surgery —Cardiovascular assessment and management



Risk of a Low to moderate High cardiovascular risk | Very high cardiovascular

cardiovascular cardiovascular risk ACS >12 months preop risk
event PCI/DES >6 months preop ACS <12 months preop
PCI/BMS >1 month preop | PCI/DES <6 months preop
CABG >6 weeks preop PCI/BMS <1 month preop

Risk of CVA/TIA >1 month preop | CVA/TIA <imonth preop

B?::dpﬁ;aﬁve Peripheral vascular disease | CABG <6 weeks preop
i

Low bleeding risk
e.g. endoscopy, body
surface surgery

Delay elective surgery to
allow management of
cardiovascular condition

Continue aspirin

Discontinue P2Y12 Urgent surgery e.g. cancer
inhibitors surgery requires
multidisciplinary dicussion
: : of management. Consider:

endoscopy; cardlotho!'amc, - continuation of aspirin
Lroingio, ‘oviiopedic, - discontinuation of P2Y12
vascular, visceral, ENT and inhibitors with/without
iy bridging with tirofiban or
cangrelor

Discontinue aspirin 5
days before surgery —
to 7 days
after surgery

Moderate bleeding risk
e.g. biopsy, therapeutic

High bleeding risk Discontinue aspirin
e.g. hepatobiliary and 5 days before surgery to
vertebrospinal surgery 1-2 days after surgery

Very high Discontinue P2Y 12
i.e. intracranial surgery inhibitors

Fig 1 Perioperative management of antiplatelet drugs. ACS, acute comonary syndrome; BMS, bare metal stent; CABG, coronary artery bypass graft; CVA,
cerebrovasaular accident; DES, drug-eluting stent; PCI, percutaneous coronary intervention; postop, postoperative; preop, preoperative; PVD, peripheral vascular
disease; TIA, transient ischaemic attack. ™ **

Koenig-Oberhuber V et al. BJA 2016: New antiplatelet drugs and new oral anticoagulants



AocBevnc - 2

* AoBevnc 67 etwv ipemeL va utoBAnOBel oe
XELPOUPYELO paotou

* Aappavel SumAn avilaloneTtaAlakn aywyn
ywa PCI/DEL tpwv anod 7 MRVEC

* [lpEneL va yivel diakormnn
QVTLOLUOTIETAALOKWY KO TTOTE;;;




CENTRAL ILLUSTRATION Antiplatelet Therapy Considerations in Post-PCl Patients During Noncardiac Surgery

Noncardiac Surgery

APT APT
Continued Stopped
- —
Post-operative Bleeding Hypercoagulable State Stent Thrombosis and Ischemic

Complications
Banerjee, . et al. J Am Coll Cardiol. 2017;69(14):1861-70.

The figure provides an overview of clinical factors and events that need to be carefully assessed prior to making antiplatelet therapy recommendations for post-PCl
patients scheduled to undergo noncardiac surgery or procedures. APT = antiplatelet therapy; PCl = percutaneous coronary intervention.

Banerjee S et al. J Am Coll Cardiol 2017: Use of antiplatelet therapy/DAPT for Post-PCl Patients Undergoing Noncardiac Surgery



TABLE 1 Determination of Thrombotic Risk

Low Risk (<1%)* Intermediate Risk (1%-5%)* High Risk (>5%)*

>4 weeks after =2 weeks and =4 weeks after =2 weeks after PCl with POBA
PC| with POBA PCl| with POBA

>6 months after >1 month and =6 months after =1 month after PCl with BMS
PCl| with BMS PCl with BMS

>12 months after >6 months and =12 months after =6 months after PC| with DES
PCl| with DES PCl with DES

=12 months after complex PCl with =12 months after complex
DES (long stents, multiple stents, PCI with DES

overlapping, small vessels,
bifurcations, left main, last
remaining vessel)

=6 months after PCl| for M|
Previous ST

*30-day ischemic event rates of cardiovascular death and MI (20).

BMS = bare-metal stent(s); DES = drug-eluting stent(s); Ml = myocardial infarction; PCl = percutaneous
coronary intervention; POBA = plain old balloon angioplasty; ST = stent thrombosis.

Banerjee S et al. J Am Coll Cardiol 2017: Use of antiplatelet therapy/DAPT for Post-PCl Patients Undergoing Noncardiac Surgery




ALHOoppPaYLKOC KivOuvoc emepBoonG

TABLE 2 Determination of Hemorrhagic Risk of Noncardiac and Cardiac Surgeries

I Low Risk I Intermediate Risk High Risk
General, orthopedic, and urologic surgeries
Hernioplasty, plastic surgery of incisional hernias, Hemorrhoidectomy, splenectomy, Hepatic resection,
cholecystectomy, appendectomy, colectomy, gastric gastrectomy, bariatric surgery, rectal duodenocefalopancreasectomy,
resection, intestinal resection, breast surgery, hand resection, thyroidectomy, prosthetic hip, major pelvic and proximal
surgery, arthroscopy, cystosc6py and ureteroscopy shoulder, knee, foot and major spine femur fracture surgery,
surgery, prostate biopsy, orchiectomy nephrectomy, cystectomy,

TURP, TURBT, prostatectomy
Vascular surgery

Carotid endarterectomy, bypass or endarterectomy of Open abdominal aorta surgery Open thoracic and
lower extremity, EVAR, TEVAR, limb amputations thoracoabdominal surgery
Cardiac surgery
Mini-thoracotomy, TAVR (apical approach), Reintervention, endocarditis, CABG
OPCAB, CABG, valve replacement in PCI failure, aortic dissections

CABG = coronary artery bypass graft; EVAR = endovascular aortic aneurysm repair; OPCAB = off-pump coronary artery bypass; PCl = percutaneous coronary intervention;
TAVR = transcatheter aortic valve replacement; TEVAR = thoracic endovascular aortic aneurysm repair; TURBT = transurethral resection of bladder tumor; TURP = tran-
surethral resection of prostate.

Banerjee S et al. J Am Coll Cardiol 2017: Use of antiplatelet therapy/DAPT for Post-PCl Patients Undergoing Noncardiac Surgery




a ALLLOPPOLYLKOG
Kivéuvoc

KapdLayyeLtakoc
Kivéuvoc

The problem with a seesaw is
you're always off balance.




Risk of a
cardiovascular
event

Risk of
perioperative
Bleeding

Low bleeding risk
e.g. endoscopy, body
surface surgery

Moderate bleeding risk
e.g. biopsy, therapeutic
endoscopy; cardiothoracic,
urologic, orthopedic,
vascular, visceral, ENT and
surgery

High bleeding risk
e.g. hepatobiliary and
vertebrospinal surgery

Very high
i.e. intracranial surgery

Low to moderate
cardiovascular risk

Discontinue aspirin 5
days before surgery —
to 7 days
after surgery

High cardiovascular risk | Very high cardiovascular
ACS >12 months preop risk
PCI/DES >6 months preop ACS <12 months preop

PCI/BMS >1 month preop | PCI/DES <6 months preop
CABG >6 weeks preop

PCI/BMS <1 month preop
CVA/TIA <imonth preop
CABG <6 weeks preop

CVA/TIA >1 month preop
Peripheral vascular disease

Delay elective surgery to
allow management of
cardiovascular condition

Continue aspirin

Discontinue P2Y12
inhibitors

Urgent surgery e.g. cancer
surgery requires
multidisciplinary dicussion
of management. Consider:
- continuation of aspirin
- discontinuation of P2Y12
inhibitors with/without
bridging with tirofiban or
cangrelor

Discontinue aspirin
5 days before surgery to
1-2 days after surgery

Discontinue P2Y 12
inhibitors

Fig 1 Perioperative management of antiplatelet drugs. ACS, acute comonary syndrome; BMS, bare metal stent; CABG, coronary artery bypass graft; CVA,
cerebrovasaular accident; DES, drug-eluting stent; PCI, percutaneous coronary intervention; postop, postoperative; preop, preoperative; PVD, peripheral vascular
disease; TIA, transient ischaemic attack. ™ **

Koenig-Oberhuber V et al. BJA 2016: New antiplatelet drugs and new oral anticoagulants



AcBevnc - 3

e AoBevnc 52 etwv apovuolalel Katoypa KEPAANC
unploilov Kat xpelaleTol EMELyovoa XELPOUPYLKNA

enepBoaon

* Nappavel SUTAR OVTLOUUOTTETAALOKA aywyn yla
PCI/DEL, tontoB€tnon npw omno 4 UAVeC

e [IpEmeL va yivEL SLaKomn AVTLQULUOTETOALAKWVY
KoL TTOTE;;;




ALHOoppPaYLKOC KivOuvoc emepBoonG

TABLE 2 Determination of Hemorrhagic Risk of Noncardiac and Cardiac Surgeries

Low Risk Intermediate Risk I High Risk I
General, orthopedic, and urologic surgeries
Hernioplasty, plastic surgery of incisional hernias, Hemorrhoidectomy, splenectomy, Hepatic resection,
cholecystectomy, appendectomy, colectomy, gastric gastrectomy, bariatric surgery, rectal duodenocefalopancreasectomy,
resection, intestinal resection, breast surgery, hand resection, thyroidectomy, prosthetic hip, major pelvic and proximal
surgery, arthroscopy, cystoscopy and ureteroscopy shoulder, knee, foot and major spine femur fracture surgery,
surgery, prostate biopsy, orchiectomy nephrectomy, cystectomy,

TURP, TURBT, prostatectomy
Vascular surgery

Carotid endarterectomy, bypass or endarterectomy of Open abdominal aorta surgery Open thoracic and
lower extremity, EVAR, TEVAR, limb amputations thoracoabdominal surgery
Cardiac surgery
Mini-thoracotomy, TAVR (apical approach), Reintervention, endocarditis, CABG
OPCAB, CABG, valve replacement in PCI failure, aortic dissections

CABG = coronary artery bypass graft; EVAR = endovascular aortic aneurysm repair; OPCAB = off-pump coronary artery bypass; PCl = percutaneous coronary intervention;
TAVR = transcatheter aortic valve replacement; TEVAR = thoracic endovascular aortic aneurysm repair; TURBT = transurethral resection of bladder tumor; TURP = tran-
surethral resection of prostate.

Banerjee S et al. J Am Coll Cardiol 2017: Use of antiplatelet therapy/DAPT for Post-PCl Patients Undergoing Noncardiac Surgery




TABLE 1 Determination of Thrombotic Risk

Low Risk (<1%)* Intermediate Risk (1%-5%)* High Risk (>5%)*

>4 weeks after =2 weeks and =4 weeks after =2 weeks after PCl with POBA
PC| with POBA PCl| with POBA

>6 months after >1 month and =6 months after =1 month after PCl with BMS
PCl| with BMS PCl with BMS

>12 months after >6 months and =12 months after =6 months after PC| with DES
PCl| with DES PCl with DES

=12 months after complex PCl with =12 months after complex
DES (long stents, multiple stents, PCI with DES

overlapping, small vessels,
bifurcations, left main, last
remaining vessel)

=6 months after PCl| for M|
Previous ST

*30-day ischemic event rates of cardiovascular death and MI (20).

BMS = bare-metal stent(s); DES = drug-eluting stent(s); Ml = myocardial infarction; PCl = percutaneous
coronary intervention; POBA = plain old balloon angioplasty; ST = stent thrombosis.

Banerjee S et al. J Am Coll Cardiol 2017: Use of antiplatelet therapy/DAPT for Post-PCl Patients Undergoing Noncardiac Surgery




Risk of a
cardiovascular
event

Low to moderate

High cardiovascular risk
cardiovascular risk

ACS >12 months preop
PCI/DES >6 months preop

Very high cardiovascular
risk
ACS <12 months preop

PCI/BMS >1 month preop | PCI/DES <6 months preop
Risk of

CABG >6 weeks preop PCI/BMS <1 month preop
- : CVA/TIA >1 month preop | CVA/TIA <imonth preop
B?::dpﬁ;aﬁve Peripheral vascular disease | CABG <6 weeks preop

I

Low bleeding risk
e.g. endoscopy, bod

gsurface sct)l‘:;ery g Delay elective surgery to

allow management of
cardiguasesiamcondition

Continue aspirin

Discontinue P2Y12

Urgent surgery e.g. cancer
e TR g Discontinue aspirin 5

inhibitors surgery requires
: : days before surgery — multidisciplinary dicussion
e.g. biopsy, theyapeuﬂq to 7 days of management. Consider:
. ay
endoscopy; cardiothoracic, - continuation of aspirin
urologic, orthopedic after surgery S
ogic, ! - discontinuation of P2Y12
vascular, visceral, ENT and inhibitors with/without
ot bridging with tirofiban or
cangrelor
High bleeding risk Discontinue aspirin
e.g. hepatobiliary and 5 days before surgery to
vertebrospinal surgery

1-2 days after surgery

Very high Discontinue P2Y 12
i.e. intracranial surgery inhibitors

Fig 1 Perioperative management of antiplatelet drugs. ACS, acute comonary syndrome; BMS, bare metal stent; CABG, coronary artery bypass graft; CVA,
cerebrovasaular accident; DES, drug-eluting stent; PCI, percutaneous coronary intervention; postop, postoperative; preop, preoperative; PVD, peripheral vascular
disease; TIA, transient ischaemic attack.™ **

Koenig-Oberhuber V et al. BJA 2016: New antiplatelet drugs and new oral anticoagulants



DES kot SutAn aywyn

* To «mapaBupo» umopei va pewwbdei oe cofapn
oLpoppayia Q AGyw Xelpoupyeiov o€ 3 amno 6
MAVEG

* H emhoyn BMS evavttl DES og aoBeveic rou eival
riBavo va urtoPANBoUV o€ xeLpoupyLKN
emepBoon evioc e€apnvou 6ev MPOTELVETAL

* O kivéuvoc eivat LdLaitepa HEYAAOC TIC TPWTEC
30 nuEpeC aveéaptntou stent

Saia F. J Thorac Dis 2017: Surgery after DES implantation: It’ s not all doom and gloom!



Short-acting IV antiplatelet bringing

PR o) (o]

‘Evapén dpaong

loxupn avaotoAn
PLT

Half-life

Anevepyomnoinon
épaong

AoocoAoyia

agents
Tirofiban Eptifibatide
Aggrastat Integrillin
GP lla/llla GP lla/llla
Aapeon Aapeon
NAI NAI
2h 2.5h
4-6 h 4-6 h
0.1 pug/Kg/min 2 pg/Kg/min

.Cangrelor
. Kengrexal

0.75 pg/Kg/min

L



FIGURE 1 Proposed Perioperative IV Antiplatelet Bridging Strategies

With small-molecule S
GPIIb/Illa inhibitors aspirin contin ghout

START STOP RESUME
small molecule GPI small molecule GPI small molecule GPI**
(tirofiban, eptifibatide) (tirofiban, eptifibatide) SUr9eTY  (tirofiban, eptifibatide)

STOP
clopidogrel RFSULE
ticagrelor clopidogrel***

] L Ll Ll L) | 1 ]

-5 - - Follow-up
until discharge

*Tirofiban: 0.1 mcg/Kg/min; If creatinine clearance <50 mL/min, adjust  **If oral administration not **+With 300-600 mg loading dose, as soon
to 0.05 mcg/Kg/min. Eptifibatide: 2.0 mcg/Kg/min; If creatinine possible as oral administration possible. Prasugrel or
clearance is <50 mL/min, adjust to 1.0 mcg/Kg/min. ticagrelor discouraged

With Cangrelor Low dose aspirin continued throughout

STOP RESUME
cangrelor Surgery cangrelor**

RESUME
clopidogrel***

J

Follow-up
until discharge

*Initiate within 72 hours from P2Y;; inhibitor discontinuation at a **If oral administration not ***With 300-600 mg loading dose, as soon
dose of 0.75 mg/Kg/min for a minimum of 48 hours and a possible as oral administration possible. Prasugrel or
maximum of 7 days. ticagrelor discouraged

Description of short-acting intravenous antiplatelet drug regimen that could be used for perioperative bridging. GP = glycoprotein; IV = intravenous.
Banerjee S et al. J Am Coll Cardiol 2017: Use of antiplatelet therapy/DAPT for Post-PCl Patients Undergoing Noncardiac Surgery




2oPBapn SLeyXELpNTIKA aLpoppoyla

METAITIZH AIMONMETAAIQN

ASPIRIN Standard dose: 0.5-0.7 x10'! / 10Kg B
CLOPIDOGREL 2 x standard dose

(UELwWUEVN amoTEAECUATIKOTNTA <6h ueTa amo tnv teAsutaia 50on)

PRASUGREL 2 x standard dose

(UELWUEVN amoTEAECUATIKOTNTA <6h ueTa amo tnv teAsutaia 50on)

TICAGRELOR AnYnN < 24h : avanoteAeopatikn N HETAYYLON —
gvaAlaktika rFVila

AQPn> 24h: petayyion yia peptkn adpavomnoinon

Godier A et al. Anaesth Crit Care Pain Med 2018 SFAR Guidelines
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Levy JH Lancet 2010: Antifibrinolytic therapy: New data and new concepts




Platelet aggregation (AU* min)

AVTL-LVWOOAUTLKA
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Weber CF et al. Eur J Anaesthesiol 2010: Tranexamic acid partially improves PLT function in patients treated with dual
antiplatelet therapy




DDAVP - Desmopressin

78% twvV alcBevwv pE EMKTNTN
oipornietaAtontaBeia avranokpivovral cto DDAVP

HELWON XPOVOU PONC KATA 4 min

Aoyw avénuevnc mrpookoAAnonc¢ twv aUoneTaAiwy
oto evéodnAio

Kapdiayyeiakoc kivduvoc;;;

DiMichele DM et al. Am J Hematol 1990: Use of DDAVP in inhereted and aquired PLT function dysfunction



@ ESC European Heart Journal (2018) 39, 213254 ESC GUIDELINES

European Society doi:10.1093/eurheartj/fenx419
of Cardiology

2017 ESC focused update on dual antiplatelet

therapy in coronary artery disease developed
in collaboration with EACTS

Dual antiplatelet therapy in patients undergoing elective cardiac and non-cardiac surgery

Itis recommended to continue aspirin perioperatively if the bleeding risk allows, and to resume the recommended
antiplatelet therapy as soon as possible post-operatively.

It is not recommended to discontinue DAPT within the first month of treatment in patients undergoing elective non-cardiac
surgery.



@ ESC European Heart Journal (2018) 39, 213254 ESC GUIDELINES

European Society doi:10.1093/eurheartj/enx419
of Cardiology

2017 ESC focused update on dual antiplatelet
therapy in coronary artery disease developed
in collaboration with EACTS

PRASUGREL STOP PRASUGREL?

|

CLOPIDOGREL CLOPIDOGREL

i

TICAGRELOR

TICAGRELOR?

ASPIRIN!
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Minimal delay for P2Y , interruption Days after surgery

= Expected average platelet function recovery

| Decision to stop aspirin throughout surgery should be made on a single case basis taking into account the surgical bleeding risk. ""\ :
2 In patients not requiring OAC.



MPEMEL va YIVEL EPYOOTNPLAKOC EAEYXOG
AELTOUPYLKOTNTOG;;;
* H evtaon tng avaotoAnc Kat n StapkeLa TTOLKIAAEL

ava aocBevn

e E¢aTtopLKEVMEVN TTPAKTIKN OlakomNng ibavotata
va utteptepel (Evidence level C)

Malm CJ et al. BJA 2016: Preoperative PLT function predicts perioperative bleeding complications in ticagrelor
treated cardiac surgery patients: A prospective observational study

* AEV UTTAPYXEL KOLULOL TUXOLLOTTIOLNUEV HEAETN IOV
val urtootnpilel 0peAOC



OETLKN TIPOYVWOTLIKNA aéia 29%
Apvntikn rpoyvwotikn aéia 92!!!
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Fig 3. Adenosine diphosphate (ADP) test pattern distribution in the
study population. The ADP values of 14 patients with excessive Fig L Craph amzlysis (nonlinear regression) for the association af
bleeding (®) are reported in the upper panel. Ten out of 14 patients the adenosine diphosphate (ADP) test and postoperative bleeding,

with major bleeding have an area under the curve less than 307.

Ranucci M et al. Ann Thorac Surg 2011: Multiple Electrode Whole-Blood Aggregometry and Bleeding in Cardiac
Surgery Patients receiving Thienopyridines



20

5 0.8
o
Severe o o L4+ .
- o9 " 0 o o o
bleeding : ....::- o ) 0.6 -

Probability of severe bleeding
o
o

0.2 1
0-
| | | | |
50 100 0 20 40 60 80 100 120
Preoperative ADF-induced aggregation (U) Preoperative ADP-induced aggregation (U)
Fig 3 The distribution of the preoperative adenosine diphosphate (ADP)-
Ml&dﬂmﬂw thse upper ul:::;:’h of ﬂ;je ﬁzmi t;hm + Fig 4 Probability of severe bleedingin relation to the preoperative adenosine
scatter plot of the ADP- aggrega e subjects with severs : P :
e R o §3-100 U) fe dxphosphatf (ADP)-induced aggregation. The grey area represents the %%
marked by a green background. confidence interval

Malm CJ et al. BJA 2016: Preoperative PLT function predicts perioperative bleeding complications in ticagrelor
treated cardiac surgery patients: A prospective observational study
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Figure 1. Perioperative platelet function. (*) significant change compared
to previous time point, (P<0.05). (#) significant change compared to
basdine, (P<0.05). Bascline (1), dunng CPB (i1), after CPB decannulation
and protamine (i) and arrival at the ICU (iv). Values are median [IQR ).

Vlot EA et al. Platelets 2018: Perioperative point of care PLT function testing and postoperative blood loss in high-
risk cardiac surgery patients
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Figure 2. Perioperative platelet function for ASPL, according to ASA use. (*)
significant change compared to previous time point, (P<0.05). (#) significant
change compared to baseline, (P<0.05). Baseline (), dunng CPB (1), after
(CPB decannulation and protamine (iii) and arnival at the ICU (iv). Patients
with ASA (n= 49) and without ASA (n=39). Patients with P2Y12I (n=9)
were not included in the analysis. Values are median [IQR].
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Figure 3, Penoperative platelet function for ADP, according to P2Y12i
use. (*) significant change compared to previous time point, (P<0.05). (#)
significant change compared to baseline, (P<0.05). Baseline (1), during
CPB (1), after CPB decannulation and protamine (ii1) and arrival at the
ICU (iv). Patients wath P2Y12i (n= 9) and without P2Y12i (n=§8).
Values are median [IQR].

Vlot EA et al. Platelets 2018: Perioperative point of care PLT function testing and postoperative blood loss in high-

risk cardiac surgery patients



KAnpOVOMLKEC SLatopayEC TwV
OLLROTIETAA LWV

* [lou oxetilovtal ue GpoubBormnevia
e [lou oyxetilovtal Ue AetToupyIKkn dlaTapaxn



|OaviKA ...

* O aoBevig elval katayeypappevog oe Kevipo
aLpoppayikne 6tabeong

e KOToyeypappEVN OTNV KAPTOA TOU N eVOEOELYUEVN
Oepamneia
— Yrniapyxel avrtanokplon oe DDAVP?
— AvemBuuntn avtibpaon os petayylon? Avtoxn otn
uetayyiwon PLT?

* H xelpoupylkn enepPaon npoypoppatiletal o
VOOOKOUELO IE OpyavVWHEVO Epyaotriplo Alpootaonc
Alpodootia pe ETIAPKELO OE TTIAPAYWYO OLLLATOC



MpodUAAKTIKN aywyn TTPOEYXELPNTLKA
JUOYXETLON UE ALUOPPAYIKO LOTOPLKO — optduo PLT
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Orsini S et al. Haematologica 2017: Bledding risk of surgery and its prevention in patients in patients with inherited
platelet disorders. SPATA study




Table 4. Prophylactic treatments according to diagnosis.

Prophylaxed/total PT AA PT+AA DDAVP |DDAVP| FVIa Other
IPFD (G0 of treated) (%) (%) (%) (%) +AA (%) (%) (%)
Glanzmann thrombasthenia 155/182 (90.7) 54 (348) 30(193) 35(226) 6(39) (0) 24(155) | 6(3.9)
Primary secretion defect 62/76 (855) 9 (145) 9(145) 6(9.7) 15(242) |23(371) 0) 0)
Bemard-Soulier Syndrome (biallelic) 34/36 (972) 26 (76.5) 129) 3(38) 1(29) 2(39) 0) 1(29)
Delta granule deficiency 25/36 (833) 2(8) 3(12) 6(24) 5(20) 9(36) 0 0)
Hermansky-Pudlak syndrome 11/22 (50) 4(364) 1(9.1) 1(9.1) 4(364) (0) 1(91) 0)
ITGA2B/ITGB3-related thrombocytopenia 6/22 (36 4) 2(333) 2(333) 2(333) (0) (0) ()] 0)
Gray platelet syndrome 12/17 (70.6) 8 (66.7) 2(16.7) (0) (0) 1(83) 0) 1(83)
Defects n collagen receptors 6/16 (375) (0) 1(16.7) (0) 2(333) (0) 1(16.7) | 2(333)
Familial platelet disorder and predisposition to acute
myelogenous keukemia 6/13 (615) 4(66.7) 1(16.7) 1(16.7) (0) (0) 0) )
Defiects n «2-adrenergic receptor 79 (77.8) 3(429) 1(143) 1(143) 2(286) (0) ) 0)
P2Y12 deficiency 719 (77.8) 5(14) (0) (0) 1(143) (0) 0) 1(143)
Defect of thrombaxane A2 receptor 3/5 (60) 0) (0) 1(333) 1(333) 1(333) (V)] 0)
Phtelet-type Von Willebrand Disease 1/5 (40) 1(100) ©) ©) ©) ©) ©) ©)
Scott syndrome 373 (100) 2(66.7) © ©) © (©) 1(333) ©)
CaDAG 22 (100) 2(100) ©) ©) (©) ©) ©) ©
Combined alpha-delta granule deficiency 02
TOTAL 488 (80.7) 122 £l 86 37 36 27 11

Prophylaxed/total PT AA PT+AA DDAVP Other
IPND (G of treated) (%) (%) (%) DDAVP (%) [+AA (%) |FVIa (%) | (%)
MYHY-related disease 53/148 (358) 42(792) 8(151) 3(5.6)
ANKRD26-related thrombocytoperia 24/89 (27) 18 (75) 1(04) 1(04) 3(125) 1(004)
Bemmard-Soulier Syndrome (monoallelic) 13/74 (17.6) 7(338) 5(385) 17.7)
ACTNI-related thrombocytopenia 0/39 (0)
X-linked thrombocytopenia 6/9 (66.7) 2(333) 3(50) 1(16.7)
Thrombocytopenia with absent radii 4/6 (66.7) 3(75) 1(25)
Paris-Trousseau thrombocytopenia 5/5 (100) 3 (60) 1(20) 1(20)
Congerital ame gakaryocytic thrombocytoperia 212 (100) 2(100)
FLNA-related thrombocytopenia 012 (0)
TOT 374 (28.6) pil 18 3 4 6

Prophylactic treatments with sample size <10 not shown_ PT=Platelet transfusion; AA=

Antifibrinolytic agents; Other: cryoprecipitate; fibrin-ghie. fiboimogen. FFP. IVIG. local
hemostatic agent. suture. local tranexamic acid (for [PFD); Elrombopag. fresh frozen plasma. IVIG. local hemostatic agent. prophylactic surgical haemostasis (for IPND).

Orsini S et al. Haematologica 2017: Bledding risk of surgery and its prevention in patients in patients with inherited

platelet disorders. SPATA study




Enintwon atpoppayiac — ZuoxEtion HE eido¢ Xelpovpyeiou

IPD IPFD IPND IPFD vs. IPND 2
Procedure N (% AEB) N (% AEB) N (% AEB) P
DENTAL PROCEDURES 233 (13.3) 134 (15.7) 99 (10.1)
MINOR SURGERY:
Cyst/abscess drainage 5 (60) 3 (66.7) 2 (50) ns
Central catheter placement 11 (36.4) 9(4449) 2(0) ns
Hemorrhoidectomy 8 (25) 3(333) 5 (20) ns
Invasive procedure 25 (20) 15 (26.7) 10 (10) ns
Colonoscopy 25 (20) 21 (23.8) 4(0) ns
Gastroscopy 11 (18.2) 10 (20) 1(0) ns
Biopsy 17 (17.6) 13 (23.1) 4(0) ns
TOTAL minor surgery 102 (23.5) 74 (284) 28 (10.7) ns
MAJOR SURGERY:
ic surgery 2 (50) 2 (50) ns

Cardiovascular surgery 17 (47.1) 9(77.8) 8 (12.5) 0.02
Urological surgery 38 (342) 20 (375) T4(28%) ns
Neurological surgery 7 (28.6) 5 (20) 2 (50) ns
Gynecological surgery 56 (26.8) 31 (35.5) 25 (16) ns
Otorinolaringological surgery 106 (24.5) 49 (24.5) 57 (24.6) ns

ic surgery 14 (21.4) 4 (25) 10 (20) ns
Eye surgery 25 (20) 12 (41.7) 13 (0) 0.03
Abdominal surgery 126 (19.8) 52 (30.8) 74 (122) 0.01

C surgery 56 (12.5) S0(T6.7) 26 (1.7) ns

Breast surgery 13 (7.7) 7(143) 6 (0) ns
Dermatologic surgery 34 (5.9 22 (9.) 12 (0) ns
TOTAL major surgery 494 (21.9) 247 (28.7) 247 (15) 0.0003
TOTAL 829 (19.0) 455 (24.8) 374 (13.4) 0.0001

IPD: inherited platelet disorder; IPFD: inherited platelet function; IPND: inherited platelet number disorder; vs.: versus; N: number: AEB: any excessive bleeding; ns: not significant.

Orsini S et al. Haematologica 2017: Bleeding risk and surgery in patients with inherited platelet disorders




MeTayyiloELC OLUOTIETAALWY

e Kivouvoc avtoxnc Aoyw moAAOTAWY UETOYVICEWV

— Meiwon petayyiocswv oto eAayioto

— Tormka puetpa — ocuyyopnynon tpaveéauikou: DDAVP yia
otadeponoinon dpoubou

— NEUKXPOALPEUEVO TTPOIOV

— ABO ouuBara

— SDPs

e Emiavtoxnc...
— MIKpPEC Kal CUXVEC UETaYYIOELC ava 4-8 wPEC
— IVIg — 2rtAnvektoun (???)
— Tpaveéauiko - rFVila



AcOevnc -1

fuvaika 40 eTwv pe yvwotn MYH9
aLpontetaAlonaBeLla xpetaletal vo utoBAnOetL oe
XELPOUPYLKN adaipeon KUOTNE woBNKNC

AwpontetaAia 35x103/ul mpo xelpoupyeiov

|0TOPLKO YE EAAOOOVEC QLULOPPAYLEC LETA OTTO
TPAUMATLOMO — bev €xel uTtoBANOEeL og AAAn
emepfBoaon, dev exel AAPEL LETAYYLOELC

Aev €xeL avtamnokplon oto DDAVP



[MPOEYXELPNTIKA TPOCEYYLON;;

e 3TO)XOC PLT > 50 x 103/pL

— Metayylon 1 SDPs nipoeyyxelpntikd — StaBeoipa
SDPs o€ niepimtwon SLEYXELPNTIKAC aLpoppayloc
KOLL YLOL TLC TIPWTEC UETEYXELPNTLKEC NUEPEC

* Tranexamic acid po (€vapén mpoeyxelpnTka
KoL CUVEXLoN ava 8wpo yla 5-7 nUEPEC)
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Alessandro Pecci et al. Blood 2010;116:5832-5837
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AcOevnc - 2

fuvaika 40 etwv pe yvwot dpoubBaocdevela
Glanzmann ypesLaletat vo. urtoBANOEL 0€ XELPOUPYLKNA
adoailpeon KLOTNC WOBNAKNC

AlpometaAlo 245x103/ul mpo xelpoupyeiou

|0TOPLKO oo apnc alLoppayiac HETA amo e€aywyn
SovTloU / LoTOPLKO OLLopPOyLOC TIETTTIKOU /
olLpoppayila LETA amo GUOLOAOYLKO TOKETO

[MoAAantAéc uetayyioslc PLT oto mapeAOov
Muwkpny avtamnokpion oto DDAVP




[MPOEYXELPNTIKA TPOCEYYLON;;

* Metayyioelc PLT

— OO UTTAPYEL OVTATTOKPLON ;)

* Tranexamic acid £ DDAVP
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Poon MC et al. Transfusion Medicine Reviews 2016. New Insights into the Treatment of Glanzmann Thrombasthenia



Table 3. Treatments rated “effective” (see Table 1 for definition) stratified according to surgical category and to the presence
of platelet antibodies and/or platelet refractoriness.

Patient groups/surgical rFVlla rFVIIa+AF  P£AF rFVIIa+P+AF AF Overall
category number number number number number number
effective/total effective/total effective/total effective/total effective/total effective/total
number (%) number (%) number (%) number (%) number (%) number (%)
A. Minor procedures (n=169)*
No AB/refractoriness (n=64) 24/24 (100) 17/17 (100) 11/11 (100) 4/4 (100) 4/8 (50) 60/64 (93.8)
AB-+refractoriness (n=43) 16/18 (88.9) 19/19 (100)  2/3 (66.7) 3/3 (100) 0/0 (0) 40/43 (93)
Refractoriness only (n=11)  4/4 (100) 3/5 (60) 0/0 (0) 1/2 (50) 0/0 (0) 8/11(72.7)
AB only (n=50) 9/10 (90) 19/23 (82.6)  8/12 (66.7) 3/4 (75) 1/1 (100) 40/50 (80.0)
All minor procedures 53/56 (94.6) 58/64 (90.6)  21/26(80.8)  11/13 (84.6) 5/9 (55.6) 148/168 (88.1)
(n=168)
B. Major procedures (n=37)1
No AB/refractoriness (n=24) 4/4 (100) 3/3 (100) 5/5 (100) 6/9 (66.7) 3/3 (100) 21/24 (87.5)
AB-+refractoriness (n=1) 0/0 (0) 0/0 (0) 1/1 (100) 0/0 (0) 0/0 (0) 1/1 (100)
Refractoriness only (n=2) 0/0 (0) 0/0 (0) 0/0 (0) 1/2 (50) 0/0 (0) 1/2 (50)
AB only (n=8) 2/2 (100) 2/4 (50) 1/1 (100) 1/1 (100) 0/0 (0) 6/8 (75.0)
All major procedures (n=35) 6/6 (100) 5/7(71.4) 7/7 (100) 8/12 (66.7) 3/3 (100) 29/35 (82.9)

*Effectiveness outcome was missing for one minor surgical procedure treated with rFVIIa+AF in a patient from the AB-only group.

tEffectiveness data were missing for two major surgical procedures, one treated with AF from the no AB/refractoriness group and one
procedure treated with rFVIIa=P+AF from a patient in the AB-only group.
AB: platelet antibodies; AF: antifibrinolytic agent(s); P: platelets; refractoriness: platelet refractoriness; rFVIIa: recombinant factor

Vlla.

Poon MC et al. Haematologica 2015: The international prospective Glanzmann Thrombasthenia Registry: Tretment
and outcomes in surgical intervention



TABLE 3 Adjudicator evaluation of efficacy - surgical procedures

No. of No. of Insufficient
Patients® Procedures Success n (%) Data'n (%)
All rFVIIa® 77 160 159 (99.4) 1(0.6)
By treatment regimen
rFVIla only 35 66 65 (98.5) 1(1.5)
rFVlla = platelets + other hemostatic agents 57 94 94 (100.0) 0
By antibody/refractory group
Refractoriness + platelet-specific antibodies® 33 70 69 (98.6) 1(14)
Platelet-specific antibodies®* 11 24 24 (100.0) 0
Neither or unknown®® 36 66 66 (100.0) 0

2All treatment regimens that included treatment with rFVila.

PIncludes GPIIb/Illa, HLA, and unspecified platelet-specific antibodies.

“Treatment was rFVIla only for 22/70 episodes with refractoriness with or without antibodies, 13/24 episodes with platelet-specific antibodies only,
and 31/66 episodes with neither or unknown. The remainder received rFVlla with platelets and/or antifibrinolytic agents.

“Assumes no platelet-specific antibodies or refractoriness reported or antibody and refractory status unknown.

®Patient numbers are not additive. Patients may have episodes with different treatment regimens and have more than one antibody/refractory status.
No reports of failure or lack of consensus was reported.

Recht M et al. AJH 2016: Independent adjudicator assessments of PLT refractoriness and rFVlla efficacy in bleeding
episodes and surgeries from the multinational Glanzmann’s thrombasthesia registry




NovoSeven® - spc

Evdeln : Ze OpopBacbevela Glanzman osg
aoBeveic mou epdavifouv avtoxr OTLC
petayyioelc aponetaiiwv (FDA / EMA)

* 90pg (80— 120pg) / Kg 2B bolus ava 1.5-2.5
WPEG

e Amattouvrtal = 3 6O0ELC YLOL LKAVOTIOLNTLKN
QLLLOOTOON



Xelpoupylkoc acBevic kol moooTikn N
NOLOTIKN Statapayxn Twv ALMOMETAALWY

Kat dtatapayec nnktikotntoc !
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ROTEM® sigma
fully-automated
thromboelastometry
system

=8 ROTEM platelet

Patient bleeding
and drug history

Bleeding requiring

hemostatic intervention

! }
ROTEM deltaanalysis | | ROTEM™ platelet analysis

+
¥

Coagulopathy  |[&EGCIEITGGEY  Platelet dysfunction
(or thrombocytopenia) bleeding (or thrombocytopenia)

Fig.5.3 ROTEM" diagnostics flowchart (improved diagnostic perfor-
mance by combining thromboelastometry (ROTEM" delta) with whole
blood impedance aggregometry (ROTEM" plateler). Courtesy of Klaus
Garlinger, Tem International



Normal clot:

EXTEMCT 43-82 s
EXTEM A1T0 40-60 mm
EXTEM MCF 52-70mm

EXTEM ML = 15%9%
EXTEM LI&O > 85%
FIBTEM A10 6-21T mm

FIBTEM MCF 7-24 mm

STmm

S7mm

Hyperfibrinolysis:

EXTEM ML = 15%% within 60
min (LI60 = 85%56);

ML = 5% may already be
associated with increased
mortality in severe trauma;
APTEM confirms TXA effect

A0

S

Samom

Fibrinogen deficiency:
EXTEM AT0 <40 mm
and

FIBTEM A10 < 10mm

Thrombocytopenia:
EXTEM A10 <40 mm

and
FIBTEM A10 =10 mm

Hypercoagulability
{(high thrombotic risk):
EXTEMCT <40 s
EXTEMCFT <50 s
EXTEM CFT = 68 mm
FIBTEM MCF = 24 mm
LI6O = 3%




Severe Bleeding Algorithm
Diffuse bleeding and
blococd transfusion considerad

CHECK

lv ES

Hemorrhagic of
BE < -8 mmolL or
Hb < 10 gl or
ISS =25 o
TASH-Score = 15

A10gy < 45 mm or
CTFIB > 600 s or
ML = 5% (within 60 min)

lves

YES

Tranexamic acid

25 mg / xg as a single bolus
(if not already given oropfiylactically)

DONE

NO*

A10gx =45 mm

Al10gg <9 mm (13 mm)

YES

~o 1

Fibrinogen concentrate or
Crycprecipitate (dose cal.)

Target: A0, =13 mm (17 mm)

A10gx <45 mm and
Al1D0gg =9 mm (13 mm)
or platelet dysfunction

YES

no |

Platelet concentrate
1-2 pooled or apheresis

CTex >80s

YES

NO

PCC 15-25 IU f kg bw
or
FFP 10-15 mL / kg bw

CTiny>240s

Management of
leedin

atients

Consider FFP
10-15 mL/kg bw

YE

YES

NO

CTyer > 240 s

Ongcing bleeding

NO Consider Protamine
25-50 mg (2.5-5 mL)

YES

Re-check after 10-15 min
using a new blood sample




Metayyioeig PLT: NMNapayovtac kivduvou
Bvntotntac — Ovnolpotntog

* o ypniyopn avakapypn twv PLT — Melwon XpOVou GE UNXOVIKO QLEPLOUO KoLl
voonAeia otn MEO otouc aocBeveic mov 6€ Ba PETOYYLOTOUV AVEEQAPTATWC

TIPOEYXELPNTIKAC TLUNG PLT

Cut-off yio peTayylon oLULOTTETOALWY
1. PLT 30x103/uL (Se 73.7%, Sp 78.8%, p<0.01)

2. AnwAcila aipatoc 3750ml eav PLT>50x103/uL (Se 75%, Sp 69%,
p<0.01) kot 3250ml v PLT<50x103/uL (Se 84.2%, Sp 87.7%,
p<0.01)

Me to maparndavw aAyoptOpo 75% twv acOevwv pe PLT<50x103/ul
o€ Oa AaBouv un anapaitntn HETAyyLOoN

Fayed NA et al. Platelets 2013: Therapeutic rather than prophylactic PLT transfusion policy for severe
thrombocytopenia during liver transplantation
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Metayyioeig PLT: NMNapayovtac kivduvou
Bvntotntac — Ovnolpotntog
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Mewwpévn emBiwon To MPWTO £TOC LETA TN METAMOOXEVUON OE
ooouc Ba AapBouv petayyioelg atponetaiiwv 74 vs 92% (p<0.001)

Pereboom | et al. Platelets 2013: PLT transfusion during liver transplantation is associated with increased post-
operative mortality due to Acute Liver Injury



