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BACKGROUND

» d-factor PCC is a manufactured plasma product containing clotting Factors 11, VI, 13X and X,

plus the natural anticoagulant proteins C and 5

Available as Octaplex™ 500 IU or 1000 U coagulation factor 1X

Store in controlled temperature <=25%C for <2 yr

Once requested keep in controlled storage at 2-8°C until required

Only use PCC where clinically indicated as administration may exacerbate underlying

pro-thrombotic states

There is small risk of disseminated infravascular coagulation (DIC), particularly with

repeated dosing

+ Clinician direct access from the rransfusion laboratory is available for agreed indications to
ensura prompt treatmeant provision in recognisad indications = [[RSUH: 0900=-1700 hr call 74948
or out-of-hours bleap 390) (County: 0900=1700 hr call 4758 or =midnight bleap 4751)]
for further details and relevant SOPs sea Trust policy C03 or Blood and blood products
intranet page

INDICATIONS

Treatment of patients recaiving warfarin or alternative vitamin K antagonists (VEA)

exparencing major bleading i.e. life, limb or eye-threatening bleeding. Includes high clinical

suspicion of major hagmorrhage pre-imaging

= Patients receiving warfarin or VKA requiring surgery or invasive procedure within the next
&=8 hr, due to clinical urgency only

= May be indicated for patients with major bleeding/pre-cperatively receiving direct oral
anticoagulants (DOACs) gpixaban. rivaroxaban, edoxaban - see guidelines and seek
advice from consultant hasmatologist (see STAC guideline ‘'Management of Bleading in
Patients on Antithrombotic Therapy')

= May be indicated for patients with other acguired coagulopathies (e.g. liver disease, cardiac

surgery) where there is high risk of transfusion associated circulatory overoad (TACO) -

seak advice from consultant hasmatologist

CONTRAINDICATIONS

= Hypearsensitivity to the active substance or any of the axcipients (see SPC)
= Known allergy to heparin or history of heparin induced thrombocytopenia (HIT)

+ [Dosad in Sintermational units’ (IU) as multiples of 500 1L
= Maximum single dose 3000 U {120 mL)

For anticoagulant reversal

= [Dosed at 25-50 IU/kg according to patient weight and INR {where known) as advized by
transfusion laboratory SOP (see Table 1 and 2, plus flowchart below)

+ Do not await INR or imaging if high clinical suspicion of major hagmorrhage - especially if
suspected intracranial bleading

= For warfarin reversal always ensure vitamin K (phytomenadione) 5 mg IV has bean
prescribed and administered — as PCC immediately (but only temporarily) reverses the
anticoagulant effects of warfarin
Ensure anticoagulant has beean omitted
Repeat INR 10=20 min post administration (see below re assessing responsea)

Table 1: PCC dosa if major bleeding or urgent surgery/procedure but valid INR not yet
available

Weight (kg) | PCC dose (25 units'kg)

260 1500 units
61=-80 2000 units
B1=100 2500 units
=100 3000 units
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Tahle 2: PCC dose H major bleading or urgent surgeryprocedure plus INR available and
wvalid Ji.e. laken within 8 br and assess possible impact ol Fﬂti‘ihu# witarmin K use)

INR | Weight (kg) | PCC issue | | PCC dose
1619 AT 500 i
20315 | s8d 1500 units | 25 unitekyg
8180 2000 units
Bi—100 2500 units
1100 J000 wnils
38650 | s6d 2000 units 33 uinibskg
B1-75 2500 units
=75 3000 wnils
=5.0 SEQ 2500 units | 40 unitsky
w=hll 3000 units

As low volume FFP allernative

=  Trealeach 500 I PCC as a realmenl decision and evaluale chinically + NPT post dose

= 1 PCC has equivalant clatling facior activity 1o 1 mL plagma {500 10 appraxim ey
agquivalant 1o 2 units FFF)

ADMIMISTRATION

= Commence infusion al 1 mblimin and cbsare closaly far alengic reactions anaphylaxis
= Inmajor Bleading increases rale 1o B-10 mLmn under direc] dinical instruction

= Pre-surgeryprocedune incresse rale bo 2-3 mL'min

=  Relum unusad PCC o ransfusion Bboralory 85 soon a5 possible bo seeed waslage

ASSEESIHG HESPONSE TO THANSFUSION

Posl PO adminsiralion, assess and documen] bleading symplom severily acconding o
WHD bleading sevenly soore ($e& Guiding principles of transfusion guidaling Table 2)
Far warfarin reversal — repeal INA 10-20 min posl PO adminisbration
Il adeguale comaclion, rechedk dotling alter 4-8 hours then daily
I MR 21.5 or Suboplimal coméclion and luther PCC may be required — saek advice Irom a
oansultant haemaloiogst

=  Monilar for adverse events ol PCC usage — especially thromboasis

= Complale Datis where indicaon is ‘mapor bleeding on anlicoagulaiion” and discuss with
STAL regesirar on 15458
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Flowchart: Direct clinician access to prothrombin complex concentrate (PCC)

[1s patient an wartarin (or alternative vitamin K antagonist)? |3 Is patient receiving a direct oral anticoagulant [DOAC)? |-"S Patient with acquired

y VES NO YES #YEE deficit at high risk of
¢ |_Is patient bleeding? Clinically urgent Obtain confirmation of | [ Refer to STAG guidelines | | Sape
(dp] VES surgary/procedure required clinical urgency from
b within 68 b patient's consultant
Ve ¥ ~, No Discuss with STAC registrar’
w Is major bleeding present? Minor bleading clinical hasmatology (stroke Discuss with
) | Life, limb or eye-threatening bleeding; including cansultant as appropriate) if PCC | | haematology. Include in
‘51: high clinical suspicion pre-imaging - requirad pre-oparative planning
Intra-cerebral bleed [Hﬁmgﬁk\;m‘;a] e 1 1700 where possibile
- - , { ep 15458 o
mgmm with haemodynarmic instability PCC not indicated SR via s-witmm_nut-ﬁl-nmm
Intraocular bleeding (excluding subconjuctival)
Muscle bleed resulting in compariment syndroma
Pericardial bleed
\ | J

1. Consider MHP activation if haemodynamic compromise e.g. SBP <%0 mmHg, PR =110 bpm
2. Contact RSUH transfusion laboratory for PCC: Tel 74848 (0900-1700 hr) or bleep 390 @-.Hf-ho-.is]l
3. Adhere to SOP "Administration of Prothrombin Complex concentrate (PCC) as Octaplex

¥

¥ ¥
Consultant approved PCC Treat each 500 IU PCC
] [ decision

— Administer 5 mg intravanous vitamin K nadions) and
mmczﬁ-mlummaum to clinical situation INR where known) — max 3000 IU [ | PCC 50 1U/kg — max 3000 I as a treatment
(ab) ¥
Rapaat INR 10-20 min PCLC infusion® Ceagulation test Papaat near patiznt tasl
;[Mrmwmcummﬂmm»mﬁmm] [mﬂuﬂyhtniﬁmnﬂim} [mmﬂmm]
T I |
Im&mmmmmrﬁmmwmﬁmmmmﬁmmﬂimmm Y
It further PCC required discuss with hasmatology as above
4b]
>
o
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OVER-ANTICOAGULATION WITH WARFARIN « 1/2

CAUSES

=  Concurrent disease process afecting clofling Factor synthe<is, vitamin K availability o
warlann melaboism:
cardiac failure
gasiracolic shula

livesr i S dickoss
malnuirition
chobasLasis

abrupl weight reduclion

dianhioaa

rénal impairment
Ihyrabaxicosis
lEneer
malignancy
aged =75 yr

Lany commenly prescribed madicalions ncluding mas! anlimicrobealks ireders wilh waann

metabalsm. Ched any such inleractions in the BNF and use an allsmalive agenl il possible

= Dver dosage

[accadental or dalibaraba)

=  Condurrenl anti-platell, NSAID, SSR1 or SMNAL wse

Such patients are af high risk of over-anticoaguiation andior Bleeding while on warfarin.
Theze palienis reguire close INR moniloring if conlinuing on warfarin. Refer patienis o
the Sraffordshire Thrombosis and Aniicoagulalion (STAC) leam for regular moniforing

and dosing during inpalienl stay and posi-dischange

MANAGEMENT

= Management of over-anticoagulation depends on the INA, severity ol blesding and

undesiying th

ramibalic risk (Tabhe 1)

In patismnis with prosthetic heard valves, reversal of anlicoagulation may increase the risk
of valve thrombosis. Discuss management with cardiothoracic wnl and haematologist in

man-dife, limb or Sighd threalening siliations

Table 1: Management of over-anlicoa

Clinbcal siluation

Major
haemorrhage

jike, limb or sighf"

INA

{and epacial nefructione)

gulation with warfarin

Management

s Oblain vanouws access

MR urknawn or any raised INFL Take blood lor FEC, INR, APTT, Fibrinagen,

L&E, LFT, GRS erossmabahing

Inclides & wilth &
meraiic hear valve

Intra-cenabeal blded

p STOP warfarin and reverse anticoaguibation with:

1. Immediale vilamn K (phytomenadiona) 5 mg
sl 'V ard

2 Oetaglex™ [protheomibin comples conoerirals

wilthoul bleading
wilthaouwnt bleseding

iabeates, renal lalune, prévious
VA, prestous Gl blead, lver
AR

threatening  [* Bleed ':"hh haemadynamic FCC) — comact blaod bank with palisnts
bleeding - rISI:HLﬂII"' weight for direcl PCC access reques]
including high [* Major rauma . b Do ot wall far IR resull or imaging il high
suspicion pre- [* In'I:au-:l_. -1 I.'p:l:-_d {exchuding linical suspitian
imaging) suboonjuncival) . b Activale massive haemorhage pathway (MHP)
b Muscle blesd resulling in ! required
compartran] Syrdnome
o Pevicardial bised
s Dase redece or emparasily discenines: wadasin
 Addminizier |V vilamin K (phylomenadione)
Minor — 13 mg shaw IV
haemorrhage IHRE o Dral Bileading — conSidar WA amic acd
maullvaash
s Epistaxis — consider caulery or nasal packing
INA 8.0 Unless a patient has a prosthetic heart valve
INA 5.0-8.0 and see warning box abavel:
kigh risk of bleading” b Slop warlarin
High INR “aged =70 yr, hypertengion, p Give 2 mg oral sitamin K {phylomenadiane)

s Fapaal INH in 24 Fr
o Restar! warann al lower dose ance INR «<5.0
ard marsar INA wniil stable

INA =5.0 but =8.0

= Withhald 1-2 doges ol wardarin
s Raduce mainbenance dose

p Insestigale cause lor sevaled INR
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MANAGEMENT OF BLEEDING AND
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Intracranial bleeding in association with warfarin therapy is a medical emergency and
requires urgent assassment, imaging and treatmeant (as above)

Do not wait for INR result or imaging if there is a high clinical suspicion of ICH

Delays in management may result in major morbidity and mortality. If ICH confirmed - seek
neurosurgery advice

In addition 1o warfarin reversal, consider local, endoscopic, interventional radiological and
surgical measures early for all bleeds

RESTARTING WARFARIN AFTER A MAJOR BLEED

Any patient with anticoagulation associated bleeding should be reported via DATIX as an
advarse avenl

Review the need for anticoagulation; confirm duration, intensity and concurrent medication
Aszass bleeding risk factors and address any potential cause for re-bleeding

Seak specialist input from relevant team &.g. neurosurgery, gastroentarology

Discussion with the haemostasks team (SpR bleep 15458) before re-starting anticoagulation
is strongly advised

Assass suiltability of alternative anticoagulants

All cases will b reviewed by the STAC governance feam



MANAGEMENT OF BELEEDING IN PATIENT ON
DABIGATRAN OR RIVAROXABAN = 1/1

l Patieni an dabigatranirivarcaaban with bleeding ]

Contact on-call hasmalologist

21 dabigairantivaroxabs
[ O TR AT " ] | Urgent FBC, LIAE, F"T.ﬁF"IT.Tr]

-
PT, APTT, TT abnormal
Anticosquisnt effect may be presesnl

PT. APTT. TT normal
Bleeding unlively 1o be due ta
dabigatrandrivarcxaban®
Consider ather possibilities

S E— I _ 1
:IHF:hcdhg _HH“I I_.-"'ﬁ Major bleeding h‘-_ :.H:—-Ih;:'l.:ﬂrg blu:ﬁ'hg
- s ""::_! Klaintain BP, urine output .:':“5 R e
CONTIrEss: Sian Ise activabed charcoal #f dg {far dabigatran anly)

= Tranexamic acd P . = Al measure as in Major
: ingestion <2 hr
(25 mg/kg oral; = Rlechanical'surgical inbernsantion to Blaepatiici o
15 mgiug V) conirol bieeding

Tranexamic acid
Octaplex (40 uwkg) or beriplex
(50 wkg) or FEIba {S0—100 whg)
Fed cell transhusion

= Pimtelet tramsfusion (keep plal =50
'-l\ or =100 f CNS bleed)

= Delay next dase

*Mormal PT, APTT, TT and fibrinogen is indicative ol either no anicoagulant activity or activity
equivalent o prophylactic LMWH

Summary of direct aral anticocagulanis

Dabigatran Rivaroxaban
[Site of action Direct thromibin inhibior Ma inhibilos Xa inhibitar
APTT. TT PT, anli Xa PT, anti Xa
12-14 hr 9—13 hr B-15 hr
B0 [ 25
WTE prevernlion, AF WTE prevention and WTE prewantion
treatmien, AF

Disouss with consulard PCC. FEIBA, rVika Discuss wilth corsauliEnt

Frassmo i1 haematalogist
*Meon-inear correlation, can only be used o delesst absence al activity
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