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Appendix 1. Levels of evidence and grading of recommendations according with the criteria of the Agency for Health Care Policy and

Research of the US Department of Health and Human Services [5].

Level of Grading of
evidence Type of evidence recommendation Recommendation
Ia Obtained from meta-analysis of randomized A Based on strong scientific data obtained
controlled trials from randomized controlled studies
Ib Obtained from at least one randomised controlled trial
Ia Obtained from at least one controlled study B Based on scientific data obtained from
without randomization well-designed studies without randomization
IIb Obtained from at least one quasi-experimental
study of other type
11 Obtained from descriptive studies (comparative,
correlation and case-control studies)
v Obtained from expert committee reports or C Consensus-based or opinion-based

expert opinions

recommendation, in absence of specific studies
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Table 1. FVIII concentrates currently licensed in Italy.

Product (manufacturer)  Availability  Purification Viral inactivation Specific activity” (U mg™' prot.) Notes
Plasma-derived
Haemate P Licensed Multiple Pasteurization 40 albumin +
(Centeon) precipitation 10 h at 60 °C
Emoclot D.I. Licensed Ion-exchange Solv./Det. + 80 albumin -
(ISI) chromatography 30 min at 100 °C
Fanhdi Licensed Heparin affinity Solv./Det. + 125-175 albumin +
(Grifols) chromatography 72 h at 80 °C
Alphanate Licensed Heparin affinity Solv./Det. + 125-175 albumin +
(Alpha) chromatography 72 h at 80 °C
Immunate Licensed Ion-exchange Det. + Vapour 50-150 albumin +
(Baxter) chromatography 10 h 60 °C, 1 h 80 °C
Beriate P Licensed Ion-exchange Pasteurization 165 albumin —
(Centeon) chromatography 10 h at 60 °C
Hemofil M Licensed Immunoaffinity Solv./Det. > 2000 albumin +
(Baxter) chromatography vWF —
Recombinant
Kogenate Licensed Immunoaffinity - > 3500 albumin +
(Bayer) chromatography vWF —
Helixate Licensed Immunoaffinity - > 3500 albumin +
(Centeon) chromatography vWF —
Recombinate Licensed Immunoaffinity - > 3500 albumin +
(Baxter) chromatography vWF —
Refacto Licensed Immunoaffinity Solv./Det. 15 000 talbumin —
(Genetics Institute) chromatography vWF —

*Specific activity prior to adding albumin as stabilizer.

tHuman albumin is not added as a stabilizer but it is contained in the cell culture medium.
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Table 2. FIX concentrates currently licensed in Italy.
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Product (manufacturer)  Availability = Purification Viral inactivation Specific activity (U mg™* prot.)  Notes
Plasma-derived
Aimafix D.L Licensed Ion-exchange Solv./Det. + 40 albumin —
(IST) chromatography 30 min at 100 °C
Immunine Licensed Ion-exchange Det. + vapour 50-150 albumin —
(Baxter) chromatography 10 h 60 °C, 1 h 80 °C
Alphanine Licensed Ion-exchange Solv./Det. + 210-240 albumin —
(Grifols) chromatography nanofiltration
Mononine Licensed Immunoaffinity Sodium thiocyanate 150-250 albumin -
(Centeon) chromatography ultrafiltration
Recombinant
Benefix Licensed Ton-exchange Ultrafiltration 250-270 albumin -
(Genetics Institute) chromatography Nanofiltration
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Table 3. Other concentrates currently licensed or licensed in the near future in Italy.

Product (manufacturer) Availability Purification Viral inactivation Notes
Plasma-derived
Octaplas Licence - Solv./Det. Pooled plasma
(IST) ongoing
Plasma MB-VI Licence - Methylene blue Single donor plasma
(Grifols) ongoing photoinactivation
Fibrinogeno Um Tim3 Licensed DEAE sephadex Vapour Fibrinogen
(Baxter) adsorption 10 h 60 °C, 1 h 80 °C
Provertin Um Tim 3 Licensed Ion-exchange Vapour FVII
(Baxter) chromatography 10 h 60 °C, 1 h 80 °C
Factor XI Named patient Heparin-sepharose Dry heating FXI
(BPL) basis adsorption 72 h at 80 °C
Fibrogammin P Named patient Ton-exchange Pasteurization FXIII
(Centeon) basis chromatography 10 h at 60 °C
Prothromplex Tim 3 Licensed Ion-exchange Vapour FIX, FII, FX
(Baxter) chromatography 10 h 60 °C, 1 h 80 °C
Uman complex D.I. Licensed Ion-exchange Solv./Det. + FIX, FII, FX
(IST) chromatography 30 min at 100 °C
FEIBA Tim 3 Licensed Adsorption Vapour Activated PCC
(Baxter) filtration 10 h 60 °C, 1 h 80 °C
Hyate:C Named patient Polyelectrolyte - Porcine FVIII
(Ipsen) basis chromatography
Recombinant
Novoseven Licensed Immunoaffinity Solv./Det. Activated FVII
(NovoNordisk) chromatography
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Table 4. On demand treatment of haemophilia A and von
Willebrand disease or haemophilia B.

FVIII dose FIX dose

Type of haemorrhage (Ukg™) (Ukg™)
Mild/moderate haemarthroses 20-30 20-40

or haematomas
Severe haemarthroses or haematomas 30-50 40-60
External bleeding with anaemia
Moderate post-traumatic bleeding
Cranial trauma 50-100 50-100

CNS bleeding
Surgery prophylaxis*

*FVIII or FIX administration by repeated boluses or continuous
infusion should be tailored to maintain plasma levels above 40—
50% for 7-15 days after surgery.
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CEERBLTVD (LANVHaDRRICES B Y
L — FOMESERIH) . —RTBIC BT 555001, 8
20 ~ 30 U/kg D3 3 [0l4%5-Td % A%, FVII DI
EEAHNEL, 1% U EoREFHEETLIOM
BYRETLLEND L,

14 —%2FT3MRHEA

Aresy —%FT5BEOGEBTEIEETDH
D, HETECOVTEEGME 2179 2 IR
A KIA4 2 OFEBHNTH Do FVILEAF Z M L 74
FEREDTRETH 5 L &1F, AE DR — T A% 5K
2, A ey —%ffl$ 57008, M4 FVILE
FEELEEINDLLANVETERSEL 012145
7D PV A & &0 5 LE 0% 5 47 (Appendix
2) o LE L SN A MIEPFVIEE * MR 272012,
4~ 12T EICR=T 25 %479 5, HEO
R— 7 A5 EE D> ORI CEEZIT ) RETH
%6

von Willebrand 7%

NS DEBEFZOIEFITIE, MR LA Tk
72 < DDAVP il 9 %X & T& %, DDAVP H L)
FIBSTH AYA1L, FVI/VWE 4G H] A%
R E R VL@ E ) 70— F VPR TRE SN
72 FVILE& AR B B X O rFVIL3AIE vWE % & A T
B, NG EZOBEHOGEIMT TS
L3 T & vy, FVI/vWE i A O & (& Table 4
RS &9 12, HIMAER O FEEE R EAERE 12 U Tk
ET b, 7L TLIETFT— NI, BETAIVAR
LB S T wnizo, BT 52 XE Tk
72\ FVIL/ VWE EAEBAN B LIS < VAb I
MOBAEE, MAREELSUEEL L 2 D155 @,

mk#% B
COBHETEITIE, PCC & 0 MM A OFE < EERE
MEEEFEMETOE 2 35 5 1) A 27 DMK BRI FIX i
TEBA & W TR 2 E T AR & TH B 505
(LW Ib DIRPUZFED L A 7 L — FOHESEHIH)

Appendix 2. FVII replacement treatment in haemophilia A patients with inhibitor [47].

Initial dose = neutralizing dose + incremental dose

Neutralizing dose = plasma volume X inhibitor titre
(IU) (mL)

(Bethesda or Njemegen U mL™)

plasma volume = body weight x average blood volume x (1 — haematocrit)

average blood volume = 80 mL kg™

desired plasma FVIII level x body weight

Incremental dose = - A
dose - response relationship

dose response relationship = 1 U kg™ FVIII give a rise of 1.5-2 U dL™! in plasma FVIII

Subsequent doses: administered by repeated boluses or continuous infusion and tailored to maintain plasma FVIII at the desired level.
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Table 5. Replacement treatment of rare coagulation disorders according to plasma factor levels required for haemostasis.

Coagulation Haemostatic concentration Coagulation factor Dose of specific factor PCC *Plasma dose
factor deficiency in plasma (U dL™") half-life (hours) concentrate (U kg™") (Ukg™ (mL kg™)
Fibrinogen 40-50 mg dL! 72 20-30 mg kg™! - 15-20
Factor 11 20-30 72 - 20-30 15-20

Factor V 10-15 36 - - 15-20

Factor VII 10-15 4-6 30-40 - -

Factor X 10-15 40 - 20-30 15-20

Factor XI 20-30 48 30 - 15-20

Factor XIII 5-10 7-10 days 10-20%* - 2-3

*Virus-inactivated plasma should be preferred as soon as licensed.

**Due to the long half-life, prophylaxis (using appropriate dose regimen) represents a feasible and convenient option.

A %) T TlL, EHE FIX 62513 PCC & it
TAFTE D, rFIX BH) 28I 5 B1E, M A
BB\ FVITEA 2 ff 3 5 35 A 1SR S L A BE50IR
L) RETH S,

WEZIE UC, Table 412789 H & 0 FIX i 245
5L, MIMEm 5 < & 9 ThiuL, Enss
IRHEEND T TURM I LI ELEST 5,
— KRBTl 30 ~ 40 U/kg ® =Tl 2 k5%
179 2%, FIX OIMEEREZ e L, 1% DL Lo %
MeFE9 2 &9 HEEZWET LLEDND 5,

7147V 75V RZE (Table 5)

A5 )T TETANAIARNELLT 4 7)) 77 iRk
BHIDSFE S NTBY, K- 7 1 7)) 7 VIAE
BEOBIREF & 725 TV D (LAJVIV ORI FE
O C T V= FOMRERE), ihk, 74 IVARNG
LIMEEDFET T &b & FREEIN, ZRHERED 1
DERLTHA ),

BB XEFRZE (Table 5)

IS OBIEMREEREICHLTIE, ShEno:
o2 O B E R T A AN v BTSRRI
PCCZMEHT A (LNVIVORILIZFED L C T L —
FOHEIRHIE) o 7 A )V ARTEALIMAEAZRT & i
&, ZNSMNBRELE LD THA ),

B VEFRZE (Table 5)
INLDEZIIHT LTI, ThEwvo gD

] N - A AN 7 TR D FEA I SRR I 4%

DEHEGTH L (LN ORILIZHES L C 7L

12

— FOHMEIRHEIH) o FFRWIZ, 74V AAELISE
AR SR, INAERBRBEF L TH S
Jo NI, FVBIU RN OWEARZL TV
BEHEIOVWTHFETH S,

B VIEFRZE (Table 5)
INSOBZITH L Cd, mEERET AV AATE
b FVIT A BA ANRIREA & 2 ) (LANV IV OFR
WIZHEKS L C TV — FOMEIEHRI), 1 HRMK2 [k
54508 hH 5, FVI OFEPIIHE 720, i
AT ABICHEDS 25 DIFEIT 5Nk,

®EXIEFRZIE (Table 5)

A5 1) 7T A IV ZAARTEAL FXT A EHN 20T
ENTVRWVA, “FRd LN BH ~OH 5L hE
TH b, FXLigAaHEAOMHIEH S 2 I MARTE Y
A7 FfE 2550 MASTEE RN T-% b D EE Tl
ZD) A IR T 5, HRSINDREHE 30
U/kg TH B 9 MABEHF & U I EEAAS MAE A
FIFONLH (LAXIVIVOMRIIZHES L C T L—F
DHEIERIH), 7 A IV ARELIMAE TR S g,
EHIZT ANV AANE LMY B 5 XETH 5,
FXLEEAD 10 U/dL RGO BE T, IWEE B -7 &
RPN A 25 2 BE D W TUTHFTSEED
PBEEEZ BN A, FXUEEDT10~70U/dl DEH T
I X7 2 FHT 500WETHLH, ZNHD
FBEIZIZ DDAVP 2SR TH 545 59, EAE H MLIE D
HDHBFI L TRMEHRG 2 ZERTRETH 5,
HILED 2 WEZ ISR LTt b T 48 F4 A8 E v,
I DDAVP 2B L, 216 oA



A TIZBT B M B & OBARTESE R B EAE (S A M FREOT A I A >~

WD Laho 12 a2 Ry, Mg A2NET
H5bo

% Xl AFRZHE (Table 5)

A 50T TIE T A NV AAEAL X e 555 1338
HENRTVRWDS, “BRobhBE” ~ofFkb 1%
TRETH B o MNBBHAI L U ClIBTEsRs AE 2581
ENED (LW IVORPIZESC C 7L —FD
AR, 7 AV AANE LM EEDFR ] S i,
EHIZT ANV AAFALMEND VR 5 RXETH S,
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