Journal Club

inm/MrEEARESE D
Aq ik I (549 2 /) ViR i I




AHDsH

Platelet transfusion versus standard care after acute stroke
due to spontaneous cerebral haemorrhage associated with
antiplatelet therapy (PATCH): a randomised, open-label,
phase 3 trial

M Irern Baharoglu™®, Charlotte Cordonnier®, Rustam Al-5hahi Salman®, Koen de Gans, Maria M Koopman, Anneke Brand, Charles B Majoie,

L wdo F Beenen, Henk A Marguering, Marinus Vermeulen, Paul | Nederkoorn, Rob | de Haan, Yvo B Roos, for the PATCH investigators

Lancet May 10, 2016
PMID: 27178479



fwPR L DEER]

T EY) — Rhes DACSDF A
BNEULUT, WD DIFTEMNSTZRED >
100mg/HZAL5 =N TUL\B65%F 4%

SEFFEI RN (CFAE U /TANIM T AR U/




E PR £ DXENRS

IMRESTI0G/ w | EIEETHDH. 77X
CU2ZEARIRLTEHED. M/IMROEEEIRT
NEZXBND

—>ANEFICPCEIMZE IS5 & T, fnit

(339 BoutcomelFih=ET é@tfz,

‘4

7



HH I (T

9 S PCi

o RMEHRM(CXT L TPIE50,000% R a2 72 5PC

BN Z1T D

IXFREDEEZH Dmna

« ZFRIMEHDDUNEF

(FPItOHEZEZ100,000&£9 35

Z%_ﬁ?_CL\%

—>UMU. I/IMRERARF T, [IV/MREE

HMMCX LT EEE2D(EF— A%yt t

SEOEEMNHMZS/Z UGBS ICHITDPCE

DEFE(FFGemM I TL VRN

British J Haematol 2003; 122: 10-23



Meta-analysisTI(d

A meta-analysis to determine the effect
| 1 on survival of platelet transfusions in
~ patients with either spontaneous or
traumatic antiplatelet medication-
associated intracranial haemorrhage

Study name Statistics for each study OR and 95% CI

or Lower Upper
limit limit Z Value p Value

Ducruet et al" 2444 0416 14379 0889 0323
Creutzfeldt et &/ 1.724 0789 3771 1365 0472
1.825 0,892 3,734 1648 0,099

0.01 0.1 1 10 100

Favours death Favours survival

I/ VREAN AR O BB O M 2 X 5R(C UIZATR IS 23T DA

WI NHEERRIATR
BMJ Open 2012;2:e000588.



Annals of Intemal Medicine CLINICAL GUIDELINE
Platelet Transfusion: A Clinical Practice Guideline From the AABB

Richard M. Kaufman, MD; Benjamin Djulbegovic, MD, PhD; Terry Germnsheimer, MD; Steven Kleinman, MD;
Alan T. Tinmouth, MD; Kelley E. Capocelli, MD; Mark D. Cipolle, MD, PhD; Claudia 5. Cohn, MD, PhD; Mark K. Fung, MD, PhD;
Brenda J. Grossman, MD, MPH; Paul D. Mintz, MD; Barbara A. O'Malley, MD; Deborah A. Sesok-Pizzini, MD; Aryeh Shander, MD;

Gary E. 5tack, MD, PhD; Kathryn E. Webert, MD, M5c; Robert Weinstein, MD; Babu G. Welch, MD; Glenn J. Whitman, MD;
Edward C. Wong, MD; and Aaron A.R. Tobian, MD, PhD

REVIEW

gE Platelet transfusion: a systematic review of the clinical evidence

Ambuj Kumar,”* Rahul Mhaskar,”* Brenda J. Grossman,” Richard M. Kaufman,’
Aaron A.R. Tobian,” Steven Kleinman,"” Terry Gernsheimer,” Alan T. Tinmouth,” and
Benjamin Djulbegovic,’~ on behalf of AABB Platelet Transfusion Guidelines Panel



/) MREEPI AR Ok I & D
PCEM(CEAYT DR NT RS DREE

Annals of Intemal Medicine CLmNICAL GUIDELINE
PIateIetTransfusmn A Cllmcal Practice Gmdellne From the AABB

ichard M. Kaufman, MD; Benjami MD; Steven Kleinman, MD;

er,

Alan T. Tinmouth, MD; Kelley E. Capu:tll'l. MD; Mark D. Cipolla, MD, PhD; Claudia S. Cohn, MD, PhD; Mark K. Fung, MD, PhD; A n n I n t e r n M e d 2 O 1 5 - 1 6 2 " 2 O 5 — 1 3
Brenda J. Grossman, MD, MPH; Paul D. Mintz, MD; Barbara A. O"Malley, MD; Deborah A. Sesok-Pizzini, MD; Aryeh Shander, MD; ’ -

Gary E. Sta:k. MD PhD Kathryn E. Wehrt. MD Msr Ra bert Weinstein, MD; Babu G. Welch, MD; Glenn J. Whitman, MD;

E C. W

. AABB(iJ‘rL[Eﬂ/JWis‘?eWHEEF'O)H“'HjEﬂu%(;PC$ IMEHER TSR HDU)
(FIARSTIRNELTWLD
o LI/ MREFEMRIARA Ok MM FE (CXT 9 SPCEINN (CBE 9 23T, FMEE

Aot M 77 S AHEEMDERRMAFTTNAMTFIE S D0, EBIFICET S SHRIER
(FHTUVROY

REVIEW

EE Platelet transfusion: a systematic review of the clinical evidence

.
Ambuj Kumar,'* Rahul Mhaskar,'* Brenda J. Grossman,” Richard M. Kaufman,’ T -F 20 'I 5 - 5 5 L ‘I ‘I ‘I 6_2 7
Aaron A.R. Tobian,” Steven Kleinman," Terry Gernsheimer,” Alan T. Tinmouth,” and r a n S u S I O n y .

Benjamin Djulbegovic,'* on behalf of AABRB Platelet Transfusion Guidelines Panel

o Fuil/VIREARRF OB M EE (CX] 9 SPCEIIN(CE I DIAFT(E. EENDERH
BHIFET DN, FETEXRICET DBASHFERIEIE TLVRLY
e HIMICEII DoutcomelFIRES =L TLVRLN



He=
. FLVI VRS (R MmO EEE 1SS

Lancet 2009; 373: 1849-

60.

o FLOIV/IMEEEZRAR L CTULVRWERSE EEEER U T,
LI/ MEEEZE NAR U TS BE (ElIm (C K

BFTERNFLN Neurology 2010; 75: 1333-

E CERASNDIN. EEERmcHirDfE

42.

» PCEaIM (EFBA. @5L\(¢/S[§<EL/T$ R T35

u]

/ N

@5/9A4buit%ﬁ(i’1‘fokb\7' O RS>

CTHE=N/R0N



Z. N

Platelet transfusion versus standard care after acute stroke
due to spontaneous cerebral haemorrhage associated with
antiplatelet therapy (PATCH): a randomised, open-label,

phase 3 trial

M lrerm Bahareglu®, Charlotte Cordonnies™, Rustam Al-5Shahi Salman®, Koen de Gans, Maria M Koopman, Anneke Brand, Charles B Majoie,

L wdo F Beenen, Henk A Marguering, Marinus Vermeulen, Paul | Nederkoorn, Rob | de Haan, Yvo B Roos, for the PATCH investigators

Lancet May 10, 2016
PMID: 27178479



Research in context
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MRS: modified Rankin
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Intervention
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Intervention
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Study Outcome

Primary Outcome
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Study Outcome

Secondary Explanatoly Outcome
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Statistical Analysis
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Statistical Analysis
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Statistical Analysis
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190 patients enrolled

v

190 randomised

— B
97 randomly assigned to
platelet transfusion

\

93 randomly assigned to
standard care

4 did not receive platelet 2 received platelet transfusion
transfusion 1 due to deterioration
> 1 refused 1 due to misinterpretation of ‘
1ineligible treatment allocation
1 died before transfusion
1 transfusion arrived late
h i i v
93 received platelet . L : 91 received standard care
transfusion ] r :
¥ E : L J
97 included in intention- - i a MEE included in intention-
to-treat analysis to-treat analysis
Yy h A

95 included in as-treated analysis

95 included in as-treated analysis




Characteristics of Patients Baseline



Country of inclusion®

Platelet Standard care
transfusion group  group (n=93) Netherlands (27 centres) 63 (65%) 57 (61%)
(n=97) France (9 centres) 19 (20%) 20 (22%)
Mean age (years) 742(49-94) 735 (40-92) UK (5 centres) 15 (15%) 16 (17%)
Men 55 (57%) 57 (61%) ICH location
v"'wb'":' — 2% 36(39%) Supratentorial deep 62/96 (65%) 70192 (76%)
Ischaemic stroke or TIA 38/94 (40%) 40 (43%) PRI DN 32/96 33%) 2/92(24%)
ICH 4(4%) 5/92 (5%) Infratentoria 2/96 (2%) 0
Hwion 68/94 m*) 67,92 (73*) Median ICH volume (mL 131(54-424 8'0 4.4-25
Diabetes mellitus 15 (15%) 17/90 (19%) Intraventricular extension 12/95 (13%) 20/92 (22%)
Hypercholesterolaemia 46/94 (49%) 40/84 (48%) Median total ICH Scoret 1(0-2) 1(0-1)
Ischaemic heart disease 23/96 (24%) 22/90 (24%) Age >80 years 28 (29%) 34 (37%)
Peripheral arterial disease 16 (16%) 4/91(4%) GCS score
34 1(1%) 0
8 (8 .
T r— TS 0o%) (T ICH volume >30mL | 32(34%) 19 (21%)
dipyridamole Intraventricular extension 12 (13%) 20 (22%)
ADP inhibitor alone 4(4%) 1(1%) Infratentorial ICH location 2 (2%) 0
COX inhibitor and ADP 3(3%) 1(1%)
inhibitor Data are mean (range), n (%), or median (IQR), unless noted otherwise. TIA«transi
None 1(1%) 0 ischaemic attack. ICH«intracerebral haemorrhage. COX~cyclooxygenase.
> ADP~adenosine diphosphate. GCS«Glasgow Coma Scale. NIHSS «National Institus
Statin therapy pre-ICH 54/96 (56%) 48/92 (52%) of Health Stroke Scae. *Stratification variable. 13 participants missing inthe pate
Median GCS score 14 (13-15) 15 (13-15) transfusion group and 2 missing in the standard care group.
Median NIHSS score 12 (7-19) 13(7-17)
Mean platelet count ( x10°/L) 229 (uo_622) 241 (91_461) Table 1: Baseline characteristics of the intention-to-treat Mﬂﬂ




Primary

Outcome

34 A% 0OmRS score

COmRs0 CImRS1 EImRS2 E mRS] Ml mRS4 [ mRSS E mRSE

ransfusion 1| 5
1% (5:2%)
(n-97) ||

Standard

(31%) (65%)

group
(n=93)

Adjusted common OR 2-05 (95% C11:18-3.56), p=0-0114

Proportion of group (%)
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Secondary Outcome

Platelet transfusion Standard care Odds ratio p value
group (n=97) group (n=93) (95%C1)
Alive at 3 months (survival) 66 (68%) 72 (77%) 062 (0-33-119) 015
mRS score 4-6 at 3 months 70 (72%) 52 (56%) 204(112-3-74) 00195
mRS score 3-6 at 3 months 86 (B9%) 76 (82%) 175 (0-77-397) 018
Median ICH growth at 24 h 2-01(0-32-9-34) 116 (0-03-4-42) - 0-81

(mL)*

Data are n (%) or median (IQR). mRS=modified Rankin Scale. ICH=intracerebral haemorrhage. *n«=80 in platelet
transfusion group and 73 in standard care group.

Table 2: Secondary outcomes in the intention-to-treat population
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Severe Adverse Events



Intention-to-treat population As-treated population
Platelet Standard care  Odds ratio (95% CI) Platelet Standard care  Odds ratio (95% Cl)
transfusion  group (n=93) transfusion  group (n=95)
group (n=97) group (n=95)
Any SAE 41(42%) 27 (29%) 179 (0-98-327) 40 (42%) 28 (29%) 174(096-317)
Any fatal SAE 24 (25%) 15 (16%) 1.71 (0-83-3-51) 23 (24%) 16 (17%) 158 (077-3-22)
SAE due to ICH 24 (25%) 13 (14%) 202 (0-96-4-27) 24 (25%) 13 (14%) 213(1-01-4-50)
ICH enlargement 15 (15%) 13 (14%) 113 (0-50-2-52) 15 (16%) 13 (14%) 118 (0-53-2-64)
Brain cedema 5(5%) 0 1112 (0-61-204-97) 5(5%) 0 11-61 (0-63-212-94)
Brain herniation 2(2%) 0 490 (0-23-103-33) 2 (2%) 0 5-11(0-24-107-83)
Intraventricular extension 6 (6%) 0 13:28 (0-74-239-24) 6 (6%) 0 13-87 (0-77-249-82)
Hydrocephalus 3(3%) 2 (2%) 145 (0-24-8-89) 4(4%) 1(1%) 413 (0-45-37-67)
SAE due to thromboembolism 4(4%) 1(1%) 396 (0-43-36-08) 4 (4%) 1(1%) 413 (0-45-37-67)
Ischaemic stroke 1(1%) 0 2-91(0-12-72-26) 1(1%) 0 303 (0-12-75-37)
Myocardial infarction 1(1%) 1(1%) 0-96 (0-06-15-55) 1(1%) 1(1%) 100 (0-06-16-23)
Extremity embolism 2 (2%) 0 4-90(0-23-103-34) 2(2%) 0 5-11(0-24-107-81)
Pulmonary embolism 1(1%) 0 2:91 (0-12-72-26) 1(1%) 0 303 (0-12-75-37)
SAE due to transfusion
Non-haemolytic 1(1%) (] 2.91(0-12-72-26) 1(1%) 0 3.03 (0-12-75-37)
Anaphylactic 0 0 0 0
Acute lung injury 0 0 0 0
Post-transfusion purpura 0 0 0 0
Graft-versus-host disease 0 0 0 0
Transmitted bacterial infection 0 0 0 0
SAE due to other causes
Infection (urinary or pulmonary) 14 (14%) 12 (13%) 1:14 (0-50-2-61) 14 (15%) 12 (13%) 1:20 (0-52-2-74)
Epileptic seizures 0 1] - (1] 1] -
Other 6 (6%) 5(5%) 116 (0-34-3-94) 7 (7%) 4 (4%) 1-81 (0-51-6-40)

Outcome data are n (). Participants could have more than one SAE. Some SAEs were deemed to be due to several causes. SAE=serious adverse event. ICH =intracerebral

haemorrhage.

Table 3: Safety outcomes occurring during hospital admission in the intention-to-treat and as-treated populations
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Prespecified Subgroup Analyses

WM OR (5% CT) pvalue
Ty pe of antiplatelet the rapy i 078
Cual antibatelet therpy 35189 162 (0-48-545) - >
Singhe antmbseket therapy 1541189 180 (102318 I
Country ! Ly
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Discussion®
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Limitation
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