Trombemboolia riski hindamise meetod

Kliiniline kiisimus

Kas trombemboolia riski hindamiseks tuleks KVA patsientidel kasutada CHA2DS2-VASc skoori vs
kliiniline hinnang vs teised teadaolevad skoorid?

Olulised tulemusnaditajad

Surm, ajuinfarkt, trombemboolia, oluline verejooks, elukvaliteet, koljusisene verejooks, stidame
|66gisageduse eesmarkvaartuse (nt <100 x/min) saavutamine, tdsine kdrvaltoime.

Moddukalt olulised: hospitaliseerimine, KVA taasteke (sek preventsioonil), ravi katkestama sundiv
korvaltoime, siidamepuudulikkus, aeg KVA esimese taastekkeni, siinusriitmi taastumine
(kardioversioonil), siinusrutmi pusimine 12 kuud.

Kliinilise toenduse kokkuvote

Kodade virvendusaritmiaga kaib kaasas trombemboolia (peamiselt ajuinfarkti) riski keskmiselt 5
kordne tous. Risk on heterogeenne ja séltub mitmetest riskifaktoritest (vanus, sugu, varasem
insult vOi TIA, miokardiinfarkt, hiipertensioon, siistoolne diisfunktsioon, perifeersete arterite
ateroskleroos, diabeet, neerufunktsioon jt).

Riski kvantifitseerimine on oluline, et otsustada, millised patsiendid saavad kasu
antikoagulantravist ning millistel on trombemboolia risk nii madal, et ei digusta antikoagulatsiooni
voimalikke kdrvaltoimeid. Kaasajal ongi kdige olulisem aru saada, millised on trombemboolia véga
madala riskiga patsiendid.

Riski kvantifitseerimiseks on loodud mitmesuguseid td6vahendeid (riskiskoore), mida on
valideeritud ja vorreldud kohortuuringuis ja omavahel vorreldud ka siistemaatilistes llevaadetes.

2014. aasta NICE juhendi tarvis on tehtud susteemne Ulevaade. Tegime ka kirjanduse otsingu,
kuna on teada, jatkuvalt plitakse et uusi riskihindamisvahendeid valja to6tada. Leidsime lhe
uuema analldsi, mis kinnitas NICE Ulevaate jareldusi (Stroke. 2014;45:426-431), Uhe ATRIA
skoorimissiisteemi hindava uuringu Uhendkuningriigist!, mille tulemus oli vastuolus kahe
varasemaga ning publikatsiooni uue, biomarkereid kaasava ABC insuldiskoori valideerimisest, mille
kohta on andmeid seni vahe ning mis voib olla marginaalselt tépsem senistest?.

Leiti 11 kohortuuringut, kaasati need, kus esines Ule 100 ajuinfarkti.
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Dlesen 2012B340 CHADS2 Patients with non- Thromboembaolism

Retrospective cohort CHAZDS2-VASC valvular AF or atrial (hazard ratio by
N = 47576 (without flutter. dichotomised scores, ¢
anticoagulants) statistic and NRI)
Vanstaa 2011444 ACCP (2001, 2004, AF patients identified in Stroke and mortality (c
Prospective cohort 2008) general practice. statistics for continuous
N = 79844 (20% received ~CHADS2 and 3 strata risk factors).
anticoagulants) CHA2DS2-VASC

NICE 2006
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NICE viis l&bi ka kulutdhususe analiiiisi, mille fookuseks oli kahe Uhendkuningriigis kasutatava
skoori (CHADS2 ja CHA2DS2-VASc) vordlus.

Selgituseks metoodikast:

Tulemusi riskisuhtena (hazard ratio, HR) véaljendades hinnati, kui palju erineb insuldirisk selle
meetodiga tekitatud riskikategooriate vahel.

C-statistik naitab keskmist tdendosust, et skooringusiisteem teeb vahet madala ja kdrge riskiga
indiviidide vahel. Aitab hinnata, kas meetod on Uldse parem, kui juhus (c statistik sel juhul 0,5),
ent ei ole eriti informatiivne testi kliinilise kasulikkuse kirjeldamisel.



Kokkuvottes leiti:

— mOo0oduka kvaliteediga tdendus, et
o trombemboolia riskisuhe (hazard ratio, HR) CHA2DS2-VASc kasutades oli 2,2 - 2,69
patsientidel, kellel CHADS2 skoor oli 1.
- korge kvaliteediga tdendus, et
o insuldi riskisuhe CHADS?2 skoori kasutades oli 1,48 (pideva tunnusena) ja 2,44 (kui
kasutati 3 riskigruppi);
o trombemboolia riskisuhe oli 2,59 ACCP skooril, 2,59 ACC/AHA/ESC skooril, 2,27-2,51
CHADS2 skooril ja 3,74 CHA2DS2-VASc skooril;
- moodduka kvaliteediga tdendus, et
o trombemboolia c-statistik antikoaguleerimata patsientidel oli ACCP (8th) puhul 0,60 (st
kehv);
— madala kuni mddduka kvaliteediga téendus, et
o trombemboolia c-statistik oli CHA2DS2-VASc skooril 0,56 kuni 0,85 (kehv kuni hea, 7
uuringut)
o trombemboolia c-statistik oli CHA2DS2 skooril 0,61 kuni 0,72 (kehv kuni rahuldav, 9
uuringut.
- Ravijuhendi kdigus koostatud kulutdhususanalis (lldine antikoagulatsiooni kulutéhususe
mudel) naitas, et CHA2DS2-VASc skoori kasutamine antikoagulatsioonivajaduse hindamisel on
marginaalselt parem (rahaliselt soodsam) kui CHADS2 skoori kasutamine.

Teiste ravijuhendite soovitused samal teemal

AHA 2014 juhend soovitab kodade virvendusarutmia patsientidel insuldiriski hindamiseks
kasutada CHA2DS2-VASc skoori (I B).

Kanada ravijuhend (2014) soovitab kasutada oma algoritmi (CCS algoritm), mis kaasab
CHADS?2 ja moned CHA2DS2-VASc riskitegurid (v.a naissugu ja vaskulaarhaigus).

TR OACT |

Prior Stroke or TIA or
Hypertension or
Heart failure or
Diabetes Mellitus
(CHADS, risk factors)

Arterial vascular disease
(coronary, aortic, peripheral)

No
Antithrombotic

ESC 2016 ravijuhend soovitab kodade virvendusarlitmia patsientidel insuldiriski hindamiseks
kasutada CHA2DS2-VASc skoori (I A).

2016. juhend ei aruta tdendust, kuna skoori kasutamise soovitus viidi sisse juba 2010. Ega
sealgi slisteemset Ullevaadet ole, aga on viidatud 2008 anallUsile, mis vordles 12 erinevat
skoori.

NICE ravijuhend soovitab kodade virvendus- ja laperdusaritmiaga patsientidel (sh
kardioversiooni jarel) insuldiriski hindamiseks kasutada CHA2DS2-VASc skoori.

Soome ravijuhend soovitab kodade virvendusaritmia patsientidel kohe diagnoosimise jarel
insuldiriski hindamiseks kasutada CHA2DS2-VASc skoori.
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Uuringud tabelina:

Table 22: Clinical evidence profile: Stroke risk scores

1 Cohort serious no serious no serious no serious none  1:159/8880 (1.79%) 9 moere per 2.10[1.56- MODERATE
studies limitations  inconsistency  indirectness  imprecision 0:58/6919  (0.83%) 1000 (from 5 2.81
) more to 15
more)
1 Cohort serious no serious no serious no serious none  2:435/11863 (3.67%) 27 more per  4.22 [3.40- MODERATE
studies limitations  inconsistency  indirectness  imprecision 0: 58/6919 (0.83%) 1000 (from 5.24]
L 20 more to
35 more
1 Cohort serious no serious no serious no serious none  3:660/11473 (5.75%) 46 more per  6.49 [4.84 - MODERATE
studies limitations  inconsistency  indirectness  imprecision 0:58/6919  (0.83%) 1000 (from 8.71]
L 32 more to

64 more)




Cohort serious no serious no serious no serious none  4:93/1137 67 moreper 9.12[6.53-  MODERATE
studies limitations  inconsistency  indirectness  imprecision (8.18%) 1000 (from 12.72]
a
0:58/6919  (0.83%)  *B6moreto
97 more)

CHADS; Cohort no serious  no serious no serious no serious none  Low: 0/238 (0%) - 1.48[1.31 - HIGH

studies limitations  inconsistency  indirectness  imprecision Moderate: 72/7286 1.66]
1 (1.0%)

High: 87/3721 (2.3%)

1 Cohort no serious  no serious no serious no serious none  Low: 0/238 (0%) - 2.44[1.78 - HIGH
studies limitations  inconsistency  indirectness  imprecision Moderate: 72/7286 3.33]
(1.0%)

High: 87/3721 (2.3%)

1 Cohort no serious  no serious Serious no serious none  1:27/1224 (2.20%) 26 moreper 2.2[1.43- MODERATE
studies limitations  inconsistency  indirectness  imprecision 2: 92/1984 (4.64%) 1000 (from 9 3.39]
l more to 53
more)

__.
1 Cohort no serious  no serious serious no serious none  1:27/1224 (2.20%) 37 moreper 2.69[1.75- MODERATE
studies limitation inconsistency  indirectness  imprecision 2-4:178/3446 (5.16%) 1000 (from 4.14]
o 16 more to
69 more)

1 Cohort no serious  no serious serious no serious none  1:27/1224 (2.20%) 33moreper 2.51[1.66- MODERATE
studies limitation inconsistency  indirectness  imprecision 3-4:86/1462 (5.88) 1000 (from 3.79]
& 15 more to
61 more)

1 Cohort no serious  no serious no serious no serious none  Low: 0/238 (0 %) - 2.51[1.73- HIGH
studies limitations  inconsistency  indirectness  imprecision Moderate: 87/7276 3.64]
(1.19%)

High: 97/3716 (2.61%)




Cohort no serious  no serious no serious no serious. none  Low: 0/238 (0 %) 2.27[1.73- HIGH
studies limitations  inconsistency  indirectness  imprecision Moderate: 31/3563 2.99]
(0.87%)

High: 153/7431 (2.05%)

1 Cohort no serious  no serious no serious no serious none  Low: 0/238 (0 %) - 2,27 [1.56 - HIGH
studies limitations  inconsistency  indirectness  imprecision Moderate: 32/3651 3.29]
(0.87%)

High: 152/7580 (2.00%)

1 Cohort no serious  no serious no serious no serious. none  Low: 0/212 (0 %) - 2.59[1.75- HIGH
studies limitations  inconsistency  indirectness  imprecision Moderate: 29/3469 3.83]
(0.83%)

High: 155/7551 (2.05%)

Cohort no serious  no serious no serious no serious none  Low: 0/212 (0%) 2,59 [175- HIGH
studies limitations  inconsistency  indirectness  imprecision Moderate: 29/3479 3.83]
(0.83%)

High: 155/7541 (2.05%)

1 Cohort no serious  no serious no serious serious none  Low: 0/2 (0%) - 3.75[1.20, MODERATE
studies limitations  inconsistency  indirectness imprecisinnr Moderate: 3/65 (4.61%) 11.73]

High: 181/10578 (1.71%)

1 Cohort serious no serious no serious no serious none  Event rate/100 years = C statistic: MODERATE
studies (Ii:nimtions inconsistency  indirectness  imprecision Low:0.2 0.61 [0.60 -
al
Intermediate: 2.2 0.62]
High: 6.4
1 Cohort serious no serious no serious no serious none  Event rate/100 years = C statistic: MODERATE
studies limitations  inconsistency  indirectness  imprecision Low:0.2 0.56 [0.56 -
@
Intermediate: 0.6 0.57]
High: 6.2



1 Cohort serious no serious no serious
studies limitations  inconsistency  indirectness
(a)

Event rate/100 years - C statistic: MODERATE
Low:0.6 0.62[0.61-

Intermediate: 3.0 0.62]

High: 6.6

1 Cohort serious no serious no serious Event rate/100 years - C statistic: MODERATE
studies limitations  inconsistency  indirectness Low:0.6 0.65 [0.64 -
(=)
Intermediate: 3.6 0.65]
High: 9
1 Cohort serious no serious no serious Event rate/100 years = C statistic: MODERATE
studies limitations  inconsistency  indirectness Low:0.8 0.7 (Cl not
el
Intermediate: 2.7 reported)
High: 5.3

1 Cohort serious no serious no serious
studies limitations  inconsistency  indirectness
Gl

N/R = C-statistic: MODERATE
0.58(Cl
not
reported)

1 Cohort serious no serious Serious
studies limitations  inconsistency  indirectness
1al L]

Event rate/100 years = C statistic: MODERATE
Low:0.6 0.62[0.61 -

Intermediate: 2.8 0.62]

High: 6.6

1 Cohort serious no serious no serious
studies :li:;nitaﬁons inconsistency  indirectness

ACCP 2001: - C statistic: ~ MODERATE
Low: 2/173 (1.2 %) 0.51(Cl

Moderate: 1/271 not

(0.4%2%) reported)

High: 156/10800 (1.4%)

ACCP 2004:

Low: 0/29 (0%)
Meoderate: 0/250 (0%)
High: 159/10965 (1.5%)




Cohort serious Baruch 2007 Low: 0/238 Median ¢ MODERATE
studies limitations {0 %) statistic
& Moderate: 72/7286 [95% CI]:
(0.99%) 0.53
High: 87/3721 (2.34%) 0.65
Range: 0.53-
Li: 0.65
N/R
2 Cohort serious Friberg 2012: Medianc-  LOW
studies limitations Event rate/100 years statistic
" Low:0.6 [EZiEE
Intermediate: 3.6 Gl
High: 9.0 o071
0.66 [0.66-
0.67]
I:;? 2022 Range0.64
-0.66

1 Cohort serious
studies limitations

]

N/R

C statistic: MODERATE
0.53(Cl

not

reported)

2 Cohort serious Friberg 2012: Median c- Low
studies limitations Event rate/100 years statistic
12 -
Low:0.2 [95% Cll:
Intermediate: 0.6 g?: [0.59-
High: 6.2 72l
0.67 [0.66-
0.68]
Larsen 2012
Range:
N/R 0.66-0.67
2 Cohort no serious Friberg 2012: Median c- HIGH
studies limitations Event rate/100 years statistic
Low:0.8 [95% il
Intermediate: 3.9 0.59[0.56-
High: 9.2 (]
0.62 [0.61-
0.62]
Lip 2010:
Range: 0.55-
Low: 0/212 (1.8%) 0.62

Moderate: 29/3469
(30.3%)
High: 155/7551 (67.9%)



2 Cohort no serious  no serious no serious no serious none  Fang 2008: - Median c- HIGH
studies limitations  inconsistency  indirectness  imprecision Low: 11.7% statistic

Moderate: 7.9% [95%C1l:

High: 80.4% LD
0.59 [0.56-
0.61

Lip 2010: Low: 0/212 (%) !

Moderate: 29/3479 RERER AT

) 0.56-0.59

(0.83%)
High: 155/7541 (2.05%)

1 Cohort Serious no serious no serious notassessed none  N/R - C statistic MODERATE
studies limitations  inconsistency  indirectness 0.6 (Cl not
@ reported)
Cohort no serious  no serious no serious no serious none  Fang 2008: Median c- HIGH
studies limitations  inconsistency  indirectness  imprecision Low: 18.8% statistic
Moderate: 61.2% [s5%Cll:
High: 20.1% L
0.64 [0.61-
0.67]
Lip2010: !
Range: 0.58-

Low: 0/238 (0 %)
Moderate (1): 31/3563
(0.87%)

High: 153/7431 (2.05%)

0.64

Lip2010: Low: 0/238 (0
%)

Moderate (1-2) :
87/7276 (1.19%)

High: 97/3716 (2.61%)




Cohort serious no serious no serious no serious none  Fang 2008: Median c- MODERATE
studies limitations  inconsistency  indirectness  imprecision Event rate not given. statistic
fa) [95% CI]:

Friberg 2012: 0.61[0.61-

Event rate/100 years (]

Low:0.9 0.66 [0.65-
o 0.68]

Intermediate: 5.2

-~ 0.67 [Cl not
High: 12.3 reported]
0.72 [0.69-

QOlesen 2012: 0.75]

1: 159/8880 (1.79%) Range: 0.61-

0:58/6919  (0.83%) 0.72

Olesen 2011:

Event rate/100 person

years

Low: 1.67

Intermediate: 4.75

High: 12.27

1 Cohort serious no serious no serious not assessed none  Fang 2008: = C statistic MODERATE
studies limitations  inconsistency  indirectness Event rate not given. 0.6 (CI not
L reported)
___.
2 Cohort serious no serious no serious serious none Friberg 2012: Median c- Low
studies limitations  inconsistency  indirectness imprecisil:‘.ln(‘i Event rate/100 years statistic
° ! Low:0.3 EEEL
Intermediate: 1.0 T [1EEe
High: 8.9 0.66]
0.72 [0.69 -
0.75]
Olesen 2011: Range: 0.66-
Event rate/100 072
person years
Low: 1.67
Intermediate: 4.75
High: 12.27
2 Cohort no serious  no serious no serious no serious none  Low:0/2 (%) - Median c- HIGH
studies limitations  inconsistency  indirectness  imprecision Moderate: 3/65 (4.61%) statistic
High: 181/10578 (1.71%) [95% cil:
0.57 [0.54-
Coppens 2013: @3]
1: 27/1224 (2.20%) 3'21[0'61'
2: 92/1984 (4.64%) )
Range: 0.57-

3 - 4: 86/1462 (5.88) T



3 Cohort serious
studies limitations in(:unsistem:\}(E indirectness  imprecision
13 )

Friberg 2012:

Event rate/100 years
Low:0.3
Intermediate: 1.0
High: 8.9

Olesen 2011

Event rate per 100 years
Low: 0.78

Intermediate: 2.01
High: 8.82

Olesen 2012 Event
rate/100 years
0=0.84

1=1.79

2=3.67

3=5.75

4=8.18

Median c- LOW
statistic
[95% C1]:
0.56 [0.56-
0.57]

0.63 [0.62-
0.65]
0.85[0.83-
0.87]

Range: 0.56-
0.85

2 Cohort serious serious no serious no serious none  Friberg 2012: - Median c- Low
studies limitations  inconsistency  indirectness  imprecision Event rate/100 years statistic
[2) (C] § [95% C1]:
Low:0.3
Intermediate: 1.0 g?a [0.67-
High: 8.9 o=l
0.85 [0.83-
0.87]
Olesen 2011
Range: 0.67-
Event rate per 100 years 0.85
Low: 0.78
Intermediate: 2.01
High: 8.82
2 Cohort serious no serious no serious no serious none  Friberg 2012: - Median c- MODERATE
studies limitations  inconsistency  indirectness  imprecision Event rate/100 years statistic
c] -
Low:0.3 [95% C1]:
Intermediate: 0.5 gz [0.55-
High: 9.0 £
0.61 [0.60-
Lip 2010 0021
P ) Range: 0.58-
Low: 0/238 (0 %) 0.61
Moderate: 32/3651
(0.87%)

High: 152/7580 (2.00%)
{a) Retrospective cohort. Data obtained through datab hing. Unk if patients were selected randomly or ively.




(b) Indirectness - selected patients with @ CHADS; score of 1.

(c) Missing data, point estimate for ¢ statistic given and no confidence intervals provided.
(d) Wide confidence intervals make it difficult to know the true effect size for this outcome.
(e) Inconsistency detected across studies

(fl Confidence interval crossed one MID

2 Cohort serious no serious no serious no serious none  Olesen: Olesen: Larsen: -3%  MODERATE
studies limitations  inconsistency  indirectness  imprecision 1307/1405 (93%) 36410/4617  (-6%to-1%)
= 1(78.9%) Olesen:
14.2%

(g) Retrospective cohort. Data ebtained q hing. L if patie were selected randomly or ively.



