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Fg. 1 Ulrasound gaided femosal nerve block. A, Sepine landmarks of e mtericr supesicr fliss spine (whits cval),

[wguinal lgament (white ting). B, Orientation of US prove. €, Injestion of mesttic. D, Manual presiure diital 1o the njection.
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Fig.2  Ulirasound images of the femeral nerve block. Left, Before anesthetic Injection: attery (A), nerve (N), andneedle (indicated by shert
ite arrows). Right, After anesthetic injection: artery (A), nerve (N), with anesthetic surrounding the nerve (outfined by long white arrows).
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Median Pain Scores
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Fig. 3 DMedian pain scores over 4 howa.

Individual Pain Scores

4 mg ﬁ VIRMED

S 1 3054 B O
?eﬁjj/\# , ﬁJ‘ J‘[jj—;q“‘- mg E J%Fj?%
%ﬂjj/\]:n lﬁ Ejj‘ﬁ/ﬁ‘ﬂf"z 5 mg UIFEPﬂE

R L'm:ﬁwrwrﬁtr.wljEafﬂr;rsm
E'E%Fﬂﬁ

Fig. 4 Individual pain scores over <4 hours. The closed sguares
represent participants who did not receive rescue analgesia, whereas
the open circles represent those who did. Administraficn of rescue
analgesia is mdicated by an asterisk over the specific individual and
time at which it was given.
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Total number of citations identified
In Publed, EMBASE, Cochrane, BestBETS

MNon-relevant citation
topie ortitle
354
Abstracts reviewed
Rk
Apstracts for retrospective
—_ studies or case series
112

| Articles reviewed In detal |
7

Mon-randomized o other viclation
of inclusion criteria
13

I 1 randomized trial

& The primary outcome measure of interest was

Secondary patient—important outcome measures
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btandard criteria were used to evaluate the
quality of published trials

Recombinant Activated Factor V11 {n Severe Trauma Nishijima & Zeheahehi

Tahle 1. Gharacteristics of randorrized trial evaluating the use of rFYlla in severe trauma,

Stucly Patierts Inteventions Comparisons Outcomes
Boffard et al, 277 Patients across 32 imtemational  rFVla 200 pg/kg intravenously 3 I Injections: of placebo  Primary: 48h and 30-day
2005% trauma centers, with amean age (V) immediately after 8th mottality
of 34 y, with severe trauma (143 unit of packed REC, then Secondary. units of packed
blunt, 134 penetrating) requiring 100 pgfhg W repested at 1 RBC transfused in first
=6 units of packed RBC within ad3h 48, use of other
4 of admission transfusion products,
ventilator and 1CU days,
MOF, ARDS

Safety: averse events,
changes in coagulation-
related laboranory
variables

WOF, mudtiongan failure; ARDS, adult i spiratory distiess syndhare,




Tahle 2. Assessment of susceptibility to important bias in the
selected trial.

Criteria Boffarl et al, 2005 (n=277)>*

Randomization Wes

Concealment Unclear, method of concealment not
reported

Intention-to-traat analysis Yes

Balance of study groups with Groups similar with respeact to age, sex|
respact to prognostically IS5 score, GCS score, time to
important variables hospital, time from hospitalization to

study treatment |, vital signs, and
biclogical variables

Blinding Patients and care providers wera

blinded using placebo control group.
Unclear whether data analysis was
blinded.

Fol low-up 32 patients lost to folloveup in rFylla
Zroup, 2 patients lost to follow-up in
placebo group

Standard surgical intervention and
resuscitation strategies for both
placebo and rFYlla groups.
Transfusien guidelines similar for
both groups in all study centers.

Cointervention

155, Injury Severity Score;, GCS, Glasgow Coma Scalke.

L&

One randomized, blinded triaDF ik
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® Our Other Selected sec nldary outcome measures Of interest
were not reported.

Table 3. Cutcome measures in patients who have severe
blunt or penetrating traurna and are receiving rFYvlla versus
placebo.

Boffard et al, 2005 {Severe Trauma)

(n=277)y>*°
FVlla, No.
(%) Placebo, No.

Outcome {n=139) {%) (n=138) RR { 95% CI)
AE-h rmortality 2618 23 (47 1.08(0.69-2.0)
B0-day mortality 34 (24 A0 (29 0.24 {(0.57-1.25)
Patients with adversea [R5 G {4y 0.99(0.33-3.0)

events

{thremboambaolism)
Massive transfusion® 15 (14 36 (26) Qa4 (024 -0.93)
ARDS within 20 days Ti5) AT (12 0.4 (0.18-0.95)
MOF within 20 days Ti5) 16 (12 043 (0.18-1.02)
Composite cutcome A0 (29 5338 .75 (0.54-1.05)

of ARDS, MOF, or

death (within 20

days)
RR, Relative risk, F¥lla compared with placebo.
FMaszsive transfusion defined as patients alive at 42 hours who recsivwve more
than 12 unitz of RBC s within 4& hours of the first dose, which equals greater
than 20 units of RBC s, inclusive of the 2 predoss units
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Tahle 4. Subgroup analysis hased on blunt and penetrating mechanism of injury,
Boffand et al, 2005 (Blunt Truma) (n=143)* Boffand et al, 2005  Penetrating Trauma) (n=134**

[FVila, No. (%)  Placsho, No. (%) 1FVila, No. (%) Placeho, No. (%)
Outeome (n=69) (n=T4) RR (955 CI) (n=10) {n=60) RR (9855 CI)
134 mattalty 1319) @BEY L0724 1207 008 110051238
0-day motaliy 172 0E) 084D T 1828 0.86(0.49-053
Petients with adverse events 203 3 0.72(042-4 15) 416) 3 1.22(0.28-5.24)

(thrembosrmbolistr)
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Critically Appraised Topic (CAT): Recombinant activated factor VII for severe trauma.

Question In aduft, nonhemophilias patients with severe muMisystem trauma requiring large amounts of fluid resuscitation or
blood produsts that is not easily amenable to immediate surgical intervention, does the therapeutio use of
¥FVlla at any dosing regimen, compared with placebo, improve the patientorientad outcomes of mortalit,
neurologie status, dalayad surgical interventions, and adverse effects?

Reviewad by Nishijima DK, Zehtabchi S

Date of search September 2008

Expiration date Saptamber 2010

Clinical bettom line Bxisting evidence doas nat show any benefit from using rFVlla in severs mulisystem trauma.

Saarch stratogy Tha search for randomizad tials ineluded PubMed, EMBASE, BastBETS, and the Coehrana Library, from tha date
of origin to September 2002,

Citations 1. Boffard KD, Riou B, Wanen E, et al. Racombinart factor Vila as adjunctive therapy for blseding cortrol in

severely injured trauma patisnts: two parallel randomized, plaosbocortrolled, doubleblind clinical tials.
J Trauma, 200559818,
Primary study characteristics Study Population
277 Trauma patients raquiring at laast 6 units of paoked RECS within & hours of admission, aged 16-65 years,
from 32 centars in 8 countries. Exsluded patients with cardiao artest before drug administration, gunshot
wiound o the haad, pH <7.0, GES soora <8, and injury =12 hours befora randomization.
Interventions
31V injections of rFVIa (200, 100, 100 ug/kgl, frst dose given immediately after the &th urit of REC, the
second and third doses given at 4 and 3 hours after first dose, respectively.
Qutcome measuras
Mortality, blood transfusion requirements, ICU days, mutiorgan failure and acute respiratory distress syndrome at
20 days, and adverse everts.
Critical appraisal Tha study was randomized, blindad, achisved balancs with raspect to bassling charactaristics, and adherad to
imtartionto-trest analysis. The number of patients lost to folloveup was minimal. Methods of randomization,
enrolimert, and consealment wera nat completaly roportad.

Results
Trial RR (954C1)

Primary outcome: mortality

48h Mortality

Boffard et al 1.00(0.50-2.0)
30.Day mortality

Boffard et al 0.84(0.57-1.25)







