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Adult Cardiac Arrest Algorithm—2015 Update

Start CPR

* Give oxygen
* Attach monitor/defibrillator
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Yes Rhythm No
. Y shockable?

v

9
VF/pVT Asystole/PEA

Shock
. 1

CPR 2 min
¢ IV/IO access

/

capnography

5 Shock
6 v 10 v
CPR 2 min CPR 2 min
¢ Epinephrine every 3-5 min * IV/IO access
¢ Consider advanced airway, * Epinephrine every 3-5 min
capnography * Consider advanced airway,

11

Rhythm
shockable?

* Treat reversible causes

CPR 2 min CPR 2 min

< * Amiodarone * Treat reversible causes
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4 4

Y

Rhythm
shockable?

* If no signs of return of
spontaneous circulation
(ROSC), go to 10 or 11

* If ROSC, go to

Post-Cardiac Arrest Care
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Yes
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Goto5or7

* Push hard (at least 2 inches
[5 cm)) and fast (100-120/min)
and allow complete chest recoil.
Minimize interruptions in
compressions.

Avoid excessive ventilation.
Rotate compressor every

: very * Epinephrine IVIIO dose:
2 minutes, or sooner if fatiguefl.
If no advanced airway, 1
ratio.
Quantitative waveform F‘
ok . Amiodarone IV/IO dose rst
- If Psrco2 <10 mm

»
dose: 300 mg bolus. Second

-
dose: 150 mg.

to improve CPR
Intra-arterial pressf
i : Manufacturer
endation (eg, initial
glof 120-200 J); if unknown,
g/maximum available.
cond and subsequent doses
ould be equivalent, and higher
‘doses may be considered.
Monophasic: 360 J
Drug Therapy
* Epinephrine IV/IO dose:
1 mg every 3-5 minutes
* Amiodarone IV/IO dose: First
dose: 300 mg bolus. Second
dose: 150 mg.
Advanced A|rway
* Endotracheal intubation or
supraglottic advanced airway
* Waveform capnography or
capnometry to confirm and
monitor ET tube placement
* Once advanced airway in place,
give 1 breath every 6 seconds

(10 breaths/min) with continuous
chest compressions

> 3w OEFIEOVF/pVTICH T 3
. and blood pressure — A\ g JJ fx

emeriey | VEAYOESMERINTND
* Spontaneous arterial pressure

waves with intra-arterial
monitoring

Reversible Causes

* Hypovolemia

* Hypoxia

¢ Hydrogen ion (acidosis)
¢ Hypo-/hyperkalemia

* Hypothermia

* Tension pneumothorax
* Tamponade, cardiac

¢ Toxins

* Thrombosis, pulmonary
* Thrombosis, coronary

Drug Therapy

, attempt
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ARREST

Amiodarone for resuscitation after out-of-hospital cardiac arrest due to ventricular fibrillation
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ARREST

Amiodarone for resuscitation after out-of-hospital cardiac arrest due to ventricular fibrillation
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Figure 1. Effect of Treatment with Amiodarone ar Placebo on the Rate of Survival to Hospital Admission in All Patients and Sub-
groups of Patients,

VE denotes ventricular fibrillation, PE& pulseless electrical activity, and ROSC return of spontaneous circulation before administra-
tion of the study drug. Values above the bars are the percentages of patients who survived to adrmission.

N Engl J Med. 1999 Sep 16;341(12):871-8



ALIVE

Amiodarone as compared with lidocaine for shock-resistant ventricular fibrillation
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ALIVE

Amiodarone as compared with lidocaine for shock-resistant ventricular fibrillation
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Figure 1. Effect of Treatment with Amiodarone or Lidocaine on the Rate of Survival to Hospital Admission in All Patients
and in Selected Subgroups.

VF denotes ventricular fibrillation. Return of spontaneous circulation refers to transient return bafore the administration
of the study drug.

N Engl J Med. 2002 Mar 21;346(12):884-90
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| Study Drug Kit Contents (Treatment Assignment)

: : : Amiodarone (PM101) Arm Lidocaine Arm Placebo Arm
. Bk IR PM101 150 mg (3cc) Lidocaine 60 mg (3 cc) Placebo (3cc)
PM101 150 mg (3cc) Lidocaine 60 mg (3cc) Placebo (3cc)
| PM101 150 mg (3cc) Lidocaine 60 mg (3cc) Placebo (3cc)
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« Modified Rankin scale3=LL FHESH

Modified Rankin scale

Score Description
0 Mo symptoms at all
1 Mo significant disability despite symptoms; able to carry out all usual duties and activities
2 Slight disability; unable to carry out all previous activities, but able to look after own affairs without assistance
3 Moderate disability; requiring some help, but able to walk without assistance
4 Moderately severe disability; unable to walk without assistance and unable to attend to own bodily needs without assistance
5 Severe disability; bedridden, incontinent, and requiring constant nursing care and attention
& Dead

* Primary/Secondary &&(cPer-Protocol Tt
* [TTTEHERELTND
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17 KBS Patients with out-of: hospital cardiac
arrest were assessed ‘oo eligibility

30,B3E [E1.4%) Were ineligible
L0487 Did not have shoce-
refractory VT VT
1E7 Did not have vasoular
ACCESS
75 Had received IV amicdarone or
idocaine previcusly
&6 Were in protected populations
19 Had acwance directive
18 Did not receive advanced life
support
5 Hac other reasons

7051 [1B.6%) Were potentially eligible

L

2354 (6.39) Were excluded
602 Hac protocod victations
150 Received care frorm EM3S person-
re| who did not have Erial-drug
kit at scene
131E Had VF /¥T terminated
275 Had crcurnstantial issues
39 Had unknown reasons

4667 [12.35%) Had trial-drug kit that was
apened by EMS and thereby
undensent randomization

L

14 Were excluded
& Had an unknown trial-drug
assignment
B 'Were in protectec populations

4653 Were incluced in the
irtentior-to-treat populaton

l

L

l

1535 In the intertion-to-treat
population were assigned
ta receive amiotarone

1541 In the intention-to-treat
papulation were assigned
1o recerve lidocaine

ta receive placebo

1573 In the intention-to-treat
population were assigned

k|

365 (36.7%) Were sxcluded
fram per-protocol population

from per-protocal population

548 [35.6%) Were excluded

514 (32.736) Were sncluded
fram per-protocol population

L

L

574 (63.3%) In the per-protocol
ved amiotarone

populatior recei

593 (64.4%8) I the per-protoco
population received lidocyine

1059 [67.3%) In the per-protocol
population received placeba

L

f—s=| 4 Had unknown outcome .

& Had untnown outcoms

| 3 Hat unenown oulcome

L

L

970 (99.65%6) W
prirmary

ere included in

BE5 [99.2%) Were induded in
anahsis primary analysis

‘ primary analysis

1056 [99.7%) Were included in

S
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7051 A (18.6%)hipotentially eligible

2384 A H¥excluded
1318\ VF/VT terminated
602 A protocol violations
275\ circumstantial issues
150\ did not have kit
39\ unknown reason

4667 AniEH E{HE

14 A\ h¥excluded

6 A unknown trial-drug
8\ protected population

4653 AntInclusion



4653 Were included in the
intention-to-treat population

|

|

1539 In the intention-to-treat
population were assigned
to receive amiodarcne

1541 In the intention-to-treat
population were assigned
to receive lidocaine

1573 In the intention-to-treat
population were assigned
to receive placebo

ITT

565 (36.7%)

——

from per-protocol population

Were excluded

Y

548 (35.6%) Were excluded
from per-protocol population

514 (32.7%) Were excluded

- ,
from per-protocol population

Y

Y

974 (63.3%6) In the per-protocol
population received amiodarone

993 (64.4%¢) In the per-protocol
population received lidocaine

1059 {67.33¢) In the per-protocol
population received placebo

4 Had unknown cutcome

& Had unknown outcome

3 Had unknown outcome

970 (99.6%6) Were included in
primary analysis

985 (99.2%96) Were included in
primary analysis

1056 (99.796) Were included in
primary analysis
AN

Per-
Protocol

Amiodarone

Lidocaine

Placebo



Table 51. Numbers of Patients from the Intention-to-Treat Population That Were Excluded from the Per-Protocol Population by Treatment

Arm
Amiodarone  Lidocaine Placebo Total
(N =1539) (N =1541) (N =1573) (N = 4653)
Patients who did not meet eligibility criteria
No shock refractory VF/VT, n (%) 82 (5.3%) 85 (5.5%) 103 (6.5%) 270 (5.8%)
Advance directive, n (%) 8 (0.5%) 7 (0.5%) 3 (0.2%) 18 (0.4%)
Prior IV administration of amiodarone or lidocaine, n (%) 5(0.3%) 4 (0.3%) 2 (0.1%) 11 (0.2%)
Mo vascular access, n (%) 1(0.1%) 2 (0.1%) 1({0.1%) 4 (0.1%)
Exsanguination, n (%) 2 (0.1%) 1(0.1%) 0(0%) 3 (0.1%)
History of allergy to amiodarone or lidocaine, n (%) 0 (0%) 0 (0%) 1(0.1%) 1 (0.0%)
Total number of patients who did not meet eligibility criteria, n (%) 98 (6.4%) 99 (6.4%) 110 (7.0%) 307 (6.6%)
Study drug not given, n (%) 79 (5.1%) 91 (5.9%) 88 (5.6%) 257 (5.5%)
Non-shockable initial rhythm, n (%) 389 (25.3%) 358 (23.2%) 316 (20.1%) 1063 (22.8%)
Total number of patients excluded, n (%) 565 (36.7%) 548 (35.6%) 514 (32.7%) 1627 (35.0%)

ExclusionaN/ZIBA (I REFCKETIRIEWVIRR0




Table 1. Prerandomization Characteristics of the Per-Protocol Population.*

Characteristic
Age —yr
Male sex — no.ftotal no. (%)
Cardiac arrest occurred in public location — no. ftotal no. (%6)
Cardiac arrest witnessed — no.total no. (54)
By EMS
By bystander
Bystander-initiated PAD shock — no. /total no. (38)
Bystander-initiated CPR — no./total no. (34)
Time from initial callf
To first arrival of EMS — min
Tao first arrival of EMS =4 min — no. ftotal no. (36)
To first arrival of ALS — min
Trial site — no. (%6)
A

T oo ™ m g M @

|
J

Amiodarone
(N=974)

63.7+14.0

762/973 (78.3)
303/974 (31.1)

57/950 (6.0)
621/950 (65.4)
62/905 (6.9)
556/905 (61.4)

5.8+2.6
209/973 (21.5)
8.05.1

104 (10.7)
154 (15.8)
74 (7.6)
59 (6.1)
4 (0.4)
215 (22.1)
21 (2.2)
163 (16.7)
63 (6.5)
117 (12.0)

Lidocaine
(N=993)

63.0+14.7

816/993 (82.2)
312/993 (31.4)

44/965 (4.6)
636/965 (65.9)
51/927 (5.5)
549/927 (59.2)

5.6:2.4
237/992 (23.9)
7.8:4.3

97 (9.8)
158 (15.9)
77 (7.8)
60 (6.0)
8 (0.8)
223 (22.5)
14 (1.4)
149 (15.0)
85 (8.6)
122 (12.3)

Placebo
(N=1059)

62.7+14.6

844/1059 (79.7)
316/1056 (29.9)

541027 (5.3)
687/1027 (66.9)
57/988 (5.8)
595/988 (60.2)

5.8+2.6
2441058 (23.1)
8.0:4.6

92 (8.7)
162 (15.3)
30 (7.6)
66 (6.2)
7 (0.7)
260 (24.6)
15 (1.4)
169 (16.0)
30 (7.6)

= EFDbaseline(C

* Plus—minus values are means +5D. Mo baseline factors varied significantly according to trial group (P=0.05). ALS d

B 5 ONVRZE (TR

advanced life support, CPR cardiopulmonary resuscitation, EMS emergency medical services, and PAD public-ac

defibrillation.

T Initial call refers to the initial notification of an occurrence of cardiac arrest to an emergency call center.




Table 2, Event Characteristics and Treatments Received in the Per-Protocol Population.™

Amiodarone Lidocaine Placebo Owverall
Characteristic (N =974) (N=993) [N=1059) P Value
Time from initial call to first dose of trial drug in patients with non- 19.327.1 19.327.6 19.3%7.3 0.81
EMS-witnessed cardiac arrest — min
Time from cardiac arrest to first dese of trial drug in patients with 11.725.8 12.126.6 12.146.6 091
EMS-witnessed arrest — min
Time from initial call to first dose of epinephrine — min 16.126.5 15.826.1 16.2:6.4 0.35
Trial drug given through intraosseous access — no.jtotal no. (%) 2127974 [21.8) 2204991 (22.2) 229/1054 [21.7) 0.96
Syringes of trial drug given — no.ftotal no. (%) <0.001
3 syringes 621967 (64.2) 594981 (60.6) 758/1051 (72.1)
2 syringes 127/967 [33.5) 168/981 (37.5) 273/1051 (26.0)
1 syringe 13967 {2.0) 19/981 (L8)  20/1051 {19
Prehospital advanced airway management successful — no. (%) 819 (B4.1) B54 (B6.0) 893 (84.3) 0.45
CPR-process measures in first 10 min after pad placement
Pre-shock pause — sect 10.2+10.7 10.249.0 10.249.0 0.99
Post-shock pause — sect 5.126.7 5.2¢10.6 5.8+10.0 0.19
Compression rate/min 110.3+10.7 110.7£10.5 110.7+10.5 0.63
Compression depth— mm 50.929.2 51.5210.5 52.0+9.8 0.22
CFR fraction§ 0.83:0.09 0.84:0.09 0.83+0.10 0.58
No. of EMS shocks — median {IQR) 5 (3-7) 5 (3-7) 6 (4-9) <0.001
Mo. of shocks before first dese of trial drug — median (IQR) 3 (2-4) 3 (2-4) 3 (2-4) 0.73
Mo, of EMS shocks after first dose of trial drug — median (IQR) 2 (1-4) 2 (1-3) 3 (1-6) =0.001
Prehospital drugs administered
Epinephrine — no. (%) 961 (98.7) 981 (98.8) 1046 (98.8) 1.00
Vasopressin — no./total no. (%) 67/974 (6.9) 60992 (6.0)  55/1059 (5.2) 0.28
Sicarbonate — no. (%) 271 (27.8) 258 (26.0) 308 (29.1) 0.29
Atropine — no. ftotal no. (36) 52/974 (5.3) 43/992 (4.3)  33/1059 (3.1) 0.04
Beta-blocker — no. ftotal no. (%) 6/974 (0.6) 2/992 (0.2)  10/1059 (0.9) 0.09
Open-label lidocaine — no./total no. (%) 4974 [0.4) 6/99Z (0.6)  13/1059 [L.2) 0.08
Open-label amiodarene — no.ftotal no. (%) 7/974 (0.7) 137992 (1.3) 15/1059 [1.4) 0.29
Procainamide — no.jtotal no. (%) 67/974 (6.9) 57/992 (5.7)  92/1059 (8.7) 0.03
Magnesium — no. ftotal no. (%) 78/974 (8.0) 68/992 (6.8) 1191059 (11.2) 0.001
Coenrcllment in CPR trial — no. ftotal no. (%)Y 0.95

Received continuous chest compressions
Received interrupted chest compressions

Were not enrolled in CPR trial

234/973 (24.0)
264/973 (27.1)
475973 [48.8)

249/993 (25.1)
259993 (26.1)
485993 (48.8)

25371059 (23.9)
29071059 (27.4)
516/1059 [48.7)




Talle 3, Dutcomes According 0 Trial Group in the Per- Protoce] Population,®

Amiodaronn Lid i man Place o
Cwtcoma (M =974 [N=95) [N=185%] Amiodarons vs, Placshs Lidecaine v Place bo Amindarone v Lidocaine
Diifference Diifference Difle rence
{559 1) P ¥ ale @SR P Value B9 CI) PValue
percentage pereEniage PR g
nant mianit nonty
Primary sutcoma: survival to discharge 237X (244 ZXIIE5 (2R 222001056 (2.0 3.2 .08 24 Qe 0.7 om
— o ftital mo. (6T {41 709 {-LO1= 6.3) FiZwe4n
Secondary cutcome: modified Rankin 12 /m6r (188  172/9B4 (11.5) 1751055 (16.5) 24 .13 03 a5 1.3 0es
seore =1 — no. fledal ne. (%) [-L1ts5.8) [-Z41n432) 2148
Mocha nistic (caploratory) culcomes
Return of sportancous circulation st 350974 (35.9)  396/992 (39.9) 3661053 (34.6) 1.4 0.52 5.4 ool A0 0.0
ED arrival — noftotal ne, (%) (2812 5.5) (L2195 31005
Admitted 1o hospital — no, (56) 445 (45.7) 467 (4710 470 (39.7) 6.0 2.1 7.4 <0001 -13 055
(L7 o 10.3) (3.1 1o 11.6) (-5 7o 3.1)
Maosdified Rankin score in all patientst 5019 5 1:1.8 5.2:18 .14 .04 006 Q45 00k 0%
<0301 0.02) (02210 0.10 (<024 10 0.08)
Maodified Rankin soore in survheors) 2 0s2.7 2.2+2.7 20426
Distribwtion of modified Rankin
soores — noytotal ne, (%61
] 60966 (6.2) 49981 (5.0 55 /1053 (5.2)
1 47 66 (4.9) 37981 (3.5) ¥9/1053 (3.7)
2 41 966 (42) A6/9EL (4.7 &0/ 1053 [3.5)
3 3 Abh [ 3.5) 37981 (3.8) 4] /1053 (3.9)
4 31 /966 (3.2) 36981 (3.7) 27 /1053 (2.6)
§ 21 66 (2.2) 24 981 (2.4) 181053 (1.7}
f 7I2966(75.8) 75291 (76T BI3J1053 (PR.1)

Primary/Secondary e scgamconzd L

Primary
Secondary

24.4% vs 23.7% vs 21.0%
18.8% vs 17.5% vs 16.6%



Table $2. Survival to Discharge in A Priori Subgroups in the Per-Protocol Population

Amiodarone Lidocaine Placebo Amiodarone Lidocaine vs Amiodarone
vs Placebo Placebo vs Lidocaine
Difference Difference Difference
(95% C1) (95% CI1) (95% CI1)
P for
P P P Interaction
Witnessed status 0.05
EMS witnessed, n (%) 22 (38.6%) 10 (23.3%) 9(16.7%) 21.9% 6.6% 15.3%
[N=57;43;54]
(5.8%, 38.0%) (-9.5%, 22.7%) (-2.6%, 33.2%)
P=0.01 P=0.42 P=0.09
Bystander witnessed, n [3) 171 (27.7%) 176 (27.8%) 155 (22.7%) 5.0% 5.2% -0.1%
[N=618;632;684]
(0.3%, 9.7%) (0.5%, 9.9%) (-5.1%, 4.9%)
P=0.04 P=0.03 P=097
Unwitnessed, n (%) 41 (15.1%) 45 (16.0%) 48 [16.8%) -1.7% 0.8 -0.9%
[N=271;282:286]
(-7.8%, 4.4%)  (-6.9%, 5.3%) (-5.9%, 5.1%)
P=0.58 P=0.80 P=0.77
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Table 2, Event Characteristics and Treatments Received in the Per-Protocol Population.™

Amiodarone Lidocaine Placebo Owverall
Characteristic (N =5974) (N =993) [N=1059) P Value
Time from initial call to first dose of trial drug in patients with non- 19.327.1 19.327.6 193473 0.81
EMS-witnessed cardiac arrest — min
Time from cardiac arrest to first dese of trial drug in patients with 11.725.8 12.126.6 12.146.6 091
EMS-witnessed arrest — min
Time from initial call to first dose of epinephrine — min 16.126.5 15.826.1 16.2:6.4 0.35
Trial drug Ei'-'l:ﬂ through intraosseous access — no./total no. (38) 7T 2127974 [21.8) 2204991 (22.2) 229/1054 [21.7) 0.96
Syringes of trial drug given — no.ftotal no. (%) <(.001
3 syringes 621967 (64.2) 594981 (60.6) 758/1051 (72.1)
2 syringes 127/967 [33.5) 168/981 (37.5) 273/1051 (26.0)
1 syringe 13967 {2.0) 19/981 (L8)  20/1051 {19
Prehospital advanced airway management successful — no. (%) 819 [B4.1) 554 (B6.0) 833 (84.3) 0.45
CPR-process measures in first 10 min after pad placement
Pre-shock pause — sect 10.2£10.7 10.2£9.0 10.249.0 0.99
Post-shock pause — sect 5.126.7 5.2¢10.6 5.8+10.0 0.19
Compression rate/min 110.310.7 110.7£10.5 110.7+10.9 0.63
Compression depth— mm 50.929.2 51.5210.5 52.0+9.8 0.22
CPR fraction§ 0.83+0.09 0.84£0.09 0.83+0.10 0.58
No. of EMS shacks — median {IQR) 5 (3-7) 5 (3-7) 6 (4-9) <0.001 I
Mo. of shocks before first dose of trial drug — median (IQR) 3 (2-4) 3 (2-4) 3 (2-4) 0.73 [
Mo, of EMS shocks after first dose of trial drug — median (IQR) 2 [1-4) Z(1-3) 3 (1-5) =(0.001 I
Prehospital drugs administered [
Epinephrine — no. (%) 961 (98.7) 981 (98.8) 1046 (98.8) 1.00
Vasopressin — no.jtotal no. (%) 67/974 (6.9) 60992 (6.0)  55/1059 (5.2) 0.28
Sicarbonate — no. (%) 271 (27.8) 258 (26.0) 308 (29.1) 0.29
Atropine — no. ftotal no. (36) 52/974 (5.3) 43/992 (4.3)  33/1059 (3.1) 0.04
Beta-blocker — no. ftotal no. (%) 6/974 (0.6) 2/992 (0.2)  10/1059 (0.9) 0.09
Open-label lidocaine — no.ftotal ne. (3] 4974 [0.4) §/99Z (0.6]  13/1059 (L.2) 0.08
Open-label amiodarene — no.ftotal no. (%) 7/974 (0.7) 137992 (1.3) 15/1059 [1.4) 0.29
Procainamide — no.total no. (%) 67/974 (6.9) 57/992 (5.7)  92/1059 (8.7) 0.03
Magnesium — no. ftotal no. (%) 78/974 (8.0) 68/952 (6.8)  119/1059 (11.2) 0.001
Coenrcllment in CPR trial — no. ftotal no. [36)94 0.95

Received continuous chest compressions
Received interrupted chest compressions

Were not enrolled in CPR trial

234/973 (24.0)
264/973 (27.1)
475973 [48.8)

249/993 (25.1)
259,993 (26.1)
485993 (48.8)

2531059 (23.9)
290/1059 (27.4)
516/1059 [48.7)
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Talle 3, Dutcomes According 0 Trial Group in the Per- Protoce] Population,®

Amiodaronn Lid i man Place o
Cwtcoma (M =974 [N=95) [N=185%] Amiodarons vs, Placshs Lidecaing ws., Plaoe bo Amindarone v Lidocaine
Diifference Diifference Difle rence
{559 1) P ¥ ale @SR P Value B9 CI) PValue
perceniape peraeAiage percge Lape
jpaints painty painty
Primary sutcoma: survival to discharge 237X (244 ZXIIE5 (2R 222001056 (2.0 3.2 .08 24 Qe 0.7 om
— o ftetal mo. (6)T {41 709 {-LO1= 6.3) FiZwe4n
Secondary eutcome: medified Rankin 182867 (18.8)  172/984 (17.5) 1751055 (16.8) 2.2 0.9 03 a5 13 0ea
seore =1 — no. fledal ne. (%) [-L1ts5.8) [-Z41n432) 2148
Mocha nistic (caploratory) culcomes
Return of sportancous circuation st 350974 (359)  396/992 (39.9)  366/1053 (34.6) 1.4 0.52 5.4 ool -4 0 0.7
ED arrival — noftotal ne, (%) (-2.B1a 5.5) (L2195 531005
Admitted 1o hospital — no, [56) 445 (45,7) 467 (4710 420 (39.7) 6.0 0.01 7.4 <0001 -13 0.55
(L7 1o 10.3) (3.1 1o 11.6) (-5 7o 3.1)
Maosdified Rankin score in all patientst 5019 5 1:1.8 S5.2:18 .04 .04 004 Q45 008 034 |
<0301 0.02) (02210 0.10 (<024 10 0.08)
Maodified Rankin soore in survheors) 2 0s2.7 2.2+2.7 20426
Distribwtion of modified Rankin
soores — noytotal ne, (%61
] 60966 (6.2) 49981 (5.0 55 /1053 (5.2)
1 47 66 (4.9) 37981 (3.5) ¥9/1053 (3.7)
2 41 966 (42) A6/9EL (4.7 &0/ 1053 [3.5)
3 3 Abh [ 3.5) 37981 (3.8) 4] /1053 (3.9)
4 31 /966 (3.2) 36981 (3.7) 27 /1053 (2.6)
§ 21 66 (2.2) 24 981 (2.4) 181053 (1.7}
f 7I2966(75.8) 75291 (76T BI3J1053 (PR.1)
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Table 53. Emergency Department and Hospital Treatments Received in the Per-Protocol Population

Amiodarone Lidocaine Placebo P-value
Emergency Department/Hospital Procedures (among patients transported to hospital)
Antiarrhythmic therapy within 24 hours, n (%) [N=801;815;874] 418 (52%) 472 (58%) 492 (56%) 0.05
Amiodarone within 24 hours, n (%) [N=801:814;874] 283 (35%) 372 (46%) 385 (44%) =<0.001
Lidocaine within 24 hours, n (%) [N=801;814,;873] 50 (6%) 56 (7%) 66 (8%) 0.57
Any CPR, n (%) [N=8B03;817,;876] 525 (65%) 519 (64%) 610 (70%) 0.03
Hospital Procedures {(among patients admitted to hospital)
Targeted temperature management, n (%) [N=443,;466;418)] 337 (76%) 349 (75%) 300 (72%) 0.28
Coronary Catheterization in first 24 hours, n (%) [N=444:;466;419] 253 (57%) 262 (56%) 232 (55%) 0.87
Implantable cardiovascular defibrillator, n (%6) [N=443;462;417] 88 (20%) 81 (18%) 79 (19%) 0.68
Care limited or withdrawn, n (%) [N=445;467,420] 136 (319%) 144 (31%) 114 (27%) 0.40
Care limited or withdrawn within 3 days of arrest, n (%) [N=445;467;420] 51(11%) 45 (10%) 53 (13%) 0.37
Hospital Procedures (among patients discharged alive)
Implantable cardiovascular defibrillator, n (%) [N=237;233;114] B8 (37%) B0 (35%) 79 (36%) 0.87
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Table 4. Adverse Events in the Per-Protocol Population.*

Amiodarone Lidocaine Placebo Overall
Event (N=974) (N=993) (N =1059) P Value
number (percent)

Thrombophlebitis within 24 hr 1(0.1) 3 (0.3) 2 (0.2 0.61
Anaphylaxis within 24 hr 0 0 0 NA
Clinical seizure activity within 24 hr 31 (3.2) 51 (5.1) 39 (3.7) 0.07
Temporary cardiac pacing within 24 hry 48 (4.9) 32 (3.2) 29 (2.7) 0.02
Complications of intravenous or intraosseous access 2 (0.2) 0 2 (0.2 0.37

within 24 hr
Any nonfatal serious adverse event within 24 hr{{ 11 (1.1) 12 (1.2) 4 (0.4) 0.09
Any nonfatal adverse event within 24 hrf 81 (8.3) 84 (3.5) 69 (6.5) 0.18
Death before hospital discharge 733 (75.3) 752 (75.7) 834 (78.8) 0.16
Any adverse event within 24 hr or death before hospital 763 (78.3) 775 (78.0) 851 (80.4) 0.20

discharge
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Table 55, Pre-Randomization Characterstics of the Intention-ta-Treat Population®

Amlodarane  Lidocaine Placebo
[M=1535) (N=1541) [M=1573}
Age |y), mean [sd) [N=1538;1541;1573:4658) 644 [149]  63.6(154)  63.4(151)
Male, n [%] [N=1538;1541;1573:4558] 1173 (76.3%) 1212 (TE.7%) 1193 (75.8%)
Public Location, n (%) [W=1536:1541;1570;4653) " 4D4(263%) 400 (26.5%) 408 (26.0%|
Witness Status, m (3] [N=1500;1501;1534;4541
EMS Witnessad 103 [6.9%] 105 | 7.0%) 108 | 7.0%)
Bystander Witnessed ET7 |SB.5%) BAG [53.0%) 526 |50.45)
Bystander PAD shock, m (36) [N=1410:1406;1437:4259) B6 (4,75) 61 [4.3%) 61 (4.25%)
Bystander CPR, n (3] [N=1410;1406;1437:4259) " B51(60.4%] H01(57.0%) B28 (S7.6%)
Call tirme” to first EMS arrival in minutes, mean [sd) [N=1537;1539;1571;4653) . 5.9(2.8) 5.702.5) 5.8 [2.6]
Call tirme™ to first EMS arrival £ 4 min, n (3] [N=1537;1539;1571:4653] 330 |21.5%) 340 [22.1%) 158 (22.B%)
Call tirme™ to first ALS arrival in minutes, mean (sd) [N=1526;1532;1563;4627) B.2 [5.2] 8.24.8) B.2 [4.7]
Site, n (%] [N=1539;1541;1573;659]
i 14E [9.6%] 139 |9.0%) 135 [B.6%)
B 241 {15.7%] 241 [15.5%) 253 {16.1%)
C 104 [6.8%) 103 (6,73 105 [6.7%)
o BH (5, 75%) 85 [5.5%) 93 (5.9%)
E 1040, 6%) 14 [0.9%) 13 (0.B%)
F 334 21,75} 354 [23.08) A58 (22.EM)
G 25 {1,6%) 23 [1.5%)] 24 (1.5%)
H ITL17.65) 268 [17.4%) 277 (17.6%)
I 11E [7.7%] 119 |7.7%) 115 |73%)
] 200 |13, 05} 195 [12.7%) 200 {12 75}

population
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Table S6. Outcomes by Treatment Group in the Intention-to-Treat Population

Amiodarone Lidocaine vs Amiodarone vs
vs Placebo Placebo Lidocaine
Amiodarone Lidocaine Placebo
Difference Difference Difference
(N=1539) (N=1541) (N=1573)
(95% CI) (95% €l) (95% C1)
p p p
Survival to discharge, n (%) 291(19.0%) 282 (18.4%) 276 (17.6%) 1.4% 0.8% 0.6%
[N=1534;1531;1569]
(-1.3%, 4.1%)  (-1.9%,3.5%)  (-2.2%, 3.3%)
P=0.32 P=0.55 P=0.70
MRS =3, n (%) 221 (14.4%) 207 (13.5%) 217 (13.8%) 0.6% -0.3% 0.9%
[N=1531;1530;1568)
(-1.9%,3.0%)  (-2.7%,2.1%)  (-1.6%, 3.4%)
P=0.63 P=0.80 P=0.47
Transported, n (%) 1166 (75.8%) 1187 (77.0%) 1229(78.1%) -2.4% -1.1% -1.3%
[N=1539;1541;1573]
(-5.3%, 0.6%) (-4.0%, 1.8%) (-4.3%, 1.7%)
P=0.12 P=0.46 P=0.41
ROSC at ED arrival, n (%) 489 (31.8%)  545(35.4%) 516 (32.8%) -1.0% 2.6% -3.6%
[N=1539;1540;1573)
(-4.3%, 2.3%) (-0.7%, 5.9%) (-6.9%, -0.3%)
P=0.54 P=0.13 P=0.03
Admitted to hospital, n (%) 593 (38.5%) 632 (41.0%) 572 (36.4%) 2.2% 4.6% -2.5%
[N=1539;1541;1573]
(-1.2%, 5.6%) (1.2%, 8.1%) (-5.9%, 1.0%)
P=0.21 P=0.01 P=0.16

ITTEEI CE

ZEtHcPrimary/Secondary OutcomecBERZE (E730)




Table 57. Adverse Events’ in the Intention-to-Treat Po |:~uli|th:mI

Amiodarone  lidocaine Placebo Overall . p ) p uiration
(N=1539) (N=1541) (N=1573) P-value

Thrombophlebitis within 24 hours, n (%) 1{0.1%) 3 (0.2%) 2 (0.1%) 0.60
Anaphylaxis with 24 hours, n (%) 0 0 0 NA
Clinical seizure activity within 24 hours, n (%) 50 (3.2%) 71 (4.6%) 57(3.6%) 0.13
Pacing within 24 hours’, n (%) 60 (3.9%) 42 (2.7%) 43 (2.7%) 0.10
IV/I0 complications within 24 hours, n (%) 2(0.1%) 1(0.1%) 2 (0.1%) 0.82
Any nonfatal serious adverse event” within 24 12 (0.8%) 15 (1.0%) 5 (0.3%) 0.07
hours, n (%)°

Any nonfatal adverse event within 24 hours, 112 (7.3%) 113 (7.3%) 101 (6.4%) 0.53

n (%)’

Death before discharge, n (%) 1243 (B0.8%) 1249 (81.1%) 1293 (82.2%) 0.61
Any adverse event within 24 hours or death 1284 (B3.4%) 1278(82.9%) 1314 (83.5%) 0.76

before discharge, n (%)
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