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IMPORTANT SAFETY INFORMATION

WARNING: (A) PREMATURE DISCONTINUATION OF
ELIQUIS INCREASES THE RISK OF THROMBOTIC EVENTS,
(B) SPINAL/EPIDURAL HEMATOMA

WARNINGS AND PRECAUTIONS

« Increased Risk of Thrombotic Events after Premature
Discontinuation: Premature discontinuation of any oral
anticoagulant, including ELIQUIS, in the absence of adequate

(A) Premature discontinuation of any oral anticoagulant, alternative anticoagulation increases the risk of thrombotic
including ELIQUIS, increases the risk of thrombotic events. events. An increased rate of stroke was observed during the
If anticoagulation with ELIQUIS is discontinued for a reason transition from ELIQUIS to warfarin in clinical trials in atrial
other than pathological bleeding or completion of a course fibrillation patients. If ELIQUIS is discontinued for a reason

of therapy, consider coverage with another anticoadulant. other than pathological bleeding or completion of a course of
(B) Epidural or spinal hematomas may occur in patients therapy, consider coverage with another anticoagulant.
treated with ELIQUIS who are receiving neuraxial anesthesia « Bleeding Risk: ELIQUIS increases the risk of bleeding and can
or underdoing spinal puncture. These hematomas may cause serious, potentially fatal, bleeding.

result in long-term or permanent paralysis. Consider these — Concomitant use of drugs affecting hemostasis increases
risks when scheduling patients for spinal procedures. the risk of bleeding, including aspirin and other antiplatelet
Factors that can increase the risk of developing epidural agents, other anticoagulants, heparin, thrombolytic agents,
or spinal hematomas in these patients include: SSRIs, SNRIs, and NSAIDs.

— Advise patients of signs and symptoms of blood loss and to

» use of indwelling epidural catheters report them immediately or go to an emergency room.

- concomitant use of other drugs that affect hemostasis, Discontinue ELIQUIS in patients with active pathological
such as nonsteroidal anti-inflammatory drugs (NSAIDs), hemorrhage.
platelet inhibitors, other anticoagulants — There is no established way to reverse the anticoagulant
« a history of traumatic or repeated epidural or spinal effect of apixaban, which can be expected to persist for at
punctures least 24 hours after the last dose (i.e., about two half-lives).

A specific antidote for ELIQUIS is not available.

* @ history of spinal deformity or spinal surgery Spinal/Epidural Anesthesia or Puncture: Patients treated

- optimal timing between the administration of ELIQUIS with ELIQUIS undergoing spinal/epidural anesthesia or
and neuraxial procedures is not known puncture may develop an epidural or spinal hematoma which
Monitor patients frequently for signs and symptoms of can result in long-term or permanent paralysis.
neurological impairment. If neurological compromise is The risk of these events may be increased by the
noted, urdent treatment is necessary. postoperative use of indwelling epidural catheters or the

concomitant use of medicinal products affecting hemostasis.
Indwelling epidural or intrathecal catheters should not be
removed earlier than 24 hours after the last administration of
ELIQUIS. The next dose of ELIQUIS should not be administered

Consider the benefits and risks before neuraxial intervention
in patients anticoagulated or to be anticoadulated.

CONTRAINDICAT!ONS . earlier than 5 hours after the removal of the catheter. The risk
» Active pathological bleeding mavy also be increased by traumatic or repeated epidural or
« Severe hypersensitivity reaction to ELIQUIS spinal puncture. If traumatic puncture occurs, delay the

(e.g., anaphylactic reactions) administration of ELIQUIS for 48 hours.



Eliquis.

(apixaban)tablets

FFERS YOUR PATIENTS:

« Their first 30-day supply of ELIQUIS treatment
complete with daily dosing instructions

- 2 separate wallets per box

— Wallet 1 contains ELIQUIS treatment for days
1-14 along with directions on how to step down
dosing after week 1

- Wallet 2 contains ELIQUIS treatment for
days 15-30

DVT=deep vein thrombosis; PE=pulmonary embolism.

WARNINGS AND PRECAUTIONS (cont’d)

Monitor patients frequently and if neurological compromise is
noted, urgent diagnosis and treatment is necessary.
Physicians should consider the potential benefit versus the
risk of neuraxial intervention in ELIQUIS patients.

« Prosthetic Heart Valves: The safety and efficacy of ELIQUIS
have not been studied in patients with prosthetic heart valves
and is not recommended in these patients.

« Acute PE in Hemodynamically Unstable Patients or
Patients who Require Thrombolysis or Pulmonary
Embolectomy: Initiation of ELIQUIS is not recommended as
an alternative to unfractionated heparin for the initial
treatment of patients with PE who present with hemodynamic
instability or who may receive thrombolysis or pulmonary
embolectomy.

ADVERSE REACTIONS
« The most common and most serious adverse reactions
reported with ELIQUIS were related to bleeding.

TEMPORARY INTERRUPTION FOR SURGERY

AND OTHER INTERVENTIONS

» ELIQUIS should be discontinued at least 48 hours prior to
elective surgery or invasive procedures with a moderate or
high risk of unacceptable or clinically significant bleeding.
ELIQUIS should be discontinued at least 24 hours prior to
elective surgery or invasive procedures with a low risk of
bleeding or where the bleeding would be noncritical in
location and easily controlled. Bridging anticoagulation
during the 24 to 48 hours after stopping ELIQUIS and prior
to the intervention is not generally required. ELIQUIS should
be restarted after the surgical or other procedures as soon
as adequate hemostasis has been established.

DRUG INTERACTIONS

« Strong Dual Inhibitors of CYP3A4 and P-gp: Inhibitors of
cytochrome P450 3A4 (CYP3A4) and P-glycoprotein (P-gp)
increase exposure to apixaban and increase the risk of
bleeding. For patients receiving ELIQUIS doses of 5 mg or

« Refill reminder: prompts DVT/PE patients to
refill their ELIQUIS prescription

No cost to eligible patients when using the
ELIQUIS Free Trial Offer*

For more information, speak to your

ELIQUIS Sales Representative
or visit hcp.eliquis.com

*Eligibility Requirements and Terms of Use apply.

DRUG INTERACTIONS (cont'd)
10 mg twice daily, reduce the dose of ELIQUIS by 50% when
ELIQUIS is coadministered with drugs that are strong dual
inhibitors of CYP3A4 and P-gp (e.g., ketoconazole,
itraconazole, ritonavir, or clarithromycin). In patients already
taking 2.5 mg twice daily, avoid coadministration of ELIQUIS
with strong dual inhibitors of CYP3A4 and P-gp.
« Strong Dual Inducers of CYP3A4 and P-gp: Avoid
concomitant use of ELIQUIS with strong dual inducers of
CYP3A4 and P-gp (e.g., rifampin, carbamazepine, phenytoin,
St. John’s wort) because such drugs will decrease exposure to
apixaban and increase the risk of stroke and other
thromboembolic events.
Anticoadulants and Antiplatelet Adents: Coadministration
of antiplatelet agents, fibrinolytics, heparin, aspirin, and
chronic NSAID use increases the risk of bleeding. APPRAISE-2,
a placebo-controlled clinical trial of apixaban in high-risk
post-acute coronary syndrome patients treated with aspirin or
the combination of aspirin and clopidogrel, was terminated
early due to a higher rate of bleeding with apixaban compared
to placebo.

PREGNANCY CATEGORY B

« There are no adequate and well-controlled studies of ELIQUIS in
pregnant women. Treatment is likely to increase the risk of
hemorrhage during pregnancy and delivery. ELIQUIS should be
used during pregnancy only if the potential benefit outweighs
the potential risk to the mother and fetus.

INDICATIONS

ELIQUIS is indicated for the treatment of deep vein thrombosis
(DVT) and pulmonary embolism (PE), and to reduce the risk of
recurrent DVT and PE following initial therapy.

Please see Brief Summary of Full Prescribing Information,
including Boxed WARNINGS, on the following pages.

ELIQUIS and the ELIQUIS logo are registered trademarks of
Bristol-Myers Squibb Company.
© 2017 Bristol-Myers Squibb Company. All rights reserved.
432US1703762-02-01 12/17



ELIQUIS® (apixaban) tablets, for oral use B.ONLY

Brief Summary of Prescribing Information. For complete prescribing information consult
official package insert.

WARNING: (A) PREMATURE DISCONTINUATION OF ELIQUIS INCREASES THE RISK OF
THROMBOTIC EVENTS
(B) SPINAL/EPIDURAL HEMATOMA
(A) PREMATURE DISCONTINUATION OF ELIQUIS INCREASES THE RISK OF THROMBOTIC
EVENTS

Premature discontinuation of any oral anticoagulant, including ELIQUIS, increases
the risk of thrombotic events. If anticoagulation with ELIQUIS is discontinued for
a reason other than pathological bleeding or completion of a course of therapy,
consider coverage with another anticoagulant [see Dosage and Administration,
Warnings and Precautions, and Clinical Studies (14.1) in full Prescribing Information].

(B) SPINAL/EPIDURAL HEMATOMA

Epidural or spinal hematomas may occur in patients treated with ELIQUIS who are

receiving neuraxial anesthesia or undergoing spinal puncture. These hematomas

may result in long-term or permanent paralysis. Consider these risks when

scheduling patients for spinal procedures. Factors that can increase the risk of

developing epidural or spinal hematomas in these patients include:

* use of indwelling epidural catheters

e concomitant use of other drugs that affect hemostasis, such as nonsteroidal
anti-inflammatory drugs (NSAIDs), platelet inhibitors, other anticoagulants

* ahistory of traumatic or repeated epidural or spinal punctures

e ahistory of spinal deformity or spinal surgery

* optimal timing between the administration of ELIQUIS and neuraxial procedures
is not known

[see Warnings and Precautions]

Monitor patients frequently for signs and symptoms of neurological impairment.

If neurological compromise is noted, urgent treatment is necessary [see Warnings

and Precautions].

Consider the benefits and risks before neuraxial intervention in patients

anticoagulated or to be anticoagulated [see Warnings and Precautions].

INDICATIONS AND USAGE

Reduction of Risk of Stroke and Systemic Embolism in Nonvalvular Atrial Fibrillation—
ELIQUIS® (apixaban) is indicated to reduce the risk of stroke and systemic embolism in patients
with nonvalvular atrial fibrillation.

Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery—
ELIQUIS is indicated for the prophylaxis of deep vein thrombosis (DVT), which may lead to
pulmonary embolism (PE), in patients who have undergone hip or knee replacement surgery.

Treatment of Deep Vein Thrombosis—ELIQUIS is indicated for the treatment of DVT.
Treatment of Pulmonary Embolism—ELIQUIS is indicated for the treatment of PE.

Reduction in the Risk of Recurrence of DVT and PE—ELIQUIS is indicated to reduce the risk
of recurrent DVT and PE following initial therapy.

DOSAGE AND ADMINISTRATION (Selected information)
Temporary Interruption for Surgery and Other Interventions

ELIQUIS should be discontinued at least 48 hours prior to elective surgery or invasive procedures
with a moderate or high risk of unacceptable or clinically significant bleeding. ELIQUIS should be
discontinued at least 24 hours prior to elective surgery or invasive procedures with a low risk of
bleeding or where the bleeding would be non-critical in location and easily controlled. Bridging
anticoagulation during the 24 to 48 hours after stopping ELIQUIS and prior to the intervention is
not generally required. ELIQUIS should be restarted after the surgical or other procedures as soon
as adequate hemostasis has been established. (For complete Dosage and Administrationsection,
see full Prescribing Information.)

CONTRAINDICATIONS
ELIQUIS is contraindicated in patients with the following conditions:
o Active pathological bleeding [see Warnings and Precautions and Adverse Reactions]

e Severe hypersensitivity reaction to ELIQUIS (e.g., anaphylactic reactions) [see Adverse
Reactions]

WARNINGS AND PRECAUTIONS
Increased Risk of Thrombotic Events after Premature Discontinuation

Premature discontinuation of any oral anticoagulant, including ELIQUIS, in the absence of
adequate alternative anticoagulation increases the risk of thrombotic events. An increased rate
of stroke was observed during the transition from ELIQUIS to warfarin in clinical trials in atrial
fibrillation patients. If ELIQUIS is discontinued for a reason other than pathological bleeding or
completion of a course of therapy, consider coverage with another anticoagulant /see Dosage
and Administration (2.4) and Clinical Studies (14.1) in full Prescribing Information].

Bleeding

ELIQUIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding [see
Dosage and Administration (2.1) in full Prescribing Information and Adverse Reactions].

Concomitant use of drugs affecting hemostasis increases the risk of bleeding. These include
aspirin and other antiplatelet agents, other anticoagulants, heparin, thrombolytic agents,
selective serotonin reuptake inhibitors, serotonin norepinephrine reuptake inhibitors, and
nonsteroidal anti-inflammatory drugs (NSAIDs) [see Drug Interactions].

Advise patients of signs and symptoms of blood loss and to report them immediately or go to an
emergency room. Discontinue ELIQUIS in patients with active pathological hemorrhage.

Reversal of Anticoagulant Effect

A specific antidote for ELIQUIS is not available, and there is no established way to reverse the
bleeding in patients taking ELIQUIS. The pharmacodynamic effect of ELIQUIS can be expected
to persist for at least 24 hours after the last dose, i.e., for about two drug half-lives. Use of
procoagulant reversal agents, such as prothrombin complex concentrate (PCC), activated
prothrombin complex concentrate or recombinant factor Vila, may be considered but has
not been evaluated in clinical studies [see Clinical Pharmacology (12.2) in full Prescribing
Information]. When PCCs are used, monitoring for the anticoagulation effect of apixaban
using a clotting test (PT, INR, or aPTT) or anti-factor Xa (FXa) activity is not useful and is not
recommended. Activated oral charcoal reduces absorption of apixaban, thereby lowering
apixaban plasma concentration [see Overdosage].

Hemodialysis does not appear to have a substantial impact on apixaban exposure [see
Clinical Pharmacology (12.3) in full Prescribing Information]. Protamine sulfate and vitamin K
are not expected to affect the anticoagulant activity of apixaban. There is no experience with
antifibrinolytic agents (tranexamic acid, aminocaproic acid) in individuals receiving apixaban.
There is no experience with systemic hemostatics (desmopressin and aprotinin) in individuals
receiving apixaban and they are not expected to be effective as a reversal agent.

Spinal/Epidural Anesthesia or Puncture

When neuraxial anesthesia (spinal/epidural anesthesia) or spinal/epidural puncture is employed,
patients treated with antithrombotic agents for prevention of thromboembolic complications are
atrisk of developing an epidural or spinal hematoma which can resultin long-term or permanent
paralysis.

The risk of these events may be increased by the postoperative use of indwelling epidural
catheters or the concomitant use of medicinal products affecting hemostasis. Indwelling epidural
or intrathecal catheters should not be removed earlier than 24 hours after the last administration
of ELIQUIS. The next dose of ELIQUIS should not be administered earlier than 5 hours after the
removal of the catheter. The risk may also be increased by traumatic or repeated epidural or
spinal puncture. If traumatic puncture occurs, delay the administration of ELIQUIS for 48 hours.

Monitor patients frequently for signs and symptoms of neurological impairment (e.g., numbness
or weakness of the legs, bowel, or bladder dysfunction). If neurological compromise is noted,
urgent diagnosis and treatment is necessary. Prior to neuraxial intervention the physician should
consider the potential benefit versus the risk in anticoagulated patients or in patients to be
anticoagulated for thromboprophylaxis.

Patients with Prosthetic Heart Valves

The safety and efficacy of ELIQUIS (apixaban) have not been studied in patients with prosthetic
heart valves. Therefore, use of ELIQUIS is not recommended in these patients.

Acute PE in Hemodynamically Unstable Patients or Patients who Require Thrombolysis or
Pulmonary Embolectomy

Initiation of ELIQUIS is not recommended as an alternative to unfractionated heparin for the initial
treatment of patients with PE who present with hemodynamic instability or who may receive
thrombolysis or pulmonary embolectomy.

ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the
prescribing information.

e Increased risk of thrombotic events after premature discontinuation [see Warnings and
Precautions]

o Bleeding [see Warnings and Precautions]
e Spinal/epidural anesthesia or puncture [see Warnings and Precautions]
Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

Reduction of Risk of Stroke and Systemic Embolism in Patients with Nonvalvular
Atrial Fibrillation

The safety of ELIQUIS was evaluated in the ARISTOTLE and AVERROES studies [see Clinical
Studies (14) in full Prescribing Information], including 11,284 patients exposed to ELIQUIS 5 mg
twice daily and 602 patients exposed to ELIQUIS 2.5 mg twice daily. The duration of ELIQUIS
exposure was >12 months for 9375 patients and >24 months for 3369 patients in the two
studies. In ARISTOTLE, the mean duration of exposure was 89 weeks (>15,000 patient-years). In
AVERROES, the mean duration of exposure was approximately 59 weeks (>3000 patient-years).

The most common reason for treatment discontinuation in both studies was for bleeding-
related adverse reactions; in ARISTOTLE this occurred in 1.7% and 2.5% of patients treated
with ELIQUIS and warfarin, respectively, and in AVERROES, in 1.5% and 1.3% on ELIQUIS and
aspirin, respectively.

Bleeding in Patients with Nonvalvular Atrial Fibrillation in ARISTOTLE and AVERROES

Tables 1 and 2 show the number of patients experiencing major bleeding during the treatment
period and the bleeding rate (percentage of subjects with at least one bleeding event per 100
patient-years) in ARISTOTLE and AVERROES.

Table 1: Bleeding Events in Patients with Nonvalvular Atrial Fibrillation in
ARISTOTLE*
ELIQUIS Warfarin Hazard Ratio P-value
N=9088 N=9052 (95% CI)
n (per n (per
100 pt-year) 100 pt-year)
Majort 327 (2.13) 462 (3.09) 0.69 (0.60,0.80)  <0.0001
Intracranial (ICHy* 52 (0.33) 125 (0.82) 0.41(0.30, 0.57) -
Hemorrhagic 38 (0.24) 74 (0.49) 0.51(0.34,0.75) -
stroke$
Other ICH 15(0.10) 51(0.34) 0.29 (0.16, 0.51) -
Gastrointestinal (GI)? 128 (0.83) 141 (0.93) 0.89(0.70, 1.14) -
Fatal** 10 (0.06) 37 (0.24) 0.27 (0.13,0.53) -
Intracranial 4(0.03) 30 (0.20) 0.13 (0.05, 0.37) -
Non-intracranial 6(0.04) 7 (0.05) 0.84(0.28,2.15) -

* Bleeding events within each subcategory were counted once per subject, but subjects
may have contributed events to multiple endpoints. Bleeding events were counted during
treatment or within 2 days of stopping study treatment (on-treatment period).

1 Defined as clinically overt bleeding accompanied by one or more of the following: a decrease
in hemoglobin of >2 g/dL, a transfusion of 2 or more units of packed red blood cells, bleeding
at a critical site: intracranial, intraspinal, intraocular, pericardial, intra-articular, intramuscular
with compartment syndrome, retroperitoneal or with fatal outcome.

* Intracranial bleed includes intracerebral, intraventricular, subdural, and subarachnoid
bleeding. Any type of hemorrhagic stroke was adjudicated and counted as an intracranial
major bleed.

§ gn—treatﬂent analysis based on the safety population, compared to ITT analysis presented in

ection 14.

1 Gl bleed includes upper Gl, lower Gl, and rectal bleeding.

**Fatal bleeding is an adjudicated death with the primary cause of death as intracranial
bleeding or non-intracranial bleeding during the on-treatment period.

In ARISTOTLE, the results for major bleeding were generally consistent across most major
subgroups including age, weight, CHADS, score (a scale from 0 to 6 used to estimate risk of
stroke, with higher scores predicting greater risk), prior warfarin use, geographic region, and
aspirin use at randomization (Figure 1). Subjects treated with apixaban with diabetes bled more
(3.0% per year) than did subjects without diabetes (1.9% per year).

Table 2: Bleeding Events in Patients with Nonvalvular Atrial Fibrillation in AVERROES
ELIQUIS (apixaban)  Aspirin
N=2798 N=2780 Hazard Ratio
n (%/year) n (%/year) (95% CI) P-value
Major 45 (1.41) 29(0.92)  1.54(0.96,2.45  0.07
Fatal 5(0.16) 5(0.16) 0.99 (0.23,4.29) -
Intracranial 11 (0.34) 11(0.35)  0.99(0.39, 2.51) -

Events associated with each endpoint were counted once per subject, but subjects may have
contributed events to multiple endpoints.

Other Adverse Reactions

Hypersensitivity reactions (including drug hypersensitivity, such as skin rash, and anaphylactic
reactions, such as allergic edema) and syncope were reported in <1% of patients receiving
ELIQUIS.

Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery

The safety of ELIQUIS has been evaluated in 1 Phasell and 3 Phase lll studies including
5924 patients exposed to ELIQUIS 2.5 mg twice daily undergoing major orthopedic surgery of
the lower limbs (elective hip replacement or elective knee replacement) treated for up to 38 days.
In total, 11% of the patients treated with ELIQUIS 2.5mg twice daily experienced adverse
reactions.

Bleeding results during the treatment period in the Phase Il studies are shown in Table 3.
Bleeding was assessed in each study beginning with the first dose of double-blind study drug.

Table 3: Bleeding During the Treatment Period in Patients Undergoing Elective Hip

or Knee Replacement Surgery

ADVANCE-3 ADVANCE-2 ADVANCE-1
Bleeding Hip Replacement Knee Replacement Knee Replacement
Endpoint* Surgery Surgery Surgery
ELIQUIS  |Enoxaparin| ELIQUIS ~|Enoxaparin| ELIQUIS | Enoxaparin
2.5mg 40 mg 2.5mg 40mg 2.5mg 30mg
po bid sc qd po bid sc qd po bid scq12h
35+3 days [35+3 days| 12+2 days [12+2 days| 12+2 days | 12+2 days
Firstdose | Firstdose | Firstdose | Firstdose | Firstdose | First dose
121024 91015 121024 91015 12t024 12t024
hours post | hours prior| hours post | hours prior | hours post | hours post
surgery | tosurgery | surgery |tosurgery| surgery surgery
Al treated N=2673 | N=2659 | N=1501 | N=1508 | N=1596 N=1588
Major 22 18 9 14 1 22
(including surgical (0.82%)" | (0.68%) | (0.60%)* | (0.93%) | (0.69%) (1.39%)
site)
Fatal 0 0 0 0 0 1
(0.06%)
Hgb decrease 13 10 8 9 10 16
>2 g/dL (0.49%) | (0.38%) | (0.53%) | (0.60%) | (0.63%) (1.01%)
Transfusion of 16 14 5 9 9 18
>2 units RBC (0.60%) | (0.53%) | (0.33%) | (0.60%) | (0.56%) (1.13%)
Bleed at 1 1 1 2 1 4
critical site$ (0.04%) (0.04%) | (0.07%) | (0.13%) | (0.06%) (0.25%)
Major 129 134 53 72 46 68
+ CRNMT (4.83%) | (5.04%) | (3.53%) | (4.77%) | (2.88%) (4.28%)
All 313 334 104 126 85 108
(11.71%) | (12.56%) | (6.93%) | (8.36%) | (5.33%) (6.80%)

* All bleeding criteria included surgical site bleeding.

TIncludes 13 subjects with major bleeding events that occurred before the first dose of
apixaban (administered 12 to 24 hours post surgery).

*Includes 5 subjects with major bleeding events that occurred before the first dose of
apixaban (administered 12 to 24 hours post surgery).

§ Intracranial, intraspinal, intraocular, pericardial, an operated joint requiring re-operation or
intervention, intramuscular with compartment syndrome, or retroperitoneal. Bleeding into
an operated joint requiring re-operation or intervention was present in all patients with
this category of bleeding. Events and event rates include one enoxaparin-treated patient in
ADVANCE-1 who also had intracranial hemorrhage.

1 CRNM = clinically relevant nonmajor.

Figure 1: Major Bleeding Hazard Ratios by Baseline Characteristics — ARISTOTLE Study
n of Events / N of Patients (% per year)

Subgroup Apixaban Warfarin Hazard Ratio (95% Cl)

All Patients 327/9088 (2.1) 462 /9052 (3.1) 0.69 (0.60, 0.80) @

Prior Warfarin/VKA Status
Experienced (57%) 185/5196 (2.1) 274 /5180 (3.2) 0.66 (0.55, 0.80) @
Naive (43%) 142/3892 (2.2) 188 /3872 (3.0) 0.73(0.59,0.91) —@—

Age
<65 (30%) 56 /2723 (1.2) 72/2732(1.5) 0.78 (0.55,1.11) —o—H
265 and <75 (39%) 120/ 3529 (2.0) 166 / 3501 (2.8) 0.71 (0.56, 0.89) —o—
275 (31%) 151/2836 (3.3) 2242819 (5.2) 0.64 (0.52,0.79) —o—

Sex H
Male (65%) 225/5868 (2.3) 294 /5879 (3.0) 0.76 (0.64, 0.90) H@-
Female (35%) 102/3220 (1.9) 168/3173 (3.3) 0.58 (0.45, 0.74) —@-H

Weight H
<60 kg (11%) 36/1013(2.3) 62 /965 (4.3) 0.55 (0.36, 0.83) —e—i
>60 kg (89%) 290/8043 (2.1) 398 /8059 (3.0) 0.72(0.62,0.83) @

Prior Stroke or TIA
Yes (19%) 7771687 (2.8) 106 /1735 (3.9) 0.73(0.54,0.98) —o—
No (81%) 250/ 7401 (2.0) 356 /7317 (2.9) 0.68 (0.58, 0.80) +@-

Diabetes Mellitus
Yes (25%) 112/ 2276 (3.0) 114 /2250 (3.1) 0.96 (0.74, 1.25) e
No (75%) 215/6812(1.9) 348/6802 (3.1) 0.60 (0.51,0.71) +@

CHADS, Score
<1 (34%) 76 /3093 (1.4) 126 /3076 (2.3) 0.59 (0.44,0.78) —e-H

2 (36%) 125/ 3246 (2.3) 163 /3246 (3.0) 0.76 (0.60, 0.96) @
>3 (30%) 126 /2749 (2.9) 173/2730 (4.1) 0.70 (0.56, 0.88) —@—

Creatinine Clearance

<30 m/min - (1%) 7/136 (3.7) 19/132(11.9) 0.32(0.13,0.78) — i
30-50 mL/min  (15%) 66 /1357 (3.2) 123/1380 (6.0) 0.53(0.39,0.71) —e—i
>50-80 mL/min  (42%) 157/ 3807 (2.5) 199/3758 (3.2) 0.76 (0.62, 0.94) @
>80 mL/min  (41%) 96/ 3750 (1.5) 119/ 3746 (1.8) 0.79 (0.61, 1.04) =@

Geographic Region

US (19%) 83/1716 (2.8) 109/1693 (3.8) 0.75(0.56, 1.00)
Non-US (81%) 244 /7372 (2.0) 353/7359 (2.9) 0.68 (0.57, 0.80)
Aspirin at Randomization
Yes (31%) 129/2846 (2.7) 164 /2762 (3.7) 0.75(0.60, 0.95)
No (69%) 198 /6242 (1.9) 298 /6290 (2.8) 0.66 (0.55, 0.79) )
0125 025 05 1 2
- —_—>
Apixaban Warfarin
Better Better

Note: The figure above presents effects in various subgroups, all of which are baseline characteristics and all of which were pre-specified, if not the groupings. The 95% confidence limits that are
shown do not take into account how many comparisons were made, nor do they reflect the effect of a particular factor after adjustment for all other factors. Apparent homogeneity or heterogeneity

among groups should not be over-interpreted.



Adverse reactions occurring in >1% of patients undergoing hip or knee replacement surgeryin ~ Table 7: Bleeding Results in the AMPLIFY-EXT Study
the 1 Phase Il study and the 3 Phase lll studies are listed in Table 4. ELIQUIS (apixaban) ELIQUIS Placebo
Table 4: Adverse Reactions Occurring in >1% of Patients in Either Group 2.5 mg bid 5 mg bid
Undergoing Hip or Knee Replacement Surgery N=840 N=811 N=826
- - n (%) n (%) n (%)
ELIQUIS (apixaban), | Enoxaparin, -
n (%) n (%) Major 2(0.2) 1(0.1) 4(0.5)
2.5 mg po bid 40 mg sc qd or "
30 mg sc q12h CRNM 25 (3.0) 34 (4.2) 19 (2.3)
N=5924 N=5904 Major + CRNM 27 (3.2) 35 (4.3) 22(2.7)
Nausea 153 (2.6) 159 (2.7) Minor 75(8.9) 98 (12.1) 58 (7.0)
Anemia (including postoperative and hemorrhagic 153 (2.6) 178 (3.0) Al 94 (11.2) 121 (14.9) 74 (9.0)
anemia, and respective laboratory parameters) - - -
" * CRNM = clinically relevant nonmajor bleeding.
Contusion 83(14) 15 (19 Events associated with each endpoint were counted once per subject, but subjects may have
Hemorrhage (including hematoma, and vaginal 67 (1.1) 81(1.4) contributed events to multiple endpoints.
and urethral hemorrhage)
Postprocedural hemorrhage (including 54 (0.9) 60 (1.0) Adverse reactions occurring in >1% of patients in the AMPLIFY-EXT study are listed in Table 8.
postprocedural hematoma, wound hemorrhage, i L i i
vessel puncture site hematoma and catheter site Table 8: Adverse Reactions Occurring in >1% of Patients Undergoing Extended
hemorrhage) Treatment for DVT and PE in the AMPLIFY-EXT Study
Transaminases increased (including alanine 50 (0.8) 71(1.2) ELIQUIS ELIQUIS Placebo
aminotransferase increased and alanine 2.5 mg bid 5 mg bid
aminotransferase abnormal) N=840 N=811 N=826
, . n (%) n (%) n (%)
Aspartate aminotransferase increased 47 (0.8) 69 (1.2) —
Epistaxis 13(1.5 29 (3.6) 9(1.1)
Gamma-glutamyltransferase increased 65 (1.1) X
Hematuria 12(1.4) 17 (2.1) 9(1.1)
Less common adverse reactions in apixaban-treated patients undergoing hip or knee Hematoma 13(1.5 16 (2.0) 10(1.2)
1 0, 0/
replacement surgery occurring at a frequency of >0.1% to <1%: Contusion 1821 18(22) 1822)
Blood and lymphatic system disorders: thrombocytopenia (including platelet count decreases) Gingival bleeding 12 (1.4) 9(1.1) 3(0.4)
Vascular disorders: hypotension (including procedural hypotension)
Other Adverse Reactions

Respiratory, thoracic, and mediastinal disorders: epistaxis

Gastrointestinal disorders: gastrointestinal hemorrhage (including hematemesis and melena),
hematochezia

Hepatobiliary disorders: liver function test abnormal, blood alkaline phosphatase increased,
blood bilirubin increased

Renal and urinary disorders: hematuria (including respective laboratory parameters)

Injury, poisoning, and procedural complications: wound secretion, incision-site hemorrhage
(including incision-site hematoma), operative hemorrhage

Less common adverse reactions in apixaban-treated patients undergoing hip or knee
replacement surgery occurring at a frequency of <0.1%:

Gingival bleeding, hemoptysis, hypersensitivity, muscle hemorrhage, ocular hemorrhage
(including conjunctival hemorrhage), rectal hemorrhage

Treatment of DVT and PE and Reduction in the Risk of Recurrence of DVT or PE

The safety of ELIQUIS has been evaluated in the AMPLIFY and AMPLIFY-EXT studies, including
2676 patients exposed to ELIQUIS 10 mg twice daily, 3359 patients exposed to ELIQUIS 5 mg
twice daily, and 840 patients exposed to ELIQUIS 2.5 mg twice daily.

Common adverse reactions (>1%) were gingival bleeding, epistaxis, contusion, hematuria,
rectal hemorrhage, hematoma, menorrhagia, and hemoptysis.

AMPLIFY Study

The mean duration of exposure to ELIQUIS was 154 days and to enoxaparin/warfarin was
152 days in the AMPLIFY study. Adverse reactions related to bleeding occurred in 417 (15.6%)
ELIQUIS-treated patients compared to 661 (24.6%) enoxaparin/warfarin-treated patients.
The discontinuation rate due to bleeding events was 0.7% in the ELIQUIS-treated patients
compared to 1.7% in enoxaparin/warfarin-treated patients in the AMPLIFY study.

In the AMPLIFY study, ELIQUIS was statistically superior to enoxaparin/warfarin in the primary
safety endpoint of major bleeding (relative risk 0.31,95% Cl [0.17,0.55], P-value <0.0001).

Bleeding results from the AMPLIFY study are summarized in Table 5.

Table 5: Bleeding Results in the AMPLIFY Study
ELIQUIS Enoxaparin/Warfarin ~ Relative Risk
N=2676 N=2689 (95% CI)
n (%) n (%)
Major 15 (0.6) 49 (1.8) 0.31(0.17, 0.55)
p<0.0001
CRNM* 103 (3.9) 215(8.0)
Major + CRNM 115 (4.3) 261 (9.7)
Minor 313 (11.7) 505 (18.8)
Al 402 (15.0) 676 (25.1)

* CRNM = clinically relevant nonmajor bleeding.
Events associated with each endpoint were counted once per subject, but subjects may have
contributed events to multiple endpoints.

Adverse reactions occurring in >1% of patients in the AMPLIFY study are listed in Table 6.

Table 6: Adverse Reactions Occurring in >1% of Patients Treated for DVT and PE in
the AMPLIFY Study
ELIQUIS Enoxaparin/Warfarin
N=2676 N=2689
n (%) n (%)

Epistaxis 77 (2.9) 146 (5.4)
Contusion 49 (1.8) 97 (3.6)
Hematuria 46 (1.7) 102 (3.8)
Menorrhagia 38(1.4) 30(1.1)
Hematoma 35(1.3) 76 (2.9)
Hemoptysis 32(1.2) 31(1.2)
Rectal hemorrhage 26 (1.0) 39(1.5)
Gingival bleeding 26 (1.0) 50 (1.9)
AMPLIFY-EXT Study

The mean duration of exposure to ELIQUIS was approximately 330 days and to placebo
was 312 days in the AMPLIFY-EXT study. Adverse reactions related to bleeding occurred
in 219 (13.3%) ELIQUIS-treated patients compared to 72 (8.7%) placebo-treated patients.
The discontinuation rate due to bleeding events was approximately 1% in the ELIQUIS-treated
patients compared to 0.4% in those patients in the placebo group in the AMPLIFY-EXT study.

Bleeding results from the AMPLIFY-EXT study are summarized in Table 7.

Less common adverse reactions in ELIQUIS-treated patients in the AMPLIFY or AMPLIFY-EXT
studies occurring at a frequency of >0.1% to <1%:

Blood and lymphatic system disorders: hemorrhagic anemia

Gastrointestinal ~ disorders: hematochezia, hemorrhoidal
hemorrhage, hematemesis, melena, anal hemorrhage

hemorrhage, gastrointestinal

Injury, poisoning, and procedural complications: wound hemorrhage, postprocedural
hemorrhage, traumatic hematoma, periorbital hematoma

Musculoskeletal and connective tissue disorders: muscle hemorrhage

Reproductive ~ system and breast disorders:
menometrorrhagia, genital hemorrhage

vaginal hemorrhage, ~metrorrhagia,

Vascular disorders: hemorrhage
Skin and subcutaneous tissue disorders: ecchymosis, skin hemorrhage, petechiae
Eye disorders: conjunctival hemorrhage, retinal hemorrhage, eye hemorrhage

Investigations: blood urine present, occult blood positive, occult blood, red blood cells urine
positive

General disorders and administration-site conditions: injection-site hematoma, vessel
puncture-site hematoma

DRUG INTERACTIONS

Apixaban is a substrate of both CYP3A4 and P-gp. Inhibitors of CYP3A4 and P-gp increase
exposure to apixaban and increase the risk of bleeding. Inducers of CYP3A4 and P-gp decrease
exposure to apixaban and increase the risk of stroke and other thromboembolic events.

Strong Dual Inhibitors of CYP3A4 and P-gp

For patients receiving ELIQUIS 5mg or 10 mg twice daily, the dose of ELIQUIS should be
decreased by 50% when it is coadministered with drugs that are strong dual inhibitors of
CYP3A4 and P-gp (e.g., ketoconazole, itraconazole, ritonavir, or clarithromycin) [see Dosage and
Administration (2.5) and Clinical Pharmacology (12.3) in full Prescribing Information.

For patients receiving ELIQUIS at a dose of 2.5mg twice daily, avoid coadministration
with strong dual inhibitors of CYP3A4 and P-gp [see Dosage and Administration (2.5) and
Clinical Pharmacology (12.3) in full Prescribing Information].

Strong Dual Inducers of CYP3A4 and P-gp

Avoid concomitant use of ELIQUIS with strong dual inducers of CYP3A4 and P-gp
(e.g., rifampin, carbamazepine, phenytoin, St. John’s wort) because such drugs will decrease
exposure to apixaban [See Clinical Pharmacology (12.3) in full Prescribing Information].

Anticoagulants and Antiplatelet Agents

Coadministration of antiplatelet agents, fibrinolytics, heparin, aspirin, and chronic NSAID use
increases the risk of bleeding.

APPRAISE-2, a placebo-controlled clinical trial of apixaban in high-risk, post-acute coronary
syndrome patients treated with aspirin or the combination of aspirin and clopidogrel,
was terminated early due to a higher rate of bleeding with apixaban compared to placebo.
The rate of ISTH major bleeding was 2.8% per year with apixaban versus 0.6% per year with
placebo in patients receiving single antiplatelet therapy and was 5.9% per year with apixaban
versus 2.5% per year with placebo in those receiving dual antiplatelet therapy.

In ARISTOTLE, concomitant use of aspirin increased the bleeding risk on ELIQUIS from
1.8% per year to 3.4% per year and concomitant use of aspirin and warfarin increased
the bleeding risk from 2.7% per year to 4.6% per year. In this clinical trial, there was limited
(2.3%) use of dual antiplatelet therapy with ELIQUIS.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Category B

There are no adequate and well-controlled studies of ELIQUIS in pregnant women. Treatment
is likely to increase the risk of hemorrhage during pregnancy and delivery. ELIQUIS should
be used during pregnancy only if the potential benefit outweighs the potential risk to the
mother and fetus.

Treatment of pregnant rats, rabbits, and mice after implantation until the end of gestation
resulted in fetal exposure to apixaban, but was not associated with increased risk for
fetal malformations or toxicity. No maternal or fetal deaths were attributed to bleeding.
Increased incidence of maternal bleeding was observed in mice, rats, and rabbits at maternal
exposures that were 19, 4, and 1 times, respectively, the human exposure of unbound drug,
based on area under plasma-concentration time curve (AUC) comparisons at the maximum
recommended human dose (MRHD) of 10 mg (5 mg twice daily).

Labor and Delivery

Safety and effectiveness of ELIQUIS during labor and delivery have not been studied in
clinical trials. Consider the risks of bleeding and of stroke in using ELIQUIS in this setting
[see Warnings and Precautions].

Treatment of pregnant rats from implantation (gestation Day 7) to weaning (lactation Day 21)
with apixaban at a dose of 1000 mg/kg (about 5 times the human exposure based on unbound
apixaban) did not result in death of offspring or death of mother rats during labor in association
with uterine bleeding. However, increased incidence of maternal bleeding, primarily during
gestation, occurred at apixaban doses of >25 mg/kg, a dose corresponding to >1.3 times the
human exposure.

Nursing Mothers

It is unknown whether apixaban or its metabolites are excreted in human milk. Rats excrete
apixaban in milk (12% of the maternal dose).

Women should be instructed either to discontinue breastfeeding or to discontinue
ELIQUIS (apixaban) therapy, taking into account the importance of the drug to the mother.

Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
Geriatric Use

Of the total subjects in the ARISTOTLE and AVERROES clinical studies, >69% were
65 and older, and >31% were 75 and older. In the ADVANCE-1, ADVANCE-2, and ADVANCE-3
clinical studies, 50% of subjects were 65 and older, while 16% were 75 and older. In the
AMPLIFY and AMPLIFY-EXT clinical studies, >32% of subjects were 65 and older and
>13% were 75 and older. No clinically significant differences in safety or effectiveness were
observed when comparing subjects in different age groups.

Renal Impairment

Reduction of Risk of Stroke and Systemic Embolism in Patients with Nonvalvular
Atrial Fibrillation

The recommended dose is 2.5 mg twice daily in patients with at least two of the following
characteristics [see Dosage and Administration (2.1) in full Prescribing Information]:

* age >80 years

* body weight <60 kg

e serum creatinine >1.5 mg/dL

Patients with End-Stage Renal Disease on Dialysis

Clinical efficacy and safety studies with ELIQUIS did not enroll patients with end-stage
renal disease (ESRD) on dialysis. In patients with ESRD maintained on intermittent
hemodialysis, administration of ELIQUIS at the usually recommended dose [see Dosage and
Administration (2.1) in full Prescribing Information] will result in concentrations of apixaban
and pharmacodynamic activity similar to those observed in the ARISTOTLE study [see Clinical
Pharmacology (12.3) in full Prescribing Information]. Itis not known whether these concentrations
will lead to similar stroke reduction and bleeding risk in patients with ESRD on dialysis as was
seeninARISTOTLE.

Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery, and
Treatment of DVT and PE and Reduction in the Risk of Recurrence of DVT and PE

No dose adjustment is recommended for patients with renal impairment, including those with
ESRD on dialysis [see Dosage and Administration (2.1) in full Prescribing Information].

Clinical efficacy and safety studies with ELIQUIS did not enroll patients with ESRD on dialysis
or patients with a CrCl <15 mL/min; therefore, dosing recommendations are based on
pharmacokinetic and pharmacodynamic (anti-FXa activity) data in subjects with ESRD
maintained on dialysis [see Clinical Pharmacology (12.3) in full Prescribing Information].

Hepatic Impairment

No dose adjustment is required in patients with mild hepatic impairment (Child-Pugh class
A). Because patients with moderate hepatic impairment (Child-Pugh class B) may have
intrinsic coagulation abnormalities and there is limited clinical experience with ELIQUIS in these
patients, dosing recommendations cannot be provided [see Clinical Pharmacology (12.2) in
full Prescribing Information]. ELIQUIS is not recommended in patients with severe hepatic
impairment (Child-Pugh class C) /see Clinical Pharmacology (12.2) in full Prescribing Information].

OVERDOSAGE

There is no antidote to ELIQUIS. Overdose of ELIQUIS increases the risk of bleeding [see Warnings
and Precautions].

In controlled clinical trials, orally administered apixaban in healthy subjects at doses up to
50 mg daily for 3 to 7 days (25 mg twice daily for 7 days or 50 mg once daily for 3 days) had
no clinically relevant adverse effects.

In healthy subjects, administration of activated charcoal 2 and 6 hours after ingestion of
a 20-mg dose of apixaban reduced mean apixaban AUC by 50% and 27%, respectively.
Thus, administration of activated charcoal may be useful in the management of apixaban
overdose or accidental ingestion.

PATIENT COUNSELING INFORMATION

Advise patients to read the FDA-approved patient labeling (Medication Guide).
Advise patients of the following:

¢ Not to discontinue ELIQUIS without talking to their physician first.

e That it might take longer than usual for bleeding to stop, and they may bruise or
bleed more easily when treated with ELIQUIS. Advise patients about how to recognize
bleeding or symptoms of hypovolemia and of the urgent need to report any unusual bleeding
to their physician.

e To tell their physicians and dentists they are taking ELIQUIS, and/or any other product
known to affect bleeding (including nonprescription products, such as aspirin or NSAIDs),
before any surgery or medical or dental procedure is scheduled and before any new drug
is taken.

o |fthe patient is having neuraxial anesthesia or spinal puncture, inform the patient to watch
for signs and symptoms of spinal or epidural hematomas [see Warnings and Precautions].
If any of these symptoms occur, advise the patient to seek emergent medical attention.

e To tell their physicians if they are pregnant or plan to become pregnant or are
breastfeeding or intend to breastfeed during treatment with ELIQUIS [see Use in Specific
Populations].

» How to take ELIQUIS if they cannot swallow, or require a nasogastric tube /see Dosage and
Administration (2.6) in full Prescribing Information].

e \What to do if a dose is missed [see Dosage and Administration (2.2) in full Prescribing
Information].

Marketed by:

Bristol-Myers Squibb Company
Princeton, New Jersey 08543 USA
and

Pfizer Inc

New York, New York 10017 USA
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NEWS FROM THE COLLEGE

UPDATES AND ALERTS FROM ACEP

David McKenzie (left) with Kenneth Brin, MD,
PhD, chair of the CPT Editorial Panel

ACEP Staff Takes Home
Award

entation, ACEP Reimbursement Director David
McKenzie was honored with the Specialty So-
ciety Staff Excellence Award. This is the high-

est award available for specialty society staff :

serving the CPT process and the nomination
comes from AMA CPT staff. Mr. McKenzie was

recognized for his excellent assistance in de- :

veloping code change applications, education
on CPT codes, and support of members and

staff. Mr. McKenzie won the award previously
in 1998, and in 2015, he won the Excellencein :
Injured Patient 2014.

. Making Change
Happen for You

Education Award.

ACEP President Dr. Paul Kivela (left) with Sen.
Bill Cassidy.

ACEP on the Hill
ACEP President Paul Kivela, MD, MBA, FACEP,

recently met with Sen. Bill Cassidy, MD (R-LA), :
to discuss S. 1530, the Medicare Choices Em- :

powerment and Protection Act, regarding

psychiatric boarding in the emergency de- :
partment, on which Sen. Cassidy is the lead
Republican. Also discussed was ACEP’s intet-
est in the Senate’s reauthorization of the Pan-
demic and All Hazards Preparedness Act and
out-of-network bhilling for emergency services.
i la, MD, MBA, FACEP, and members of ACEP’s

2

,';,-“:\ Leadership & Advocacy Conference

During the meeting, Sen. Cassidy agreed to
address ACEP members during the 2018 Lead-
ership and Advocacy Conference to providean :

update on the latest health care initiatives be-
ing considered by Congress. He will be speak-
ing at 8:45 a.m. on Tuesday, May 22.

AGER

i And in the Statehouse

In February, the Utah State Senate recognized
ACEP’s 50th anniversary by honoring mem-
i bers of the Utah ACEP Board.

¢ From left: John Dayton, MD, FACEP, Utah ACEP
President; Matthew Hollifield, MD, and Kath-
leen Lawliss, MD, FACEP, Utah ACEP Board
{ members; and James Antinori, MD, FACEP, past
During the recent American Medical (AMA)As- :

sociation CPT Advisors meeting awards pres- i State Senate.

i Collaboration with ACS

Utah ACEP President, on the floor of the Utah

For the first time, emergency physicians have
been invited to formally participate as mem-
bers of the Criteria Revision Team for the Amer-
ican College of Surgeons (ACS). ACEP Board of
Directors members Debra Perina, MD, FACEP,
and Christopher Kang, MD, FACEP, will repre-
sent emergency medicine to review and revise
the criteria for a chapter in the “Orange Book,”
also known as Resources for Optimal Care of the

ACEP leaders are always working to protect

¢ and improve your practice environment.
i Here’s some of what the ACEP leadership has

done for you lately:
Members of ACEP and ACEP staff met with

i theUS. Department of Veterans Affairs (VA) to

discuss care of geriatric patients in VA emer-

i gency departments. Among the issues dis-
cussed were ways to identify veterans who
present to our emergency departments—es-
i pecially those with mental health issues—and
connect them with VA outpatient resources.
Also discussed was the potential participation
i of VA hospitals in the ACEP Geriatric ED Ac-

creditation program.
ACEP Board of Directors member Aisha

: Liferidge, MD, FACEP, along with senior ACEP

staff, attended a two-day conference with
the National Institute on Drug Abuse on Jan.
26 and 27, 2018, to discuss potential treatment
of patients with opioid addiction. ACEP mem-
ber Gail D’Onofrio, MD, FACEP, led the meet-
ing. Dr. D’Onofrio is the chair of emergency
medicine at Yale School of Medicine in New
Haven, Connecticut, and is a well-respected
researcher in substance abuse disorders.
OnJan. 24,2018, ACEP President Paul Kive-

senior staff, Loren Rives, Laura Wooster, and

¢ Sandra Schneider, MD, FACEP, met with the
¢ Centers for Medicare and Medicaid Services

(CMS) to discuss mental health and seda-

i tion. CMS was very supportive of emergency

physicians’ ability to screen all patients with
emergency conditions, including those with
mental health issues. They continue to agree

i that emergency physicians are “uniquely qual-

fied” to perform sedation. More clarification

i istocome. @
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I/ : 37" Annual Series
Topics
Which Dizzy Patient Needs an MRI? EMERGENCY MEDICINE
ACS - The First- HOL.H‘S.Of Care.- & ACUTE CARE / 20 1 8

Acute Heart Failure: Therapeutic Pearls
Role of the ED in Non-Heart-Beating Donors
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THE BREAK ROOM

Alternative Investment
Strategies

ACEP Now reader Devin Woelzlein, MD, re-
sponded to December’s End of the Rainbow

column by James M. Dahle, MD, FACEP, “Chas- :
ing Markets Can Be a Poor Long-term Investing

Strategy,” with an alternative set of investment
recommendations, including:

e “Investing in only paper assets is also a
poor long-term strategy. Most of these

portfolio recommendations are coming
from financial advisers who are trying to

sell you various paper assets or who only :

know paper assets.”

e “If you are just now investing and plan :

on betting long on the stock market (that

prices will continue to rise), you are chas-
ing the market. I recommend paying for a

subscription service to help you.”
e “Thereal ‘old money’ families, those in Eu-

‘one-third, one-third, one-third’ strategy.
The thirds are land, gold, and fine art.”

e “Asfor cryptocurrencies, there is money to :
¢ Hip Fracture Pain Without Opioids” (pp. 20—
Visit ACEPNow.com/category/break- :

be made here, but be extremely careful.”

room to read his complete investment strategy
recommendations and Dr. Dahle’s response.

iﬁguinal

Figure 1: The inguinal ligament may be divided

rope who survived centuries of war, pillag- : into thirds, with the target site for injection be-
ine. and regime changes. focused on the i ing the lateral one-third mark. This lies lateral
5 8 8€s, : to the femoral nerve and vasculature.

Correction
The January Sound Advice column, “Control

21) had an error in Figure 1. The femoral artery
and vein were mislabeled. The correct figure

i isabove.©@

TOXICOLOGY Q&A

PHOTO: JASON HACK (OLEANDER PHOTOGRAPHY)

[Amous Flower

This purple bloom 2=
has a Hollywood
history

QUESTION: In what popular
book and movie was this flower
referenced?

ANSWER on page 10
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qgSOFA, POCUS, tPA, REBOA, ECPR
Do you KNOW the Resuscitation alphabet?

S0 resuscitaion

June 20-22, 2018 | Baltimore, MD
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Toxico

QUESTION ON PAGE 8

ogy WA Answer

ANSWER: Harry Potter and the Sorcerer’s Stone

“As for monkshood and wolfsbane, they are
the same plant, which also goes by the name of

House for your cheek, Potter.”
the Sorcerer’s Stone by J.K. Rowling

Hannah McKay uses aconite to dispatch victims.

Toxins

mesaconitine bind to the open state of the volt-

age-sensitive sodium channels, blocking their
diac stimulant, abortifacient, aphrodisiac, and

The roots and root tubers are more toxic than
the flowers, which are more toxic than the leaves

inactivation.

and stems.

Symptoms

General symptoms include nausea, vomiting,
abdominal pain, diarrhea, sweating, dizziness,
hyperventilation, difficulty breathing, confu-
sion, and headache. Neurological symptoms :
i at ToxInRI@gmail.com.

include paresthesias, numbness of face and

1 MONKSHOOD

aconite. Well? Why aren’t you all copying that { 4 onitum carmichaelii
down?” There was a sudden rummaging for
quills and parchment. Over the noise, Snape
said, “And a point will be taken from Gryffindor
- Harry Potter and
mouth, and limb weakness. Cardiac symptoms
Also, on the TV show Dexter, the character
i bradycardia, ventricular dysrhythmias (tachy-
cardia, torsade de pointes, and/or fibrillation),
junctional rhythms, cardiac arrest, and death.
Monkshood’s toxins are aconitine, mesa-

conitine, and hypaconitine. Aconitine and Uses

i Aconite tincture has been used as an herbal

COMMON NAMES: “Queen of poisons,” aco-
nite, monkshood, wolfsbane, leopard’s bane,
women’s bane, devil’s helmet, and blue rocket

include hypotension, palpitations, chest pain,

therapy as an antipyretic, antirheumatic, car-

antihelmintic. @

DR. HACK (OLEANDER
PHOTOGRAPHY) is an
emergency physician and
medical toxicologist who
enjoys taking photographs of
beautiful toxic, medicinal, and
benign flowers that he stum-
bles upon or grows in his garden. Contact him

-~
L

Dieander Photography

Leadership &
Advocacy Conference

May 20-23, 2018 | Grand Hyatt | Washington, DC

ADVOCATE

for Emergency Medicine

ENGAGE

with Members of Congress

CONNECT

with EM Leaders

American College of
Emergency Physicians’

ADVANCING EMERGENCY CARE‘\A,

+
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ORRELATION DOES
NOT EQUAL CAUSATION

How the Surviving Sepsis Campaign got almost everything wrong

by DAVID A. TALAN, MD, FACEP

hat could be wrong about a cam- :

paign to promote sepsis survival?
Looking back on the history of the

Surviving Sepsis Campaign (SSC), just about :

everything. Understand, though, this knowl-
edge is borne with the benefit of hindsight;
there are lessons to be learned for all of us.

The initial SSC recommendations in 2004 :
were an attempt by many individuals in criti- :

cal care and other professional societies (in-
cluding ACEP) to improve sepsis care on the

heels of what finally appeared to be new life-

saving interventions.!

Although introduced and received with
much enthusiasm, the SSC recommendations
were soon called into question in a New Eng-
land Journal of Medicine article critical of phar-
ma sponsors that made products associated
with these recommendations, particularly Eli

Lilly who made Xigris. Looking back, even the
least cynical would acknowledge that many of

the strongly recommended approaches from
theinitial 2004 and 2008 guidelines were later

shown to be not only ineffective or unneces- :
sary but also dangerous.'? Specifically, the fol- :

lowing were recommended in 2004 and then
later removed:
¢ Activated protein C (Xigris): Demon-

strated ineffective, associated with an in- :

creased risk of bleeding, and withdrawn
from the market (Xigris recommended
against in 2012).

unresponsive septic shock: Associated
with more arrhythmias and a higher mor-
tality rate than norepinephrine (norepi-
nephrine recommended in 2012).

Tight glucose control (<150 mg/dL): As-
sociated with severe hypoglycemia and
increased mortality compared with tar-

get glucose levels up to 180 mg/dL (goal
i insufficient evidence, we should also be cau-

changed to <180 mg/dL in 2012).
Red blood cell transfusion to maintain
hemoglobin >10 g/dL: Not found to be

associated with improved outcomes com- :

pared with >7 g/dL (goal changed to 7-9
g/dLin 2008).
Early goal-directed therapy (EGDT) re-

suscitation based on serial central ve- :
nous 02 saturation assessments: Found

to have no survival benefit compared with
usual care (EGDT parameters not men-
tioned in 2016).

recommendations was that many were based
on early, positive, but not well-validated re-

Dopamine among first choices for fluid- :

Just because it rained the night before and you woke up with frogs on your lawn, doesn’t mean it rained frogs.

sults. For example, the EGDT recommenda-
tion was based on a single-center trial that
involved 263 participants.* While the Xigris
trial was multicenter and involved 1,690 par-
ticipants, the results had not been validated
in another investigation at the time the SSC
recommended it.5

Inresponse to the remarkably rigorous mul-
tisite, multinational debunking of EGDT—first
by the ProCESS trial and later by the ARISE
and ProMISe trials, with almost 5,000 total
participants—the SSC responded by pointing
out the 18 percent mortality in the usual care
arm “illustrates a dramatic change in the man-
agement and outcomes of patients with sep-
tic shock” compared with the higher mortality
rate in the original EGDT trial.# Temporal asso-
ciations of SSC bundle compliance and lower
mortality rates were also offered as support
of SSC efforts.

Just as we should not get too far out in front
with recommendations based on exciting but

tious about overstating cause and effect from
temporal associations. In other words, just be-
cause it rained the night before and you woke
up with frogs on your lawn, doesn’t mean it
rained frogs.

To wit, Lindenauer et al demonstrated
that coincident with the SSC, more patients,
including low-risk ones, were being given a
sepsis diagnostic code.® For example, patients
with pneumonia who were at an intermedi-

¢ ate risk of death had been shifted from the
In retrospect, a clear theme of the original :

“pneumonia bucket” to the “sepsis bucket,”
lowering the mortality rates of both. In reality,
though, sepsis survival rates had not changed.

“A New Spin" is the personal perspective of the author and

does not represent an official position of ACEP Now or ACEP.

The Official Voice of Emergency Medicine

Sepsis and severe sepsis diagnosis—relat-

i ed group codes are also associated with sig-

nificantly higher payment than pneumonia
codes alone. In addition, it’s up to the physi-
cian’s judgment whether the patient has sepsis
or just systemic inflammatory response syn-
drome (SIRS), and all that’s required is docu-
menting “sepsis” in the notes. Severe sepsis
requires organ dysfunction, including an el-
evated lactate alone. The attention brought to
sepsis by the SSC likely promoted earlier rec-
ognition, although we do not know the extent
to which SIRS and then lactate screening led
to unnecessary care and costs. And Centers for
Medicare and Medicaid Services, thank you for
the new sepsis core measure requirements in
time for this year’s flu season, especially the
lower lactate threshold of 2 mmol/L. This new
directive illustrates the trade-off of enhanced
screening to catch a few cases of bacterial sep-
sis earlier and the unintended consequence of
excessive care for many stable but dehydrated
patients with a benign viral illness.

What remains of SSC recommendations?
Primarily fluid resuscitation, now at 30 cc/kg
initially and then additional fluid based on
further assessments of perfusion, and timely
antibiotics. However, even fluid resuscitation
is now under debate and study.

The current fluid strategy promoted by the
SSC, based largely on the EGDT bundle, is typi-
cally with total amounts of 50—70 cc/kg (eg, 5
L) in the first six hours of care.” This liberal flu-
id approach may be pressor-sparing and limit
complications from hypoperfusion. Alterna-
tively, a restrictive fluid approach of <30 cc/
kg (eg, <2 L) in the first six hours, which relies
on earlier use of vasopressors, may prevent
complications from tissue edema that inter-
fere with oxygen delivery and organ function.
However, such a change will need to consider

any increased risk of digital or limb amputa-

i tions, which may be associated with expanded

use of vasopressors.

This may sound crazy, but there are sever-
al lines of evidence that support a restrictive
fluid approach, including a randomized con-
trolled trial of children with severe malaria,
a severity-adjusted analysis of 23,513 septic
adults that found each liter beyond five asso-
ciated with a mortality increase, and a recent
randomized controlled trial of adults with sep-
tic shock showing significantly improved sur-
vival among those getting 2 versus 3.5 L in the
first six hours.®*° A randomized trial of a lib-
eral versus restrictive fluid approach for septic
ED patients is currently being planned by the
Prevention and Early Treatment of Acute Lung
Injury network.

I asked Peter DeBlieux, MD, an emergency
medicine and critical care specialist at Loui-
siana State University in New Orleans, for his
perspective. He said, “Despite some missteps,
the best aspect of SSC is promoting recogni-
tion; early recognition of sepsis means sooner
antibiotics, source control, and care coordina-
tion with consultants. Continued recognition
of the need for research to improve outcomes
for this major killer is critically important.”

One of my mentors once told me it’s best
to be neither the first nor the last to embrace
an innovation. Unfortunately, in many ways,
we’re back to where we started with sepsis.

Editor's Note: Visit ACEPNow.com to view
the references for this article. ©

DR. TALAN is professor of medicine in resi-
dence (emeritus) at the David Geffen School of
Medicine at UCLA and chairman emeritus of the
department of emergency medicine and faculty
in the division of infectious diseases at Olive
View-UCLA Medical Center in Los Angeles.
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It can be challenging to identify and help victims of trafficking.

HUMAN TRAFFICKING | conTINUED FROM PAGE 1

ing to help trafficking victims and what emer-
gency department staff can do to try to help !
suspected victims. Here is Part 1 of that con-
versation; Part 2 will appear in the April issue.

KK: What's your educational back-

ground?

CD: I went to The Ohio State University and
received a Bachelor of Arts degree in political
science. I then went on to earn my Juris Doctor
degree from the New England School of Law
in Boston, and I also earned a Master of Law :
degree at the George Washington University
National Law Center in Washington, D.C., and
also from New York University School of Law
in New York City. The first master’s degree had
aconcentration in constitutional law, and the

second had a concentration in criminal law.

behalf of trafficking victims.

12 ACEPNOW MARCH 2018

KK: Tell us about your career working on Cynthia M. Deitle, JD

lot of money engaging in trafficking. They can
prostitute women against their will and earn
CD: I joined the FBI in 1995. I specialized for i
20 out of 22 years working within our Civil
Rights program. Our Civil Rights program has
four sub-programs underneath it. The first
one is hate crimes, the second one is what we
call color of law or police brutality, the third :
is human trafficking, and the fourth is what
we call FACE [Freedom of Access to Clinic En-
trances], fighting abortion extremism. First, I
was a street agent in a New York City office for
12 years. I was promoted and worked in Wash- !
ington, D.C., from 2007 to 2011, and I was pro-
moted to chief of the Civil Rights unit and then
transferred to the Boston FBI office, where I
worked on civil rights and public corruption.
I finished my FBI career in the Knoxville FBI
office, specializing in intelligence and, more
specifically, human trafficking. I’'ve seen hu-
man trafficking in New York, Boston, Wash-
ington, D.C., and Knoxville, Tennessee. I’'ve
worked those cases as an agent, supervised
investigations, and seen it from a 30,000-foot
level as the chief of the Civil Rights unit. I have
a good idea of what the country looks like in
terms of where we had the most human traf-
ficking cases and what those cases looked like.

Unless you have attention focused on it, a
lot gets overlooked. It will get overlooked all :
too often as a crime problem [ie, prostitution].
You may see it in other facets, where a gang
investigation, for example, has a human traf-
ficking element. Gang members can make a !

a lot of very quick money. They need money,
and they need people. One way to get money
very quickly is to traffic young girls in the com-
mercial sex trade and earn a lot of money re-
ally fast.

Human trafficking can cross over into im-
migration issues if we see victims coming in
from outside the United States and they are
held in some type of labor situation [ie, agri-
culture, landscaping, hair or nail salons, mas-
sage parlors, or working as a domestic servant
for a family]. We see them all over our commu-
nities, but if we don’t know the size of traffick-
ing we’re not going to know what we’re looking

put back on a path to survival.
Although the exact numbers are hard to

in the United States or anyone with a social
justice conscience would say it’s one victim
too many. How dare the United States outlaw
slavery and still be perpetuating the slave in-
dustry, which is what we’re doing. If you have
employers, whether it’s a pimp or a landscap-
ing company who are forcing an individual to
work, that’s slavery.

i KK:How challenging canitbe to identify :
i and help a trafficking victim?

CD: There have been dozens trafficking vic-
tims that I would be the first one to say, “The
situation in which I have found you, I swear
you are a victim of trafficking.” Even though I
i say thatand write that down in a report some-
where, that victim might tell me to go pound
sand. She might tell me to go away. She’s going
i to tell me she doesn’t want to talk to me and
i she’s going to leave. I have no legal author- |
i ity to hold her or to force her to self-identify. :
If she’s done nothing wrong, and I can’t hold :
her as a perpetrator of a crime or because she
has an outstanding warrant, there’s no legal
i way to hold her.

i knew full well she would go jail, and she told
¢ her public defender, “Yes, I hit him because
he had been keeping me in a state of involun-
{ tary servitude, in a state of slavery, in a state of
trafficking, for about a week or 10 days.” She
was completely done, and she thought the one
way to get away from him was to get arrested.
i Kevin, I would love to know the answer to why
some victims are able to escape and others are
in a trafficking situation for years. Why was
she one of the few that said, “I am not doing
this?”

i KK: When you are in a position of such
i oppression, you must have avery strong
i personality to be able to overcome that
and do what she did.

There’s one girl I encountered three times.

On the third try, she wanted to cooperate. She
wanted to talk to me, and the only reason was
that she had been told by the county, the sher-
iff’s department, that if she was arrested one
more time for prostitution that she would be
i registered as a sex offender in the state. That
was something that would hang over her like a
scarlet letter for the rest of her life, and she was
not going to have that. She said, “I can’t get ar-
rested again, so what do you want to know?”
i Itwasn’tabout, “Ineed services, I need health
care, I'm afraid of my pimp, come rescue me.”
I've had many other situations in which I en-
countered a girl, a victim of trafficking, and
she told me to go pound sand and I never saw
¢ her again. Some of those women popped up
in another jurisdiction. Including the concern
about possible trafficking in a database has
! been very helpful.

at. Another thing that law enforcement and :

the FBI try to do is bring attention to the prob- KK: What I'm hearing from you is a lot of

lem. We want to bring attention to the issueso i these cases weren't reported as human
people know what they’re looking at and then
know what to do about it so that victim can be
recovered and rescued and hopefully can be
four claims of human trafficking that
i were reported by the sheriff's depart-
track, with underreporting by some and over-
reporting by others, any student of history
CD: You're exactly right. We had a case in
east Tennessee where a girl was discovered
by Knox County on the side of the road. She
i was in a physical altercation with her pimp
and she was getting the better of him, and he :
called 911. The sheriff’s department shows up
on the side of the road. She’s hitting him, and
i she says, “Idid, I hit him with a tire iron.” She

trafficking, so you're overturning stones
and finding these victims. It's not a de-
liberate process to, let’s say, investigate

ment.

i CD: Most of the women in these situations are
paralyzed by fear, and they do not want to do
anything to bring attention to them or their
situation because they’re convinced they’ll
get deported if they are undocumented or
i convinced that the trafficker is going to tell
the victim’s parents what she has been doing
with these johns in hotel rooms. She’s going
to be ashamed of videos or pictures taken of
what she’s been doing. Many are afraid that
i the pimp will carry out his threat to kill her
because he’s already beaten her to a pulp on
numerous occasions. A lot of times, and this
is very sad, her life was pretty crappy before
she got involved in this situation. She thinks,
¢ “Ican have that kind of crappy life, or I can be
with this guy and make some money. Well, all
right, I'll stay with this guy for a little while.”
i Some of those women are then convinced
by the pimp to recruit other women. That first
victim becomes what we term “the bottom.”
¢ The bottom then will recruit other gils because
the bottom knows that if they recruit other
gitls, they don’t have to do it anymore. They
can become the one that takes the pictures and
puts them online but doesn’t have to be the one
i whois engaging in sex with the john. So you’re
right. The vast majority of the victims that I've
encountered are going to stay for a while. “A
while” could be a year or six months, but they
are going to stay because it’s just too paralyzing
i to think of how they get out of this.

Next month, in Part 2 of this interview,
i Ms. Deitle will outline some techniques
that emergency department staff can use
to help suspected victims of human traf-
! ficking. ©
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EM PILLARS OF SUPPORT | conTINUED FROM PAGE 1

DO, EJD, FACEP, recently sat down with Mat-
ty Parker, husband of immediate ACEP Past
President Rebecca Parker, MD, FACEP, to dis-
cuss his experience being married to an ACEP
president and the challenges and rewards of

supporting an emergency physician.

KK: Tell us about you, Matty.

MP: The first job I ever held was as a profes-
sional baker. I did that because my father very
graciously trained me through his bakery, i
which he owned for about 40 years. I was a
dishwasher, floor washer, and cake decorator.
I found the love of music and learned to play
trombone along the way. I taught music dur-
ing the summers, helping to pay for college,
and graduated from the University of Texas at :
El Paso with a degree in English and Ameri-
can literature. I was a middle school teacher.
For 20 years, I taught instrumental music dur-
ing the summers, and that’s how I met Becky.
She was teaching trumpets, and I was teach- i
ing trombones and baritones with a group out
of Casper, Wyoming, the Troopers Drum and

Bugle Corps.

KK: It has been wonderful to meet you
through Becky, and your level of commit-
ment has been pretty substantial. When

did all that begin?

MP: [ think it began when Becky became a part
of her first democratic group in Illinois, and
we had to sign to put our house on the line for :
the group. I thought I better find out what the
specialty is and what it does because now I'm
on the line for it. It was well worth it. I learned
alot about her business. She showed such a
passion for it, just as she helped me with my
passions over the years, and I can’t thank her
enough for that. I went to my first ACEP confer-

ence 20 years ago.

KK: Can you speak to your family’s time

investment in ACEP?

MP: Before Becky ran for an ACEP office, I
helped write a speech for an ACEP election. I
am a writer—my degree is in English and Ameri-
can literature—and somebody asked Becky
to look at their speech. She said, “That’s not :
what I do, but my husband is a writer. Would
you like him to look at the speech?” I looked
at it—it was for Cherri Hobgood—and she was
very gracious. She introduced me as her speech
writer. It was very nice of her. I knew that my !
goals as an English teacher and a writer could

complement what Becky was doing. The things

things Becky was so passionate about.

KK: How do you feel this experience en-
riched or fulfilled you?

them over the years. I looked forward to seeing

But I always had a good time. They gave us
great advice about our own children whenever
we had questions about what was coming up
in our life. It was just an amazing resource of
friends and family that supplemented our lives
i in general.

Ienjoyed doing just found a natural home in the

ing your persona and your life while still
supporting your spouse?
MP: I am always willing to tell Becky when it’s

i too much or if something’s not worth it. I'll
them year after year; I made my own friends.
Some were spouses. Some were physicians. i

ask her what her goals are, and I'll say, “These
are my goals.” We’ve always had an open line

CALL FOR IDEAS

Emergency medicine is tough, and it would be ever tougher without the people who
provide critical support at home, allowing emergency physicians to provide the
best care possible. Do you know of a spouse, significant other, life partner, family
member, or other individual we should interview for a future EM Pillars of Support
column? We want to hear from you! Send your suggestion and a brief explanation of
why they are a critical supporter of the EM community to dantolin@wiley.com. We

may feature them in a future issue.
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: of communication so that I have been willing

to turn to her and say, “I can’t do that now.”
I think, in the end, open communication is
the key. It can be overwhelming. There are so
many amazing things going on in the College
that it could swallow you up. You just need to

i be willing to keep your eye on what is impor-
KK: How do you recommend other spous- tant to you, and it all will balance itself out.
i es, life partners, and significant others !
not be swallowed up by emergency med- :
icine? How do you recommend maintain-
MP: When I started working with Becky on her
ACEP duties, I met some extraordinary people

who were a lot of fun, and I made friends with

KK: Great advice. Has it ever created con-
flict or controversy in your relationship?

MP: Of course there is conflict, but like I said,
in the end, you just need to keep your eye on
what you want [as a couple]. What do you

¢ want to get out of the experience, and what :
do you want to give to the experience? If you :
can keep those things in perspective, which :
! isnot as easy as it sounds, then you can fight i

through it—and yes, sometimes you fight
through things. I don’t know if you’ve met my
wife, but she’s tough. I don’t think I'm telling
any secrets.

i KK: Like others who share a life with a :
physician, do you ever get the sense that
i it's hard for Becky to separate her roles? :
She is clearly in a position of authority

TOP: The Lincoln Lookout- The Parker family
see the sights in Washington, D.C.

ABOVE: Jacob the Baker - The Parkers' son
Jacob baking with his dad.

LEFT: Duet Time - Matty Parker and his son
Joshua practice the trombone.

: within emergency medicine, ACEP, and
other professional circles. It's very easy
for that to carry over to one’s personal life.

MP: Yes. We worked that out a long time ago,
but still you're right. Once she gave up all of
: her practice management duties and could
just focus on being a physician and a physi-
cian leader, I think that took a lot of the stress
off of her. I think her stress levels have been
quite manageable, even for a physician, and
it’s made everything a lot easier from my per-
spective.

KK: You're a very supportive spouse. What
i goals have you had that she’s been able
to support you with?

i MP: There are some teaching things that I
wanted to do that she helped me with dur-
ing the summer for most of her ACEP career,
which was pretty great. Right now, my goals
are to make sure that my children get into
middle school. After that, I want to go back
i to doing some things that I wanted to do, and
it’s worked out pretty well. I'm thinking about

CONTINUED on page 16
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ACEP Becomes a

National Organization
Founding fathers discuss ACEP's first national gathering

CEP was founded on Aug. 16, 1968, by John G. Wiegen- :
stein, MD, John A. Rupke, MD, and six other physicians :
in Lansing, Michigan, who wanted to meet the needs :

of career emergency physicians.

Around the same time, and with no knowledge of the Michi- :
gan activities, Reinald L. Leidelmeyer, MD, of Fairfax, Virginia, :
led a physician group that practiced emergency medicine full-
time, in addition to those in the Alexandria Plan, the original
full-time emergency medicine staffing concept led by James

D. Mills Jr., MD.
Looking to form a national organization, these found-
ers gathered together in November 1968 at the Marriott Twin

Bridges Motel in Arlington, Virginia. In all, 32 physicians from

18 states attended this meeting.

Dr. Wiegenstein and Dr. Rupke recounted some details from
that first meeting and many other of ACEP’s origin stories in a
session titled “Stories from the Past” at the 2003 Michigan Col- :

lege of Emergency Physicians meeting.

You can view the full session online at www.acepnow.com/

article/founding-fathers-discuss-acep-gathering.
Here is an excerpt.

JW: At that meeting, Reinald got up and made a little discus-
sion of ambulances and EMS systems and so forth. Then he
said, “There’s a guy from Michigan and there’s a couple of peo-
ple from Michigan who have formed a little club in Michigan,

and we’d like to hear from him.” (Audience laughter)

SoIgotupand presented all this; the ink was still wet prac-

ACEPNOW.COM

Making Every Moment Count

~ i means, Jim, would you please be on our Board?”

tically ... the application blanks, the membership cards, eve-
rything. (Holds up papers)

They all looked at each other—I thought we were coming here
i to form an organization; it’s already formed!
Hannas [R.R. Hannas Jr., MD] stood up and said, “Why don’t
i wealljoin this group in Michigan? They’ve got it all together.”

¢ (Audience laughter)

Little did they know!

We decided we would be more national if we got together
with a few of those guys at the meeting.

Who was there? Jim Mills. We had all heard about him be-
cause he was the Alexandria Plan master. So we said, “By all

Gave Reinald a seat on the Board. We gave Hannas and

Graves [Harris B. Graves, MD], who were there from Nebraska
i and Missouri.

So we expanded our board by four people and made it,

i quote, “more national.”

Another thing that happened at this meeting that is of in-

terest: A fellow came up to me and said, “I want to join right
now. I want to fill out the application, and I want you to give
¢ me one of those cards.”

Now, I hadn’t had a card yet, and John hadn’t had a card yet.

S (Audience laughter)

Nobody was really a card-carrying member yet, and this

guy insisted.

He gave me $50, gave me the application blank all filled

out. And I said, “Well, I’ll have to take it back to the office to
i getit printed.”

And he said, “No, just write on it. It’s OK.”
SoIwrote “Robert Ersek, MD.” Gave him one of these punch-

¢ out cards.

JR: And he gave John $5o0.

JW: The first $50 that really came from membership. Do you
know what he was? He was a neurosurgical moonlighting resi-
dent of all people. (Audience laughter)

JR: He never showed up again!

{ JW: No, we never saw him again. (Audience laughter) @
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ACEP Stands

Up for Prudent
Layperson

National and state chapters battle Anthem
policy that jeopardizes emergency care

by LAURA WOOSTER, MPH

ince early summer, ACEP has been
working hard on behalf of its members

to protect the prudent layperson standard

by advocating for the reversal of a dangerous :
new policy being enforced by the insurer An-
them BlueCross BlueShield in six states.
First implemented in July in Georgia, Ken-
tucky, and Missouri, and most recently ex-
panded at the start of this year to Indiana,
New Hampshire, and Ohio, the policy allows
Anthem to retroactively deny coverage of
emergency department visits that the insur-
er deems as “nonemergent.” Anthem uses a
list of so-called nonemergent ICD-10 codes to
flag emergency department claims for medi-
cal review, which is then performed by an
Anthem-employed physician medical direc-
tor. However, unlike the more customary re-
view process, no patient chart is requested;
the medical director simply reviews the claims
form and the limited information it contains
on the encounter to make a determination on :
whether to deny. {
As a result, there have been denials that
include a pedestrian struck by a vehicle who
was taken to the emergency department by
EMS (final diagnosis after CT scan and X-rays:
contusions and abrasions) and an emergency :
department patient presenting with severe
abdominal pain with fever (final diagnosis:
ruptured ovarian cyst). Following a denial, pa-
tients are left holding a bill for the entirety of
their emergency department visit, which they

i are now responsible for paying on their own.

In response, ACEP has engaged in a multi-
pronged advocacy strategy, employing a range
of tactics and building partnerships with key
allies along the way. ACEP has worked closely
with chapters in the affected states that have
been able to very effectively leverage their lo-

cal ties with policymakers, coalition partners,

and the media. State legislation that includes
provisions to counter Anthem’s strategy has
been introduced in Georgia, Missouri, and
Ohio.

met with key congressional offices for each of
the six states to inform them of the policy and
provide educational materials to counter An-
them’s claims; chapters are working similar-
ly in the district offices for these members of
Congress. As a result, in late December, Sen.

requesting the insurer provide her office with
all internal documents and emails leading to
the policy’s implementation. Noting that “pa-
tients are not physicians,” the letter reiterated

i the prudent layperson standard and requested

that Anthem explain how the emergency deni-
als policy is not in violation of it. In addition,
the senator has asked for communications in-
cluding discussions about the potential cost
savings related to this policy and any associ-
ated complaints it may have received.

ACEP also has engaged in substantial pub-
lic relations efforts along with its chapters,
and the resulting media coverage has been
very effective in amplifying its advocacy mes-

i sages and continuing to increase pressure on
the insurer. Several stories have received na-
tional attention, such as a piece by the Asso-
ciated Press that was syndicated and carried
by more than 100 major outlets across the
i country, two articles in Modern Healthcare,
and most recently a feature on Vox.com that
brought even more attention to the issue and
offers of help from additional congressional
offices. ACEP’s parody video on the issue also
provided an additional opportunity to raise
! national awareness.

In Washington, D.C., ACEP has repeatedly
leadership have met with key Anthem repre-
sentatives on five separate occasions to voice
their concerns and offer constructive alterna-
tives to the policy. Chapters in affected states
i have met with the insurer, but there has been
little headway.

Claire McCaskill (D-MO) sent Anthem a letter
MD, MBA, FACEP, sent an email to contacts at
more than 100 emergency department groups
asking them to review any Anthem deni- :
i als they might have in the six affected states
and, where possible, provide ACEP with ag-
gregated statistics illustrating them. Having
data to cite on the impact and breadth of the
Anthem policy is critical to supporting con-
tinued advocacy on the issue with state and
i federal policymakers and making a case for
them to take enforcement action. ACEP is also
engaged in coalition-building activities with
other specialties (eg, the American College of
i Radiology, the American Academy of Derma-
i tology, and the American College of Surgeons) :

Throughout these efforts, ACEP staff and

Most recently, ACEP President Paul Kivela,

i affected by the damaging Anthem policies in
order to maximize resources and bring addi-
tional attention to the issue. In addition, ACEP
is engaged with consumer groups to ensure
i the patient voice is heard.

Shortly before press time, Anthem an-
nounced it was changing the policy to add
additional “always pay” exceptions, includ-
ing when the emergency department visit was
associated with an outpatient or inpatient
admission, or when the patient received any
i kind of surgery, IV medication, or an MRI or
CT scan. Anthem also said it will now also re-
! quest and review medical records before de-
nying claims. While these changes signal the
insurer is feeling significant public pressure
as a result of a coordinated advocacy effort,
i ACEP put out a statement noting these chang-
es aren’t nearly enough, and that Anthem
must withdraw the policy altogether. Sen.
McCaskill put out a similar statement and
once again called on the insurer to provide
i the documents she had previously requested.
Stopping Anthem’s emergency depart-
ment retroactive denials policy is critical to
ensuring it isn’t expanded to the additional
eight states in which Anthem has market
share and that other payers do not follow
with their own dangerous policies. @

MS. WOOSTER is
ACEP's associate execu-
tive director of public
affairs.

EM PILLARS OF SUPPORT | CONTINUED FROM PAGE 14

some baking opportunities and also some
teaching opportunities. There were some com-
promises that I willingly made for her to do her
presidency, knowing that when she was done,
I would get to do some of the things I wanted :
to do. Those are some of the bargains you have
meet a lot of children from around the country,

to make going into a relationship.

to a hotel they’re going to get the presidential :
suite, unfortunately. When that’s over, they’re
that you’re going to have to make some com-
promises if you're married to a physician who’s
¢ going to serve the College and recognize asan
absolute fact that the person serving is going
to lose some perspective on the time drain.
You're going to have to remind them. The day

going to be stunned. It’s been great. They did
not participate a lot when Becky was on the
ACEP Board. When Becky became President,
we included them in everything. They got to

i which was a great experience for them, learn-

KK: That's great, and as you said before, ing about things that they would never learn

communication is important. I've seen | ghout otherwise if it wasn’t for ACEP.

it in practice. You two have a great rela-
tionship. How has ACEP affected your two
i ahealthywork-life balance. What advice | tegrating into our nuclear family again.
i would you give to others who share alife :

with an emergency physician on main-

boys?

MP: [ think they believe that every time we go

16 ACEPNOW MARCH 2018

taining that balance?
MP: Know your goals and stick to them. Know

Becky was done being President, I could see
she started to relax a little bit. She came home
i and said to me, “I feel like I've been gone,”

KK: We must make certain we maintain and I said, “You have been.” Now we are rein-

KK: Any other thoughts or advice for peo-

i ple just handling the daily stresses of an
emergency physician?

MP: Sometimes the physician just needs some-
body to talk to without any advice or answers.
i Tget that.

Ithink the stressisn’t any different than any
other high-profile job. It’s going to test your
mettle as a spouse. You should know what’s
important to you and keep that in perspec-
! tive. Sitting down with your spouse and say-
ing, “These are the things [ expect and need to
do while you are doing what you do,” is very
important. Becky always heard me or eventu-
ally heard me. It always worked out. That’s
¢ how we did it. ©
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Jason Aldean on stage for Route 91 Harvest country music festival in Las Vegas on Oct. 1,2017.

PATIENT'S PERSPECTIVE

OF VEGAS MASS SHOOTING

ACEPNOW.COM

Emergency department experiences of a gunshot victim

Oct. 1, 2017, attendees of the Route 91 Harvest coun-

try music festival in Las Vegas were enjoying the
event’s closing performance by Jason Aldean when tragedy
struck. A single gunman opened fire on
the crowd from a room in the nearby
was blood all over it. My two girlfriends were running a little bit
ahead of me at that point. They didn’t know that I had fallen. i

[ was screaming for help, and they ran back to me. Of course, KK:1can'timagine how scary that must have been. Did

none of us knew what was going on at that point. Therewasno  You ever reconnect with the person who carried you out

shelter. We didn’t know if it was a shooter in the field; we had : of there?

no idea if it was multiple shooters. I felt like [ was just watching

i JR: He was amazing. I actually was able to reconnect with him
randomly on Facebook. There’s a Facebook page called “Find
My LV Hero,” and I was scrolling through it about two and a
KK: Were you shot just in the back, or did you have other half weeks later. I was home from the hospital, and I didn’t
know his name, didn’t know where he lived, and knew noth-
¢ ing about him. All I remember was, when he got me there, we
were in the back of a car—a private vehicle took us—and I just
remember his big beard staring down at me. I saw this profile

picture on Facebook, and I said, “Oh my God, that looks like

Mandalay Bay Resort and Casino, injur-

and his colleagues prepared to treat the
injured.

Jeannine Ruggeiro

in the February issue.

The Official Voice of Emergency Medicine

ing 851 people and killing 58. The victims
were transported by private vehicle, taxi,
and ambulance to nearby hospitals,
including Sunrise Hospital & Medical :
Center, where Scott Scherr, MD, medical
director of the emergency department,
was a terrifying experience.

ACEP Now Medical Editor in Chief :
Kevin Klauer, DO, EJD, FACEP, recently
sat down with Dr. Scherr and Jeannine
Ruggeiro, a 28-year-old social work
graduate student from Sonoma County,
California, who was one of the shooting

victims that night, to discuss their ex- i KK: Tell us about your symptoms. Beyond the fear of

periences in the aftermath of the mass what happened and facing your own mortality, how did :

shooting. Here is Part 2 of their conversation. Part 1 appeared

you were safe, you were going to run to safety, but you
weren’t safe anymore?

JR: It was like an out-of-body experience. I remember being on
the ground. I felt my back, and I looked at my hand and there

myself, and at that point, I really thought I was going to die. It

injuries?

JR:Iwas shot just in the back, and due to that,  had a broken
rib and a collapsed lung.

you feel physically?

: yelling because at this point a man, a random man, had picked
me up, and he was running with me. He ran out to the parking lot
with me. We were behind a vacant ambulance, and I remember
not being able to breathe and just saying that over and over, “I
can’tbreathe, I can’t breathe.” It was just so painful to breathe. I
thought I was just going to die there on the concrete.

¢ him!” I read the story he posted looking for me, and it was the
i same exact memory I had of that night. I contacted him, and
i we’ve been in contact since.

JR: The gunshot wound itself hurt, but it felt more like some- KK: Oh, that's wonderful, and thank goodness for him.

KK: Jeannine, can you share with us your feeling as a | body had just punched me in the back. What hurt the most was

person and a patient at that time when you thought : |couldnt breathe. As the moments are going on, I remember just

CONTINUED on page 18
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‘I felt like

| was just
watching
myself,

and at that
point, | really
thought |
was going
to die. It was
a terrifying
experience.”

—Jeannine
Ruggeiro

Tell us about your experience at the hos-
pital. Help us understand what that’s like.

me out of the back of the car. I was swept away
from my friends, and I was just panicked. I was
asking all the providers, “Am I going to die? Am

I going to die?” And they all kept saying, “No,”

butIasked, “Are you just lying to me? Am I going

to die?” Seeing all the other patients, it wasjust ; KK: Whatwere some of the most comfort- :

scary. I felt happy to be at the hospital, butat that ; g things that somebody said or did for :

point we still didn’t know what was going on, so

I'was really worried.

KK:1can'timagine what you went through.
Can you tell us what they did to care for
you?

JR:Iwaslaying there, they started IVs, and they
gave me some pain meds. Eventually, they did
puta chest tube in.  remember them writing on

throughout the night.

KK: Jeannine, | have to ask you, having put

in a bunch of chest tubes, is it as bad as

- » . . . :
: It seems? Emergency physicians like to : realize that there were so many times that we

do procedures, but that has always been were taking care of patients and they would say,

i something that I've never wanted to go :

JR: There were medical providers waiting out- through personally.

side the door with a gurney, and they helped get
¢ JR: It was so painful! It was awful! Even for the : hear somebody from the other side of the stetho-

first 10 minutes after it went in Iwaslike, “Some- scope; it was pretty impactful for me.
i thing’s wrong! This isn’t right!” But they said,
i KK: Jeannine, | don’t know if you'll really

i sense how valuable your comments will be

“No, no, it’s fine.”

you that got you through the night?

JR: This one nurse, [Kathleen Millhiser], who I . . .
; ; . i 88:1think everybody’s going to come away with
i don’t think actually worked at Sunrise, was talk- : . . , .
H : something to learn. I just can’t thank Jeannine
: ing to me about her daughter. She was around : X .

: X . i enough for her time and her willingness to do
i mymom’s age and was talking about her daugh- :
: . . . this.
: ter, who was around my age, and it was just nice :
to have that comfort with someone that I felt was KK: Jeannine, how has all of this affected
there for me. Just that moment of peace of talk- : you?
ing to her, because it was so frantic, put me a )

my bed sheets, I guess my vitals or something, | little bit at ease.

because I remember they threw them out and

then they were frantically looking for them. The KK: Scott, any comments that you havein :

T . . . 2
nurses and the doctors were so great, and there listening to Jeannine and her experiences? :
was one nurse in particular that really kept com-
ing back to check on me and would just stand by $S: Pretty emotional, I think. You know, that :

my bed and talk to me, really putting me at ease

i “I'm fine, go to somebody sicker,” “I'm fine, go
to somebody sicker,” that allowed us to focus on
i the most unstable patients. It's just moving to

i toother emergency physicians out there.

JR: Thank you.

JR: Ireally had a fearless, carefree attitude be-

fore, but I do feel more guarded and more aware
of my surroundings now when I’'m out places.

Just thinking about the families that lost some-
¢ body that night and the providers that had to go

night a lot of bravery from not only the patients : through that as well, it really changed my per-

i but the doctors and nurses and staff was dis-
played. For Jeannine to have to wait in order
to be cared for and for us to understand how
i scared these folks were is important. Also, to

spective. I mean, it sounds cliché, what people
say a lot of the time, but really appreciate the
people that are around you. In a split second,
everything changed for me. @
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DR. MILNE is chief of emergency medicine and chief of staff at
South Huron Hospital, Ontario, Canada. He is on the Best Evidence
in Emergency Medicine faculty and is creator of the knowledge
translation project the Skeptics' Guide to Emergency Medicine
(www.TheSGEM.com).

Worst Headache of Your Life

Can the Ottawa Subarachnoid Hemorrhage Rule help determine which headache patients

SKEPTICS' GUIDETO
EMERGENCY MEDICINE

need additional testing?

by KEN MILNE, MD, MSC, CCFP-EM, FCFP, FRRMS

The Case
A 38-year-old man presents to the emergency department with
sudden onset of a severe frontal headache (HA) beginning
two hours earlier while at work. He is feeling nauseated but
hasn’t vomited. There was no loss of consciousness, fever,
or neck pain. He reports that it feels like his previous
tension HA, but it did not resolve with ibuprofen this
time. His physical examination is normal.

Background
Headaches represent around 2 percent of emer-
gency department visits each year. Of these
presentations, 1 to 3 percent turn out to be a
subarachnoid hemorrhage (SAH).'3

There are other causes of sudden onset of
headache besides migraine and SAH. These
include cough, exertion, and sexual inter-
course (postcoital) as well as potentially life-
threatening conditions like sinus thrombosis,
vascular dissection, intracerebral hemorrhage,
vasospasm, and aneurysmal subarachnoid
hemorrhage.“7

Most sudden-onset headache cases are ulti-
mately from benign, non-life-threatening causes
like migraine HA. About 5 percent of SAHs are misdi-
agnosed on the first emergency department visit.® Part
of the reason is because 50 percent of SAH patients
present with no neurologic deficits.? Unfortunately,
one-quarter of aneurysmal SAH victims die within
one day, and 50 percent of SAH survivors never return
to work.

Early identification of SAH reduces these adverse outcomes
if subsequent neurosurgical interventions (coiling or clipping)
occur emergently.” Therefore, it is important to consider the
possibility of aneurysmal SAH in emergency department pa-
¢ Authors’ Conclusions
“We found that the Ottawa SAH Rule was sensitive for identifying
subarachnoid hemorrhage in otherwise alert and neurologically
intact patients. We believe that the Ottawa SAH Rule canbe used
to rule out this serious diagnosis, thereby decreasing the num-
ber of cases missed while constraining rates of neuroimaging.”

: References

tients presenting with severe headache.

The traditional method of working up a SAH has been
non-contrast CT followed by a lumbar puncture (LP). A recent
systematic review and meta-analysis has quantified the limi- :
tations of this approach.” A team out of Ottawa has developed
a clinical decision instrument to try to limit the number of pa-
tients who need to be investigated further while not increasing '
i Key Results .
This prospective study enrolled 1,153 patients, of whom 67 (5.8
percent) had confirmed SAH. Five-hundred ninety potentially
eligible patients were not enrolled, of whom 33 (5.6 percent)

the number of missed SAH cases.

Clinical Question

In patients with acute-onset HA, can the Ottawa SAH Rule
decrease the number of patients who need further diagnostic

evaluation without increasing missed cases of SAH?

Reference

Perry JJ, Sivilotti MLA, Sutherland J, et al. Validation of the Ottawa
Subarachnoid Hemorrhage Rule in patients with acute headache. !

CMA]. 2017;189(45):E1379-E1385.

¢ Population: Alert patients 16 years and older with new
acute severe nontraumatic headache that reaches maximal

intensity in less than one hour of onset.

» Exclusions: Patients with similar HA on three or more
occasions over last six months, new neurological def-
icits, history of trauma or previous aneurysms, SAH, ;| Evidence-Based Medicine Commentary :

¢ External Validity: The six enrolling sites were the same hos- !

pitals that participated in the original Ottawa SAH Rule deri-

ventricular shunt, hydrocephalus, or brain tumors.
e Predictors: Positive Ottawa SAH Rule.
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e Criterion Standard: CT + LP.
* Outcome: Performance of the Ottawa SAH Rule (sensitivity,
i Thank you to Christopher Carpenter, MD, MSc, of Washington
University, who is the deputy editor of Academic Emergency
Medicine and a faculty member of an emergency medicine and

specificity, likelihood ratios, and negative predictive value).

had confirmed SAH.
¢ Performance of the Ottawa SAH Rule:
» 100 percent sensitive (95% CI, 94.6%—-100%)
» 13.6 percent specific (95% CI, 13.1%-15.8%)
» Positive likelihood 1.16 (95% CI, 1.13-1.19)
» Negative likelihood ratio 0.0 (95% CI, 0-0.5)

» Negative predictive value 100% (95% CI, 96.9%—100%)

The Ottawa SAH Rule did not miss any cases of SAH. If the !
rule had been applied, 5 percent fewer patients (89 percent
¢ down to 84 percent) would have undergone additional test-

ing (CT or LP).

vation studies. This could limit the external validity to other
nonacademic or nonurban emergency departments.

Power and Precision: The study planned to enroll 1,200
patients with 75 cases of SAH to achieve near 100 percent sen-
sitivity with tight confidence intervals. The study included
1,153 patients with 67 SAH cases. Therefore, the study was

slightly underpowered, and the lower end of the sensitiv-

ity was 94.6 percent. This is less precise than they were

hoping to achieve.

Shared Decision Making: One unmeasured ob-

stacle to more efficient uptake of decision aids is

the engagement of patients and families in the

complex discussions around diagnostic evalu-

ations. The science of developing patient de-

cision aids is distinct from that of validating

clinical decision rules and requires both a rigor-

ous implementation strategy and sustainable

funding environments.

| Bottom Line: The Ottawa SAH Rule needs

external validation, a meaningful impact analy-

sis performed, and patient acceptability of incor-

porating this rule into a shared decision-making
instrument before being widely adopted.

Case Resolution

The patient is not high risk by the Ottawa SAH Rule.
After his HA resolves with IV metoclopramide, you ex-
plain the differential diagnosis of HA, including SAH.
Your clinical gestalt is that the HA characteristics aren’t
typical for SAH and more consistent with his previous
tension headaches. You discuss the Ottawa SAH Rule and
the fact that he has none of the high-risk criteria and his

i risk of SAH would be less than 1 percent. He is reassured and

discharged home with instructions for follow-up.

critical care course.

Remember to be skeptical of anything you learn, even
if you heard it on the Skeptics’ Guide to Emergency Medi-
cine.©
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Return ED Visits: Poor
Performance or Flawed Metric?

Identifying if the return visit issue qualifies as an important quality or performance measure

by JAMES J. AUGUSTINE, MD, FACEP

part of the triple aim, there is a very
concerted effort to develop markers :

of high-quality care in all of American health
care. The Centers for Medicare and Medicaid
Services has developed reporting and pay-
ment targets for physicians and for hospitals,
and a significant amount of reimbursement
will be based on performance measures.
For more than 20 years, emergency physi-
cians have been faced with hospital programs
that report ED return visits, usually in a 72-
hour window. Multiple studies have charac-
terized the return visit rate as a poor marker
of quality. Definitions have been unclear, and
strategies to address associated factors have
been very nonspecific.
One study of return visits focused on the
patient-driven factors.! Emergency medicine :
is a specialty driven by timeliness of care and
perceived patient need. Research has found
that patients used the emergency department
based on their perception of good value. Pa-
tients returned due to perceived inability to ac-
cess timely follow-up care, needed care that :
was not available, and concern about the pro-
gression of the original medical problem. The
majority of patients had a primary care physi-
cian but felt that resources needed for com-
pletion of care would be accessed in a more
timely manner by returning to the emergency
department.
Patient-driven factors for return visits are
highlighted in the book Quality Matters: So-
lutions for a Safe and Efficient Emergency De-
partment by Shari Welch, MD. Her suggestion
is that emergency departments should inten-
tionally and systematically return high-risk
patients to ensure the best patient outcomes.
From a quantitative basis, the Centers for :
Disease Control and Prevention National Hos-
pital Ambulatory Medical Care Survey data in
this area have always been enlightening. The
latest data are from the 2014 reporting year:
e About 5.7 percent of ED visits were made
by patients who had been seen in the same
emergency department in the preceding 72
hours.

e About 4.8 percent of ED visits were for “fol-
low-up.”

e Inabout 3 percent of ED visits resulting in i
hospital admission, the patient had been
seen in the same emergency department
within the prior 72 hours.
This is a very important baseline history.
Other studies have found return rates to any :
emergency department in a particular region
average 7.55 percent over a five-year period.>3
These authors reflect on the utility of regional
health information exchanges to further track
and improve the care of patients having re-
turn visits and further improve the value of :
the emergency department in providing care

The Official Voice of Emergency Medicine

for patients with ongoing medical issues that :
quality or performance measure, even with re-
¢ peated efforts to differentiate “scheduled” and
“unscheduled” return visits.

In the development of the Clinical Emer-
gency Data Registry, ACEP evaluated potential

did not result in inpatient care on the initial
visit.
Reasons for return visits to the same emer-

gency department may include a scheduled

revisit for wound check, the worsening of an

original medical problem, a complication from
turn visit issue was discussed and dismissed.
i ACEP’s decision may portend the eventual

the treatment, repeat diagnostics or treat-

ment, the desire for reassurance, and many
others. When the patient visits another emer-
i and performance comparison.

gency department, some other factors may be

causative. It may reflect movement to a higher H
i ED work that results in a bounce back and
i admission.* However, recent systematic stud-
ies concluded that return visits resulting in
{ hospital admission are not an indicator of
poor care.>¢ These ED visits may be a fruitful
source of cases for quality improvement ac-
! tivities, but they rarely identify deficiencies
in initial ED care and are associated with
shorter, lower-cost admissions when they do
occur. It was suggested that high-quality care
occurs when patients are seen in the emer-
gency department, undergo appropriate test-
ing and treatment, and are released because
they do not meet admission criteria. The dis-
charge instructions to “return if the condi-
! tion worsens or if there are complications of :

level of care. It may also reflect an initial pa-

tient encounter that was unsatisfactory, ended

¢ with a concern that wasn’t addressed, or was

followed by a complication.
With these many factors in the mix, it is
very likely that return frequency does not ac-

curately reflect quality.

There is benefit to timely data collection
and sharing among emergency departments.
The Emergency Department Benchmarking
Alliance is a large group of high-performance
American emergency departments that share
a commitment to quality and development
of performance measures that has served its
member hospitals and the industry since 1994.
However, the return visit issue is not an area

that the alliance has identified as an important

quality measures that could be utilized. The re-

death of this quality measure for both research

Some payer-supported work is critical of

e ————
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; treatment” result in less cost and exposure
to hospital comorbidities for many persons
i and, on average, shorter stays for patients
who choose to return.

A strategy of encouraging return ED visits
may be very prudent. That is likely a satisfier
for ED patients and their families, and it accu-
! rately reflects the value of having emergency
departments available for patients, especially
¢ for return visits. @

{ References

1. Rising KL, Padrez KA, O'Brien M, et al. Return visits to
the emergency department: the patient perspective. Ann
Emerg Med. 2015;65(4):377-386.e3

2. Shy BD, Kim EY, Genes NG, et al. Increased identifica-
tion of emergency department 72-hour returns using
multihospital health information exchange. Acad Emerg
Med. 2016;23(5):645-649.

3. Shy BD, Loo GT, Lowry T, et al. Bouncing back else-
where: multilevel analysis of return visits to the same or
a different hospital after initial emergency department
presentation [published online ahead of print Sept. 27,
2017]. Annals Emerg Med.

4. Duseja R Bardach NS, Lin GA, et al. Revisit rates and
associated costs after an emergency department
encounter: a multistate analysis. Ann Intern Med.
2015;162(11):750-756.

B. Sabbatini AK, Kocher KE, Basu A, et al. In-hospital
outcomes and costs among patients hospitalized during
areturn visit to the emergency department. JAMA.
2016;315(7):663-671.

6. Cheng J, Shroff A, Khan N, et al. Emergency department
return visits resulting in admission: do they reflect quality
of care? Am J Med Qual. 2016;31(6):5641-551.

MARCH 2018 ACEPNOW 21


www.ACEPNOW.COM

EMCASES &

DR. HELMAN is an emergency physician at North York General Hospital in
Toronto. He is an assistant professor at the University of Toronto, Division of
Emergency Medicine, and the education innovation lead at the Schwartz/Reisman
Emergency Medicine Institute. He is the founder and host of Emergency Medicine
Cases podcast and website (www.emergencymedicinecases.com).

The Golden Hour of
ICH Management

Avoiding extremes of blood pressure, temperature, and glucose
while minimizing spikes in intracranial pressure and reversing anticoagulants

by ANTON HELMAN, MD, CCFP(EM),
FCFP
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good outcome if managed aggressively.

: bilize intracerebral perfusion, and give your
patient the best chance of survival with a fa-
vorable neurological recovery.
is critical to master the management of :
the patient with intracerebral hemor-
rhage (ICH) because hematoma expansion typi-
cally occursin the first few hours after the bleed
starts, and hematoma |
volume is the most i
important predictor
of early deteriora-
tion.! A self-fulfilling
prognostic pessimism
exists when it comes :
to ICH, and this pes-
simism sometimes
leads to less-than-op-
timal care in patients
who otherwise might have had a reasonably
! intensive treatment (<140) versus guideline-
Despite the poor prognosis of these patients
overall, there is some evidence to suggest that
early aggressive medical management may im-
prove outcomes.? As such, the skill with which
you manage your emergency department ICH :
patients matters. In this golden hour, you have
achance to prevent hematoma expansion, sta-

Five major considerations in the medical
management of ICH should guide your man-
agement: blood pressure (BP), coagulation,
glucose, temperature, and intracranial pres-
sure (ICP) control.

Blood Pressure Management
For those ICH patients with Glasgow Coma

harmful but may be minimally beneficial.
However, two recent trials have failed to de-
finitively show benefit. The INTERACT? trial
was a randomized, controlled trial (RCT) of
2,839 patients with spontaneous ICH and el-
evated systolic BP who were randomized to

recommended therapy (<180).

Outcomes were modified Rankin score of
3 to 6 (death and major disability) at 9o days.
The researchers found no significant dif-
ference in primary outcomes.? The ATACH-
I RCT compared a lower systolic BP target
of 110 to 139 mm Hg with a standard target of

i 140t0179in1,000 patients using IV labetalol, :
diltiazem, or urapidil. Patients were eligible
if they had at least one episode of systolic BP
i >180 mmHg between symptom onset and 4.5
hours. The trial was stopped early for futility,
with no difference in the primary outcome of
death or disability (intensive treatment group
38.7 percent versus control 37.7 percent).
i While the target BP in ICH requires more study,
there is no question that hypotension should
be avoided at all costs in patients with ICH.

Scale (GCS) scores >7, the current recommen-
dation to lower BP to 140/80 is unlikely to be
¢ All patients with a platelet count <50,000 in
the setting of ICH require platelet transfusion.
However, most hematologists and neurosur-
geons recommend platelet transfusion for ICH
with a platelet count <100,000 despite the lack
of evidence for improved outcomes, especially
when the patient requires emergency surgery.

Platelet Transfusions

For patients with ICH taking antiplatelet

agents, the PATCH trial, a RCT in the Neth-
erlands, United Kingdom, and France, rand-
omized 190 patients with supratentorial ICH
i and a GCS >8 who had received antiplatelet
therapy (mostly aspirin alone) within seven
days to standard care or care with platelet

transfusion.
An ordinal analysis looking at modified

Rankin score and death showed an odds ra-
i tio of death of 2.05 in the treatment group.
More serious adverse events were reported
in patients who received platelet transfusion
(42 percent) compared with patients who re-
ceived standard care alone (29 percent). The
i researchers concluded that platelets were as-
sociated with poorer clinical outcomes over-
all.s It is important to note that these patients
were primarily nonsurgical ICH patients. For
patients requiring emergency surgery, most
i neurosurgeons recommend platelet transfu-
sion for patients taking antiplatelet agents.

Reversal of warfarin: Any patient taking

warfarin who presents to the emergency de-
partment with ICH should receive IV four-fac-
tor prothrombin complex concentrates (PCCs)
i 1,500 units (Octaplex, Beriplex, or Kcentra)
as soon as possible and IV vitamin K 10 mg
in 50 mL of normal saline over 10 minutes.
Treatment should not be delayed for the in-
ternational normalized ratio results to come
i back, as hematoma expansion typically oc-
curs within the first hour in patients taking
warfarin.®

Academic Emergency Medicine Physicians

The University of Chicago’s Department of Medicine, Section of Emergency
Medicine, is seeking full-time faculty members to serve as Emergency
Physicians as we prepare to open a new adult emergency department and
establish an adult Level 1 Trauma Center. Academic rank is dependent on
qualifications. Applicants are required to be board certified or board eligible
in emergency medicine and to be eligible for Illinois licensure by the start
of appointment. Responsibilities will include teaching in the educational
rograms sponsored by the Section and participation in scholarly activity.

e seek candidates looking to develop an academic niche that builds upon
our faculty expertise in basic and translational research, health equity and
bioethics research, geriatric emergency care, global emergency medicine,
medical education, prehospital medicine, aero-medical transport, and
ultrasound. We host one of the oldest Emergency Medicine Residency
programs in the country and serve as a STEMI receiving hospital, a
Comprehensive Stroke Center, a Burn Center, and a Chicago South EMS
regional resource hospital. The Adult ED has an annual volume of 65,000 and
our Pediatric ED cares for 30,000 patients per year, including 1,000 level 1
trauma patients.

This IL_)losition provides competitive compensation and an excellent
benefits package. Those interested must apply by uploading a cover letter
and current CV online at academiccareers.uchicago.edu/applicants/
Central?quickFind=55160. Review of applications will continue until all
available positions are filled.

The University of Chicago is an Affirmative Action/Equal Opportunity/Disabled/Veterans
Employer and does not discriminate on the basis of race, color, religion, sex, sexual
orientation, gender identity, national or ethnic origin, age, status as an individual with a
disability, protected veteran status, genetic information, or other protected classes under the
law. For additional information please see the University’s Notice of Nondiscrimination at
http://www.uchicago.edu/about/non_discrimination_statement/. Job seekers in need of a
reasonable accommodation to complete the application process should call 773-702-0287 or
email ACOppAdministrator@uchicago.edu with their request.

EMERGENCY
PHYSICIANS OF
R TIDEWATER, PLC

Emergency Physicians of Tidewater (EPT) is a
physician-owned, physician-run, democratic group

of ABEM/AOBEM eligible/certified EM physicians
serving the Norfolk/Virginia Beach area for the past
40+ years. We provide coverage to 5 hospital-based
EDs and 2 free-standing EDs in the area. Facilities
include a Level 1 trauma center, Level 3 trauma center,
academic medicine and community medicine sites.

All EPT physicians serve as community faculty to the
EVMS Emergency Medicine residents. EMR via EPIC.
Great opportunities for involvement in administration,
EMS, ultrasound, hyperbarics and teaching of medical
students and residents. Very competitive financial
package and schedule. Beautiful, affordable coastal
living.

Please send CV to eptrecruiter@gmail.com or call
(757) 467-4200 for more information.
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Reversal of dabigatran: Idarucizumab is |
the reversal agent of choice for dabigitran de-
spite the lack of evidence for improved patient
outcomes.® If idarucizumab is not available,
consider factor eight inhibitor bypass activ- :
ity (FEIBA). If FEIBA is not available consid-
cemia (<70 mg/dL) and hyperglycemia (>180
mg/dL) should be avoided. A study suggested :

i Management of Elevated ICP

Management of elevated ICP starts with metic-
ulous airway management for those patients
whom you deem at risk for aspiration. Keep
the head of the bed elevated at least 20 degrees
to prevent spikes in ICP. Titrate systolic BP to

er four-factor PCC.

Reversal of Xa inhibitors: For Xa inhibitors
(eg, apixaban, rivaroxaban) 4-factor PCC at a
dose of 50 IU/kg up to 3,000 units is the rever- :
sal agent of choice based on limited evidence.
Andexanet alfa is a decoy antigen; it competi-
tively binds rivaroxaban and apixaban and is
given as an ongoing infusion. The evidence is

not convincing for its effectiveness.®

Glucose Control

Hyperglycemia is common in patients pre-
senting with ICH and is associated with poor
outcomes.” The optimal glucose level and the
best hyperglycemia management strategy
remain undecided. However, both hypogly-

improved clinical outcomes with tight control
of blood sugar to the range of 8o to 110 mg, but
this was found to cause occasional hypoglyce-
mia resulting in increased mortality.?

Temperature Control in ICH

i So-called “brain blood fever” is common in
¢ ICH, with 30 to 50 percent of patients devel-
i oping fever. The presence of intraventricular

hemorrhage is the main risk factor for fever.
Fever is independently associated with poor
outcomes. While there are no available data
from RCTs addressing the role of induced nor-
i mothermia after ICH, current recommenda-
tions are to cool febrile ICH patients to a core
temperature below 37.5to 38 °C.9

140 to 160, preferably with an arterial line in

ACEPNOW.COM

ware of the possibility of apnea and provide
appropriate analgesia and sedation postintu-
bation. Avoid hypoxemia and hypotension at
all costs in ICH. Hyperventilation to a PCO, of
i 30 to 35 is only recommended as a temporary
bridge to definitive surgical management in
those patients who are actively coning.

Although not routinely indicated, con-

sider hypertonic saline or mannitol based
¢ on ICP monitoring, point-of-care ultrasound
optic nerve sheath diameter >6 mm, or clear
signs of elevated ICP on brain imaging (not
simply for low GCS).**** While there is no RCT
evidence that hypertonic saline (3% 250 mL
i over 10 minutes) is superior to mannitol for
place. Consider fentanyl 3—5 mcg/kg pretreat-
i ment three minutes before intubation, but be-

CONTINUED on page 24
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controlling elevated ICP, it may be preferred :

because there are fewer concerns with sodium

derangement and changes in hemodynamics.
If you use mannitol, it is advisable to match

urinary losses with normal saline administra-
tion to avoid hypotension.

While no single medical treatment has%

been shown to improve outcomes in ICH, if

we avoid extremes of blood pressure, temper-
ature, and glucose while minimizing spikes in
ICP and rapidly reversing anticoagulants in

the emergency department, we will give our

ICH patients the greatest chance of a neuro- :

logically intact survival. @
Thanks to Walter Himmel and Scott Wein-

gart for their contributions to the EM Cases pod-

cast that inspired this article.
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Panama City, FL
Tampa Bay, FL

West Palm Beach, FL

OUR DOCTORS ENJOY:

Leadership Development
Exceptional Practice Support
Robust Referral Program
Malpractice with Tail Coverage
Stable, Long-Term Contracts
CME Allowance

National Leadership Programs

B E ENnvision

B B PHYSICIAN SERVICES

Apply by sending your resume to:
MakeAChange@evhc.net
Call: 877.266.6059

B Featured locations
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CODING WIZARD

Editor’s Note: Cutting through the red tape to make certain that you get
paid for every dollar you earn has become more difficult than ever, particu-
larly in our current climate of health care reform and ICD-10 transition. The
ACEP Coding and Nomenclature Committee has partnered with ACEP Now
to provide you with practical, impactful tips to help you navigate through
this coding and reimbursement maze.

DOCUMENTING MEDICAL NECESSITY

by HAMILTON LEMPERT, MD, FACEP, CEDC
Question: How do | document medical necessity?

Answer: Medical necessity is defined by Medicare as “health care services or supplies
needed to prevent, diagnose, or treat an illness, injury, condition, disease, or its symptoms

and that meet accepted standards of medicine.” The American Medical Association has

a similar but longer definition. To document medical necessity, the chart must convey the
reasons diagnostic and treatment decisions were made. Some situations are very obvi-
ous, such as an X-ray on an injured ankle. However, some situations are not, such as the
back pain patient requiring an MRI. If the clinician documents that there was a concern for
cauda equina syndrome, the medical necessity for the MRI now becomes clear, but with-
out that notation, an auditor might deny payment for a higher-level visit because of the lack
of medical necessity for the MRI. All patient encounters must fulfill medical necessity. Make
sure your documentation supports the actions you take. ©

Brought to you by the ACEP Coding and Nomenclature Committee.

DR. LEMPERT is chief medical officer, coding policy, at TeamHealth, based in Knoxville,
Tennessee.

Florida Treasure Coast
Envision Physician Services
is seeking EM Physicians
at Lawnwood Regional
Medical Center located
on the beautiful Treasure
Coast of Florida. Candidates
must be Board Certified in
Emergency Medicine. 41-
Bed ED with 80,000 annual
ED visits, Level II Trauma
Center, staffed with 67 hrs
of physician coverage and 32
hrs of APP coverage. Up to
$460k annually. Generous sign
on bonus package available.
Full-time, part-time, per diem
and travel opportunities.
For more details, contact
our dedicated recruiter
today at 877.266.6059 or
MakeAChange@evhc.net.

Chattanooga, TN

Envision Physician Services
is seeking EM Physicians
at Parkridge East Hospital
located in Chattanooga, TN.
Candidates must be Board
Certified in Emergency
Medicine. Parkridge East
Hospital has an annual volume
of 48,000 ED visits with a
19-bed ED. Residents enjoy
the friendly atmosphere,
moderate housing costs and
easy commuting. Generous
compensation and sign on
bonus package available. Full-
time, part-time, per diem and
travel opportunities. For more
details, contact our dedicated
recruiter today at 877.266.6059
or MakeAChange@evhc.net.
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©2016. Paid for by the United States Army. All rights reserved.

FOR SOME OF OUR MOST ELITE SOLDIERS,
THIS IS THE THEATER OF OPERATIONS.

Becoming an emergency physician and officer on the U.S. Army health care team is an opportunity
like no other. You can build a distinguished medical career by diagnosing and treating ilinesses and
injuries that require immediate attention. With this specialized team,

you will be a leader - not just of Soldiers, but in critical health care.

See the benefits of being an Army medical professional at healthcare.goarmy.com/kj34
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Practice
made
perfect

LIve where

you want.

Practice where
you're needed.

BE THE BEST PHYSICIAN POSSIBLE AS A MEMBER
OF TEAMHEALTH’S SPECIAL OPS PHYSICIAN TEAM.

First-class experience with first-class pay Work 120 hours a month EM residency trained

Practice across your region but live where you want Leadership training and opportunities

ABEM or AOBEM certified/prepared

Enjoy the opportunity to travel to different

Independent Contractor status areas

Preferred scheduling

Join our team

teamhealth.com/join or c2/ 866.750.6256

Reimbursement for licensure, certifications
and travel

TEAMHealth.

THE DEPARTMENT OF EMERGENCY MEDICINE

Baylor
College of
Medicine

The Department of Emergency Medicine at Baylor College of Medicine is looking for Faculty
who are interested in a career in Academic Emergency Medicine. We are currently hiring faculty
of all ranks commensurate with prior experience and seeking applicants who have demonstrated a
strong interest and background in medical education, simulation, ultrasound, or research. Clinical
opportunities are also available at our affiliated hospitals.

The Department of Emergency Medicine at Baylor College of Medicine, a top medical school,
is located in the world’s largest medical center, in Houston, Texas. The Baylor Emergency Medicine
Residency was established in 2010, and we recently received department status in Jan 2017.

Our residency program has grown to 14 residents per year in a 3-year format. We offer a highly
competitive academic salary and benefits commiserate to academic level and experience.

Our academic program is based out of Ben Taub General Hospital and Baylor St. Luke’s
Medical Center. Ben Taub General Hospital is the largest Level 1 trauma center in southeast Texas
with certified stroke and STEMI programs that sees nearly 100,000 emergency visits per year.
Baylor St. Luke’s Medical Center is home to the Texas Heart Institute and with freestanding Baylor
St. Luke’s Emergency Centers offers multiple additional practice sites for Baylor faculty. BCM has
a collaborative afhiliation with eight world-class hospitals and clinics in the Texas Medical Center.
These afhliations, along with the medical school’s preeminence in education and research, help to
create one of the strongest emergency medicine experiences in the country.

Those interested in a position or further information may contact Dr. Dick Kuo via email
dckuo@bcem.edu or by phone at 713-873-7044. Please send a CV and cover letter with your past
experience and interests.

Service. Education. Leadership

Exciting Emergency Medicine Opportunities
Academic Faculty & Clinical Faculty Opening

ASSISTANT/ASSOCIATE PROGRAM
DIRECTOR OPENING
The Department of Emergency Medicine at
Baylor College of Medicine in Houston, TX is
seeking outstanding candidates for the position of
Assistant/Associate Program Director.
Applicants should have a strong background
in medical education with a career path directed
towards graduate medical education. Duties of this
position will include a focus on developing and
implementing innovative educational strategies
in the CLER pathways (Patient Safety, Health
Care Quality, etc.) that meet and exceed the
ACGME accreditation standards. In addition, we
are searching for applicants who will contribute to
our missions of promoting academic excellence,
diversity, and teamwork in service to our patients.
Interested applicants should submit a CV,
letter of intent, and 1 letter of recommendation
to the Program Director, Dr. Tyson Pillow
(pillow@bcm.edu).

BAYSIDE EMERDENDY PHYSIDIANS

ST PETERSBURG, Florida
Bayside Emergency Physicians
is recruiting for a BC/BE
Emergency Physician at its new
State-of-the-Art Emergency
Center with 65,000 annual
visits. BEP is an established
independent democratic group
with a partnership track.
Competitive Guaranteed
Hourly/ RVU Based
Compensation.

Full benefit package including
401k with employer match and
profit sharing.

Please submit CV’s to Alice
Gent: AGent@Bayep.com
WWW.BAYEP.COM

TO PLACE AN AD IN ACEP NOW'S CLASSIFIED ADVERTISING SECTION PLEASE CONTACT

Kevin Dunn:
kdunn@cunnasso.com
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Cynthia Kucera:

ckucera@cunnasso.com

Phone:
201-767-4170
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CLASSIFIEDS

{ Job Opportunities}

ASSISTANT MEDICAL DIRECTOR
PEDIATRIC EMERGENCY MEDICINE LEADERSHIP OPPORTUNITIES
ASSOC PROGRAM DIRECTOR
VICE CHAIR, RESEARCH
EMERGENCY MEDICINE RESEARCHER POSITIONS

The Emergency Medicine Department at Penn State Health Milton S. Hershey Medical Center seeks energetic, highly motivated
and talented physicians to join our Penn State Hershey family. Opportunities exist in both teaching and community hospital sites.
This is an excellent opportunity from both an academic and a clinical perspective. As one of Pennsylvania's busiest Emergency
Departments treating over 75,000 patients annually, Hershey Medical Center is a Magnet® healthcare organization and the
only Level 1 Adult and Level 1 Pediatric Trauma Center in PA with state-of-the-art resuscitation/trauma bays, incorporated
Pediatric Emergency Department and Observation Unit, along with our Life Lion Flight Critical Care and Ground EMS Division.
We offer salaries commensurate with qualifications, sign-on bonus, relocation assistance, physician incentive program and a
CME allowance. Our comprehensive benefit package includes health insurance, education assistance, retirement options, on-
campus fitness center, day care, credit union and so much more! For your health, Hershey Medical Center is a smoke-free campus.
Applicants must have graduated from an accredited Emergency Medicine Residency Program and be board eligible or board
certified by ABEM or AOBEM. We seek candidates with strong interpersonal skills and the ability to work collaboratively within
diverse academic and clinical environments. Observation experience is a plus.

Susan B. Promes, Professor and Chair, Department of Emergency Medicine, c/o Heather Peffley,

‘-r: PennStatE Health ?ﬂ).{‘-. Physician Recruiter, Penn State Health Milton S. Hershey Medical Center, 500 University Drive,

el PO Box 855 Mail Code A595, Hershey PA 17033, Email: hpeffley@pennstatehealth.psu.edu
OR apply online at: http://hmc.pennstatehealth.org/careers/physicians

Penn State Health Milton S. Hershey Medical Center is committed to affirmative action, equal opportunity, and the diversity of its workforce. Equal Opportunity Employer — Minorities/AWomen/Protected Veterans/Disabled.
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ENVISION PHYSICIAN SERVICES OFFERS ...

MATTHEW KAUFMAN, M.D.
EMERGENCY MEDICINE

Emergency Medicine Opportunities Nationwide
855.767.0564
EnvisionPhysicianServices.com/careers
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