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INTRO TO SCHOLARSHIP

= Goals:
= Explore the value of scholarship as an internal medicine resident...including mentorship
= Discuss options for submission types beyond RCTs and systematic reviews
= Discuss practical tips to facilitate research, writing, and submitting...including mentorship
= Share #OHSUscholarship real-life examples!

= Disclaimers:
= | have no disclosures
| like “Hamilton the Musical”
| really really like “Hamilton the Musical”
| like goofy memes
You may tweet any content from this talk (@aoglasser)

= Acknowledgements:

= Drs. Joe Chiovaro and Chris Sankey (Yale) who have previously given noon conferences on
this subject



WHY SCHOLARSHIP & MEDICAL WRITING?

Pick up a pen, start writing

| wanna talk about what I have learned
The hard-won wisdom | have earned
As far as the people are concerned

=" George Washington
=|n the Broadway Musical “Hamilton”



http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwis7rCdyZ3LAhUB6GMKHV4bC30QjRwIBw&url=http://wiux.org/2015/10/28/hamilton-original-broadway-cast-recording/&psig=AFQjCNGxaFZN8C8D9Uq9G0JUmeKUXgMWhQ&ust=1456855876560987

WHY SCHOLARSHIP & MEDICAL WRITING?

®Don’t we document and write ENOUGH?
= H&Ps, progress notes, DC summaries, clinic notes...

= A different type of writing:
= Mentorship and colleague relationships, collaborative skills
= Enhance learning—your own and the medical profession’s
= Cognitive sKkKills
Editorial
Critical

Speculative
Imaginative and creative

Ala ~ Clifford Packer, MD, SGIM Forum 2014, “Case Reports: Good for Evidence, Good for Teaching”



WHAT KIND OF MEDICAL WRITING??

Systematic
Reviews

Critically-Appraised FILTERED
Topics INFORMATION

[Evidence Syntheses]

Articles [Article Synopses]

Randomized Controlled Trials

(RCTs) \

i UNFILTERED
Cohort Studies INFORMATION

Case-Controlled Studies
Case Series / Reports

Background Information / Expert Opinion




WHY SCHOLARSHIP & MEDICAL WRITING?

“Publish it...place it on permanent
record as a short, concise
note...such communications are
always of value.”

Sir William Osler



SCHOLARSHIP VENUES

PEER-REVIEWED NON-PEER REVIEWED

= “Cream of the crop” = Historically
I)' 1L I = Indexed in Medline “discredited”
Il I 1 = More rigorous ® Not indexed in
» process to be Medline...
considered for = __.but still counts!!

ThlS 1S ITe. submission = “FOAMed” and social

media shaking up
traditional citation
metrics and
dissemination




SCHOLARSHIP VENUES

= Peer-reviewed options =" Non-peer-reviewed options
= NEJM = Many Society publications
= BMJ SGIM FORUM
= Lancet ACP Hospitalist
= American Journal of Medicine " Lay press
= JGIM = Editorials
= JHM =" Online venues including blogs
= Anhnals of Internal Medicine
= Etc...
= Etc...

= Ftc...



“WE SHOULD WRITE
THIS UP!”




WHAT MAKES A “GOOD” CASE?

=“WE SHOULD WRITE THIS UP!”

= New diagnosis (probably the hardest)

= Rare diagnosis

= Unusual manifestation of something relatively common
= Unique/powerful images/visuals

= Complex management

= Complications of therapy

= Novel therapeutic approach



POSTERS

SELLING POINT: does NOT preclude submission of a case for publication, often
STRENGTHENS selection of cases for publications and then the formal write-up itself

= General Medicine: mSubspecialty
= Oregon ACP = CHEST
= National ACP = ATS
= NW SGIM = AHA
= SGIM = Liver Meeting
= SHM = And the list goes on!

" Oregon Geriatrics/AGS
= Periop Summit

Might get accepted as an ORAL presentation!!




CLINICAL IMAGES

Image driven case with accompanying description and/or learning points

=Why an image over a “full” = Potential Submission Venues:
case write-up? *NEJM
= Rare pathology =JGIM
= Striking histopathology =AJM
=" Radiology images = (Annals)
=" Physical exam findings =BMJ Case Reports

= Other specimens
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CLUNICAL PRACTICE
Clinical Images

“If You Prick Us, Do We Not Bleed?”: An Uncommon Cause

of Xanthochromia

Avital Y. O‘Glasser, MD, FACP and André M. Mansoor, MD

Drveion of Hospital Medicne, Department of Mediaine, Oregon Health & Sclence Univedty, Portand, OR. USA

KEY WORDS: xanthochrarmia; hyperbilirabinemia; lumbar puncture;
analysis; subarachnaokd bemarrhage; dnaginduced bver infury:

J Gen Intern Med 30618534

DOI: 101007 /51 1606-015-3210.0

© Sackety of General Internal Metiicine 2015

A 50-year-old man prmlcd with amoxicillin-induced
cholestatic liver injury with resultant dialysi
dependent acute kidney injury. Total bilirubin mnged from
30 to 33 mg/dL, AST/ALT 200 to 400 U/L, and alkaline
phosphatase from 3,000 to 4000 U/L.

Because of fever and delirium, lumbar puncture (LP) was
performed on hospital day 30 afler normal head imaging.
Moderate xanthochromia was immediately visualized afler a

non-raumatic tap. Analysis revealed RBC 1/eu mm, WBC
leu mm, minimally elevated protein (50 mg/dL), and normal
glucose (82 mg/dL).

Xanthochromia, “blond color” in Greek,! is caused by
pigment in the cerebral spindl fluid (CSF). Xanthochromia is
dassically associated with subarachnoid hemorrhage (SAH):
red blood cells lyse within hours and are metabolized fom
oxyhemoglobin (pink) to bilirubin (yellow). Xanthochromia is
present in >90 % of patients with a SAH within 12 h of
onset,’ ™ but can also occwr with increased CSF protein
(=150 mg/dL) due to bilirubin binding, traumatic LP with
delayed analysis, and serum hyperbilirubinemia (- ‘IO—
15 mg/dL), which was the most likely cuuse in this cas
Literature suggests an association between CSF and serum
bilirubin levels but not the duration of hyperbilirubinemin.”
Spectrophotometry cin be used to identify bilirubin with or

Fig. 1 CSF vials after lumbar puncture, with the hallmark blond color of xanthochromia.
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CLINICAL PRACTICE
Clinical Images

Recurrent Melanoma Presenting as a Very Large Cardiac Mass
with Concurrent Pancreatic Involvement

Avital Y. O"Glasser, MD' and Rebecca R. Sauerwein, BS**

'Divison of Hospital Medicine, Department of Madicine, Oregon Heaftn & Science Universty, Partiona, OR, USA: “School of Medicine, Omsgon
Health & Sdence Univesty, Porfiand, USA: *Department of Pathdogy, Oregon Health & Science Universty, Portand, USA.

KEY WORDS: melnoma; cardiac mass; cardfac tumor, metastatic
melanoma

J Gen Intern Med 29(11):1557-8

DOE 10.1007/s11606-014-2853.6

© Society of Geneml Intemal Medicine 2014

Figure 1. Abdominal CT demonstrating a large, heterogenous soft
tissue mass of the pancreatic bead (dashed arrow) and a large,
hypodense cardiac mass (solid arrow).

A 59-year-old Caucasian woman was diagnosed with a
right shoulder 2.0 mm deep, Clark’s Level IV melanoma
(stage T2aNO/B), 25 years prior. She underwent wide-
excsion and surgical staging with negative lymph nodes.
She did not receive whole-body imaging or adjuvant therapy.

She returned with two weeks u(qnwdk wnu:pc c\r:mmdl

dyspnea, mnd epigastric pain. Abd

N\ g

Figure 2. Cross-section of the heart at autopsy, with transmural
involvement of the right ventricle free wall by the large mass (solid
arrow). Concentric left ventricular hypertrophy (LVH) & akso seen

(dashed arrow).

Autopsy revealed a 10.8x8x7 cm tan, focally necrotic
transmural rght ventricular (RV) mass (Fig. 2) and a 13
8x6 cm pancreatic head mass. Immunohistochemistry
staining was negative for typical melanoma markers, but
eventually stained positive for SOX-10.

Melanoma has one of the highest rates of cardiac
metastasis; autopsy series identify cardiac metastases in
50-70 % of patients with metastatic melanoma.’ The
majority are small and disseminated, although discrete
masses up to 7-8 cm are reported.”* Because cardiac
melanoma usually occurs in the setting of diffusely
disseminated disease, treatment options are often limited

This case highlights that cardiopulmonary symptoms in a
patient with a history of melanoma should raise concern for
recurrent disease involving the heart.

et of Interest: The authors dediare that they do not have a
cmflict of interest.

(CT) reveaked a large pancreatic head mass dnd a rudu-su.bd
cardiac mass (Fig. 1). She soon developed right heart failure and
acute ardiogenic shock, which ultimately led o death.

Recemwed December 17, 2013
Revtsed February 24, 2014
Acepted March 19, D14
Pubitshed oritne May 10, 2014

Corr Author: Avital Y. OGlasser, MD; Division of
Haspital Medicine, Department of Medicine, Oregon Health &
Science University 3181 SW Sam Jackson Park Road, BTE 119,
Portland, OR 97239, fe-mail oglassen@ohswedw.
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Mitral Stenosis

Andrew C Oehler, Peter D Sullivan, André Martin Mansoor

DESCRIPTION
A previcusly healthy 29-year-old Mexican woman
presented to an emergency department with tran-
sient hemiparassthesias and dysarthria. There was
no evidence of soke en cross-sectional imaging
of the head, and she was discharged without a
clear diagnosis. Twe days later, she returned with
acute abdominal pain. Abdominal imaging revealed
complete occlusion of the right remal arrery,
prompting emergency embolectomy. Following
the procedure, she developed acure haemoprysis,
dyspnoea and hypoxaemia. Chest imaging demon-
smrared evidence of pulmenary venous hyperten-
sion. Cardiac auscultation revealed an opening
snap followed by a disstolic murmur with presys-
tolic accentuarion. These sounds wers better appre-
ciared in combinarion with phonocardiography, a
technique supplanted by echocardiography in the
1970s" that visuslised heart sounds (video 1). An
echocardiogram confirmed the presence of mitral
stenosis (MS), unifying the syndrome of embolic
phenomena, haemoptysis and pulmeonary hyperten-
sion. She underwent successful mitral valve replace-
ment and has since remurned to nermal actvides.
Despite the advances m developed counties,
rheumartic hearr disease remains the most common
cause of MS worldwide. Early manifestations

incude dyspnoea and farigne, but occasionally
embolic phenomena are part of the initial presenta-
tion. Definitive diagnosis can be made with echocar-
diography, bur careful cardiac suscultation remains
an important step in the diagnostic pathway when
any of the following four signs are present: (1)
pronounced 51, (2) early diastolic opening snap, (3)
rumbling diastolic murmur at the apex wsing the bell
and (4) presysrolic accenmarion of the murmur In
this case, phonocardiography was used to facilitate
recognition of these signs.

»  Mitral stenosis due to rheumatic heart disease
can present with embolic phenomena even in
the absence of underlying atrial fibrillation.

»  Diastolic murmurs can be difficult to detect,
but in the adult population camry a relatively
narrow differential diagnasis of primarily aortic
insufficiency and mitral stenaosis.

»  Phonocardiography remains useful today as a
leaming tool to aid in the appreciation of heart
sounds.

Contributors PDS captured the audio of the heart sounds.
AMM captured the phonocardiogram using the antique
phonacardiograph. ACO aeated the vidao combining the heart
sounds audio with the phonocrdiograms. ACO, PDS and AMM
were Imvohved Inwriting the manuscript

Competing Interasts None declared,
Patlent consent Obizined.

Provenance and peer review Not commissioned; externally
peaer reviewed.

Open Access This & an Opan Access artice distributed

In accordanice with the Creative Commons Attribution Non
Commercial {CC BY-NC 4.0) license, which permits athers to
disiribute, remix, adapt, bulld upon this wark non-commerdally,
and license thelr denvative works on different terms, provided the
onginal work is property cited and o r»ause \s n-commercial See:

Video 1 Audlo of the heart sounds combined with
h (top phonocardi from a

To cite: Detiler AC,
Sullhan PD, Mansoo AM.
BM/ Case Rap Published
online First- plaase
mdan’s Day N'm th Year].
col

contemporary electronic stethoscope, bottom from a mid-
20th century antique phonocardiograph), recorded over
tha apex of the heart demonstrating: (1) an abrupt, high
amplitude 51, (2} an opening snap, (3) the low rumbling
diastolic murmur of M5 and {4) presystolic accentuation
of the murmur,

htp:
© BM Publishing Group Lid {unless othenwise stated In the text

of the articke) 2017 All rights reserved. No commercial use &
parmitted unless athenwise expressly grantad.
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2. Chandrashekhar Y, Westaby 5, Nanda ). Mitral stenosis. The Lancet
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CLINICAL PRACTICE
Clinical Images

Urinothorax: A Rare Case of Pleural Effusion
Kathryn Wunderle, M.D.", Suil Kim, M.D., Ph.D."%?, and Joseph Chiovaro, M.D."*

'Department of Genard Intama Medane, Oragon Hedth & Scence Univesty, Pafiond, OR, USA: Sacton of Pumonary and Catical Case
Meddne, VA Portiond Health Care System, Partiand, OR, USA: *Dvision of Hospital and Subspedidiy Meddine, VA Portiond Health Cara Systemn,

Portiand, OR, USA.

KEY WORDS: clinical image: pulmonary diseases; uralogy.
J Gen Intern Med 329): 1068-9

DOL: 10.1007/51 1606-017-4032z

O Soctety of General Intemal Medicine 2017

A 71-year-old male presented with two weeks of nausen,
vomiting, abdominal pain, and difficulty urmating. He
denied shortness of breath or chest pain. Vital signs were
normal. Laboratory tests were notable for a potassium of
7 mmol/l, BUN 176 mbd.l ad creatinine 17.6 mg/dl. A CT
scan of his abd foundly distended
bladder with bilateral hydronephrosis and left caly: ceal rupture
(Fig. 1). A chest x-ray revealed a large left-sided pleural
effusion (Fig. 2). A Foley catheter was placed and drained
3.7 liters of urine, after which the patient’s laboratory tests
rapidly normalized. Urinothorax was suspected, and follow-up
imaging was arranged. On repeat CT 6 weeks later, the effu-
sion had resolved.

Urinothorax, or urine in the pleural space, is a rarely
reported complication of bilateral urinary obstruction or
trauma to the urinary tract. There are fewer than 100
reported cases in the literature, although it may be
underdiagnosed because of low clinical suspicion.’ Pa-
tients typically have only minor respiratory symptoms
and are often diagnosed clinically, with an effusion that
improves after the obstruction or urinary tmact injury has
resolved.! If performed, thoracentesis reveals a
transudative fluid that smells of urine with a low pH
(<7.3) and a fluid/serum creatinine ratio >1.

ated a

Figure 1 Markedly distended bladder (asterisk, panel a), bilateral
hydronephrosis (black amrows, panel b), and fat stranding consistent
with left calyceal rupture (white arrow, panel b)

A Couple’s Colitis

David Phillip Serota, MD., Stephanie Halvorson, MD, and Sima Desai, MD

Department of Medcine, Oregon Heaoltn ond Science Universty, Portiond, OR, USA.

KEY WORDS: disease;
Infectios diarrhea; Calitis.

J Gen Inierm Med T0[12): LEEG-00

DAOI: 10.1007/s1 1606-015 0928

© Soctety of General Intemal Medicine 2015

itv: Public health;

A 32-year-old woman was admitted with 4 days of bloody
digrhea, abdominal pain, leukocytosis, and fever fol-
lowing fast food ption and use of i i
An abdominal CT scan revealed continuous colonic muml
thickening from the cecum to the splenic fexure (Fig. 1). Stool
cultures for baderia, ova and parssites, mnd fecal leukocytes
were negative. Her symptoms resolved with supportive care,
and on the day of discharge, her parmer presented with
identical symptoms (Fig. 2). His stool cultures grew shiga
toxin Z-producing E. cofi, sergmoup O157:HT (STEC).
Based on his positive stool culture and the presence of
diffuse colits on both scans, a final diagnosis of STEC was
given to both patients.

Fig. 1 Coronal section of abdominal CT scan of the woman (first
patient), with arrows demonstrating eolomic mucosal thickening
with fat stranding at the ascending colon, consitent with colitis.

Fig. 2 Coromal section of abdominal CT scan of the man {first
patients pmerj. with arrows demonslnlhg colomic mueosal
with

colon, consistent

STEC is a common ause of hemorrhagic colitis, usually
occurring in food-borne outbreaks, Among patients diagnosed
with STEC, 6 % subsequently develop hemolytic uremic
5}'r|1mrm:.‘ Microbiologic detection of STEC is highly depen-
dent on obtaining stool culturss within 6 days of symptom
onset, and the presence of fecal leukocytes indicates a higher
vield sample.” The gold standard for diagnosis is stool culture
on sorbitol MacConkey agar, followed by latex agglutination.
ELISA, direct toxin assays, and toxin PCR methods all pro-
vide rapid disgnosis, with comparable sensitivity and speci-
ficity (77-96 % sensitivity, 98-99 % specificity).”

Conflict of Interest: The authors declare that ey do not have a
confict of inierest

Corresponding Awther: David Phillip Seroin, MI; Departrent of

Medicine, Oregon Henlth and Science University, Porfland, OR, USA
fe-rronl: sevoin @oh sy edul.
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The NEW ENGLAND JOURNAL of MEDICINE

“ IMAGES IN CLINICAL MEDICINE

Chana A Sacks, M.D,, Editor

Spur-Cell Anemia
w i [

31-YEAR-OLD MAN WITH A HISTORY OF CIRRHOSIS, RECURRENT HEPATIC
/_\’x% encephalopathy, and anemia presented to the emergency department with
A A confusion. He was found to be encephalopathic, and his hemoglobin level
was 6.7 g per deciliter (previous measurement, 9.0 g per deciliter). Additional
laboratory tests revealed an elevated indirect bilirubin level of 11.4 mg per deciliter
(194 gemo! per liter), an elevated lactate dehydrogenase leve!, and an undetectable
haptoglobin level. An evaluation for infection was unrevealing, and no evidence of
bleeding was found. A peripheral-blood smear showed numerous acanthocytes (or
spur cel's), a finding consistent with spur-cell anemia, a form of hemolytic anemia
that can occur in patients with decompensated cirrhosis. Spur cells acquire spiny
projections on their surfaces as a result of a'tered lipid metabolism and an excess
of cholestero! in patients with cirrhosis; these changes make the erythrocytes in-
flexible and prone to hemolysis. Acanthocytes are often confused with echinocytes
(or burr cells), which have more regularly spaced spicules. Spur-cell anemia is
associated with a poor prognosis and is definitively treated by liver transp!anta-
tion; however, this patient was not considered to be a candidate for liver transplan-
tation because of his ongoing use of alcohol. He remained encephalopathic, and
his anemia did not resolve despite blood transfusions. The patient was u!timately
discharged home, where he received hospice care; he died 2 weeks later.

DO 10.1056/NEJMicm1714572
Copyight ) 201 § Mosachusests Medical Society.
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CLINICAL IMAGE

WILEY

Exaggerated arthropod assault: Eosinophilic dermatosis in a
patient with small lymphocytic lymphoma

Curtis Lachowiez' | Kevin White? | Stephen Spurgeon’

'Department of Internal Medicine, Oregon ..

Health and Science University, Portland, Key Clinical Message

Oragon Dermatologic reactions are commonly encountered in clinical practice. Providers

Department of Dermatology, Oregon
Hzalth and Science University, Portland,
Oregon

Knight Cancer Institute, Oregon Health
and Science University, Portiand, Oragon
Correspondence: Curtis Lachowiez, KEYWORDS
Department of Inernal Medicine, Oregon
Health and Science University, 3181 SW
Sam Jackson Park Rd, Portiand, OR 97239
(lachowie @ohswedu).

1 | INTRODUCTION

Cutaneous manifestations of systemic disease are common
and provide valuable clinical information to aid clinicians in
the diagnosis of the underlying etiology. A subset of these
eruptions known as eosinophilic dermatoses are often seen in
patients with underlying hematological malignancies. Here.
we present a case of a patient with an eosinophilic dermatosis
and discuss the differential diagnosis, clinical course, histo-
logical findings, and approach to treatment.

2 | CASE PRESENTA
A 66-year-old man from rural Ore;
intermediate-risk untreated small 1y
(SLL) presented with an erythematow
of his right hand and progressive. prw
ules over his neck and arms (Figure 1
gression of cervical and axillary aden
there was no evidence of disease pr
SLL-directed therapy. The patient der
to topical agents, detergents, or medic

must be aware of both the common and uncommeon etiologies leading to these erup-
tions, particularly in patients with underlying malignancies. Establishing the appro-
priate etiology directs treatment of these conditions, which may be therapy directed
at the malignancy itself.

arthrapod bite, chronic lymphocytic leukemia, sosinaphilic dermatasis, leukemia, skin eruption

recent travel but spent much of his time outdoors in wooded
areas. He denied any history of insect bites or exposures. His
complete blood count revealed normal lymphocyte numbers
although reactive lymphocytes were noted (1.15 Kfcu mm).
There was no eosinophilia. Erythrocyte sedimentation rate
(ESR) was mildly prolonged at 40 mm/h. A comprehensive
metabolic panel was normal.

His history of spending prolonged periods of time spent
outside raised the suspicion of a type IV hypersensitivity
dermatitis to an arthropod exposure, and he was empirically
prescribed doxyeycline, antihistamines, a short course of oral
prednisone (1 me/ke > 5 davs). and intermediate strensth

LACHOWIEZ

FIGURE 1 Gross (Panci A, B)
and histologic (Panel C) findings in this
patient with a malignancy associated
with osinophilic dermatosis due to

Anemiain Scurvy

Jeffrey Y. Bien, MD', Richie Hegarty, MD', and Brian Chan, MD, MPH?

Deportmeant of Madicing , Oregon Hedtn & Scence Univemsty, Pariona. OR, USA: “Diveion of Genamdl infemal Madicne & Garatrics, Omgon

Hedth & Scence Unhvemty, Porfiand, OR, USA

KEY WORDS: scurvy; anemia: dispanty: deficency.

J Genlntemn Med
DOI: 10.1007/51 1606018 4597-1
© Soclety of General Intemal Medicine 2018

ANEMIA IN SCURVY

A 60-year-old man from rural Oregon was admitted with
symy ic anemia, | ive, bilateral, d dent-leg ec-
chymoses (Fig. 1), and knee arthropathy. Physical exam re-
vealed “corkscrew hairs,™ most distinctively on his shoulder
(Fig. 2). A social history was notable for limited financial
resources and a longstanding diet consisting soldy of toast,
boxed macaroni and cheese, and canned tuna.

Following administration of vitamin C, the patient’s hemat-
ocrit stabilized. The serum vitamin C level from admission
retumed undetectable, confiming a diagnosis of scury
discharge, he reca ved dietary counseling and a mult
prescription.

Scurvy is caused by dietary deficiency of vitamin C, a key
cofactor for collagen enzymes. It is the only known acquired
connective-tissue disorder that is not immune-mediated. Ane-

ol

Figure 1 Painful of bilateral
lower extremities from hemorrhage lr-ckhg along fascial planes.

Figure 2 Patient's body hair (shown: right shoulder) growing in a
distinctive “corkscrew” or “kinked” pattern.

mia in scurvy can result from vascular fragility and subsequent
subcutaneous hemorrhage and hemarthrosis.” Other features
include gingivitis, myalgias, mood changes, perifollicular
hemorrhage, occult gastrointestinal hemorrhage, and ddayed
wound healing. First described in 1753, scurvy is now rarely
diagnosed in developed countries” However, even in devel-
oped countries, associations between scurvy and low-income
status persist.™ * As in our case, the acute presentation of
scurvy can mimic an acquired coagulopathy. A careful history
and physical exam may preclude a costly workupand expedite
treatment.

Recemed March 9 2018
Retsed May 22, 2018
Accepted July 13, D18

Corresponding Author: Je{fey Y. Bien, MD; Departrrent of Medicine
Oregon Health & Science University, Portland, OR, USA
fe-mail: bien@ohswediy).
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Friedreich’s sign

Brook Pittenger, Peter D Sullivan, André Martin Mansoor

DESCRIPTION

An 82-year-old man with chronic atrial fbnllanon
treated with anficoagulation was admited to the
hospital for subacure progressive exernonal dyspnoea.
On examination, the jugnlar venous waveform was
clevated to the mandibular angle with the patient
sirng upright. Heart sounds were mmifled. Transtho-
racic echocardiograplty (TTE) revealed 2 large ciroum-
ferental penicardial effusion with early mmponade
physiology. Pericardiocentesis yielded a large volume
of sanguincous fiuid. Following the procedure, there
was improvement in jugnlar venous pressure to 14
em H,O. The height of the waveform increased
with inspiration (Kussmaul’s sign) and there was
prominent ¥ descent, known s Friedreich’s sign (see
video 1). Repeat TTE revealed thickened pericardium,
earty diastolic sepral bounce and respirophasic changes
in carly diastolic filling consistent with constrictive
pericardial physiology. Friedreich’s sign is 3 physical
finding of constictive pericarditis. The pormal jugular
venous waveform contains twe descents, x and 7. The
x descent, which corresponds to the combination of
right atrial relaation and depression of the atrial fioor
during venmicular contTaction, is normally dominant.
The v descent ocours as a result of passive ventricular
filling curing early diastole and i usually absent in
patients with mmponade. In constrictive pericarditis,

[

the characreristic sharp and deep ¥ descent reflects
rapid filling in early diastole which ocours when the
unyielding pericardinm elevares atrial pressure and
limirs venmicular flling to the early diaswolic period.
This patient was managed with diuretics, and the
constrictive physiology resolved over @ period of
weeks. The seriology of wansient pericardial disease
in this case was pot definitively determined. Virmally
any cause of acute pericarditis can lead o constric-
tion which wsually develops months to vears later as 2
result of irreversible pericardial fisrosis. In some cases,

1 n iation with de, tran-
sient acute constriction may ensue for days to weeks
following the inifial pericardial imsalr as a resulr of
reversible inflammation and oedemm 1

» Friedreich's sign, originally coined Friedreich 5
diastolic coflzpse of the cervical veins, describes
a sharp and deep y descent of the jugular
venous waveform. It can be a clue to the
dizgnosis of constrictive pericarditis.

» Preservation of both the x and y descents of

the jugular venous waveform in patients with

constrictive pericarditis is a distinguishing

feature from cardiac tampenade, in which the y

descent is typically absent.

Transient constrictive pericarditis is

characterised by an acute decrease in

pericardial compliance due to inflammation and

ocedema, in contrast to the imeversible chronic

fibrocalcific changes of dassic constrictive

pericarditis.

v

Contribirtors AMM recordad the clinical vidsa 3R, PDS and AMM
wera imvoived in writing the menuscipt.

Funding The authars have not decired a specific grant for this
resaarch from any funding agency in the puii, commercial of
-foe-profit sactors.

bcr-2018-226820V1

re=s

arthropod ex posure. Panc] C demonstrates
flame figures resulting from cosinophilic
degranulation

Video 1

Friedreich’s sign: the prominent y descent of the jugular venous waveform seen with
constrictive pericarditis.



CLINICAL CASES/CASE REPORTS

=What it is? = Potential Submission Venues:
=" Longer case presentation =NEJM
= May include a “review of the =JGIM
literature” of other cases = AJM
reports

=BMJ Case Reports
= Subspecialty journals
= Qutline “only” journals?

" Involves some level of
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W report a case of invasive pulmonary aspergillosis in a patient taldng brutinib, a Eruton's tyrosine
kinase inhibitor used to trear refractory chronic lymphocytic leukemia. We hypathesize that ibrutinib
promoted this infecticn by suppressing innate immune responses against Aspergilles. Clinicians should
be aware of potential Aspergillus infections in patients treated with this drug.

@ 2017 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND
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1. Introduction

Ibrutinib is a novel anti-cancer drug recently approved for the
treatrment of refractory chronie lyrnphoeytic leulernia (CI1) [1] and
other B-cell cancers [2.3). Ibrutirib selectvely inhibits Bruton's
tyrosine ldnase (BTK), 2 key enzymme that prometes the sunvival and
proliferation of normal B cells and (L cells downstream of B-cell
receptor activation [4]. Trestment with ibrutinib has not been
previously reported to promote invasive Aspergillus infections in
non-neutropenic patients.

2. Case report

A B2-year-old man was admitted to our hospital with three

Abbrevitions ist: BAL, Bronchoalveolar lavage; BTK, Bruton's tyrasine kinase:
CLL, Chromic lymphocytic levkemia; TLR, Tell-like 1
* Corresponding author 3181 5W Sam Jackson Fark Bd, Mail Code UHNG?,
Fortland, OR 97239, United States.
E-mail address rs@ohsu.e
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weeks of non-productive cough, dyspnea, fatigue, and anorexia.
He had started ibrutinib six weeks prior to admission for
relapsed CLL He was retired and lived in western Oregon. He
reported no exposure to tobacco, dust, birds, or other anirmals.
His tuberculin skin test was negative prior to irutiation of
ibrutinib. On exarmination, the patient was afebrile (36.7 CJ;
pulse was 68/min; BF was 82/52 mm Hg; respiratory rate 16/
min; and oxygen saturation 96% on room air. Cardiopulmonary
examination was normal Lasboratory investigations revealed
anernia (Hgb 5.0 g/dL), leukorytosis (212 « 10°/ul), decreased
platelets [140 = 10%/ul). and a nermsl neutrophil count
(1.91 x 10° [ul). Serum chemistries were notable for a sodium of
129 mrmol/L, chloride of 97 mmol/L, bicarbonate of 17 mmeol/L
urea nitrogen of 26 mg/dL, and creatinine of 1.2 mg/dL
Computed tomography scan of the lung showed multifoeal
upper lobe centrilobular nodules, patchy consolidations with air
bronchograms, and small areas of cavitation (Fig. 1A), findings
that were not present prior to ibrutinib initiation. Bronchoscopy
revealed endobronchial masses in the lingula and right upper
lobe (Fig. 1B). Biopsy of the masses showed necrotic mucosa
containing septate fungal hyphae with zeute angle branching,
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PRESENTATION
A visitor brought an innovative gift to a hospitalized
49-year-old man and thus helped complicate his recovery.
The patient presented with acute-cn-chronie left hip pain in
the setting of known ostzomyelitis. His medical history also
included coronary artery disease. type 2 disbetes mellios,
and chronic hepatiis C without cirrhosis. Intravenous anti-
biotics were started, and he was taken to the operating room
for debridement and arthroplasty on hospital day 2. He
remained an inpatient for long-term intravenous antbiotc
therapy and imitially had an uneventful postoperative course.
However, on hospital day 13, the patient was found o be
somnolent during lste moming tesching rounds. This
change in mental status was initally attrbuted to an over-
night increase in his zolpidem dosage, the coly recent sig-
nificant medication change. Because he remained sasily
arousable and responsive to questions, we allowed him to
sleep and reassessed him after rounds wers complets. By the
afternoon, however, he becams unresponsive, prompting
further evaluation.

ASSESSMENT

On examinstion, the patient’s tempersturs was 97.5°F
(36.4*C), his heart rate was 79 beats per mimute, his blood
pressure was 9435 mm Hg, his respiratory rate was 6
breaths per minute with apneic episodes lasting up to 30
seconds, and his oxygen saturation was 93% on room air
{Figure 1). Though the patient was initially unresponsive to
verbal simmli and sternal rub, he becames mers alert after
several minutes and was odented to self and place but oot
to tme or situation. His responses were slow with shureed
speech.
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The patient’s pupils messured 4 mm bilaterally and were
minimally reactive to light. Althcugh his tone was normal,
his reflexes were sluggish, without asterixis or nuchal o-
gidity. Results from the remainder of the neurclogic ex-
amination were normal. Inspection of the surgical incision
site was reassuring: there was no erythems, tendemess,
fluctnance, or drainage. A capillary bloed glucose level was
gauged at 347 mg/dL. Testing was repeated a few monutes
later after more thorough cleansing of the patent’s finger-
tips. The second attemnpt yielded a result of 110 mg/dL.

A vencus blood gas level was significant for respiratory
acidosis with a pH of 733, pertial pressure of carbon di-
oxide of 53 mm Hg, and bicarbonate of 28 mEg/L. Labo-
ratory data revealed a creatinine level of 188 mg/dl; 12
hours earlier, it had been 0.81 mg/dl. Plasma crestine
phospholdnase was documented at 45 T/L, and a new mild
leukoeytasis (12.4 x 107 cells/mm®) was recorded witheat
a change in hematocrit. A bladder scan showed > 1000 mL
of retained urine. Despite the patient’s imital refusal to
attemnpt to urinate or be catheterized. a sample was obtained,
and the results of a urnnalysis were normal. Noncontrast
computed tomography of the head was negative for an acute
intracranizl process.

DIAGNOSIS

While we contemplated the next disgnostic steps, a packst
of alums: foil aning partially e d brownies
was noted on the patient’s bedside table. Concern was raised
for the possibility that he had ingested a toxin: particularly
marijuana. Although his admission urine drug screen was
negative, a repeat assay was ordered based on our suspi-
cions. The test was positive for cannabincids. Given the
likelihood of cannabis-induced acuts delinum, addifenal
testing was not pursued, and supportive care was
implemented.

Acute delirium is a common problem encountered in the
hospital. The differential disgnosis includes slesp—wake
cyvcle disturbances, metabolic disorders, systermic illness,
and a rmesponse to  hospital-admimistersed  medications
(Figure 2). Artificial hyperglycerda, dispelled after
cleansing the patient’s finger of residue from his illicit
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Fever and leukocytosis have many possible etiologies in
injection drug users. We present a case of a 22-_\1£ar-nld
woman with fever and leukocytosis that were presumed
secandary to cotton fever, a mrely recognized complica-
tion of injection dnig use, after an extensive workup.
Cotton fever is a benign, self-limited febrile syndrome
characterized by fevers, leukocytosis, myalgias, nausea
and vomiting, occurring in injection drug users who filter
their drug suspensions through cotton balks. While this
syndrome is commonly recognized amongst the injection
drug user population, there is a paucity of data in the
medical literature. We review the case presentation and
available lterature related to cotton fever

KEY WORIE: cotion fever, drug abuse; case meport; intravenous drg
abuse,
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l njection drug use is associated with many infections and
non-infectious complications. The most common associat-
ed complications faced by managing physicians are sofi-tissue
infections, ovendose, intoxication, and withdrawal.” A fre-
quent and chall triage dilemma in this population is that
of fever with active injection drug use. Despite numerous

unsuceessful atempts to deve op discriminating decision mles

to guide ambulatory triage in these cases, clinicims are still
unahle to relishly exclude occult infections such as endocar-

ditis and osteormyelit is This often results in short-temm
hospitaliztion of these patients, with accrual of health cane
expenditures.* An infrequently recomized cuuse of fever in
imjection drg users is cotton fever, a poorly chamcterized
systemic febrik inflammatory syndrome seen in this popula-
tion. Tromically, while there is a paucity of literature and
awareness in the medical community, cotton fever is a well-

recognized syndrome amongst injection drug users. Originally
coined in 1975, cotton fever was described as a benign self-
limited febrile syndrome occuming in injection drug users who
filtered their drug suspensions through cotton balls.” We pres-
ent a case of presumed cotton fever in an active injection

heroin user, in whom th was only considered upon
hearing the patient reference the syndrome affer substantial
workup had been completed. Additionally, a review of the
medical literature and a discussion of the current theories
about the pathophysiology of cotton fever are presented.

CASE REPORT

A 22year-old woman presented to an outside hospital 4 hours
after developing acute onset of fevers, headache, abdominal
pain and radiating back pain, which began 20 minutes after
imjecting heroin, She did not endomse any visual symptoms,
chest pain, dyspnea, or mshes. Initial vital signs were notable
for a temperature of 39°C and heart rate of 102 beats per
minute. At the time, the remainder of her exam was reported
as normal except for diffuse abdominal tendemess. In the
setting of acute back pain, a lumbar spine MRTwas obtained
and interpretad as consistent with an L3-82 epidural abscess.
Blood cultures were drawn, and the patient was stirted on
vancomycin and cefiriaxone. Twelve hours after initiation of

symptoms, the patient was tmnsferred to our institution for
considertion of neurosurgical intervention for presumed epi-
dural abscess, By the time of amival, the patient’s fever had
resolved and her abdominal pain had improved. On examina-
tion, her heart rate was 101 beats per minute, blood pressure
was 106/64 mmHg, and tempemture was 37.6 *C. Her cardiac
exam revealad a ITVI systolic crescendo-decrescendo murmur
best heand at the left lower sternal border. Her abdomen was
diffusely tender without peritoneal signs, and she exhibited
low er back allodynia. She had new andold injection
tracks on her amms, but no other rashes or stigmata of endo-
canditis. Her fundus exam reveaked a clear vitreous without
hemorthages or Roth spots. Her neck was supple and her
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I v and WG £ were unremarkable.

On transfer, the patient had a white blood cell count of
22,60 10°/L without a left shift; the remainder of her labora-
tory values; including chemistries, urinalysis and cercbrospi-
rul fluid, were all normal. Blood cultures were redrawn and
she was continued on broad-spectrum antibiotics. A transtho-
mucic echocardiogram showed no evidence of vegetations and
only trace tricuspid insufficiency. Her original MRI was
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Catastrophic antiphospholipid syndrome in a patient with systemic
sclerosis and hereditary angioedema: case report and literature review
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ABSTRACT
= hi iphosphaolipi [CAPS) is a rare form of the antiphospholipid
syndrome (APS) in which microvascular thrombotic events cause rapidly progressive multior-
gan dysfunction. We describe a cse of CAPS presenting in a patient with suspected systemic
sderosis (55c) and hereditary angioedema (HAE), and condudt a literature review to examine
the reported cses of CAPS in individuals with S5c. Two reported cases of APS ocouming
with HAE were also found. In CAPS, there may be multiple thrombi in the microvasculature
of any organ, most commonly in the intra-abdominal viscera. Patients rapidly develop
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KEYWORDS
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multiorgan dysfunction or failure. Disgnosis is partly based upon the presence of positive
A ibodies. The rec therapy is systemic anticoagulation, high-
dose conicosteroids, and plasma exchange with or without the addition of int

catastophic antiphosphali-

pid antibody syndrome;
hereditary

immunoglobulin. Given the high mortality rate of CAPS, urgent diagnosis and treatment are
necessary to attempt to halt the progression of multiorgan failure.

Introduction

The antiphospholipid syndrome (APS) refers to the
development of venous and/or arterial thromboses
and pregnancy complications in the presence of
positive antiphospholipid antibodies [(APLAs) [1.2].
Catastrophic antiphospholipid syndrome (CAPS) is a
rare form in which microvascular thrombotic events
cause rapidly progressive multiorgan dysfunction,
leading to mortality rates of around 509 [3]
Systemic sclerosis (S5¢) is a connective tissue dis-
order characterised by autoantibody development,
vasculopathy, and fibrosis. Owerlap  syndromes
between 55c¢ and other connective tissue or auto-
immune diseases have been described, although that
of CAPS and 55¢ is rarely reported [4.5). Hereditary
angioedema [HAE) has also been shown to be associ-
ated with autoimmune conditions [6). We describe a
case of CAPS in a patient with suspected S5¢ and
HAE, and perform a literature review identifying the
reported cases of CAPS in individuals with SS5c
or HAE.

Case report

A 37-year-old Native American woman was admitted
with acute abdominal pain, vomiting, and diarrhoea.

She had no known exposure to potentially infectious
foods or animals, nor had she recently travelled,
been hospitalised, or received antibiotics. Her past
medical history was significant for HAE, suspected
diffuse cutaneous systemic sclerosis (dcSSc), and
hypertension. She had been diagnosed with HAE as
a child, and had had multiple gastrointestinal exacer-
bations of angioedema. Recent laboratory evaluation,
with decreased serum C1 esterase inhibitor activity
and function, and decreased serum C4 level, was
consistent with type 1 HAE. She reported a diagnosis
of S5¢ six years prior by her primary care provider
for symptoms of skin thickening and Raynaud's phe-
nomenon, though she had not been previously
treated, citing a neglect of her own health while car-
ing for her ill mother. She received initial evaluation
by rheumatology a month prior to admission, with
naiffold  capillaroscopy  demonstrating  periungual
capillary dilatation. Labs were significant for positive
antinudear antibody (ANA) with a 1:10240 fitre and
a speckled pattern, positive rheumatoid factor (RF),
positive antibodies for anti-U1 RNP, 55-A, and antici-
trullinated peptide, but negative antibodies for anti-
centromere and ant-5¢cl-70. Serologies were negative
for HV and hepatitis B. There was reactivity to the
hepatitis C artibody, but heparitis C RNA was not
detected. Further investigations for interstitial lung
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Obinutuzumab is Effective in Chronic
Lymphocytic Leukemia and Rheumatoid Arthritis
After Rituximab Failure: A Case Report
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Patient: Male, 68
Final Diagnosis:  Chronc lymphocytic leukemia
Symptoms:  Arthritis
Medication: -
Clinical Procedure: ~ —
Specialty:  Oncology
Objective: Rare co-existance of disease or pathology
Background:  Chronic lymp hocytic leukemia (CLL) s the most common lewkemia affecting older adults. As such, many of these
patients suffer from co-existing disease states, and the provider must take these comorbidities into account
when determining a treatment regimen. The widespread use of monoclonal antibodies (mAbs) has drastically
changed the treatment landscape of multiple diseases, ranging from leukemia to autoimmune conditions such
as rheumatoid art hritis.
Case Report: ‘We present the case of a patient who had progression of his CLLand rheumatoid symptoms on ritusimab thera-
Py, andwas treated with the anti-CD20 antibody obinutuzumab. Obinut urumab
therapy was associated with simultaneous sustained remission of both disease states, allowing for discontin-
uation of all other disease-modifying anti+heumnatic drugs (DMARDS), and prolonged remission of his CLL
Conclusions: While anti-CD20 antibodies have a clear role in the treatment of leukemia and inflammatory conditions, the
success of obinutuzumab in RA has not been fully evaluated. We present this case as further evidence of the
strong role of anti-CD 20 therapy in multiple conditions, and the unique oppartunity for control of simultane-
ous disease states through targeted inhibition of shared common pat hways
MeSH Keywords:  Arthritls, Rheumatoid » Leukemia, Lymphocytic, Chronic, B-Cell » Medical Oncology
Abbreviations: CLL - Chronic lymphocytic leukemia; RA — rheumatoid arthritis; RAPID3 - routine assessment of patient
index data 3; ALC - absolute lymphocyte count
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Abstract

Use of digaxin, a cardiac glycoside, has reduced over the last
two decades, as hawve rates of hospitalization for digosin
tovdcity. Decreased use of digoxin and concurrent decrease
in the incidence of toxicty has led to decreased awareness
and recognition of this toxicity which may delay treatment
with digoxin immune fab, increasing morbidity and
mortality. We present a case of an elderly gentleman with
digoxin tosicity who presented with fatigue, diffuse
weakness, AKl, hyperkalemia, atrial tachycardia with
intermittent AV nodal block, ventricular ectopy and slow
ventricular response to atrial fibrillation, who responded to
treatment with digoxin immune fab with resolution of
symptoms.

KENO res: Digoxin; Toxicity; Digoxin immune fab; Digibind

Introduction

use of digoxin, a cardiac glycoside, treating atrial fibrillation
and heart failure has reduced over the last two decades, as have
rates of hospitalization for digoxin toxicity [1] though the
therapeutic window remains narrow as ever. Toxicity may be
acute or chronic and symptoms include lethargy, somnolence,
confusion, amorexia, nausea, vomiting, diarrhea, visual
disturbances and 3 wide variety of cardiac arrhythmias which
can occur simultaneously [2,3].

Toxicity more often occurs at higher serum concentrations,
but can oCcur in some populations at lower serum
concentrations, particularly the elderly or those with renal
diszase [3-6]. Decreased use of digoxin and concurrant decrease
in the incidence of toxicity has led to decreased awareness and
recognition of this toxicity, which may delay treatment with
digoxin immune fab, increasing morbidity and mortality [5,6].

Case Presentation

An elderly man with history of atrial fibrillation on metoprolad,
digoxin amd warfarin; also with diabetes, chronic kidney diszase
and ulcerative colitis status post colectomy presents with three

2 an open-zocess article distributed under the terms of the Creative Commans Astribution Licznze,
am in 2y medium, provided the ariginal 3uthar 3nd source are credited.

weeks of progressive fatigue, malaise, muscle weakness,
anorexia, confusion, nausea and vomiting and worsening of
baseline diarrhea after experiencing wiral upper respiratory
symptoms one month prior, which had since resolved. Physical
exam revealed episodes of  imtermittent symptomatic
bradycardia (heart rate in the thirties) alternating with
tachycardia with persistent atrial fibrillation. Labs revealed
hyperkalemia (3.7), acute kidney injury [4KI) with a creatinine of
3.1 from baseline of 1.8, mild leukocytosis without left shift
(12.7) and digoxin level of 1.8 ng/ml [reference range 0.5-2.0 ng/
mil].

computed Tomography (CT) of the head without contrast was
unremarkable and initial EKE showed prominent T waves in
precordial leads. He was admittad to the medical intensive care
unit (ICU] for altered mental status, hyperkalemia and AKL While
in the medical ICU he was placed on telemetry, treated with
intravenous fluid resuscitation, and his furosemide, aldactone
and digosin were held due to AKI and hyperkalemia, as was
metoprolol given bradycardia.

He had improvement in his hyperkalemia (4.6) and mild
improvement in his creatinine (2.9). He was subsequently
transferred to the general medical floor on the second day of his
admission where he continued to have notable muscle
weakness, confusion, nawsea, vomiting and poor appetite.
Review of telemetry showed atrial tachycardia with intermittent
av nodal block, ventricular ectopy evidence by frequent
premature ventricular contractions (PWCs) as well as slow
ventricular response to atrial fibrillation (Figure 1).

The confluence of his symptoms, telemetry and risk factors
made this case clinically concerning for digowin toxicity. He was
treated with 2 vials of Digoxin immune fab. He responded well
with improvement in creatinine from 2.9 to 1.9 the same day,
stable potassium, improved mental status, resolution of his
nausea and vomiting, improved appetite and improvement in
weakness. Telemetry also normalized with resolution of PVCT,
bigeminy and &V blockade to his basaline atrial fibrillation with
adequate rate control.
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So Much More than Bald and Bloated

The approach to clinical conundrumes by an expert dinician is revealed through the presentation of an actual patients case in an
approach typical of a moming report. Similar to patient care, sequential pieces of information are provided to the clinician, who is
unfzmilizr with the case. The focus is on the thought processes of both the clinical tezm caring for the patient znd the discussant.

|_:] This icon represents the patient’s case. Each paragraph that follows represents the discussant's thoughts.
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| A 44.yearold p ly healthy fi I

male aﬂlkm;pmsentedmﬂl ﬂvodayscfnausea vom-
iting, and abdominal pain. He had also experienced several
months of decreased energy and new episedes of consti-
patien three weeks prior to presentation.

At this point, we do not have sufficient information to ¢ I

He was with

rI'SH 669 plu/mL; free T4 not done) and Initiated on
levethyroxine. One month prier to presentation, he devel-
oped constipation, loss of taste, reduced appetite, and
mig'\t logs of 30 pounds. He developed blurry vision and

.' bia. He also complained of erectile dysfi
f urlnary y and straining, which were dag'mmd as
benign prostatic hypertrophy.

ly determine the cause of his abdeminal symptoms. Comman
causes of abdominal pain and vomiting in adults of his age
group include peptic ulcer disease, pancreatic or hepatokbiliary
track disorders, small or large bowel procasses, appendicitis, or
even renal pathology. Further characterization may be possible
by describing the location and quality of pain and factors that
might relieve or exacerbate his pain. Despite the ambig:

Given the addition of numerous historical features in 2 pravi-
ously heafthy man, it is important to strive for a parsimenious
diagnosis to unify his seemingly disparate features. His fatigue,
constipation, and cold intolerance are consistent with his diag-

multiple clues might allow us to namow the broad differential
diagnosis of abdominal pain. In a previously healthy, vigorous,
middle-aged man with subacute abdominal pain associated
with constipation, the differential diagnosis should include dis-
ease states that may cause a bowel cbstruction; these states
include inflammatory bowel disease (IBD), gastrointestinal ma-
lignancy, or peptic ulcer disease. Mechanical cbstruction due to
volvulus or intussusception would be less likely in his age group.
Given his history of several months of fatigue and several weeks
of constipation, he should be evaluated for metabolic causes
of abdominal pain and constipation, such as hypothyroidism
or hypercalcemia. In addition to basic laboratory and imaging
studies, obtaining additicnal history regarding pricr abdominal
surgeries, medication use, alcohol intake, and family and travel
history will be the key in directing the evaluation.

|‘ Six months prior to admission, the patient began to
feel more fatigue and exercise intolerance, reduced
g d cold I and i pre-

*Address for comespondence: Briana Ketterer, MD, UPME Monteficrs Suits
933W, 200 Lothrop Street, Fitisburgh, PA 15213; Telephane: 412-802-4834; Fax:
412-492-4944; E-mal: brizna kettmrerBgmail.com

Received: December 28, 2017; Revised: July 26, 2013; Accepted: fugust 3, 2018
© 2018 Socety of Hospital Medicine DOI 10.12788/jhm.3083

nosis of hypethyroidism but are nonspecific. Whether the de-
gree of hypothyroidism caused his symptoms or signs is doubt-
ful. The constellation of symptoms and signs are more likely to
be representative of a nonthyroidal iliness. His abdominal pain,
unexplainad weight loss, and presyncopal episodes should raise
consideration of adrenal insufficiency. The combination of hy-
pothyroidism and adrenal insufficiency suggest the possibility
of an autoimmune polyendocrine syndrome or other pituitary
pathology. In this case, history of headache, dysgeusia, and vi-
sual disturbances might support the diagnosis of pituitary ade-
noma. A cosyntropin stimulation test could establish the diag-
nosis of adrenal insufficiency. A low ACTH level would establish
a diagnosis of pituitary or hypothalamic hypofunction. If pituitary
hypofunction is documented, then a brain MRI would be need-
ed to confim the diagnosis of piutary adenoma.

His nawly reported erectile dysfunction suggests the pos-
sibility of a psychiatric, neurclogic, hormonal, or vascular pro-
cess and should be explored further. Sexual dysfunction is
also associated with adrenal insufficiency and hypopituitarism.
However, the presence of suspected prostatic hypertrophy in a
male competitive athlete in his forties also raises the question
of exogenous androgen use.

|‘ His past medical history was notable for a two-year his-

tory of alog totalis, | allergies, asthma, and
a repaired congenital acrtic web with known aortic insuffi-
ciency. He was married with two children, worked an office
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34-year-old man with a history of simultaneous
Apancreas-kidney transplant for Type [ diabetes

and associated nephropathy, requiring chronic
immunosuppressive therapy with tacrolimus, prednisone,
and mycophenolate, presented with acute onser headache
and subjective confusion. Two weeks prior, he had been
diagnosed with antibody-mediated kidney transplant re-
jection, undergoing first treatment of plasmapheresis and
intravenous immunoglobulin (IVIG) several days prior to
his acute presentation.

We have a medically complex patient whose head-
ache differential starts out broadly. We should immedi-
ately be concerned about infection causing meningitis,
encephalitis, or meningoencephalitis given his chronic
immunosuppression as well as recent acute rejection
treatment. Bacterial, viral, or fungal infections are con-
cerning. Medication adverse effect and intracranial bleed
shonld also be considered early.

On examination, his temperature was 37.8°C, and
he was hypertensive to 183/107 mmHg with mild tachy-
cardia. He was intermittently somnolent, agitated, and
disoriented. Neck pain and stiffness were present.

Meningitis due to infection remains bigh on the dif-
ferential given bis muchal rigidity. His normal tempera-
ture does not exclude the possibility. His bypertension
and chronic tacrolimus also raise concern for posterior
reversible encephalopathy syndrome (PRES). His recent
IVIG therapy counld also cause an aseptic meningitis.

He was started on empiric vancomycin and ceftriax-
one for bacterial meningitis coverage; acyclovir was not
empirically initiated. Urgent head CT was unremarkable.

MRI was also subsequently unremarkable. Lumbar punc-

ture (LP) was performed urgently as soon as the head CT
showed no signs of impending herniation, although this
was a difficult bedside procedure with multiple attempts
needed to access the cerebrospinal fluid (CSF) space. The

CSF initially appeared red in color. The intensity of the
color did not lessen with subsequent sampling; vials one
through four were identical in their dark red appearance.

The stable CSF appearance between vials one and
four made trauma from needle insertion less likely, as
this is typically associated with a bloody CSF appearance
that lessens over time as fluid is collected. CSF appears
clowdy with RBC concentrations between 500-6000 K/
cit mm and begins to appear grossly bloody when the
concentration exceeds 6,000 Kicw mml (Kfcu mm or
Kimm3 is equivalent to cells/ul..) The differential for
grossly bloody CSF inchides traumatic LP, subarachnoid
haemorrhage, and hemorrbagic meningoencephalitis.
SAH seems less likely here given negative imaging and
absence of bead trauma.

Because of the association between HSV encephalitis
with CSF erythrocytosis in combinarion with his im-
munosuppressed status, he was immediately started on
empiric intravenous acyclovir. Subsequent CSF analysis
revealed WBC count of 2,106 K/cu mm (76% neutro-
phils), RBC count of 42,000 K/cu mm, protein 249 mg/
dL, and normal glucose relative to serum levels (64 mg/
dL).

In HSV encephalitis, CSF erythrocytosis occurs in
approximately 80% of cases and is attributed to the
necrotizing and hemorrhagic nature of the infection.’
CSF HSV polymerase chain reaction (PCR) is associated
with a sensitivity of 98% for detecting infection, but can
be falsely negative in the setting of significant erythrocy-
tosis due to presence of porphyrin (a heme-degradation
product) which can interfere with the assay.* Therefore,
in such a setting, negative PCR results should be inter-
prreted with caution. Peripheral blood contamination of
CSF after traumatic LP artificially increases WBC count.
However, this CSF pleocytosis appears “real™ as the pro-

continued on page 2

TEACHABLE
MOMENT

Erin Chamberlain, MD
Department of
Medicine, Gregon
Health and Science
University, Portland.

Matt DiVeronica, MD
Vetarans Affairs
Partland Health Care
System, Portland,
Gregan.

Renee Segura, MD
Vieterans Affairs
Portiand Health Care
System, Portland,
Oregon.

University, Mail Code
WA P-3-GP1, 3181 5W
Sam Jackson Park Rd,
Portland. OR 97239
(chambeer
Eohsu.edu).

jamainternalmedicine.com

When Medical Care Leads to Harm—

Difficulty Finding Words
A Teachable Moment

Story From the Front Lines
A 66-year-old manwith diabetes, hypertension, and pe-
ripheral vascular disease presented with complaintof fe-
wvers, rigors, and malaise along with a mild frontal head-
acheof 7 days’ duration. He was febrile and hypotensive
though alert and oriented. Examination findings were
consistent with cellulitis in his right lower extremity.
Blood cultures grew group G Streptococcus, with cellu-
litis as the presumed source for sepsis. Infectious dis-
ease specialists were consulted

Given the indolent time course of symptoms, and
a grade IfV| diastolic murmur not auscultated at pre-
sentation, endocarditis was considered. and a trans-
thoracic echocardiogram was recommended. Despite

cious approach to testing, this patient’s stroke may have
been prevented.

Themadified Duke criteria’ used to assist in the diag-
nosis of infective endocarditis require presence of
2 major, 1rna]nr and 3 minar, or 5 minor criteria. They in-

ionof th ing microorganism
as well as evidence of endocardial involvement on
echocardiogram. This patient’s blood cultures grew an
atypical organism that cleared after | day, and the echocar-
diogram findings were negative for intracardiac involve-
ment. He met only 1 major criterion {auscultation of a
regu'gnam murmur) and 2 minor criteria (fever and bac-
Despite his lack-
\r@ewdenceforenducardltls.lhe patient underwent CT
ar oneofit: ic complications.

1atypical mic

a lack of documented abnormalities on
ination, a comp hic (CT) angio-
gram of his head and neck was also recommended to
evaluate for mycotic aneurysm out of concern for the
history of headache. Findings of the echocardiogram
were negative for valvular regurgitation or vegetation.
The CT angiogram revealed stenosis of various seg-
ments of the intracerebral arteries and a 4-mm aneu-
rysm of the left posterior cerebral artery without evi-
dence of infectious cause.
After recovery and discharge, a neurosurgery con-
sult was obtained regarding management of theinciden.
tal discovery of cerebral ysm. Ther 1be-

This revealed both incidental and asymptomatic segmen-
tal cerebral artery stenosis and aneurysm, which by size
carried less than a 1% chance of enlargement or bleeding
per year and should not have merited further avaluation
by cerebral angiography.” This patient experienced the un-
for 2.6% risk of ic complication fromthis
procedure, which led to a further cascade of preventable
diagnosticimaging to confirm its iatrogenic source ®
The physicians involved in this case demonstrated
concern for the po‘lel'ltlal outcome of a ruptured mycotic
aneurysm However, the lini-
cal data that ruled out endocarditis and its complications

lieved that because the aneurysm was ic, it
did not require intervention; however, funngr evalua-
tionofth icintracereb
giography was recommended to better understand the
pattern of blood flow in these areas. Cerebral angiogra-
phy did not show an aneurysm.

Three days following cerebral angiography, the pa-
tient presented with acute-onset confusion, word-
finding difficulty, and short-term memory defects. Mag-
netic resonance imaging of the brain revealed multiple foci
of acute ischemic lesions in different vascular territonies
consistent with embolic stroke. Further evaluation deter-
mined the source to be iatrogenic due to cerebral angi-
ography. At last follow-up, patient was undergoing physi-
cal and speech therapy to aid his recovery.

bral an-

Teachable Moment

The patient described herein experienced harm as are-
sult of overutilization of available health care services, spe-
cifically unnec y diagnosticimaging ies. Hisini-
tial testing with head CT angiography led to a cascade of
further unnecessary imaging studies, most notably the ce-
rebral angiography that resulted in significant patient
harm in the form of iatrogenic stroke. With a more judi-

were overlooked, resulting in the very same
fieared complication but caused iatrogenically.

An alternative approach would have been to first
rule in or out the diagnosis of endocarditis using the
modified Duke criteria.' if endocarditis was ruled in, the
next step would have been to consider potential com-
plications. Intracranial mycotic aneurysms are rela-
tively rare, comprising less than 10% of all neurologic
complications of endocarditis *In astudy of patients with
infective endocarditis, the negative predictive value of
absent focal neurologic deficits for the presence of my-
cotic aneurysm was 99%. Notably, the absence of al-
tered mental status alone conferred a negative predic-
tive value for mycotic aneurysmof 94% In patients not
meeting criteria for endocarditis, suchabsent examina-
tion findings should be especially reassuring. This evi-
denc that CT angi d only
when focal neurologic deficits are present.

‘We work in a medical system that allows us to pro-
vide excellent care of patients, thoughwhen advanced di-
agnostic tools or treatments are overused, they can re-
sult in grave harm. With evidence-guided care, we will not
beleft struggling to find words to explain how an unnec-
essary procedure cost a patient his ownwords.

JAMA Internal Medicine August 2015 Volume 175, Number 8
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The Unknown Unknowns

Avital Y. O'Glasser, MD, FACP

Dr O'Glasser is assistant professor of medicine in the Division of Hospital Medicine and assistant medical director of
the Pre-Operative Medicine Clinic at Oregon Health & Sciences University in Fortland, OR.

“...There are known knowns; there are things we know that we know. There are known
unknowns; that is to say, there are things that we now know we don't know. But there are
also unknown unknowns—there are things we do not know we don't know.”

—Donald Rumsfeld, United States Secretary of Defense, February 12, 2002

hese astute words were deliv-

ered during a news briefing with
regard to the absence of evidence
going into the Irag wars. Nearly 12
years later, | listened to an infec-
tious disease specialist reiterate
these words regarding our struggles
with super-bugs and antibacterial re-
sistance—and nearly 12 years and
thirty seconds later, | realized how
perfectly these words captured the
essence of my clinical practice.

| started practicing peri-operative
medicine serendipitously almost five
years ago. A clinical opportunity pre-
sented itself. The solo hospitalist in
our Pre-Operative Medicine Clinic
(PMC) needed a back up and a col-
league. | threw myself in, hopped
along for the ride, and hoped for
the best

| was hooked. The hospital had
transitioned from an anesthesiologist-
led to a hospitslistled perioperative
clinic just a few years prior. Here it
was—internal medicine in its purest
form! Every organ system to be con-
sidered, with the cardiac system on
its golden pedestal. Here was the Re-
vised Cardiac Risk Index and the 2007
American College of Cardiol-
ogylfmerican Heart Association algo-
rithm nobly helping us ford the great
river of “pre-op clearance.” Here was
the pulmonary system on its ever-so-
slighthy-shorter silver pedestal, but-
tressed by the Arczullzh Respiratory
Failure Index. But there was so much
more! Here was diabetes, chronic
liver disease, substance abuse, and

poorty controlled skin and dental infec-

tions. Here was chronic anticoagula-
tion, bleeding diatheses, chronic

kidney disease, immunosuppressants,
and chronic steroid therapy masking
underlying secondary adrenal insuffi-
ciency. And then there is rheumatol
ogy and rheumateid arthritis, with the
risk of cervical spine instability and
subluxation with intubation.

Here was systems-based practice
and multidisciplinary care. Patient ed-
ucation. Communication skills. Good
old-fashioned bread-and-butter his-
tory-taking and physical diagnosis
skills combined with sophisticated
testing modalities. | was board-certi-
fied in internal medicine but learning
tomes about anesthesiology and
surgery by the day.

It was invigorating to meet pa-
tients at such an excitedly vulnerable
and vulnerably exciting juncture in
their lives. | have been able to look a
patient in the eye and say, "Your last
A1C was 6.4, which is excellent in
general and certainly reassuring going
into & major surgery.” To another |
have said, "| hear your concerns that
your father died of a post-op M, but
you've never smoked, you exercise
regulary without concerning symp-
toms, and your EKG is normal. | don't
have any indications to perform a
stress test.” But | am also comfort-
able saying, "I know that your aortic
valve area is 0.6 cm? and you've been
feeling more short of breath climbing
stairs lately. | know that surgery will
be very risky for you, and it is some-
thing that | need to advise against.”

The known knowns.

There have been countless op-
portunities to use my brain and my
diagnostic skills to drive patient care
forward. Thers have been chances

to engage with a patient and say,
"You've been on insulin for 40 years
with an A1C never less than 8. |
hear abnormal bloed flow when | lis-
ten to the carotid arteries in your
neck. | am very concerned that you
have significant blockage, but | can't
tell you how bad it might be, which
is why |'m ordering more tests for
vou.” | may also say, "You appeared
floridly winded walking into clinic,
you can't lie flat, and your last CXR
showed an enlarged heart and fluid
on your lungs. | am very concemed
that you have some degree of heart
failure, but | don't know how exten-
sive or what type.” When a good,
juicy, sink-your-teeth-into-it history
raises my pre-test probability of un-
derlying disease, it makes my deci-
sion to test immediate

The known unknowns.

| like to think that | am a cost-con-
scious, less-is-more physician. | like
the known unknowns. They make it
easier to decide to test and justify
my recommendations to delay or
cancel surgery.

But even the known unknowns
can be stress-inducing and grueling.
The frantic 11th hour search for the
long-forgotten coronary angiogram.
Where was it done? Why? What
clinical concerns might have
prompted a catheterization, let alone
nor-invasive cardiac testing? What
did it show? What do you mean, "It
was fine"? Do you mean fine as in
"diffuse multivessel disease not
amenable to revascularization” or
fine as in "normal corenaries”? Both
results seem to get transmitted

continued on page 2
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D elores Hailey® is a patient on the heart transplant wait

list. Her case is unigue in that she received a transplant
12 years ago. Despite impeccable self care and adherance to
her medical regimen, her tansplanted heart is failing. It was
from a young donor, but like our own organs, has a genstic
predisposition all its own.

Iwisit with Delores on mounds each morning. She greets me
wearing brightly colored pajamas, her hushand Winston by
her side. Her breath is sometimes short. Her jugular vein
quivers just above her clavicle, After I examine her and ask
the official questions, the ones whose answers will appear in
my chart note, | pull up a chair and ask the questions that
connsct us, She tells me about her famiy. She tdls stones of
her grnddaughter, her friends and her faith. She tells me how
hard it is being so far fom home

One day Delorss tells a story about a group of people who
have the same last name, but are not rdated. They mest once a
year for a two-day picnic. There are over a thousand like-
named people who come together and, according to Delones,
have become a family of sorts. She tdls me she would like to
find all the other Haileys and do the same thing.

“You are the Delores of the thousmd Haileys,” T say.

When we hear the words, we agree they sound like the first
Ime of a poem. We decide to each write a poem using that first
Ime. Itis a small challenge to pass the unknown stretch of time
while she waits for her new heart,

That night, I begin my poem. | write the first words that
come to mind. [do not edit or think too much. When complete,
I think to mysdf I cmnot show this to Delores. It is about
death. Someone has to die for Delores to live. And although
death dances around much of what we do as physicians, to
confront the human complexities ofsomeone else’s life ending
s0 Delores can live seems lke a Pandora’s Box 1 don't want to
open. | put the poem away and hope she will forget.

The next day, Delores tells me about getting a letier from
the mother of the man whose heart beats m her chest now.

“He was young™ She pauses. “Driving his wife and
new baby.”

Her voice breaks and then becomes whole again,
“They survived.”

Delores watches my eyes fill with tears.

“I live my life for him too, you know,” she says. “T'm
sorry tolose this heart. If's been with mea lot of vears.”

Publizhed onitne Ociber 21, 2014

I am both afraid and hopeful Delonss will remember the
poem assignment. Part of me wants to share more closely in
this complicated journey with her.

The following morning, | bring a copy of the poem [ wrote
for Delores, folded in my white coat pocket, just in case. 1 did
not change itor replace the difficult lings with casy ones. To do
so wiold seem dishonest. Delores tells me she has written her
poem, too.

“lLalmost didn’t bring mine,” T say.

“It was hard to write,” she says.

“Sometimes T don’t know whene it will take me” The
writing, [mean.

“To the truth,” she says.

My heart beats fist and | am navous toshow her my words,
my thoughts, my humanity. | feel like | have shed my white
coat and stand naked before her. What kind of doctor writes
poetry with her patient? What kind of doctor imagines a
person, full of life, before he or she becomes a cadaver donor?
And what kind of doctor shares those thoughts with the patient
waiting for a heart? We hand each other our folded pieces of
paper and put them aside to read later, alone.

When | read Delores’s poan | am stuck by both the similar-
ities 10 mnd differences fom my own. We choose many of the
sane words, but ultimately we write from our own perspedtives, [
wite of someone else dving. Delores wrikes of someone dying,
but not knowing i it will be her. When lcompane the poems, side
by side, I see that through talking to Delores, Thave learned bits
of who she is: the grandmother, the wifie, the friend, the patient.
But writing together we have shared what we wergunable to with
spoken wonds, Our commection degrans as our daily visits
enhanced by conversations sparked by the posms.

Parhaps the poams ame prescient A fow weeks later, while
evalusting ongomnyg shortness o fhreath, a CT secan reveals a slow-
growing adenocardnoma in Delores’s ung. Just like that, she is
off the lit. I'm not the atending amanore, but 1 find her.

“We knew it might happen,” she says. Her eves are
bright, her grip strong on my hand. She smiles, despite
the news.

KEY WORDS: marrative medicine; patient-centered care; medical
humanities
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Disheartening News
By Alina Plavsky

We had to know your pressure
look right, look left

we thought we could find

the main one

or several to open

to then get you

net, even

but now

your right

you’re right

your left

you’re left

with a clear corollary

with a weak pump

maybe weeks? maybe monthsr
just a fraction

1t’s hard to tell

your heart

this disheartening news
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CPX-351 exhibits potent and direct ex vivo cytotoxicity against AML
blasts with enhanced efficacy for cells harboring the FLT3-ITD
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» respond to CPX-351, 2 nano-scale liposome formulation
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CPX-351 and warrant additional clinical evaluati
i 2016 Elsevier Led. All rights reserved.

1. Introduction

CPX-351 is a nano-scale (100 nm diameter) low-cholesterol
liposome formulation containing cytarabine and daunorubicin co-
encapsulated ata 5:1 molar ratio shownto be optimally synergistic
Dot ex vive and invivo, Improvements inefficacy over the conven-
tional free drug combination were observed in several preclinical

Corresponding author 21 Department of Cell
gon Health & Science Universi

39, USA,

v Developmental Biology, Ore
sckson Park Roud, Portland, OR

studies [1-4]. In a randomized controlled Phase 2 clinical trial of
s diagnosed acute myeloid leukemia (AML) in the elderly,
CPX-351 produced superior response rates, and in secondary AML,
superior event free survival (EFS) and overall survival (05) [5]. A
randomized phase 2 trial of CPX-351 vs investigator's cholce after
first relapse demonstrated superior response rates, EFS and overall
‘-ulhltdl in patients with poor risk disease neated with CPX-351
Consequently, the aim of CPX-351 clinical development is to
replace conventional cytarabine plusanthracycline therapy in sev-
eral AML patient populations where it is considered standard of
care.
The basis of the efficacy improvements observed with CFX-351
are attributalde to 1) elevated cytarabine:daunorubicin concentra-
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Analysis of Circulating
Identifies Multiclonal He
BRCAZ2 Reversion Mutatig
with Resistance to PARP

David Quigley'Z Joshi J. Alumkal®#, Alexander W. Wyatt>,
Vishal Kothari'®, Adam Foye'”. Paul Llayd??,

Rahul Aggarwal'”. Won Kim*7, Eric Lu?,

Jacob Schwartzman®. Kevin Beja®. Matti Annala®®,
Rajdeep Das'£, Morgan Diolaiti’, Colin Pritchard®,
George Thomas>!°, Scott Tomlins'!, Karen Knudsen'?
Christopher J. Lord™, Charles Ryan'”, Jack Youngren'’,
Tomasz M. Beer®, Alan Ashworth'!4, Eric J. Small’7.

and Felix Y. Feng'®

m Approximately 20% of metastatic prostate cancers harbor mutations in genes

required for DNA repair by ir (HRR) such as BRCAZ.
HRR defects confer synthetic lethality to PARP inhibitors (PARP) suchas olapanb and talazoparib. In
ovarian or breast cancers, olaparib resistance has been associated with HRR restoration, including
by BRCAZ mutation reversion. Whether similar mechanisms operate in prostate cancer, and could be
detected in liquid biopsies, is unclear. Here, we identify BRCAZ reversion mutations associated with
olaparib and talazoparib resistance in patients with prostate cancer. Analysis of circulating cell-free
DNA (cfDNA) reveals reversion mutation heterogeneity not discernable from 2 single solid-tumor
biopsy and potentially allows monitoring for the emergence of PARPi resistance.

SIGNIFICANCE: The mechanisms of clinical resistance to PARPi in DNA repair-deficient prostate
cancer have not been described. Here, we show BRCAZ reversion mutations in patients with prostate
cancerwith ic disease who o to talazoparib and olaparib. Furthermore, we
show that PARPi resistance is highly multiclonal and that cfDNA allows monitoring for PARPi resist-
ance. Cancer Discov; 7{9); 9991005 ©2017 AACR.
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Off-label use of 4-factor prothrombin complex concentrate is
commeon despite little known benefit: A retrospective study

journal homepage: www.elsevier.com/locate/atherosclerosis
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Abstract

Background/Objective: While four-factor prothrombin complex concentrats (45
PCC) is FDA-approved for reversal of warfarin-induced major bleeding, its use in real-
workd settings iz unclear. This study’s objective was to identify indications leading to
4F-PCC u== and associzted owtcomes 3t 3 single university hospital.

Methods: Thiz was 2 retraspective cohort study of patients receiving 4F-PCC overz
22-month period. A dose was “on-lzbel” i given for reverszl of warfarin-induced co-
=gulopathy in patients with major bleeding ar requiring urgent surgeries)procedures;
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Dannielle Duffy *, MacRae E Linton *, Michael D. Shapiro ®, Patrick M. Moriarty ¥ Coronary artery bypass graftng - Methods This was a refrospective, single-centre study of - Bopigor e meny but hesz data may be confounced by
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published online criy. Taview  Background and aim Thoracic radiation therapy {XAT) for L

other doses were “off-label”.

* Department of Melicine, Oregon Health & Sdence University, Portland, OF, [EA doi-10.1136¢ b Results: A total of 165 doses of 4F-PCC in 154 patients were given. Sixty-one per-
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ARTICLE INFO ABSTRACT

Ardide history: . . N . e
Recsived 26 June 2017 Background and ams: Most familial hypercholestemlemia (FH) patients remain undertreated, and it is
Recsived in revised form unclear what mle health disparities may play for FH patients in the US We sought to describe sex and
25 Sepember 2017 racial fethnic disparities in a national registry of US FH patients.
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similar in the XAT group and controls; however, there

wias a frends lower utilisation of internal mammary arfery
(IMA} grafts in the XAT group (B8%vs88%, P=0.13). After a
median postoperative follow-up of 5.4 years (I0R 0.9-2.4
years), no difference in long-term all-cause mortality was
obsarved.

Conclusien Patients with prior thoracic XAT who undergo
(CABG have similar long-term all-cause mortality compared
with controls. Isolated CABG after thoracic XAT is not
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with higher but
IMA graft use may be limited by prior XAT.

INTRODUCTION

External beam radiation therapy (XRT) is
used fora wide range of malignancies and has
substantially improved cancer survival. T as
cancer si 1 has improved, the long-term
sequelae related o radiation heart disease are
becoming more prevalent. Radiation heart
ase is associated with a high incidence of
ischaemic hmrl disease that requires revas-
cularisation.” ! Coronary artery by pass graft
surgery (CABG) improves long-term survival
in patients with obstructive left main coronary
artery or triple vessel disease.*® However, in
patients with previous thoracic XRT, ac
surgery has been associated with increased

and had similar long-
Ihmﬂﬂemammlﬁumhmmds
fewer intemal mammary artery (IMA) grafts.

How might this impact on clinical practice?
Previous radiation did not increase postoperative
complications or long-term moriality in isolated

(CABG patients, but fewer IMA grafts were used.
The sunival benefit of CABG is driven by IMA to left
anterior descending artery grafts. Preoperative IMA
angiography should be performed, and if a suifable
IMA is not identified, percutaneous revascularisation
should be considered as it has been proven safe
and effective in this poputation. Furihermore, this
|population is at increased risk for later development of
valvular disease, and by avoiding an early stemotomy
for coronary sation, the risk of

valve surgeries may be lessened.

perioperative (umpll(aut)n\ and higher long-
term mortality.” ™ The contemporary perfor-
mance of isolated CABG in the XRT popu-
lation has not been adequately assessed, and
given recent trial data supporting the role of
percutaneous interventions in treating three
vessel and left main coronary disease, it is crie-
ical to establish the relative risks and benefits
of surgical revascularisation in this potendally

BM)

Fandar EA, ot al. Opan Heart 201 8;5:e000766. doi: 10.1136/opanhrt-2017-000766 Q

1

incidence of thromboembolic complications.

Condusions: Off-kabel uze of 4F-PCC iz likely common, ocourring in nearly 40% of
drug administrations at our center. Larger-scale prospective trials studying specific
indications are needed for validation in of f-Iabel settings. Until such evidence is avail-
shle, given potentizl hanms historically displayed by off-label use of other hemostatic
=gents, Bmiting of -label 4F-PCC use is recommended.

HEYWORDS

anticoagulants, antidates, drug evaluation, factor Vila, hemorrhage, prothrombin complex

concenirate

1 | INTRODUCTION

Four-factor prothromibi

complex concentrate {4F-PCC) has besn
appraved in the United States since 2

induced cosg

far reversal of warfarin-

aathy in matients with majar Baeding s0d for rever

sal of warfarin fior urgent surgical or invasive procedures.
This approwal was basad an = randomized controlied trial compar-

ing 4F-PCC o plasma in warfarin-assocated major bleeding, which

showed improvement in hemastasis and mare ragid INR correction
with 4F-POC. A similar study assessing the afficacy
£ warfarin-assccited infracranial hemorrhags

plasma for reversal o

EgrJ Haemstol 2 1:348-353. wileyoni

ibrary.comijoumaliejh ey & Sors A5, | 34%

azsin found banefit and was stopped earty a5 the degres of intracra-
ampoct
This has led zuidelines suzzesting SF-FOC over phama
for reversal of warfarin-associsted major blesding.® Major puide-
ines also suggest 4F-POC be considered for reversal of dive
anticoagulants {DOACS), although emahasize that data are limited

nis hamatoma iom was sigicetly redused wit

and larp=ly based on preclinical data and studies in hesithy volun-
trers, with no prespective randamized data in patients with DOAC-
associated biesding yet reported.

Major bleeding iz not uncommen and 2 oocur dus to 3 varisty
of etilogies. There is a natural tendency an the part of providers o
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ORIGINAL ARTICLE

Effect of Clinical Variables on the Volume of Blood Collected
for Blood Cultures in an Adult Patient Population

R. Logan Jones, BS;' Harlan R. Sayles, MS;” Paul D. Fey, PhD;* Mark E. Rupp, M

osjecTive. To identify dinical variables that influence blood culture volume recovery.

pEsiGr.  Retrospective chart review and linear model analysis.

seTTinG. A 621-bed Academic Medical Center with a Clinical Laboratory that processes 20000+ blood cultures annually and dedicated
phlebotomy staff for venipuncture.

paTIERTS.  Consequtive patients requiring hlood culture

meTHODs. Over a6-day period, blood volume was determined in 568 culture bottles from 126 unique adult patients, and clinical data from
thetime of phlebotomy were extracted from hospital electronic medical records. Conditional hierarchical linear models with random effects for
patient and phlebatamy occasion were utilized to analyze correlations hetween values callected from the same patient and during the same
phlchotomy occasion

rEsuLTs.  Blood samples obtained from a central venous catheter yielded, on average, 2.53 mL mare blood (95% LI, 1.63-3.44 mL; P <.001)
than thase from peripheral venipuncture, and acrohic hatiles contained 0.38 mLmare hlood (95% CI, 0.1-0.67 ml; P=.009) than the anacrobic
bottles. The remaming clinical variables (eg, hospital department, patient age, body mass index, gender, mean arterial pressure, concomitant
systemic antibiotic use, and Charlson comorhidity index score) failed to reach statistical significance (F'< 05) in relation to volume,

coNe

sions.  Blood culiures obtained from central venous catheters contain significantly greater volume than those obtained via
peripherl venipuncture. These data highlight the dinically significant issue of low culture volume recovery, indicate that diagnostic and
prognostic tools that rely on volume-dependent phenomena (ie, time to positivity) may require further validation under usual dinical practice
cireumstances, and suggest goals for future instirutional performance improvement.

Infect Control Hosp Epiderniol 2017;38:1493-1497

Blood cultures are an invaluable diagnostic tool for the detection Diagnostic errors assodated with blood cultures due w
of potentially life-threatening infections. Results of blood  decreased test performance and improper interpretation carry
cultures can provide a definitive diagnosis, direct the therapeutic  serious consequences. Poor test sensitivity can lead to false-
course, and offer key prognostic information.’ The performance  negative results that may delay diagnosisand therapy, leading to
of automated blood culture systems is volume dependent;  increased patient morbidity and mortality, False- positive results
decreasad sensitivity or specifidty is associated with under- or  or contamination can lead to longer hospital stays, unnecessary
overfilling blood culture bottles.” ™ Furthermore, optimization  antibiotic use, and additional laboratory testing. ™ The financial
of the volume of blood collected can decrease the time to  impact is estimated at 3,000 in excess healthcare costs per
positivity, thus potentially expediting appropriate diagnosisand  contaminated culture '
treatment. ! A recent internal quality contral study performed at the Uni-
Factors that influence culture contamination include proper  versity of Nebraska Medical Center (unpublished) indicated that
skin preparation, the use of dedicated phlebotomy teams, single  Hood culture volumes were not meeting recommended levels and
wersus double needles for bottle i noculation, and blood drawsite  that draw site was implicated as a possible reason for the insuffi-
(ie, peripheral venipuncture versus central venous atheter  dent volumes. The goal of this survey of blood cultures was o
access).” Additionally, higher volumes of blood collection are  model the impad of draw site and other clinical varibles on the
associated with reduced levels of blood contamination. ™' vohsme of blood cultures in usual dinical practice dreumstances.

Affilistions: 1. Department of [nternsl Medicine, University of Mebraka Medicsl Center, Omaba, Nebrasks: 2. Department of Biostatistics, University of
Nebraska Medica] Center, Omals, Nebrasks 3. Department of Pathology and Microbiology, University of Nebraska Medical Center, Omals, Nebraska.
PREVIOUS PRESENTATION: This work was presented a5 an abstract at IDWeek on Ociober 26, 2016, in New Orleans, Louisiana.

Received April 12, 2017; secepted October 16, 2017; electmnically published Novernber 21, 2017
© 2017 by The Sodiety for Healtheare Epidemiology of America. All Aghts reserved. 0899-8238/2017/3812-0014. DOE: 10.1017/ice.2017.230
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When to Stop Eculizumab in
Complement-Mediated Thrombotic

Microangiopathies
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syndrome - Secondary hemalytic uremic syndrome
Transplant-associated-thrombotic microangiopathies -
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Abstract

The terminal complement-inhibitor eculizumab has dra-
matically changed the management of patients with atypi-
«cal hemolytic uremic syndrome (aHUS), and has also shown
promise for treating certain forms of secondary HUS (sHUS),
including that caused by drugs and solid-organ/hemato-
poietic stem cell transplant. While effective, eculizumab is
costly and inconvenient. In this review, we evaluate the lit-
erature on eculizumab cessation in these diseases to better
inform clinicians who consider stopping therapy. Reported
relapse rates in aHUS after stopping eculizumab are as high
as 30%, suggesting indefinite therapy is reasonable and

that patients who choose to stop should be closely moni-
tored. In sHUS, relapse is rare, justifying short courses of ec-

ulizumab. © 2078 5. Karger AG, Basel

Introduction

Thrombetic microangiopathies (TMA) are a group of
disorders characterized by the combination of intravascu-
lar microangiopathic hemolytic anemia, thrombocytope-
nia, and micro- and macrovascular thrombosis. The latter
pathologic findings can manifest as varying degrees of
end-organ damage, most commonly renal failure or neu-
rologic deficits. TMAs can be further subdivided into 3
categories: thrombotic thrombocytopenic purpura (TTP),
typical hemolytic uremic syndrome (typical hemolytic
uremic syndrome [HUS]), and the group of disorders
known as complement-mediated TMAs (Table 1) [1-3].

TTP is caused by a congenital or acquired deficiency
inthe metalloprotease ADAMTS13, resulting in impaired

fred: 23 Juby 2013

D0d: 102111 fejh 12185
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Arterial thrombosis in unusual sites: A practical review
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Abstract

& S<iznes Univers:

Drezon iobogy. workup, and trestments that all hematologists should be aware of.
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Whille cardiovascular dizease is common, cocasionzlly hematologists and other prac-
titioners will encounter patients with anterial thrombosis/infarction in unusual sites,
without clear cause or obvious diagnostic and treatment paradigms. Contrary to the
more commanly encountered cerebrovascular accident and cardiovascular disorders,
the various infanctions outlined in this review have unigue presentations, pathophys-

review

anatomic sounces and hypercoagulzble associations, while fiocusing on the epidemi-
alogy. pathophysiology, provoking factors, and current recommended treatments for
intracardiac thrombus, primary aortic mural thrombus, visceral infarctions, and aryp-

togenic limb ischemia to provide a useful and practical review for the practitioner.
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1 | INTRODUCTION TO ARTERIAL
THROMBOSIS

While comman farms of arierial dizease such as stroke and mya-
cardial infarction are well studied and approprate treatment aigo-

it are well descried, cosasionaly, pracitionsrs will sncs
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s with thrombasis in other arteries; the cause and
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trent of intracardiac thrombas, primary sortic mural thrombs,
visceral infarctions, and oryptozenic limb ischemia. {Table 1).

2 | ARTERIAL THROMBOSIS—ANATOMIC
CONSIDERATIONS
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foramen ovale with parsdodcal embolus, and walvular vegstation.

The minimal workup we consider in truly cryptopenic cases is assess-

ment for a candicembalic source including a transtharacic

ith injection of

echecardiagram in conjunction wi tated 52

trast and colar Dogpler imaging in order to detect 2 pate:

cvale. Dus &= the umique nture of intracardiss theamsi snd srimary
aartic mur;

ki, the following sectians e the spidami-

alogy, eticl and management of thess =

3 | INTRACARDIAC THROMBI
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More efficacious, equally safe: a meta-analysis comparing the safety
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Whether aspirin carries a favorable safety profile compared
to direct oral anticeagulants {DOACs) remains a topic of
controversy. A recent study by Hsu et al. illustrates how
providers often preferentially choose aspirin for patients they
perceive to be at high risk of bleeding, noting that over 38%
of patients who qualify for additional anticoagulation per
guidelines are actually managed on aspirin alone in real life
practice [1].

Past investigations comparing the safety profile of aspirin
against warfarin reveal no observable difference in bleeding
events [2]. In turn, DOACs have been shown to be cons
ently safer than warfarin, with pooled analysis demonstrating
decreased rates of total bleeding. major bleeding, and fatal
bleeding [3]. However. data directly comparing the safety
and efficacy of &spirin against DOACS has been sparse until
recently.

The 2017 publication of the EINSTEIN CHOICE trial
marked only the second large randomized controlled trial
comparing aspirin to full-dose DOACS [4]. The trial found
rivaroxaban to be significantly more effective at prevent-
ing recurrent venous thromboembolism (VTE) in high-
risk patients than aspirin. Before it. the AVERROES trial
showed apixaban was significantly more effective at pre-
venting embaolic strokes in patients with atrial fibrillation
tham aspirin [5]. Importantly, neither trial detected a sig-
nificant increase in bleeding rates with DOACSs when com-
pared to aspirin. The results of the aforementioned studies
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independently suggest that DOACs are significantly more
effective at preventing thromboembelic events than aspirin,
while carrying an equivalent safety profile.

In order to better clanfy the bleeding risks of DOACs ver-
sus aspirin, we used data from the two recently-published,
phase I trials—EINSTEIN CHOICE and AVERROES-t0
perform a pooled meta-analysis using a Mantel-Haenszel
random-effects model. In wotal, 3915 patients were treated
with a therapeutic dose DOAC (apixaban 5 mg BID or
rivaroxaban 20 mg daily) and 3922 were treated with varied
doses of aspirin (31 mg [46.9%], 100 mg [27.6%], 162 mg
[1B.5%], 243 mg [1.9%], 324 mg [5.0%]. and unknown dose
[0.2%]). Our analysis detected no statistically significant dif-
ference in major bleeding events (1.27 vs. 1LO7T%; p=042)
or clinically-relevant. non-major bleeding events (3.22 vs.
2.65%; p=0.14) between the two groups (Table 1),

Based on the results of our peoled analysis, we conclude
that aspirin is not appreciably safer than DOACs in terms
of bleeding risk. If. by chance, a true difference in bleeding
risk does exist. it is likely small and not clinically relevant.
Therefore, given the superior efficacy of secondary VTE
prevention in high-risk patients (HR 0.34; p<0.01) [4] and
stroke prevention in atrial fibrillation (HR 0.45; p<0.01)
[5]. these results suggest that DOACSs should always be pref-
erentially used over aspirin in these populations.

While current guidelines endorse the use of DOACs for
the primary prevention of stroke in atrial fibrillation, these
same guidelines continue to include aspirin as a possible
therapeutic option for patients with atrial fibrillation with a
low CHADS2-VASC score [6]. Furthermore, major society
guidelines continue to endorse the consideration of aspi-
rin for secondary p tion of venous th b bolism
in patients perceived to carry too high of a bleeding risk
for anticoagulation [7]. We speculate that the persistence
of these guidelines is both due to. and helps encourage, a
popular but ill-conceived and non-empirical notion that aspi-
rin is “safer”. The resultant real-world prescribing practices
are described by Hsu et al. in which nearly 40% of patients
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Choice of control group in randomised trials of cancer
medicine: are we testing trivialities?

Several trials in cancer medicine over the past 5 years
share two common features: first, they were used—
or were intended to be uwsed—to seek marketing
authorisation from the US Food and Drug Administration
(FDA) or European Medicines Agency, and second,

they test an experimental group against a weak
comparator that is infrequently used in practice. The
choices of comparators in four trials—those of ibrutinib
and rituximab versus rituximab in Waldenstrom's
macroglobulinaemia,® ibrutinib versus chlorambudil in

TILUAINIAY dyilsl TUAINIU. oI 101 Pauents wiin
Waldenstrém's macroglobulinaemia. At 30 months
of follow-up, ibrutinib plus rituximab  improved
progression-free survival compared with rituximab
alone® However, rituximab is rarely recommended
as the sole first-line therapy, typically being reserved
for slowly progressive disease. In an observational
dataset, which had the limitation of being self-reported,
only 24 (13%) of 180 patients with Waldenstrom's
macroglobulinaemia received single-agent rituximab.’
Moreover, ibrutinib has already been shown to have
single-agent activity and is approved for second-line
therapy. Is it then surprising that addition of an active
agent improves time to progression?

On March 4, 2016, ibrutinib received front-line
approval for lymphocytic leukaemia on the basis of
an RCT testing it against single-agent chlorambucil in
elderly patients.” However, as noted by Jeff Sharman
and colleagues in a survey of a large US registry at the
time of the study, “only 40 of 889 patients with chronic
lymphocytic leukaemia (45%) received chlorambucil
monotherapy as first-line therapy”* Moreover, Sharman
and colleagues point out that “Chlorambucil has served
@53 Comf or intrials of b i mab,
ofatumumab, and obinutuzumab, and  improved
progression-free survival have been reported with each
agent™ Thus, the use of single-agent chiorambucil
appears to be a poorly justified and, in dinical practice,
infrequently used choice of control.

In 2015, nivolumab was compared with dacarbazine
for melanoma* The trial investigators enrolled
patients between January, 2013, and February, 2014.
However, ipilimumab was approved for melanoma
on March 25, 2011, and was shown to confer survival
benefit if added to dacarbazine in the same year”
Thus, dacarbazine seems have been chosen, despite it
being known to be an inferior comparator at the time of
the study

LRI TSRS TR UTIRI R,

All these trials were done with the goal of expeditious
regulatory approval in the USA and Europe in broad,
front-line patient populations, but used control groups
that often did not reflect the current standard of care
in those nations. The results of these trials answer the
technical question of whether the experimental group
is superior to the control group, but they do not address
the health-care provider's principal question: is this
experimental therapy superior to the treatment | offer
my patients?

In several cases, the experimental agent had already
shown activity in the disease, and was already approved
for a later line of therapy; thus itshould not be surprising
that, when moved forward in therapy, the drug delays
time to progression. However, whether the drug is
best used as initial therapy or in a later line remains
unanswered.

As a profession, we oncologists must recognise
that the most precious resources in the clinical triaks
system are the patients. Patients are finite and scarce,
particularly those with less commen malignancies,
such as metastatic melanoma or Waldenstrom's
macroglobulinagmia. Vincent Rajkumar, a professor at
the Mayo Clinic (Rochester, MN, USA), recently wrote
regarding these trials, “For drugs on the market, the
RCT has to be fair and not biased. The control has to be
[standard of care]™ Adding, “when these kind of triaks
are published, we need to be honest that they cannot be
used to change practice”.®

The solution to the problem is for regulatory agencies
to demand that registration studies compare novel
dnugs to the most frequently used therapies in that
setting. Real world data can help to clarify which control
groups are representative. While agencies like the FDA
lack a comparative effectiveness authority, the agency
does have the ability to halt trials that vse control
groups beneath the standard of care. Exercise of this

TO THE EDITOR: Mark et al. evaluated quality of
life in patients treated with ICDs as compared
with optimal medical management. However, the
outcomes measured in this study may not cap-
ture Important psychosecial factors such as anx-
iety or the effect of a preexisting psychiarric diag-
nosis.

A limited number of studies suggest that ICD
implantatdon and subsequent shocks may exacer-
bate symptoms of anxiety, fear, and agorapho-
bia.** Although Mark et al. report that data pro-
vide some support for the use of ICDs in patients
with severely reduced systolic dysfunction, none
of the outcome measures specifically addressed
fear, anxiety, or both. We wonder whether anxi-
ety-specific instruments such as the State-Trait
Anxiety Index were included in the structured
interviews,

DURNAL of MEDICINE

There may be an increased risk of psychoso-
cial dysfunction among patients with preexisting
psychiatric diagnoses who undergo ICD implan-
tation.? In order to assess the generalizability of
these data to populations with a higher preva-
lence of coexisting psychiatric conditions, it would
be helpfu! to know abourt the baseline prevalence
of psychiatric illness in the study by Mark et al.

Robin M. Telerant, M.D.
Nathan Boyer, M.D.

Devan Kansagara, M.D.
Oregon Health and Sciences University

Portland, OR 97239
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Clinically meaningful benefit: real world use
compared against the American and
European guidelines

Jessica ). Dreicer’, Sham Mailankody”, Farhad Fahkrejahani® and Vinay Prasad®®

Although some cancer drugs offer large, indisputable
bengﬁsl. many drugs improve outcomes only margin-
ally”. Recognizing the need to develop therapies of
meaningful benefit to our patients, both the American
Society of Clinical Oncology (ASCO) and the European
Society of Medical Oncology (ESMOJ* have issued expert
guidelines stating the magnitude of benefit that is clini-
cally meaningful. These groups define clinically mean-
ingful as whether drugs meet benchmarks of
improvements in overall and progression free survival. For
example, the ASCO guidelines propose that a new che-
maotherapeutic result in a relative increase in the median
OF of at least 20% or 2.5-6 months®. .

Prior groups have compared approved drugs™ and ran-

Articles were excluded if the article did not pertain to
the field of oncology, the authors did not refer to a specific
drug or combination, the authors were not claiming a
meaningful benefit (ie., they were saying a meaningful
benefit does not exist), or the article did not reference a
randomized trial and no such trial could be found.

We extracted changes in overall survival (0S), pro-
gression free survival, or other dinical endpoints between
intervention and control arms that were deemed mean-
ingful benefit Descriptive statistics is provided. We

Table 1 Cancer types where meaningful benefit was used

domized trials® against the ASCO and ESMO threshald

however, to our knowledge, no analysis has compared the
ASCO and ESMO thresholds against oncologist's use of
the phrase *meaningful beneft’ in the published

Cancer types reported in the advanced or metastatic setting

literature.

We sought biomedical articles where authors explidtly
endorsed or stated that some numerical improvement in a
clinical outcome seen in 2 randomized controlled trial
constituted a meaningful benefit for a particular cancer
indication.

We searched Google Scholar with the terms "mean-
ingful benefit” and *oncology” or “meaningful benefit” and
“cancer,” and limited our results to 2014 and 2015, as we
were concerned with recent usage. Each article was
reviewed by |.J.0. who identified the claim of meaningful
benefit Our study was conducted between MNovember
2015 and March 2016,
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Teaching the internist to see:
effectiveness of a 1-day workshop in bedside
ultrasound for internal medicine residents

Ryan D. Clay', Hlizabeth C. Lee', Marc F. Kurtzman' and Renee K. Dversdal™

Itrasound Journal
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Abstract

Background: A growing body of evidence supports the use of bedside ultrasound for core Internal Medicine proce-
dures and increasingly as augmentation of the physical exam. The literature also supports that trainees, both medical
students and residents, can acquire these skills. However, there is no consensus on training approach.

Aim: Toimplement and study the effectiveness of a high-yield and expedited curriculum to train internal medicine
nterns to use bedside ultrasound for physical examination and procedures.

Setting: The study was conducted at a metrapalitan, academic medical center and included 33 Internal Medicine
ntems.

Program description: This was a prospective cohort study of a new educational intervention consisting of a single-
day intensive bedside ultrasound workshop followed by two optional hour-long workshops later in the year. The
nvestigation was conducted at Oregon Health & Science University in Portland, Oregon. The intensive day consisted
of alternating didactic sessions with small group hands-on ultrasound practice sessions and ultrasound simulations.
A 30-question assessment was used to assess ultrasound interpretation knowledge prior to, immediately post, and

& months post intervention.

Results: Thirty-three interns served as their own historical controls. Assessment performance significantly increased
after the intervention from a mean pre-test score of 183 (0.9 % correct) to 3 mean post-test score 255 (85.0%
correct), Pvalue of «0.0001. This performance remained significantly better at 6 months with a mean score of 238
(793 % comect), Pvalue <0.0001. There was significant knowledge attrition compared to the immediate post-assess-
ment, P value 0.009%.

Conclusions: A single-day ultrasound training session followed by two optional noon conference sessions yielded
significantly improved ultrascund interpretation skills in intermnal medicine interns.

Keywords: Bedside ultrasound, Physical examination, Point-of-care ultrasound, Graduate medical education,
Ultrasound education, Internal Medicine education

hnol such as the

Background
The twenty-first century has witnessed 3 dramatic
and rapid expansion of the availability and use of tech-

nology in patient care. Improvement of pre-existing

t of Madicine, Oreg

m Jackson Park Road, OF

ization of ultrasound
dovices, has significantly expanded the range of use
for these devices. Trauma Surgery pioneered the use of
point-of-care ultrasound. Emergency Medicine followed
by Critical Care then embraced and popularized bed-
side, provider-performed ultrasound, beginning in the
1970s. Many bedside ultrasound applications have been
validated, and several specialties have ACGME train-
ing requirements for training in ultrasound. The Inter-
nal Medicine community has been slower to incorporate

Use of Electronic Health Record Simulation to
Understand the Accuracy of Intern Progress Notes
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Leah M. Wilson, MD
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Jeffrey A. Gold, MD

in the generation of daily progress notes.

discharge summary.

Background With the widespread adoption of electronic health records (EHRs), there is a growing awareness of problems in EHR
training for new users and subsequent problems with the quality of information present in EHR-generated progress notes. By
standardizing the cse, simulation allows for the discovery of EHR pattems of use as well as a modality to aid in EHR training.

Objective To develop a high-fidelity EHR training exercise for internal medicine intems to understand pattems of EHR utilization

Methods Three months after beginning their intemship, 32 interns participated in an EHR simulation designed to assess patterns
in note writing and generation. Each intern was given a simulated chart and instructed to create a daily progress note. Notes were
graded for use of copy-paste, macros, and accuracy of presented data.

Results A total of 31 out of 32 intems (97%) completed the exercice. There was wide variance in use of marosto populate data,
with multiple macro types used for the same data ategory. Three-quarters of notes contained either copy-paste elements or the
elimination of active medical problems from the prior days’ notes. This was associated with a significant number of quality issues,
including failure to recognize a lack of deep vein thrombosis prophylaxis, medications stopped on admission, and issues in prior

Conclusions Intems displayed wide variation in the process of creating progress notes. Additional studies are being conducted to
determine the impact EHR-based simulation has on standardization of note content.

Introduction

The electronic health record (EHR) has become the
major source of clinical information and documenta-
tion in health care. Consequently, graduare medical
education trainees spend an increasing amount of
time with the FHR.* With increased FHR use, a
growing number of problems related to the integrity
and quality of information has been communicated,
including the use of word processing “copy-paste™
functionality and predefined macros to populate
notes; wide variations in individual use of these
funcrionalities have also been reporred.™ This affects
users” ability to cognitively process the large volume
of information within the record in an effective
manner, especially when related to the recognition
of issues that can cause patient hamm.’
Consequently, a number of core competencies for
EHR-based education of new learners has been
proposed.®” However, the ideal method to optimize
EHR training remains to be established. At Oregon

DOt hitp://dx.doi.org/10.4300/JGME-D-15-00201.1
Editor's Note: The online version of this article contains a table of 28
«core competendies for intern electronic health record wse.

——————

Health & Science University (OHSU), we have
employed high-fidelity simulation to create training
exercises that mimic real world clinical cases to train
and assess EHR competencies for medical students
and residents; participation in these exercises signif-
icantly impraves effective EHR use.™”

In this article, we describe the creation of an EHR
simulation exercise based on progress notes as part of
an intern learning week, as well as the lessons learned
with respect to intern EHR use pattems.

Methods

Three months after beginning residency, all OHSU
internal medicine interns participated in a weeklong
“Intensive/Boot Camp™ designed to prepare them to
handle common problems and procedures. During
this week, interns were split into groups of § or 6
members, and then rotated through & predefined
stations throughout the week.

OHSU health care employs EpicCare (Epic Sys-
tems, Madison, WI) as its enterprise EHR. All interns
received 1.5 days of Epic training delivered by the
OHSU Epic Treaining Team ar the beginning of
residency. Training includes instruction on real world
task completion relevant to intems’ clinical pracrice.

—— —
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EPA in an Internal Medicine
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Resident-Faculty Collaborative Approach
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Brian CHAN, MD, MPH
HONoRA ENGLANDER, MD
KyLe Kent, MD

Sima Desal, MD, FACP

Apam OBLEY, MD

DaviD HARMON, MD, MPH
Devan Kansacara, MD, MCR

Abstract

Background Residency training and evaluation are
moving toward competency-based models. Managing
transitions of care is 1 of 16 entrustable professional
activities (EPAs) that signal readiness for independent
internal medicine practice. Methods for developing EPAs
are evolving within the medical education community.

Objective 'We describe a process for developing a
transitions-of-care EPA for internal medicine inpatient
and ambulatory settings using an iterative, consensus.
building. resident-faculty collaborative approach.
Metheds We used an independent rank-ordering
process and successive consensus group meetings to cull
an initial list of 142 developmental Milestones to the 15
most relevant to transitions of care for internal medicine
patients in an academic medical center and affiliated
Veterans Administration hospital. Four senior internal

medicine residents and 4 internal medicine faculty
members representing inpatient and ambulatory
practice settings identified examples of specific tasks
and evaluative techniques for each Milestone.

Results We demonstrate a feasible resident-faculty
collaboration to develop transitions of care as an EPA for
an internal medicine training pregram. Inclusion of
residents along with faculty provided broader insights
as well as an important learning opportunity for
trainees.

Conclusions Our process demenstrated the feasibility of
designing an EPA, but questions remain about how
entrustment-based evaluation can be implemented in
clinical settings. Our framework may serve as a
foundation for EPA development in other areas of clinical
practice.
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Introduction

Entrustable professional activities (EPAs) are the core
activities that, together, define tasks to be executed by an
unsupervised trainee once he or she has arcained sufficient
mastery.'* The EPA framework is now used to organize the
key developmental Milestones that serve as performance
benchmarks of trainee assessment.® A Milestones task force
made up of educators and experts convened by the
Accreditation Council for Graduare Medical Education
(ACGME) and the American Board of Internal Medicine
defined 142 developmental Milestones across 16 proposed
EPAs.”* Methods to operationalize EPAs and incorporate
Milestones into their framework are evolving.*5-!!
Managing transitions of care, including patient hand
offs from one care setring to another, is a proposed EPA of
interest in the era of duty hour limits and specialized care
teams. ' Prior work on how to incorporate Milestones into
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A WORD ABOUT IMPACT FACTOR

® Does im pa ct factor tru |y matter??? Appendix Table. Top 100 Medical Journals, by 5-Year Impact
. . IF Rank, Medical Articles IF
u nght hiche Journal Title Journal Published
. . Citations in 2009-2013
= Right audience in 2014
. . . 1. CA Cancer J Clin 13181 100 131.81
= Best chance of getting published v shooting for the stars? , /\J'En!;;,'_;'M._w-; 95400 1754 54.39
3. Annu Rev Immunol 54650 121 46.69
= Role of the mentor 4. Nat Rev Cancer 15 340 346 4434
5. Lancet 60 497 1416 42.72
= Role of the Cover Letter 6. Nat Rev Immiund 12762 342 37.32
7. JAMA 35370 1140 31.03
8. Cancer Cell 13 844 508 27.25
Annals of Internal Medicine / Impact factor 9. Lancet Oncol 16 793 640 26.24
10. Lancet Neurol 11 109 452 24.58

19.384
2017

Journal of General Internal Medicine / JGIM is ranked #1 in the Google Scholar H-5 Index of Primary Health Care, with a 2016 H-5

European Journal of 1 Index of 61.
g y Impact BMJ Case Reports does not have an Impact Factor. Case reports are
3 . 7 0 1 Factor rarely cited and so the Impact Factor would always be low. We
Edited By: Karl-Anton Kreuzer e measure the success of BMJ Case Reporis not on citation but on its
2016 educational value to healthcare professionals wherever they practice.

Impact factor: 2.595



MILEAGE & MOMENTUM

= Abstract to poster/presentation to publication
...And poster to poster to poster!

Risk Factors for Mortality Among Those with Peripheral Arterial Disease
Stephen M. Amrock, MD, SW; Chertie Z Abraham, MO, njac Jung, MDY, Pamela 8. Morr ; Michael D. Shapiro, DO
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GET THEE TO A...CONFERENCE!

Christopher Jackson

Fepi | Follow |
@seis_matters

As conference season starts for some, it's
time for a reminder that posters are 100 ADVIICING

: EARTHAND
*not* a poor 2nd-choice to a talk. You t“uu SPACE SCIENCE
research is not worse because of the
format you present it in. Propagation of

this idea is hurtful. Some choose this
format deliberately. Don't devalue them

4:18 AM - 30 Nov 2018 Alison Koleszar
\ Follow |
{@akoleszar

Poster sessions are my favorite part of
conferences. Don't we attend conferences to
interact with each other and exchange ideas?
Poster sessions (face-to-face conversation!)

- . . . Christopher Jackson
facilitate discussion. Seeing a talk feels @xcis maters
Geologlst SIC|§) @EarthArXiv &

I.p.assn.fe—— Iseelng a poster feels active.

1 #AGU18 :
1

@lobefrin —|Profe55|onal Mldlander|Tries
really hard]=£ ackInSTEM|#Blackademic|
1

# 3 2AIDE24




“GET THE JOB DONE”

= LOCAL VENUES
: Oregon ACP WHY,MAKE/CHICKEN SALAD
= NW SGIM .
= Oregon Geriatric Society
= Oregon Critical Care
= IDSO (Image Challenge)
= Oregon Gut Club
= OHSU GME Performance Excellence Week
= OHSU Research week
= OHSU Alumni Association paper of the year

mamsgenerator.nas



A WORD ABOUT IMPACT FACTOR

Choose the right journal: Think. Check. Submit.
Rison et al. Jounal of Medical Case Reports (2017) 11:198 f The “Think. Check. Submit.” campaign arose in response
DOl 10.1186/513256-017-1351-y Journal o to concerns about publishing practices, and the effort is
Medical Case REpOFtS supported by a coalition of scholarly publishing organi-
zations. “Think. Check. Submit.” takes a positive ap-
proach to help researchers identify credible journals,
providing up-to-date guidance for choosing where to
EDITORIAL OPe" Access publish [18, 19]. To ascertain whether a journal is

trusted, authors are advised to follow this checklist:
@ Crosshark

H OW to Choose th e beSt jou rnal for your ¢ Do you or your colleagues know the journal?

— Have you read any articles in the journal before?
ca S e re port — Is it easy to discover the latest papers in the
journal?
e Can you easily identify and contact the publisher?
— Is the publisher name clearly displayed on the
journal website?
— Can you contact the publisher by telephone,
email, and post?
e Is the journal clear about the type of peer review it uses?
— Does the journal site explain what these fees are
for and when they will be charged?
¢ Do you recognize the editorial board?
— Have you heard of the editorial board members?
— Do members of the editorial board mention the
journal on their own websites?

Richard A. Rison'”, Jennifer Kelly Shepphirdﬂ' and Michael R. Kidd*”

https://www.ncbi.nim.nih.gov/pmc/articles/PMC5522590/pdf/13256_2017_Article_1351.pdf



SUBMISSION PROCESS

®The dreaded “Submission Checklist” and “Author Instructions”
= Spell check, grammar, etc...

= Title page @I METIN @UUI N D iF ﬁﬂ) ngﬂ

= Word counts
= Image formatting (300 DPI)

= Cover letter S
<§)<.‘J
= Conflict of Interest forms, etc. T <& /

® Muscle memory!
® Frontload, frontload, frontload




“WAIT FOR IT”

" |If not accepted:

= Read any reviewer comments w n“ '0' mm u“
YOU'RE RUNNING OUT OF TIME2"

v

= Try another journal

Try to modify (if needed for new journal) and
resubmit as quickly as possible while everything is
still fresh

Apply feedback from prior reviewers
= |f accepted with revisions
= Respond and resubmit ASAP
" When published:
= DISSEMINATE!
= DISSEMINATE!
= DISSEMINATE!




H#OHSUSCHOLARSHIP

®m Barriers:
= Time
CARPAL TllNNEl
Life G{: &

Time lag—what was that MRN number? 5
Taylor submission type to the time you have .(‘

= Experience
Incomplete knowledge of the submission options

= Partner

L ack of mentor CARPAL TUNNEU'EVERYWHERE

Nervous to approach mentor
Other residents/students?

= Lack of organization
= Activation energy
= Carpal tunnel from spending too much time on EPIC/CPRS




RESOURCES AT OHSU

= Digital Based Resources:
= Website
= Newsletters
= Emails
= People:
= Assistant PD for Scholarship
= Linked APDs
= SPeAR
= Liaisons

]-IELP ME...

= Word on the street (other residents)

® Curriculum:

= Noon conferences
= 29?7




l € nhitp://www.ohsu.edu/xd/education/schools/schocl-of-medicine/departments/clinical-dep 2 ~ & ||| P Pandora Radio - Listen to Free .| @ Resident Scholarship | Inter...
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Options ~ |

OHSUHome FindaDoctor Donate Jobs Directions Contact

School of Medicine

Department of Medicine

Search Medicine Enter keyword

Department of Medical Student Residency Program Fellowship Programs Contact Us
Medicine Divisions Program

OHSU Home - Education - Schools - School of Medicine - Departments, Centers & Institutes . Clinical Departments - Dept. of Medicine - Residency Program - Scholarship

Department of Medicine

Scholarship

=3 e

o S o ¥
Department of Medicine Divisions .

About

Medical Student Program

Residency Program

Applicant Information & Resources

People
Program Scholarly activity is an integral part of clinical training for OHSU residents. It is an essential component of creating a love of life-long
ceholarsit learning and clinical curiosity in all areas of medicine. Scholarship can also easily be a fun and fulfilling niche within a clinical
cholarship
practice. Scholarship may take many forms, including clinical/translational research, journal review articles or book chapter publications,
Past Posters and Conference A g 25 3 G2 = % &
S case reports and clinical images, quality improvement projects, and presentation of abstract or oral presentations at local, regional, or
national conferences and society meetings.
Past Publications
Since 2013, residents have been required to participate in a minimum of two scholarly activities per year for inclusion in their educational
Scholarship of Scholarship ("How ” :
to" portfolio as follows:
)
GEpOmAlbtiss A Mectortie At least one of the following;
Portland & Oregon « First author and presenter of a regional or national poster presentation (eg. SGIM, ACP, IDSA, ASN, DDW, ACC, ACG, or any other

conference) v



ONE DOES &01'@“@;

> |

P g e
TALKMOREABOUT WRITING
THANAGTUALLY WRITING

QUESTIONS?



H#OHSUSCHOLARSHIP

ESummary:
" Do something

=" Find passion and excitement in this
“extra” work

= Make it count

= Make it count more than once
"=Don’t go at it alone

= Keep your eyes open

= Ask!




