THE HILLS ARE ALIVE WITH DIAGNOSES
— IF 1 JUST KNEW WHAT THEY WERE

S CLYDE PARTIN, MD S

DIRECTOR, SPECIAL DIAGNOSTIC SERVICES, EMORY UNIVERSITY

ATLANTA, GA
THIRD INTERNATIONAL CONFERENCE ON RARE AND UNDIAGNOSED DISEASES
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EMORY SPECIAL DIAGNOSTIC SERVICES

* OPEN FOR 30 MONTHS AS OF 1 MARCH 2016
196 PATIENTS SEEN AS OF 9 JAN 2016
« 8 HAVE DIED (UNDIAGNOSED
NEUROLOGICAL ILLNESS; TESTICULAR
CANCER (SUICIDE?); ACUTE MI
(HEPATOMA); LUNG CANCER; 2
RENAL CELL CANCER; MAC; ACCIDENTAL | ;' in
DRUG OD (HEROIN); UNDX GI/NEURO e
« SCREENED 630/ ACCEPTED 197 (31%)
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James B. Williams Medical Education

Building Emory University






T
NEUROLOGICAL PHENOMENON ™=

* MOST COMMON PHENOTYPE BOTH PEDIATRIC & ADULTS NIH
PROGRAM 43% APPLICANTS & 53% ACCEPTED PATIENTS

« EMORY - 20/ 103 ACCEPTED PATIENTS PRIMARY PHENOTYPE
NEUROLOGICAL (19.4%)

« NIH - MOST COMMON DIAGNOSTIC CATEGORY 15 (38%)
(39/160)

s EMORY - 17/ 102 FINAL DIAGNOSIS NEUROLOGICAL ICD-9
(16.7%) > MOST OF ANY CATEGORY

s EMORY — NEUROLOGY CONSULTS
MOST IN ANY SPECIALTY (50)
S. FREUD IN OFFICE AT 19 BERGGASSE




SPECIAL STATUS? -

* ASSERTION THAT MORE THAN OR DIFFERENTLY e
FROM OTHER PATIENTS REVEALS SOMETHING ABOUT| The Neur
BEING HUMAN — PHILOSOPHICAL STATUS OF MAN =

s THERE CLEARLY ARE CASES WHERE NEUROLOGICAL
ILLNESS APPEARS TO TOUCH METAPHYSICS OR THE
MONUMENTAL

* NEUROLOGICAL PATIENTS, COMPARED WITH OTHER
PATIENTS, SHOULD BE SEEN AS THE SOURCE OF
QUALITATIVELY DIFFERENT INSIGHTS

BOOK REVIEW BY ROGER SMITH: THE NEUROLOGICAL PATIENT IN HISTORY, 2012. ED. BY LS JACYNA
& ST CASPER. IN BULL OF THE HISTORY OF MEDICINE, YOL 89(4) WINTER 2015, PP.810-812



THE NEUROLOGICAL QUESTION

THE NEUROLOGICAL PATIENT IS SPECIAL? IF sO, WHY??
DISTANCE BETWEEN INSANITY AND NEUROLOGY IS NOT

SO MUCH. (FUNCTIONAL VS ORGANIC)

NEUROLOGY CASE CONFERENCES WERE SOME OF THE EARLIEST
NEUROLOGY CASES AMENABLE TO POPULAR LITERATURE

- NEUROLOGIC
ATHOLOGICAL
ENCES OF THE
ASSACHUSETTS

RAL HOSPITAL

NO TREATMENT FOR MANY OF NEURODEGENERATIVE DISEASES (OR GENETIC

DISEASES MANY OF WHICH MANIFEST NEUROLOGICALLY)
CENTRALITY OF NERVOUS SYSTEM TO CONCEPTION OF SELFHOOD
NEUROBIOLOGY UNDERGRADUATE PROGRAMS (NBB)
SUBJECTIVE SYMPTOMS - NO VISIBLE SIGNS OF DISEASE
NEUROLOGICAL REQUIRES PATIENT PARTICIPATION

i ProfeinSynthesis DMA
{2-3%) :




NEURO-PSYCHIATRIC CONUNDRUMS:
WHAT CAN BE DONE?

* INTERFACE BETWEEN NEUROLOGY AND | &
PSYCHIATRY IS COMPLEX (CONVERSION)| |

 WE TRACK Q-LESQ-SF AND W&SAS

 MARK & BARBARA KLEIN MIND-BODY
CONFERENCE SERIES > CONTROVERSIAL
LABELS AND CLINICAL UNCERTAINTIES:
PSYCHOGENIC DISORDERS, CONVERSION
DISORDER, AND FUNCTIONAL SYMPTOMS




PSYCHOSOMATIC ISSUES  Markand Barbara Klein Mind-Body Conference Series

Controversial labels and clinical uncertainties:
* FUNDING FOR 9 MORE CONFERENCES |

NEUROLOGISTS & PSYCHIATRISTS
COULD WORK TOGETHER BETTER
WHY DON’T PSYCHIATRISTS DO
NEUROLOGICAL EXAMS?
POPULATION YULNERABLE &
EXQUISITELY SENSITIVE TO SENSE OF
ABANDONMENT

DEDICATED CLINIC FOR THESE PATIENTS || (%)
MIND-BODY DUALISM EVOLVING §

Psychogenic disorders, conversion disorder, and functional symptoms




PSYCHIATRIC & NEUROLOGICAL DIAGNOSES

MENTAL DISORDERS NERVOUS SYSTEM AND SENSE ORGANS
(N=9) (N=17)

DEPRESSION (3) MIGRAINES (5)
CONVERSION DISORDER PRIMARY LATERAL SCLEROSIS (2)
ANXIETY (2) AUTONOMIC GANGLIOPATHY
DISORDERED EATING PSYCHOGENIC TREMORS
SENSORY INTEGRATION DISORDER POTS/DYSAUTONOMIA (3)
MIXED ANXIETY-DEPRESSION SMALL FIBER NEUROPATHY
MYASTHENIA GRAVIS (2)
CEREBELLAR ATAXIA
APPRECIATION TO NIH, WILHELM PARKINSON'’S DISEASE

FOUNDATION AND UNIVERSITY OF VIENNA









A SISYPHEAN TASK

* FAILURE TO MAKE A
DIAGNOSE REMAINS
A COMMON THEME

* SUCCESS IS MORE
SWEET WHEN A
DIAGNOSIS DOES
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TODAY’S AGENDA ==

s REVIEW OUTCOMES/ STATISTICAL DATA FROM EMORY’S
DIAGNOSTIC CENTER

 REVIEW ONGOING CHALLENGE OF DEFINING “CORRECT
DIAGNOSIS”

 WHAT ARE THE ONGOING ISSUES?

s NEUROLOGY > THE MIND-BODY INTERFACE: NEW
THOUGHTS ON PSYCHOSOMATIC PROBLEMS:
CONTROVERSIAL LABELS AND CLINICAL UNCERTAINTIES

« ONE CASE IN THE PIPELINE: A PERFECT (?) EXAMPLE OF
WHY DIAGNOSTIC CENTERS EXIST y

») EMORY
& CLINIC

Special Diagnostic Services

ONNFCHO \ ,LJ




DEFINING DIAGNOSIS

 PLURAL > DIAGNOSES > VERB FORM TO DIAGNOSE

* ROOT: DISTINGUISH/DISCERN/THOROUGHLY/TO LEARN
& TO KNOW/PERCEIVE

« OED: DETERMINATION OF THE NATURE OF A DISEASED
CONDITION; IDENTIFICATION OF A DISEASE BY CAREFUL
INVESTIGATION OF ITS HISTORY AND SYMPTOMS; ALSO
THE FORMALLY STATED OPINION RESULTING FROM SUCH
INVESTIGATION. TERM ENTERED LANGUAGE AROUND
1625 > PHYSICKE DIAGNOSTICKE.

* MORE DIFFICULT ISSUE: WHAT CONSTITUTES A T
CORRECT DIAGNOSIS? |y |



DEFINING CORRECT DIAGNOSIS

« NIH: “MOST SATISFYING DEFINITION OF DIAGNOSIS
INCLUDES AN UNDERSTANDING OF DISEASE
PATHOGENESIS, LINKING GENETIC AND CLINICAL
FINDINGS AND INFORMING PROGNOSIS AND
THERAPY.” (GAHL 2011)

- ETioLocy. ETIOLOGY. ET[OLOGY.

 BASIS UPON WHICH THE DIAGNOSIS WAS ACHIEVED

« SPECULATIVE VS DEFINITIVE

« SYMPTOMS DO NOT COUNT AS A DIAGNOSIS

*BAsIsS FOR DX AT NIH 39/160

Basis 9/30.13 - n=115
9/30/15

Autopsy

Biochemical

/ Lab result

Clinical
Acumen

Culture
CSF Fluid

Genomics

Pathology

Radiology

Response to
Treatment

Surgery

0

19 (26%)*
(16.5%)

59 (100% )*
(51.3%)

0

1
(0.008%)

0 (49%)*
22 *31%)
(19.1%)

12
(10.4%)

2
(1.7%)



Dx CLINIC OUTCOMES

OUTCOME YEAR1 - 2014 YEAR 2- 2015 TOTAL

DEFINITIVE 54 (54%) 42 (52.5%) 96 (53.3%)***
DIAGNOSIS

SPECULATIVE 16 (16%) 6 (7.5%) 22 (12.2%)
DIAGNOSIS

NO UNIFYING 28 (28%) 12 (15%) 40 (22.2%)
DIAGNOSIS

W/UIN (0 18 (22.5%) 18 (10%)
PROGRESS

OTHER 2 (2%) 2 ( 0.3%) 4 (0.2%)

GENEROUS USE OF ACCEPTING DIAGNOSIS AS CORRECT AND

WORTHY. SOME CASES TURNED OUT TO BE NOT SO COMPLEX. WE STILL

HAVE PLENTY OF FAILURE.




PHENOTYPE PRESENTING COMPLAINT

PHENOTYPE PHENOTYPE
20 (19.4%)
4 (3.9%)
0
7(6.8%)

6 (5.8%)

Allergy

Cardiovascular 15 (15.6%)
Dermatology 11 (10.7%)
Endocrine 0

ENT 4 (3.9%)
Fibromyalgia/CFS 4 (3.9%)
GI

Gynecology 2 (2.0%)
Hematology

Infectious Disease 7 (6.8%)
Immunology S (4.9%)
Metabolic

Neurology
Oncology

Ophthalmology

Orthopedics
Pain
Psychiatry
Pulmonary

Renal

Rheumatology

4 (3.9%)

9 (8.7%)
3(2.9%)

2(2.0%)



DX ICD-©9 GROUPS N=102//SPECULATIVE &
DEFINITIVE

Infect/Parasitic
Neoplasm
Endo/Metab/N
Blood/Blood For
Mental Disorder
Nervous System
Circulation
Respiratory

Digestive

») EMORY
& CLINIC

001-139
140-239
240-279
280-289
290-319
320-389
340-459
460-519
520-579

17
11

11

Special Diagnostic Services

Pregnancy

Skin
Musculoskeletal
Congenital
Newborn
Signs/Symptom
Injury/Poison.
V & E codes

580-629
630-679
680-709
710-739
740-759
760-779
780-799
800-999

11

o W W O W



CONSULTS/PROCEDURES

—EI_EI_ 2 YEAR TOTAL

NEUROLOGY

Gl 18
CARDIOLOGY 14
MRIs 23
CV STUDIES 30
GI STUDIES 15
CT SCANS 24

EMORY
CLINIC

Special Diagnostic Services

12
17
53
15
3

17

30
31

76
45
18

.
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MOVING IN THE DIRECTION OF RAIN

* PATIENTS UNHAPPY BECAUSE NO DIAGNOSIS ACHIEVED
* PATIENTS UNHAPPY BECAUSE WE DECLINED TO ACCEPT

* PATIENTS UNHAPPY BECAUSE THEY CALL TO MAKE
APPOINTMENT AND WE ASK FOR RECORDS AND LETTER
FROM THEIR DOCTOR

* PATIENTS UNHAPPY BECAUSE WE WILL NOT BECOME
THEIR PRIMARY CARE DOCTOR - i

* PATIENTS KEEP CALLING WITH EVERY
NEW SYMPTOM

T S



CASE. RARE DISEASE

 55M FROM MEXICO PRESENTS WITH A HISTORY OF NEW ONSET ABDOMINAL PAIN 2
YEARS AGO. PANENDOCOPY WAS NEGATIVE.

« CTA SHOWED MULTIPLE ABDOMINOPELVIC ANEURYSMS

* PERCUTANEOUS STENTS PLACED IN ILIAC & IMA DUE TO DISSECTIONS .
TWO YEARS LATER HE HAD RECURRENT ABDOMINAL PAIN

* IMAGING SHOWED A NEWLY OCCLUDED
HEPATIC ARTERY

IMAGES PROVIDED BY
JON MASOR, MD



EMORY LAB DATA

* WBC 6.5 (NORMAL DIFFERENTIAL) , HCT 42,
MCV 85

* METABOLIC PANEL — NORMAL, CREATININE
0.7

 LiPID PANEL LDL 130, HDL 52, LPA 92
(ELEVATED)

*PSA=0.98,ESR =1, CRP = 1.5. NORMAL
THYROID

 HIV, HBSAG, HBSAB, HCV NEGATIVE

« ANA, ANCA, ENA, C3, C4, RPR, SPEP =
NEGATIVE

o
s AORTOPATHY PANEL NEGATIVE i



SEGMENTAL ARTERIAL MEDIOLYSIS

« NON-ATHEROSCLEROTIC NON-INFLAMMATORY ARTERIOPATHY
* ETIOLOGY: UNKNOWN e
 MEDIAL LAYER ARTERIAL WALL LYSED WITH
SUBSEQUENT ARTERIAL STENOSIS, DISSECTION,
OCCLUSION, AND ANEURYSM FORMATION
* INJURIOUS PHASE OF SEGMENTAL ARTERIAL
MEDIOLYSIS (SAM). ARROW SHOWS AREA
OF TRANSMURAL MEDIOLYSIS ARROWHEAD
SHOWS TEAR SEPARATING OUTER MEDIA
FROM THE ADVENTITIA (1)

- .

(1) Slavin RE. Segmental Arterial mediolysis: A clinical-pathologic review, its role in fibromuscular dysplasia and description and differential diagnosis of the
masquerader-muscular artery cystic necrosis. World Journal of Cardiovascular Disease. 2013

(2) Shenouda M, Rija C. Renton S. Segmental Arterial Mediolysis: A Systematic Review of 85 Cases. Annals Vasc Surgery 2014



VIENNESE MEDICAL HERITAGE

* Theodore Bilroth
e Karl Landsteiner
e Karl Jung

* Victor Eisenmenger



Thank you for giving so much of
yourself in all that you do for the
Woodruff Health Sciences
Center. Wishing you the best
holiday and a healthy and

meaning

Mike and Trina Johns







