Food and Drug Administration
Center for Food Safety and Applied Nutrition
Office of Special Nutritionals

ARMS#

[ LV us ]
AT D D 0

5 - SUMMARIES

000001



ORIGINAL

‘
. ”

. Date Dictated: 09-15-97

Med. Rec. No:

Patient’s Name:

DISCHARGE SUMMARY

’ Date of Admission: 06-13-97
Date of Discharge: 06-20-97

CHIEEF COMPLAINT: Progressive weakness in both lower limbs and both upper
limbs and shortness of breath.

HISTORY: The patient is a 47 year-old right-handed African-American
female. She has been having progressive weakness in the four limbs, plus
respiratory problem in the last three months for unknown etiology.

EAST HISTORY: The patient has had no past history of any medical problem
prior to this problem.

FAMILY HISTORY: She has a strong family history of high blood pressure and
arthritis,

‘MERICATIONS: The patient’s medications at the time of admission were
Carnitine, vitamin B2, Lasix, and potassium chloride.

PHYSICAL EXAMINATION: Her general examination at the time of admission was
within normal limits, except diminished breath sounds bilaterally on the

lung examination and holosystolic murmur on the cardiovascular examination.
Neurological examination - mental status, she was alert and oriented times
three. Language function was intact. Cranial nerve examination - optic
nerve, full visual field, no cuts, Cranial nerves III, IV and VI -
extraocular muscles were intact. No nystagmus or diplopia. Cranial nerve
VII intact. Cranial nerves VIII, IX, X, XI and XII intact. Motor
examination - she has motor power of +3 throughout the right side and 3-
over the left side. She is weaker in the proximal muscles bilaterally.
Deep tendon reflexes were +1 throughout, downgoing toes, Cerebellar
function examination was intact. Gait - she is unable to walk.

LABQRATORY STUDIES: She had sodium of 142, potassium 3.6, chloride 100,
HCO3 32, BUN 8, creatinine 0.5, glucose 114. She has CPK of 13,524 at the
time of admission. LDH 2,330. Magnesium 1.6. BAmylase less than 30. SGOT
322, SGPT 200.

HOSPITAL CQURSE: The patient was admitted to the Neurology Service, was
started on a high amount of intravenous fluids. The patient was started
on prednisone 40 mgs. g.d. Chest X-ray was done and showed cardiomegaly.

Previously the patient had muscle biopsy done by Dr. —and the
results were pending. Gastroenterology was consulted. The patient had

swallowing study and they decided that the patient can eat soft food.
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Date Dictated: 09-15-97

DISCHARGE -SUMMARY

"DT: 09-18-97

Discharge Summary Continued... Page 2

She had mild dysphagia. The patient improved slightly while she was in the
hospital and she was seen by both Physical Therapy and Occupational
Therapy. The patient was discharged to rehabilitation hospital on
prednisone 20 mgs. q.d. with weaning of prescription, Prilosec 20 mgs. q.d.
prescribed by Gastroenterology, Levocarnitine oral solution 500 mgs.
b.i.d., heparin subcutaneously, vitamin B2 60 mgs. q.d., Lasix 80 mgs. q.d.
and intravenous fluids. The patient was given instructions to follow up
with Dr. Her neurological examination did not show big changes
at the time of discharge.

M.D.

Dictated By: Dr.
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DIAGNOSES THIS ADMISSION (ABSOLUTELY NO ABBREVIATIONS)
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ADM‘SSlON OF THE PATIEN TO THE HOSPlTAL
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- PATIENT DISCHARGE DATA SUMMARY

MRN : AME : ADATE: 06/13/97 DDATE: 06/20/97
. ATTENDING PHYSICIAN: DR. MD
" DIAGNOSES: - —

MYOPATHY NEC
HYPOSMOLALITY

ALKALOSIS

HTN HEART DIS NOS NO CHF
DIARRHEA

NAUSEA WITH VOMITING
DYSPHAGIA

DISORDER PHOS METABOLISM
DISORD MAGNESIUM METABOL

PROCEDURES :

e

I AGREE WITH THE DIAGNOSES AND MAJOR PROCEDURES LISTED ABOVE.

SIGNATURE: DATE:
DR. MD

- DATE 07/09/97 TIME 10:56 ACCT
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REVIEW OF SYSTEMS # (Line through symptom if negative;

circle if positive; Label section heading and symptom at right and describe.)
GENERAL DERMATOLOGIC

‘| appetite fever rash / skin lesions
@ diaphoresis — . —-
weight loss  rigors .GF -

- nausea / vomiting

HEENT / Neck -~ — bowel habits
A\ in acuity ~— jncontinence
hearing loss Hx of 1) ulcer and/or bleed
vertigo / dizziness / 2) pancreatitis
lightheadedness melena
bright blood per rectum
CARDIOPULM jaundice
new cough
chronic cough HEMATOLOGIC
A\ in character Easy bruising > 2 cm

hemm. i Bleeding from gums
(dyspnea epistaxis
PND transfusion history

chest pain
NEPHRO / UROLOGIC

BREASTS buruing
mass/ discharge / pain hesitation
frequency / nocturia
REPRODUCTIVE incontinence
G___ P_ A___ “ hematunia
A in menstrual periods
discharge . . NEURO / PSYCH
new headache
EXTREMITIES Hx of depression (depressed
edema (bi / unilateral) =  mood / anhedonia / sleep dis-
claudication turbances / crying spells /
arthralgias suicidal ideation )

1x of other psychiatric illnesses

EXAMINATION
VITALS Temp ° C (oral/rectal)
BP / mm Hg (supine) / mm Hg (standing)
Pulse /_min (supine) | min (standing)
Respiratory rate / min
GENERAL DESCRIPTION ¥ (For sections that follow, describe all pertinent positive and negative findings)
Neck / HEENT

thyroid {QJ@ \

lymph nodes \ A

carotid bruits/”) B
CHEST - ﬁ

Chest wall / Back _ %d <l \‘a@\—\/\/’,n/)“g A AN A~ . .

Lungs <l "~ B2 S
Breasts

HEART '\
PMI (location / character / size)

b (Rhythm / §1,2)3,9) m \/
(murmurs 3 i \J/M\ Wd@c\at JSS A~ \ . (

ABDOMEN ’
scars organomegaly
distension masses ~

bowel sounds  hernia(s)

tenderness _ 00000 7
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Audit Box * co ION . ,

- MRN
Responsible/Referring Physician: w SUFFIX
Referrmg Resident: CODE NAME
Division __ N nit Room

TO: CONSULTANT DIVISION 6 LOCATION

(] Patient Should Be Seen On Floor ~ |SOLATION/PRECAUTIONS 1 YES O NO
REASON FOR D Patient May Be Seen In Clinic D Service Transfer O Dual Service D Consultation
CONSULTATION Transportation O Ambulatory O wheel Chair O vitter

This case was initially referred to Toxicology/PCC on 7/9/97 by the Nephrology Service.
47 y/o African-American female who was admitted in early June tofjjfj Neurology service
because of progressive muscie weakness, dysphagia, and diarrhea. Apparently, patient's
symptoms began in February 1997, with the onset of diarrhea. Work-up included GI tract

cultures, endoscopy and multiple biopsies (all negative), followed by emgiric treatment fc
Clostridium difficile infection.

CONSULTANT'S REMARKS: [ First consuit [0 second Consuit O Subsequent Consult '

In April 1997, patient began experiencing proximal muscle weakness and difficulty
swallowing. An extensive work-up by Neurology, including immunologic, infectious and
metabolic testing has not yielded an etiology for her myopathy. On 4/28/97, a delicid
muscle biopsy showed evidence of an active necrotizing mycpathy without inflammatory
changes. Tissue was sent to an outside lab for further testing which is pending. "During
her haospitalization in June/July 1997, patient was also diagnosed with hydronephrosis,
N requiring a ureteral stent placement and percutaneous nephrostomy. She was also found to
have significant proteinuria with a creatinine clearance of 383 ml/min (normal 80-120).
She has had significant elevations of CPK's (13,000 in May, 9,000 in June, 5,000 in July),
as well as elevated LDH and aldolase. Liver function tests (SGOT/SGPT)} have been slightly
elevated {200-300 range). Since 4/23/97, she has been treated with corticosteroids which
are being tapered. The diarrkea, muscle weakness, and dysphagia continue.
0f toxicologic interest was the history of taking new dietary supplements purchased at ~
just prior to the onset of her initial symptoms: <§:

BIGNATURE / TITLE

=total tabs taken).
Dec 96/Jan 97: Root-to-Health: Formula for Circulation (#7), |pae Z-17-97

Root-to-Health: Formula for Arthritis (unknown #)}, and :;
Dieter's Natural Tea/made in Chinaﬁ(#34 teabags), Per-Form . |On Name >
Perfect Herbal formula (#24). or. God b
Feb 97/Mar 97: Juice Plus Garden Blend {#11), Juice Plus

Orchard Blend (#5) REVENUE

May 97: Multi-Herb Formula (2 varieties, #9 & #7), Papaya CENTER

chewable enzyme (& few tabs), went to local practitioner for |CONSULTATION

IMPRESSION: C{,m§c cmamné < 1. P CLASSIFICATION: ¢
Jan-May 97: Sublingual Vitamin B12, 82, Trizyme enzymes [] ek One
{off and on). Ny
PMH: Hﬁﬂertension, Arthritis in knees and back, L4-L5 disc dz E% gzzzgizATE @
RECOMMENDATIONS: peds prior to onset of illness: T] comprenensive

Feb 97 Lozol, April 97 Lasix, Nov 97 Vasotec & HCTZD, Lodine, COMPLEX

Anaprox, Robaxin, Flexeril, Darvocet, Vistaril g%

Meds since onset of illness: Antacids, Tagamet, Cisapride, 0
Immodium, Prednisone

| Occupation: Post Office EMployee  Hobbies: None
e Family Hx: No neurologic or muscle diseases
Social: No ETOH, or drugs of abuse

MEDICAL RECORD

DO NOT SEPARATE

If additional space is needed to report Consultants Remarks,




DATE

Responsible/Referring Physncaa Fix
NAME
Referring Resident: CODE
Division _MM‘_MA__ -Uni Room
TO: CONSULTANT DIVISION PO( g’ 9* ‘ LOCATION
] Patient Should Be Seen On Floor  ISOLATION/PRECAUTIONS [ YES [ NO
REASON FOR [ Patient May Be Seen In Clinic (] service Transter O Dual Service CJ consultation
CONSULTATION Transportation ] ambutatory O Wheel Chair [ Litter

Lab : ECHO: concentric LYH, EF55%

EMG: Diffuse, proximal and intermediate muscle myopathy, as well as, a median
' nerve mono-neuropathy.
Summary: 47 y/o African-American female with a 6-mo. history of diarrhea, proximal muscle
myopathy, dysphagia, and recently diagnosed proteinuria, for which an ext€nsive medical
work-up to date has not established a clear etiology. SIGNATURE 7 _TmE

CONSULTANT'S REMARKS: [ First consutt (] seconc Consult O Subsequent Consult

Based on preliminary research, an environmentally associated or triggered myopathy related
to dietary supplements, used by the patient just prior to the onset of her symptoms,
should be considered in the differential diagnosis of her illness. 1t would, of course, b
a diagnosis of exclusion.

Dietary supplement/nutritional products are not regulated by the FDA, therefore, their
composition and effects are not well studied. These products contain mixtures of botanica
constituents, chemicals, and adulterants. The imported products (Dieter's Natural Tea-mad
in China) are of particular concern, since their ingredients are unknown and may have
considerable Tot variability.

The mechanism by which a non-infecticus, environmentally associated myopathy/connactive
tissue disease can develop has rot been clearly established and may be multi-factorial.
(Love L. New Environmenta Agents Asscciated with Lupus-1ike Disorders. Lupus 1994;3:467-~
471), (Love L, Miller F. Noninfectious Envircnmental Agents Associated with Myopathies.
Current Oi1n1on in Rheumato]ogy 1993;5:712-718). This has been discussed with Dr.

—

e 2

& Or. the patient's Neuro]ogists
Additional questions remain: oate_ 21797 g
1) Is this a dose-response effect? _ ™~
2) Why have patient's symptoms progressed in spite of Or. Name =
cessation of product use? or. Cod i
3) What role hypokalemia has played in this patient's myopathy{
since review of labs shows serum K has been less than 3.5 on
several cccasions. Some of these supplements may cause
hypokalemia, e.g., Licorice (glycyrrhiza) which has O TN N
IMPRESSION: mpineralcorticoid activity - and causes potassium g—%\—“—fﬁ-" o
diuresis. CRITED o
Currently the plan is to more completely identify all product I —— -
ingredients and research their potential effects with the [ extensive e
RECOMMENDATIONS: i ce of Poison Control Center (PCC) [ compRenensive ,
staffW The FOA will pick-up a coneres <
sample ea to analyze ingredients. Eﬁ =
I have spoken with Dr. Love & Dr. Miﬂer_at the (3 N
FDA (authors of the articles referenced earlier). Dr. z
; and/or Dr.|Jllvi17 also contact them for further Tnput &
N into the case. 5
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Patient's case referred to toxicology/PCC by Nephrology service at ||| G5
7/9/97. Patient is a 47-yo African American female who was admitted at the early part of June

t_)ecause of progressive muscle weakness, dysphagia, and diarrhea.
Apparently, patient's symptoms began in February 1997 when she began experiencing

significant diarrhea on a daily basis. This was exiensively worked up with GI tract biopsies,
cultures, and empiric ireatment for Clostridium difficile infection. In April 1997, patient began
experiencing proximal muscle weakness and difficulty swallowing. This problem was and is
begin worked up extensively by the neurology service. Patient has had a variety of
immunologic, infectious, metabolic tests, all of which have not yielding significant explanation
of her problem. A muscle biopsy showed active necrotizing myopathy but no inflammatory
changes. Tissue was sent to an outside lab for lipid storage testing. This is pending. EMG
showed evidence of diffuse proximal and intermediate muscle myopathy as well as 2 median
mononeuropathy (Carpal Tunnel syndrome). During her hospitalization in June/July 1997
patient was also diagnosed with hydronephrosis, requiring a ureteral stent placement and
percutaneous nephrostomy. She was also found to have significant proteinuria, with a creatinine
clearance of 383 ml/min (normal 80-120). She has also had elevations of CPK (13,000 in May,
9,000 in June, decreasing to 5,000 in July). During the last several months she has been treated
with corticosteroids, which are being tapered and nearly completed.

Of toxicologic concern was the history of taking new heaith food preparations purchased atfjj

_ just prior to the onset of her initial symptoms:

Dec 96/Jan 97: Root-to-Health formula for circulation (7 tabs), Root-to-Health formula for
arthritis (unk), and Dieter's Natural tea (made in China)(34 tea bags), Per-Form Perfect Herbal
formula (24 caps). ‘

Feb 97/Mar 97: Juice Plus Garden Blend (11 caps), Juice Plus Orchard Blend (5 caps).

May 97: Multi-Herb formula (two varieties, 9 + 7 tabs), Papaya chewable enzyme (a few tabs),
went 1o local practitioner for colonic cleansing x1

Jan-May 97: Sublingual vitamin B12, B2, Triozyme enzymes (off and on)
PMH: hypertension, arthritis in knees and back

Meds prior to onset of illness: Lozol, Lasix, Vasotec
Lodine, Anaprox, Robaxin, Flexeril, Darvocet, Vistaril

Meds since onset of illness: Antacids, Tagamet, cisapride, Imodium, prednisone

Occupation: Post office employee
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. Hobbies: none

' Family Hx: no neurologic or muscle diseases
Social: No ETOH, or drugs of abuse

Selective abnormal Labs (7/10/97): see attached
CPK: 5196
Mg 1.7
SGOT 204
SGPT 185 --
GGT 58

Summary: 47 yo African American female with 6 month history of diarrhea, progressive
proximal muscle weakness, and recently identified nephrotic syndrome, etiology of which is
unclear after extensive medical workup. Relationship of health food products mentioned above
could be a possible explanation of this syndrome, based on our preliminary research, however
further information must be gathered to complete our assessment.
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