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dividual patients based on genetic test results. The invention provides a
drug-centric integration of pharmacogenetic test information across multiple
genes relevant to an individual drug. The invention then assigns a color des-
ignation for each drug reported and groups the drugs together on a report ac-
cording to drug class/therapeutic area, thus allowing the physician to easily
and quickly identify a drug from a specific drug class that would be best for
that patient according to their entire pharmacogenetic test results. The out-
puts of the method can be added to existing pharmacogenetic test reports as
a quick guide for the physician. Such integration of pharmacogenetic in-
formation from multiple genes and drug-centric organization of the outputs
should allow physicians to more easily utilize and incorporate pharmacogen-
etic testing into their practice.
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METHOD FOR ASSIGNING A QUALITATIVE IMPORTANCE OF RELEVANT
GENETIC PHENOTYPES TO THE USE OF SPECIFIC DRUGS FOR INDIVIDUAL
PATIENTS BASED ON GENETIC TEST RESULTS

BACKGROUND OF THE INVENTION

[0001] This application claims priority from U.S. Provisional Application No. 62/023,439 (the
‘439 application), filed July 11, 2014. The ‘439 application is incorporated herein by reference
[0002] Pharmacogenetics involves the use of genetic information from an individual patient to
inform drug selection. This rapidly emerging field has shown great promise in improving
outcomes from pharmacotherapy by identifying genetic variants of genes known to affect drug
metabolism and drug response. FDA has also noted the importance of pharmacogenetics by
including pharmacogenetic information relevant to the safe and effective use of individual drugs
into the drug’s labeling. The number of drugs for which pharmacogenetic information is
included in the product labeling currently stands at over 100, but that number is rapidly
expanding.

[0003] Physicians are beginning to learn about pharmacogenetic testing and are struggling to
keep abreast of this new field. Currently offered pharmacogenetic testing is conducted by
obtaining a patient sample (e.g. blood, saliva, etc.), testing that sample for known variants in
genes that are associated with drug response, and then issuing a test report that outlines the
results according to the patient’s genoptypes for the tested genes/gene variants, along with the
associated phenotypes (i.e. the biological consequence of the genotypes). Usually, the
pharmacogenetic test report lists each gene/genotype/phenotype separately and usually include a
list of drugs affected by each gene, so that the physician can look at the information and make an
optimal drug selection for this patient. However, many physicians find the test reports confusing
and are having difficulty in incorporating this information into their usual practice of medicine.
Some of the reasons for this difficulty are general lack of knowledge of genetics and
pharmacogenetics in particular, time constraints related to their daily patient volumes, and the
necessity to look at and integrate multiple sections of the report related to the different genes

tested and their significance for a particular drug.



WO 2016/007767 PCT/US2015/039778

SUMMARY OF THE INVENTION
[0004] The present invention described herein eliminates these issues noted above by providing a
drug-centric integration of the pharmacogenetic test information across multiple genes relevant
to an individual drug. The method then assigns a color designation for each drug reported and
groups the drugs together on the report according to drug class/therapeutic area, thus allowing
the physician to easily and quickly identify a drug from a specific drug class that would be best
for that patient according to their entire pharmacogenetic test results. It is anticipated that the
outputs of the method can be added to existing pharmacogenetic test reports as a quick guide for
the physician. Such integration of pharmacogenetic information from multiple genes and drug-
centric organization of the outputs should allow physicians to more easily utilize and incorporate
pharmacogenetic testing into their practice. The method is easily updated to include new genetic
findings, new genes, additional drugs, and any new science that is relevant to the reported drugs.
[0005] The inventive method utilizes phenotypic results of individual patients obtained from
genetic testing of genes that influence drug metabolism and innate drug response (both
therapeutic and adverse responses). The inventive method determines the clinical relevance of
response and metabolic gene phenotypes and integrates these into a qualitative importance
assignment to specific drugs. The qualitative importance assignment is represented by color-
coding of each specific drug into: Green (no genetic indicators of clinical importance found);
Yellow (genetic indicators found that warrant extra caution); and Red (genetic indicators found
that warrant extreme caution or avoidance). The color-coding of a specific drug, termed its
Phenotypic Color Designation (PCD), is assigned based on the resultant PCD value as
determined by the invention and described in the DETAILED DESCRIPTION OF THE
INVENTION below.
[0006] It is an object of this invention to prepare a drug-centric combinatorial pharmacogenetic
guidance report for a patient, that color-codes the drugs based on the risk designations resultant
from the output of the method, and arranges the drugs by drug class for ease of comparison and
drug selection by a physician.
[0007] Qualitative importance assignment is determined by individual assessment of metabolic
gene phenotypes, which are calculated into a Drug Score Metabolic Component Value (hereafter
referred to as “MCV™), and a separate calculation of the response/adverse effect phenotypes as a

Drug Score Response Component Value (hereafter referred to as “RCV”). The specific
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qualitative importance assignment for each specific drug is made based on the greater score
between the MCV and RCV. In other words, if the RCV is greater than the MCV, then the drug
1s coded to reflect the RCV value, and vice versa.
BRIEF DESCRIPTION OF THE DRAWINGS

[0008] The patent or application file contains at least one drawing executed in color. Copies of
this patent or patent application publication with color drawings will be provided by the Office
upon request and payment of the necessary fee.
[0009] Figure 1 including Figures 1a through 1j is an example pharmacogenetic report reflecting
the results of the inventive method as applied to an individual patient.
[0010] Figure 2 including Figures 2a through 2m is a spreadsheet that shows the invention and
its use in producing the example report in Figure 1.

DETAILED DESCRIPTION OF THE INVENTION
[0011] As noted above, the specific qualitative importance assignment for each specific drug is
made based on the greater score between the MCV and RCV.
[0012] The metabolic component is the most complex assessment and the method of assessment
is described as follows:

1) The relative clinical importance of each tested gene’s phenotype was assigned by
subjective determination of clinical relevance and assigned a % relevance value that sums to
100% across all tested relevant genes. The following pharmacological and toxicological
attributes of each drug’s metabolism were considered when assigning a % relevance value:

a) the overall contribution of each tested gene to the total metabolism of the drug
and resultant drug metabolites. This measure forms the basis for the % relevance of each
gene involved, but is modified to reflect the impact of the following influences in b), ¢),
and d);

b) the clinical relevance of the metabolic product from each tested gene (e.g.
active metabolite, toxic metabolite, primary to drug response (e.g. pro-drugs); and

¢) known pharmacogenetic-related metabolic effects from the FDA-approved
labeling.

d) relevant information from the scientific literature (e.g. in vitro studies using

human hepatocytes, clinical studies, etc.
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[0013] The above information was obtained by examination of the FDA-approved labeling and
by a literature search and review based on googling the search terms “drug name cyp
metabolism”. A detailed review of the known effects of the metabolic genes tested was then
used to assess their relative importance in respect to their biochemical, physiological, and
pharmacological effects as these pertain to clinical safety and efficacy as per the drug/metabolite
attributes listed above. In all cases the guiding maxim was “first, do no harm”.
[0014] A bifurcated calculation based upon racial identification (African descent versus non-
African descent) was employed for assigning clinical relevance to CYP3A4 and CYP3AS5
metabolic status, as African ancestry indicates predominantly CYP3AS5 activity and non-African
ancestry indicates predominantly CYP3A4 activity according to a 10%/90% bifurcated
assignment.
[0015] In addition, a general metabolic relevance adjustment factor (%) was applied to the MCV
when appropriate, such as for a drug that is only minimally metabolized and excreted unchanged.
[0016] The MCV was calculated by the following equation:

Drug Score Metabolism Component = (PCD value Gene 1 x % gene importance Genel)
+ (PCD value Gene 2 x % gene importance Gene 2) +....... and so on.

Phenotype color designation value (PCD): Red=10, Yellow=5, and Green =1
The equation can result in a maximum MCV of 10 and minimum MCV of 1. The qualitative
importance assignment is made by comparing the MCV to the following scale ranges:

Red for> 5.1; Yellow for <5.1 >1.5; Green for < 1.5

EXAMPLES

[0017] Example: Sustiva (metabolized by tested genes CYP3A4/5, CYP2B6, CYP2C9, and
CYP2C19) in a Caucasian patient that had the following results: 3A4 PM, 3A5 IM, 2B6 EM,
2C91M, 2C19 PM
MCV = ((10%0.60)*0.9) + ((5*0.60)*0.1) + (1*0.30) + (5*0.05) + (10*0.05) = 6.75
Thus, for the above example for Sustiva, the MCV = 6.75, or a red phenotypic color designation
for Sustiva in this patient. Since no response/adverse event markers relevant to Sustiva were
tested, there is no RCV and thus the MCV is the sole determinant of the phenotypic color

designation for Sustiva.
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[0018] Example: Simvastatin (metabolized by tested genes CYP3A4/5 in a patient of African
descent and the adverse effect gene SLCO1B1 for myopathy risk) that had the following results:
3A4 1M, 3A5 EM, SLCO1B1 Intermediate function.

MCV = ((5*1.0)*0.1) + ((1*1.0)*0.9) = 1.4 = Green

RCV =5 = Yellow (SLCO1B1 is specific for statins and no other relevant response marker is
tested)

Thus, for the above example of simvastatin, the MCV = 1.4 and the RCV = 35, therefore the
phenotypic color designation for simvastatin in this patient is determined by the greater value
RCV =5, or Yellow.

[0019] The next example, desvenlafaxine, is one that employs a general metabolic relevance
factor since desvenlafaxine is only metabolized 5-10% by CYP enzymes.

[0020] Example: Desvenlafaxine (metabolized by tested genes CYP3A4/5 and CYP2D6 in a
patient of non-African descent) that had the following results: 3A4 EM, 3A5 PM, and 2D6 EM.
Note that SLC6A4 is not included as a relevant response marker for desvenlafaxine since
desvenlafaxine is a SNRI, not an SSRI.

MCV = ((1*0.9)*0.9) + ((10*0.9)*0.1) + (1¥0.1) = 1.81 * 0.10 (the general metabolic relevance
factor) = 0.18 = Green

Thus for the above example of desvenlafaxine, the MCV = 0.18 (after adjusting for general
metabolic relevance) = Green (since there are no relevant response/adverse effect markers, the
MCYV is the sole determinant of the phenotypic color designation).

[0021] Referring now to Figure 1, which represents an example test report that includes the
outputs of the invention (i.e. the phenotypic color designation) for a list of commonly prescribed
drugs, shows how the invention can be incorporated into a pharmacogenetic test report. On page
1 of the example pharmacogenetic test report, are listed the genotypes and associated phenotypes
for a number of genes that code for drug metabolizing enzymes and drug response/adverse effect
proteins for a fictitious patient. The phenotypes for each of the tested genes, along with whether
the patient is of African or Non-African descent are the inputs required by the invention to
determine phenotypic color designations for the drugs shown on pages 2-3 of this example
report. In this example report, the color-coded drugs are grouped according to drug class and
therapeutic area to facilitate ease of use for the pharmacogenetic information by the physician in

making a drug selection. The remainder of the report consists of descriptive information
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regarding the clinical relevance of the patient’s phenotypes for the tested genes and is not a
product of the invention.

[0022] Figure 2 is a spreadsheet that shows the invention and its use in producing the example
report in Figure 1. The phenotypes for each gene tested and patient’s race are entered into the
spreadsheet’s upper left-hand corner (cells B3 through B13 for the phenotypes and cell B1 for
race) and these inputs are subjected to the calculations that yield the MCV and RCV for each of
the drugs evaluated. The drugs evaluated, the genes relevant to each specific drug, each relevant
gene’s metabolic % relative importance value, and the equations and logical operators that
calculate the PCD values are shown on rows 16 through 141. Each row is specific for a
particular drug and the end result of the calculations and logical operators, the PCD, is shown in
column V. These PCDs are then converted into colored font text on the example report (Figure

1) on pages 2 and 3.
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CLAIMS
We claim:
1. A method for assigning a qualitative importance of relevant genetic phenotypes to the use
of specific drugs for individual patients based on genetic test results, comprising the following
steps:

a. genetically testing a patient for CYP genes that influence drug metabolism and effector
genes that affect drug response, each gene having a phenotype assigned with a phenotype color
designation value of Red equal to 10 indicating that found genetic indicators warrant extreme
caution or avoidance, Yellow equal to 5 indicating that found genetic indicators warrant extra
caution, or Green equal to 1 indicating that no genetic indicators of clinical importance found;

b. for a specific drug, assign a percentage of clinical relevance to each CYP gene tested,
the percentage being based upon the portion of a dose of the drug that is metabolized via each
gene-controlled pathway and the percentage adjusted based upon the relevance of the metabolic
process to the safety and/or efficacy of the drug per FDA guidance and the peer-reviewed
scientific literature, which percentage sums to 100 percent for all CYP genes tested;

c. calculate a metabolic component value for that drug as follows:

metabolic component value = (phenotype color designation for first CYP gene x
percentage of clinical relevance for first CYP gene) + (phenotype color designation for second
CYP gene x percentage of clinical relevance for second CYP gene) + (phenotype color
designation for third CYP gene x percentage of clinical relevance for third CYP gene) + similar
sum for each remaining gene;

d. where applicable, calculate a response component value for that drug as done for the
metabolic component value;

e. using the greater of the metabolic component value or the response component value
for the drug, designate a phenotypic color to the drug as follows:

Red for greater than or equal to 5.1,

Yellow for less than 5.1 and greater than 1.5,

Green for less than or equal to 1.5;

f. prepare a drug-centric combinatorial pharmacogenetic guidance report for the patient,
that color-codes the drugs based on the risk designations resultant from the output of the method,

and arranges the drugs by drug class for ease of comparison and drug selection by a physician.
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2. The method of claim 1 where the tested CYP genes that influence drug metabolism
comprise CYP2D6, CYP2C19, CYP3A4, CYP3AS5, CYP2C9, CYP1A2, CYP2B6, and the tested
genes that affect drug response comprise SLC6A4, OPRM1, SLCO1B1, and VKORCI.

3. The method of claim 2 where the tested CYP genes that influence drug metabolism and
the tested genes that affect drug response further comprise other CYP genes and non-CYP
metabolic genes as supported in emerging scientific evidence.

4. The method of claim 1 for assigning a qualitative importance of relevant genetic
phenotypes to the use of specific drugs for individual patients based on genetic test results,
further comprises a bifurcated calculation based upon racial identification of African descent
versus non-African descent by using a 10%/90% bifurcated assignment of clinical relevance to
CYP3A4 and CYP3A5 metabolic status, as African ancestry indicates predominantly CYP3AS5

activity and non-African ancestry indicates predominantly CYP3A4 activity.
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. activity. Potential for adverse dryg reaction exists.
CYp intermediate activity. Polential for adverse drug reaction exist
o A
2bs Metabalizer (il P+ Caution shouid be observed with pro-drugs, .4,
codsing. Desirable analgasic effects may not be achisved.

 Common Niedicines Mstabolized by 2D8

Antidepressants & Antipsychotics

Fain Anti-arrythniie
dujoxatine {Cymbalia) atipiprazote (Abilify) hydrecodonet+ flecainide (Tamboocor)

amitriptyline (Elavil
clomipramine (Anafranit)
venlataxine (Effaxor)
imipramina (Tofranil)
paroxatine (Paxih)
fluoxatine (Prozac)

perphenazina (Trilafon)
{hioridazine (Meliari)
llaperidine (Fanapt)
chlorpromazine {Thorazine)
amphetamine (Adderali)
atomoxetine (Stratliera)

oxycodone-~+ {Oxycortiny  propafenone (Rythmol)
codeine
ramadol-b (Ullram)
Other
famoxifen - (Nolvadex)

noririptyline {Aventyl, Pamelor)
desipramine (Norpramin}

risperidone (Risperdal)
haloperidol (Haldol)

doxepin (Sinequan, Silenor, Prudoxin, Zonalon)

Beta Blockers
metoprolol (Lopressor, Toprol)
carvedilol (Coreg) nebivolol (Bystolic

mirdazaping (Remeron) timolol (Biocadren)  propanalol {ndaral)

$-+ Pro-drug; may not be effective in PM due to inability to melabelize and produce active metabolite

WyGenesRY reponts do nut provide medicsl advics. diagnasis, or treatment. The reportis forinformational purposes only, and showid net b inferprated 38 speciiic professivnal madical agvice.
Please nansultwith 3 doetor or qualified heslthoare professians! before making dedisions aboul medical conditions, or before staring and stopping sny trestmsent prescribed for yau. B 4
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. Phenotype L

Gone | (gene expression) What it means.
This ganotype predicts a less than normal rate of metabolic
enzyme activity. Potential for adverse drug reaction exists.

CYP intermedisle

2cis Melabolizer (1M - Caution should be observed with pro-drugs, e.g.,
clopidogrel. Less than nommal drug imetabolisim is expected, A full
affect of drug is not expacted.

~ Common Wedicines Metabolized by CYP 2618

clopidogre! 44+ (Plavix)
imipramine {Tofranil)
omeprazole (Prilosac)
rabeprazole (Aciphex)
methadone

citalopram {Celexa)
sartraline (Zoloft)
esomeprazole (Nexiuny)
lansoprazole (Pravacid)
carisoprodolt+ (Soma)

escitalopram {Lexapro)
dizzepam (Valiom)
pantoprazole (Protonix)
nelfinavir Viracept)
tapentadol (Nucynta)

4= Pro-drug; may not be effective in PM due 1o inability to matabolize and produce aciive matabalite

MyGenasRy reports do not provide meadical advic, diag

sis, Gr freatineny, The reparlis for informationat purposes enly, and'should natvhe interareted as.sgecihic professionst medicst sdvice,
Please cansult with 5 dactor or quatifed healthcars professional befar malihy decisions about medicat conditions, or before starting and stopging any treatment prescrited for you,
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Healthcare Customer Name: Thomas Jefferson

Health Care Professional:  Dr L. McCoy, MD
Report Date: 03-14-2014

-~ Phenotype
Gene tgene expression)
cYP
344
CYP Intersnedisie This genotyps predicts a fess than narmal rate of metabolic
3A5 Metabolizer (M) enzyme activity. Potential for adverse drug reaction exisis.
Common Medicines Metabolized by CYP 344 /345
Benzodiazepines Pain Managament Antimicrobials/antivirals

alprazolam (Xanax)
midazolam (Versed)

cyclobenzaprine (Flexaril) clarithromycin {Biaxin}
ferdanyl (Actig, Duragasic, Sublimaze} ervthromycin {E-Mycin)

friazolam (Haleien)

Anlipsychotics
quetiapine {Sercqual)
ziprasidone (Geodon)
buspirone (BuSpar)
lurasidone (Latuda)

floperidone (Fanapt)

Antidepressanis
desveniafaxine (Pristiq)
vilazodone (Viibryd)
mirtazapine (Remaron)
frazodone (Cleptro)
nefazodone (Serzone)

ficaregior (Brifinta)
amiodipine (Norvase)
guinidine (Various brands)
rivaroxaban (Xareiio)
amiodarong {Cordarone)
diltiazem (Cardizem)
atorvastatin (Lipitor, Caduet)
lovastatin (Mevacor)

carbamazepine (Marious brands)

alferianii {Alfenta)

Other
aripiprazole (Abilify)
siidinafil (Viagra)
zolpidern (Ambien)
diazepam (Valium)
lansoprazole (Prevacid)
esomeprazoie (Nexium)
rabeprazele (Aciphex)
efavirenza (Sustiva)

Steroids
astradiot
hydrocoriisone
progesterone
teslosterone

Cardiovascular

nisoldipine {Sulan
ranofazine (Ranexa)
felodiping (Plendil)
lercanidipine {Zanidip)
dofetilide {Tikosyn)
nifedipine (Adalat, Pracardia)
hitrendiping

simvastatin (Zocor)

tefithromyein (Ketek)
indinavir {Crixivan}
nelfinavir {Viracept)
ritonavir {Norvir)
saquinavir {Invirase)

Anti-epileptic
tiagabine (Gabitril)
carbamazepineg (Tegretal)
zonisamide {(Zonegran)

Immunosuppressants
cyclosporing {Gengraf)
tacrofimus (Prograf)

Chemotherapeutics
vingristine (Vincasar, Oncovin}
dacetaxel (Taxoiers)

MyGenesRx reparts do nat provide madics] advice, diagnesis, or treaiment. The rapart is for informational purpases only. and should natbe interpreted as speaific protassions] madics! advics.
Plzase consult with a doctor ov qualified healthcars pratessional bafars making decisions about medical conditions, or before starting and stapgping any eatmens prescrbed for you:

Page 6



WO 2016/007767

Healthcare Customer Name: Thomas Jefferson
DoB: Aprit 13, 1743

Tast iD: ABCT23 Tesi Dater 02-14-2014

PCT/US2015/039778
S {’? 3
o

Laboratory Director: John Spalding, Ph.D.
CLIA No. 3201086820

Health Care Professional  Dr. L. McGoy, MD
Report Date: 03-14-2014

i | Phenotype |
Gere {gene expression)
oyp

209

 What R means,

Common Medicines Metabofized by 208

celecoxib (Calebrax)
tapentadol (Nucynta)
naproxen (Aleve)
losartan (Cozaan

phemytoin {Dilantin)
tolbutamide {Orinase)
ibuproten (Adil, Matrin)
glimepiride (Amaryh)

warfarin {Coumadin}
giyburide (Dizbeta)
zafiriukast {Accolale)
fiuvasiaiin (Lescol)

fluoxetine (Prozac)
glipizide (Glucotroly
phenobarbital
rosuvastatin (Grestor)

MAEH

MyGenesRy reports do notprovide medizal advics, diagn

of weatment. The repartis for infarmastionat purposes only, and shauld not be interprated as spedific professianat medical advice.

Pigase consult with & doctor or gualified healtheare professional befure making desisions 2bout medicat sonditions, or bafors starting and stopeing sny reslment presanbed for vass.
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Healthcare Customer Name: Thomas Jefferson

DoB: Aprit 13, 1743 Health Cave Professional: Dr L. McCoy, MD
TestiD: ABGA23 Test Date: 02-14-2014 Repint Date: 03-14<2014

. {  Phenotype L

Gene | (gene expression) :Wb_a’t*’? e

CYPR
142
Common Medicines Metabolized by CYP1A2
clozaping (Clozaril olanzapine (Zyprexs) tizanidine (Zanaflex)
facring (Cognex) ropivacaine {(Naropin} cyclobanzaprine (Flexarl)
lidocaine (xylocaine, various brands)  asenapine {Saphris) theophyliine
duloxetine {(Cymbalta) zolmitriptan {Zomig) mirtazapine (Remeran)
promazine (Sparine) Cafleine

MySenestix repons da not provide medics) advice, diagnnsis, or reatmerit: The regart is far informational purpases anly. and should not ba interprated as specific profassianal magical advice.
Flease consull with-a dostor or gualified healthcare grofessionatl before making decisians shout medical conditions, ar before stanting and stopping any treatment prasarbed for veu, Bages 9
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Heazlthcare Customer Name: Thomas Jefferson
DoB; Aprit 13, 1743 Heailth Care Professional D L. McCoy, MD
Test D: ARC123 Test Date: 02-14-2014 Report Date; 03-14-2014

Phenotype 1
{gene expression} |

e

Gene

0

cyp
2Bg
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buproprion fosfamide methadone meperidine (Demerol)  cyclophosphamide (Cytoxan)t+

<= Pro-drug; may not be effective in PM due to inability 1o metabolize and produse active metabalite

MyGenesiax reports da nat pravide madical advice, diagnosis, or teatment. The repart is farinformstional purpeses.arly, and shouid nat be interpreted as spadific prof
Please consul with a douter or gualified healthcare professional hefore mahing decisions sbout medical conditions, arhefore starting and stapping any featmant prase

ol medicat advice.
ea foryai.
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Healthcare Customer Name: Thomas Jefferson
DoB: Aprit 13, 1743 Health Care Professional: Dr. L. McGoy, MD
Test ID: ABCI23 Test Date: 02-14-2014 Beport Dale: 03-14-2014
b 'P‘heno‘typef il e
Gene | (gene expression) ‘ | ke it means.
Decreased sarotonin transporter expression expacted. Risk of
tntermediat decraased or slower response to selective serctonin reuptake
SL.C8A4 Reé ;m de inhibitors (ESRis) may be expected. Please discuss your resulls
B with & health care proiessional or a pharmacist before considering
trazdment changes.
L Phenotype ca
Gang |  (gene expression) _Wha}. it means.
OPRM1
: Phenotype | - . .
LA g T i : Inat _‘f:__)."‘"\‘
Gene | (ene expression) | What it means
SLCO1BY
- Phenotype | . o
Gene | {gene expression) L : What B moare.
Lowsr VKORCT enzyme expression expected. Lower warfarin
y High Warfarin doses may be required. Please discuss vour results with a
VEKORCY <ee s : . : L
Sensitivity health care professional or a pharmacist before considering
reatment changes.

MyGenasRx reparts do not provide medical advice, diagnasis, or reatment: Thi reportis for informalicnal purposes only, and shouls nat be interprates as specific profassional medical advice.
Ploase consult With 2 doatdr or qualified healihears professionat before making decisions about medical eanditions, ar before starting-and stopaing any realmentprasained for YOU. 15
rage 1l
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