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I l. Pharmaceutical Information
11.1 Carboplatin
carboplatin is a second'generation organic platinum and chemotherapeutic agent and is cellcycle non-specific' Like' cisplatin it iroauces predominurrry interstrand DfA cross links,causing DNA lesions.and biological effects. i"rb"pi;;i; exhibits linear pharmacokineticsand is excreted lainly by t[e kidneys. r, p;i;;;; with creatinine clearances ofapproximately 60 ml/min or greater, 7l%o of the iose is excreted within 24 hours. Dosingformulas' which incorporate- estimates of glomerular filtration rates (GFR), providepredictable AUC estimates and should be uJed to caiculate doses, especially in elderlypatients where renal function may be decreased.

Packaging and Labeling
Investigators should re'Gw the approved. Package Insert (pf as per the current version andapplicable manufacturer, for full iniormation on io.uge irirdling, preparation and stability.
How Supplied
carboplatin is commercially available from multiple commercial manufacturers in the UnitedStates' carboplatin may be supplied as a sterile'10 mglmi aqueous solution or as a sterilelyophilized white powder in 5o mg, 150 mg and +s6 mg vials containing equal parts ofcarboplatin and mannitol by weight.

Handling and Dispensing
ltoy8e Req uirements/Stability
carboplatin may be supplied as a sterile l0 mg/ml aqueous solution and stable to the date onthe package when 

-stored 
at room temperature of zj"c (77"F) [excursions permitted froml5'-30oC (59.-86"F)1, and should be protected from light.

carboplatin may be supplied as a sterile lyo.philized white powder in 50mg, 150 mg and 450mg vials containing eqllalpar.t: of carboplatin and mannitol'by weight. Reconstituted vials donot contain any antimicrobial agents and should be discarded within g hours ofreconstitution' unopened vials u.. itubl. to the date on the package when stored at roomtemperature of 25oC (77"F), and should be protected from light. Solutions for infusion shouldbe discarded 8 hours after preparation.

Parenteral drug products should be inspected visually for particulate matter and discolorationprior to administration. Procedrr., fo, proper haniling'and disposal or urti-.urcer drugs
:ii:X',li,i.frli,L?ii3;;:i"ilJ,'trijL't*; pubrished'and strourd be rererenc.o uy ,tuiy
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Preparation and Administration
carboplatin should be administered under the supervision of a qualified physicianexperienced in the use of antineoplastic uggnir. afpffiiut. management of comprications ispossible only when adequate diagnostic ura t..utr.nifucilities are readily available.
Solutions can be further diluted to a concentration as low as 0.5 mg/mL with 5%oDextrose in
ffift:::;fjodium chloride Injection, usp. Ad;;nister by.Jnii*our'inrusion over 15

Needles or IV administration sets containing aluminum parts should not be used for thepreparation or administration of the drug as u-iu,ninu, caninteract with carboplatin causingprecipitation or loss of potency.

Drug should be disposed of or destroyed as per written institutional policies and perrecommendations in the current approved-package tnsert.

11.2. Paclitaxel
Paclitaxel (NSC #125973) is commercially available.

How supplied
A concentrated sterile solution, 6 mglml,: 5. Tl y1t f:o mglvial) in polyoxyethylated castor oil(cremophor EL) 50%o and dehydra:ted alcohol, usp, sozr] rn. contents of the vial must bediluted just prior to infusion.

Reported Toxicities
Myelosuppression' N&v, diarrhea, stomatitis,.mucositis, pharyngitis, sinus bradycardia, heartblock, ventricular 

, 
tachycardia, myocardiar 

. 

- 

infarction ' rt rl, tiypot"nrion,- 
- 

,.rrory (taste),peripheral neuropathy, seizures, rnooo alterations, 
"r"p-ivil.,oid and uticariai reactions (acute),flushing, rash, pruritus, aropecia, fatigue, arthrargia,rnvurgiu, right-headedner; urd myopathy.

Solution Preparation and Administration
The total calculated dose of paclitaxel will be diluted in 500 ml of 5% Dextrose injection, USp(D5w) or 0'9Yo Sodium chloride for injection, ysP (NSS). paclitaxel must be prepared in glassor polyolefin containers due to leachlng of diethy)hrrvi pr,tr,urate (DEHp) plasticizer frompolyvinyl chloride (PVC) bags and intravenous tubing by the cremophor vehicle in whichpaclitaxel is solubilized. Paclitaxel will be administer"eo as a l-hour infusion weekly via aninfusion control device (pump). Nothing else is to be infused through the line while paclitaxel isbeing administered.

NorE: Formation of a small number of -!!er9 in solution (within acceptable limits establishedby the USP Particulate Matter Test for LVP's) has been observeo after preparation of paclitaxel.Therefore' in-line filtration. is necessary for administration of paclitaxel solutions. In-linefiltration should be accomplished by incorporating_ a hydrophiric, microporous filter of pore sizenot greater than 0'22 microns (e.g. IVEX-it, tvg'x-rf, oilluiuurrnt) into trr. iv nuia pathwaydistal to the infusio:.P.'}p. Although particulate formatifn does not indicate loss of drugpotency, solutions exhibiting excessive particulate matter formation should not be used.
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Storage
The intact vial should be stored at room temperature. Each baglbottle should be prepared
immediately before administration.

Stability
All solutions of paclitaxel exhibit a slight haziness directly proportional to the concentration ofdrug and the time 9lryryd after preparation, although *t "n prepared as described above,solutions of paclitaxel (0.3-l .2 mglml) are physically an-<l chemicaily ,tubt" for 4g hours.

11.3 Bevacizumab (Cohort I Only)
Bevacizumab is supplied as a clear to slightly opalescent, sterile liquid ready for parenteral
administration in vials of two sizes:

Each 100 mg (25 mglmL - 4 mL fill) glass vial contains bevacizumab with phosphate,
trehalose, polysorbate 20, and sterile watei for Injection, usp.

Each 1000 mg(25 mg/mL - 40 mL fill) glass vial contains bevacizumab with phosphate,
trehalose, polysorbate 20, and Sterile water for Injection, USp.

Preparation

opened vials must be used within 8 hours. vials contain no preservative and are intended forsingle use only. The calculated dose should be diluted in 100 mL of 0.g% sodium chloridefor IV infusion.

Administration

See Section 7.4.2.

Toxicities

The most common adverse events associated with bevacizumab have been hypertension andproteinuria. Other less common events, some of which have been fatal, inJude bleeding,thrombosis, elevated liver function tests, and bowel perforation, and anastomatic dehiscence.
Infusion-related or allergic reactions may also o..ur. These include fever, chills, rigor, rash,urticaria, and dyspnea. Treatment for such reactions should be done per institutional
guidelines.

Hypertension is among the most common adverse events associated with bevacizumab tod-ate' Both new hypertension and worsenilq of existing hypertension have been reported.Hypertension may require treatment; acp intriuitori calcium channel blockers, betablockers (note alternatices to metoprolol are suggested as there are interactions withhydroxychloroquine, see SectionT.6) and, diuretics fiave all been reported to be effective inthis setting' Although most hypertension can be controlled by medication, hypertensive criseshave been reported in several studies, and the end organ consequences included CNSbleeding and ischemia, and congestive heaft failure
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Proteinuria, ranging from asymptomatic abnormal urinalysis to nephrotic syndrome, has been
described in l0o/o or more of patients receiving bevacizumab. Proteinuria is managed with
dose modifications as described in the dose modification section.

Bleedine, including fatal CNS hemorrhage, has been reported. DIC has been described in a
few patients receiving bevacizumab in combination with oxaliplatin, fluorouracil and
leucovorin. Bleeding at tumor sites or at sites of other pre-existing abnormalities (e.g.,
diverticulosis, hemorrhoids) has also been described. Further toxicity observed in a Phase III
study included fatal hemoptysis in 2 of 55 patients with non-small cell lung cancer, both of
whom had a history of hemoptysis. Although most episodes of epistaxis were short-lived and
resolved without treatment, some required medical intervention.

Thrombosis/embolism Both arterial and venous thromboses (including pulmonary embolism,
mesenteric vein thrombosis, ischemic bowel, and cerebral vascular accident) have been
described in patients receiving bevacizumab. Fatal pulmonary embolus has also been
described.

Hepatic Dysfunction: Reversible and marked elevations of liver function tests (total bilirubin
and/or transaminase and AP) have been rarely reported when bevacizumab is used in
combination with chemotherapy or concurently with other drugs that are potentially
hepatotoxic. The mechanism of such hepatic toxicities is unclear. It is possible that in rare
occasions, bevacizumab may potentiate the liver side effect of a concurrent medication,
although it is unclear at this time whether bevacizumab alone can cause LFT derangement.

Bowel perforation and bowel anastomotic dehiscence have been reported in clinical trials
using bevacizumab alone or in combination with chemotherapy. Although these events were
likely related to co-existing factors such as tumor involvement, chemotherapy, recent
invasive procedures or bowel inflammation, contribution of bevacizumab to these events
cannot be excluded. A fatal bowel perforation has been described. Partial delay in wound
healing has been demonstrated in animal models treated with anti-VEGF antibodies and it is
possible that bevacizumab may delay or compromise wound healing in patients.

Other toxicities Other reported or potential toxicities associated with bevacizumab include:

Constitutional-Headache, infection without neutropenia, asthenia;
cardiovascular-Hypotension, pericardial effu sion Skin-Rash, urticaria;
Gastrointestinal-Nausea, vomiting, stomatitis/pharyngitis, colitis, intestinal obstruction;
Pulmonary-Pulm onary infi ltration, dyspnea;
Musculoskeletal-Arth ralgia, chest pain.

I 1.4 Hydrorychloroquine
Product Description: Hydroxychloroquine is a colorless crystalline solid, soluble in waterto at least 20 percent; chemically the drug is 2-tt4-l(7-Chloro-4-quinolyl)
aminolpentyllethylaminolethanol sulfate (l:l). Hydroxychloroquine sulfate tablets contain
200 mg Hydroxychloroquine sulfate, equivalent to 155 mg base, and are for oral
administration.
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Product Name: hydroxychloroquine

Product Dosing: 1200 mg per day

How Supplied: Hydroxychloroquine tablets, USP of 200 mg (equivalent to 155 mg of base),
white, unscored, film-coated, capsule-shaped tablets debossed 0,93,, and *g774- on one side
and plain on the other side in bottles of 100 and bottles of 500.

Storage Requirements/Stabitity: Tablets are stable at room temperature. Storage
temperatures should be between 20" and25"C. Store away from light and moisture. Dispenie
in a tight, light-resistant container.

Route of Administration:
The dose of hydroxychloroquine will be 600 mg PO BID as determined by protocol 030g01.
Hydroxychloroquine should be taken at the same time each day. Hydrory.ilo.oquine may be
given orally or via NG tube. The dose may be given with a meal o. milk. For patients that
can't swallow capsules or tablets, the tablet may be removed and be dissolved in 5 ml of
water or mixed in a small amount of liquid or food. However, the drug may be bitter-tasting.
The drug may be dissolved in 5 ml of water for NG administration. Fatients receiving
antacids, sucralfate, cholestyramine, and/or bicarbonate should have the study drug dose ai
least I hour before or 2 hours after these medications.

Drug Interactions: There are known drug interactions with the following medications:
penicillamine, telbivudine, botulinum toxins, digoxin, and propafenone. Def,ending on the
specific drug, hydroxychloroquine increases the Lvels of these other drugs, or interferes with
the activity of the agent (specifically with botulinum toxin).

Toxicity:
Anorexia, nausea, vomiting, diarrhea, abdominal cramps, alteration of retinal pigmentation,
visual scotoma (visual field defects), disturbance ol accommodation with symptoms of
blurred vision, halos around light, photophobia, corneal deposits, rash, hemolysis in patients
with G6PD deficiency.

Extraocular muscle palsy, skeletal muscle weakness, absent or hypoactive deep tendon
reflexes.

Irritability, neryousness, emotional changes, nightmares, psychosis, headache, dizziness,
vertigo, tinnitus, nystagmus, nerve deafness, convulsions, aiaxia. Neuromyotoxicity is rare.
Weight loss, lassitude, exacerbation or precipitation of porphyria, and nonlight-sensitive
psoriasis. Cardiomyopathy has been rarely reported and the relationship with
hydroxychloroquine is unclear.
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12. Drta Colle$ion snd Reeords to be Kept

I2.l Data Reporting to Coordinating Center
A snbset of the NCI's crMS ease report fonus, iu el*chouic

The Priucipal &rvestigator at each institution will be responsi6le for assuri*g that all the
required data is entered onto the e-CRFs accurately aud rnil.thiu Z weeks of the d*te in which
tlre previous cycle was conrpleted.

PeriodicallS monitoring andlor auditing visits will be conducted by staff from the
Coordiaating Celter. The Principal [rvestigator at each participating cinter will provide
access to his&er original records to perurit verificafion data enhy.

12"2 Research Chsrts
A research chart (i.e-, shadorv chart) ir nraiutained at OIIRS for eoch patiert ennrlled.
Copies of the most sipnificanf study soluce docuuents will be ruaiutained in tlre research
th*rt Examples of source documeut copies fhat will be maintained in the reseaxch chsrtinclude: signed infonned cousent forur. docrunents that verify eligibiht aud ireatrnent anddocunerls thnt veri$, Grade 3-4 adverse events and respon*., this iuformation will be
updated otr a pro$pective basis arrd will be confidentially maintained at tlre OHRS.

12.3 treports
Publicstions aud anuual repofis for sulrnrission to the IRB aud FDA will be unitteu by thehincipal Investigator using the data caphred ou the CRFs. Study progtress reports will beprovided to participating instihrtions for submission to local IRBs.

13. Drta and Safety lt{onitoring

utilized-
provided try
data caphue
Oncology
caleudar
are reqrired

findiogs from the initiation audit were sa
conduct will occur if

fonnat (e-CRfg will be
witb the instnrctions

irr a study-specilic
via fhe On-line Clinical

in the shrdy specific
user to the fonns that

audits of data and

$eorch Environnrent (OuCore). The e-CRFs are fo
has treen created in OaCore. The systeu will prornpt

ient's euollurent and

2rnved Data and Safety Monitoring Plau (DSMP). An "inifiation audit" will be 
"oodo.orIRS Quality Assurance staffin accordance with the DSMP following eruollnent of
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1{. Multi-Institutionnl Guidelires

14.3 Initiation Meeti&gs
A shrdy inifiatisu meeting will tle conducted with each participatilg instifutioa prior to
enrulhnent of patients froru tlre instifution" 0IIRS staff will conduci the study initiation
ueeting ia close proxiurity to IRB approval of the sttrdy at the participatiag ca*er. Iu most
situation the study initiatiou meeting rvill b,e conducted via teleconferi**u. Web-based
trainirrgregardiog e-cR-F corupletion will be utilized as apprcpriate.

l{.4 IRB Continuing Approvnls
hrvestigaton frour participating iustitutions must provicle to the OIIRS. a copy of the
institution's approved coritiurring review docrunentaiioa. Regishation will be halted at any

icipating institutiou in wbich a cunent continuins a is not ori file.

nrd Consentr

l{.6 Psfient Regirtration
All patients &om participating institutions urust register patieuts with fhe OI{RS ceukal
regisfration desk, as described in Section 5.? of this prntocoi

14.7 Dst* Collection and Toxicity Reporting
The PI at each institution rvill be responsible for
collected and eutered onto the eCR-Fs accuately
descr:ibed in Sectiou 13.

assrutng that all the requiled d*ta is
and cornpleted eCRFs submitted as

I{,8 Dats Monitoring and $ource Document verilicttion
Each site participating in the accnul of patieuts to this protocol will be audited for protocol
aud regllatory compliance, data verification aud source documentation.

ivill uraintain a copy of all ameudments, conseut forms and
instihrtion. Consent flcnns will be reviewed and
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15" Statisticsl Considemtions
The primaly objective of this study is to assess the antitumor activify" as messured by tumor
response rate, of p*clitaxel, carboplatiu. Bevaciaunab (for eligible patients) a&d
hydroxychloroquine in patients with advanced or recurrent NSCLC cancer. The null hypothesis
of reslrouse rate for the paclitaxel, carboplatin, Bevacizuurab combination therapy for luag
cancer is 30%. Based ou the previous study "Modulafion of autophagy with hydroxychlonrquine
iu patients wittrr advancedlrecurrerrt non-srnall cell lung sallcer - a Phase VII study", we would
like to detennine if ihe *ddifion of hytlroxychloroquine cau incrense this respotrse rate to 60Yo.
We will use a Simon's two-stage rninimax desipr with a 5% significance l*vel and 80od power.
This procedure calls for 10 patients in the first stage and 7 h fhe *econd) so that the maximum
sample size is 17. If 2 or fewer responses are obssrvsd in the first stage, the trial will be stopped
and the addition of lrydroxyehloroquine to the paclitaxel. carboplatin, Bevacirumab combiuation
will be deeured not worthy of furlher shrdy. If the kial coutinues to the second stage, aud I or
fewer responses are observed out of fhe total of 17, addition of hydroxychloroquine will not be
considered worthy of fiuther shrdy iu these patients. But if 9 or more respouse$ are observed
frrhue study is warrauted.

For the above two-stage minirnax design, if the true response rate is 30016, the expected sample
size is 14.32, aad the probability of early termination is 0.38. In the event that other updated
iufonnation {$i"S tlre sfudy monitoring uray affect tlre study's desipp, we will use the ruefhod of
Wu and Shih" as a gruide when necessary.

The pafients accrued in the Phase I dose escalatiou shrdy (protocol 03S801) will be included in
final results of this Phase II study. Evaluoble patients for fhe Phase II portiou are those who have
received at least two cycles of treahuent.

The secondary endpoints of this shrdy are to assess time to progpession and oneaear sruvival,
and overall survival in pafients receiviug this regirnen. Time to progression will be calculated
based on the time behveen ttrre lirst day of keatment and the date of disease progression. Overall
sruvival will be calculated based on the time betweeu the first day of fieatmeut and the date of
death frour fiuy cause.

14"9 trsts snd CenterAudits

Page 42 of49

Versiau: l0l09l?014

:



}{o&rlatioq of autophagy witlr hy&oxyc}rloruquinc in patiants wi& adr.aucc#recurrcnl r}on-$uall ccll lung cmccr * a pharc IIstudy

-

lhe yre-year survival rafe will be estimnted rvith the prcseutatio$ of its g5% confideuce htsrval.For the assessment of progressiou &ee survival and overall sruvir.al" Kaplan-Meier esfimates ofilrvival fu[ction aud the $audard emor$ will be calculafed. The median survival times and g5go
confideoce intervals wll be pre$eufed. In additiou, toxicity of rhis ,*gi** *iff U. assessed. Anyrelatiooship between baseline beclirr-l and p62 expressiou, changes io rc:-n protein expression,
and tumor response will be shrdied based on descriptive analyses"

For the added cohort of 20 patienfs to be keafe.d with 600 mg bid:
The [ull hypothesis response rate will be taken fo be 309o, u* tAr the previors eohort. Tlis is theresponse mte for the therapy without hydroxyclrloroquine. We would like to detemrine if theaddition o{fhe higher dose of hydroxychloroquiu*lnniit increase this response rate fo 60%. wewill use a Simon's two-stage ruiuirnardesigrr ivith a 5% significance level aud g5?6 power. Thisprocedure calls for I pati-euts during tlre first stage and lii patients in the sectxrd, so that thema lltrum saurple size is ?0. If 2 orhwer re*pous*s are observed during stage i then the trialyitl!" stopped early for firtility. If there ar1 3 or ruore respouses, the triai'wilicontinue to StagpII' If a total of g or fewer rcspor$e$ are observed by ttre end of Stage II, out of a total of 20patients, then no fruther investigation of the combiuation will be corriidered. If tiere are l0 ormore responses out of ?0, the courbi*ntion incruding hydroxychloroqrdus will be cousidered forfruther study.

A secondary ob.iective wiII be to assess fhe dru"ation of response amonli respo*ders. This will beassessed by compufing a Kaplan Meier survival eurve.

16. Hurnan $ubjects
16.1 Prtient Population
See Section 5.

16.2 Poteutial Risks
The major risk to the patients involved_ in this study is ttrat tlre bydroxychloroquine may
decrease the effectiveness or iucrease the toxicity of m* standard r"giro*, of paclitaxel,
callmplatin and bevazicumab. In addition, patients may experience uapleisant and potentially
fatal side effects from the ruedications used.

16"3 Consent Proccdures
Informed consent must bs gbtained prior to comrqenciufi aty research procedures. Tbe pI
shall seek such consent only rurder such circtunstances irat provide &e prospeciive patient
opportunify to corsider whether or not to parficipate aud thit nrinimizes the possibiity or
eoe'reion or urdue influence. The infonnation given to the patient, or the rryru*Jot*tiv*, slmll
!e i& a langnrage understaudable to the patieut or represettative. Tlre infonled cousent
docuruent ,moy not 

- 
include any exculpatory laugrrage tluoupft whic[ fhe patient orrepreseutative is made to waive any of the patieut'* t.!"t rtghtslor rr*leases, ; ;e*}* ;;release the invesfigator, tlrc $pousor or the iusiitutiou torir tatltity for oeg{igence.
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16.4 Potentiol Benelits
Patients may expericnce improved rc$po$se rates of their disease as well as a cl*oce toincreare thefu ovefall surrrivat.

16.5 Risk-Benelit Rstio
Tlre rnajor risk of participatiug in this study versus receiving staudard care is that tbere maybe increa$ed ttrxicity of the r"$** or decreased e{fectivene,ss" Altenrafive therapiee includestadard che.urothuapy with bevaciaunab or obseruation

16.6 Grnder snd Minorities
Female patieats accotmted for 58% of cs$cer patients seen within the Caucer Inetitute ofNew Jersey's clinical ptr}gr?ms within the last year. African-Aruericaarconrpri sed Tva,Hispatics 89/o, and Asians 3?6 of female patienis, reqpectivety. For all patients enteringclinical trials. the perceutages were 52?o women, dx iihi"un-America& Syo Hispanic, and3Yo Asian.

No person slmll, on the grounds of age, race, color, or national origirl be excluded &onrparficip*tion in, or be deuied ttre benefiis o,f, enrol&neut in this protocoi. 
"

I 7. Economic/Tinsnciol Considmtions
Patients and/or their insruance carriers will,be expected to pay fbr all costs of therapy.monitoring, and follow-up. Pntierrts will not be chaiged ibr the cost of laboratory comelate

Moddatiu of aubphegry with hy&nxychloroquinc in patiants *itb advamrd/rceurult noa-.*rll ccll lung cmccr - a phasr trstudy

!g}g13!Sry conelate resring will be frrnded bi

18. Pu$iqllon of Ressarck
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Appardix A

Perfonnnace Statrs Criteria

ECOG Perfonnance Stafus Scale x,amofsky Perfoiuauee Scale

Grade Descriptious Percenl
0 Nonnal actir,,{ty.-rdtfrffiffi

carr;i on all predisease performauce
$'itlroril restriction.

100 Nonnal,nocoffi
disease.

90 Able tocarryonno"roGm;
signs or slar.lptonrs of disease.I ^:-syolprouls. but aurbulatory.

Restricted in phXsically strernrors
activity, but anrbulatoryand ablE to
carry orrt uork of a liglri or sedurtary
nahre (e.9., ligdrt housework office
wort).

80 Nomral actirttywith e{fort so@ffii
syutptonrs ofdisease.

70 Cares for seld rmabie ro carry tn rorffat
actil.ity or to do acfiye r*ork.

)
and capable of all self..care. but unabie
to earry out aay tork actir.ities. Up
ard about n:ore th6n S0% ofnxking
hours.

OU Requires occasioual assistanie, ffiE
ro care for most of hisher needs.

.50 Requires eoniide*He u;iffia
freq*eni medical care.J

onty timited self-care, ""#Hi:"#aor chair more thm 50yo of u.aking
hours.

40 Disabled- requires specialiareffi
asristauce.

30 Severely disatlea. lro*piEtizatioi
indicated. Death,not iurndnent^4 l00Yo bedriddarl C,or$i*

disabled. Camot caflyon any self,
ca.re. Totally c$nfined lo bed or chair.

30 Very sick. hospiralizaiionffi
Deathnot iuutinent

l0 hlori-brurd, atat procisrer proffi
rapidly.

5 t.Ieao. 0 Dead.
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Appendix B

New York Heart Association classification of cardiac Disease

Functional Capacity
Patients with cardiac disease but without resulting limitations ofphysical activity. Ordinary physical activity does not cause,ndr. fatigue, palpitation, dyspnea, or anginal pain.

No objective evidence of
cardiovascular disease.

Patients with cardiac disease resulting in slight limitation of
physical activity. They are comfortable at rest. Ordinary
physical activity results in fatigue, palpitation, dyspnea, or
anginal pain.

Objective evidence of
minimal cardiovascular
disease.

Patients with cardiac disease resulting in marked limitation of
physical activity. They are comfortable at rest. Less than
ordinary activity causes fatigue, palpitation, dyspne4 or anginal
pain.

Objective evidence of
moderately severe
cardiovascular disease.

Patients with cardiac disease resulting in inability to carry on anyphysical activity without discomfort. Symptoms of heart failure
or the anginal syndrome may be present even at rest. If any
physical activity is undertaken, discomfort is increased.

Objective evidence of
severe cardiovascular
disease.
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