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METHODSFORTREATINGFAMILIALCHYLOMICRONEMIASYNDROME 

CROSS-REFERENCETORELATEDAPPLICATIONS 

100011ThisapplicationclaimsthebenefitofprioritytoU.S.ApplicationSerialNo.63/165,457 
filedonMarch24,2021andU.S.ApplicationSerialNo.63/155,960filedonMarch3,2021 

thecontentsofeachofwhichareherebyincorporatedbyreferenceintheirentiretiesforall 

purposes.  

BACKGROUND 

4 

100021FamilialchylomicronemiaSyndrome(FCS)isararegeneticconditioncharacterized 
byextremelyhighlevelsofplasmatriglyceridesandisestimatedtooccurinapproximately1 

in1,000,000individualsworldwide.  

100031TheextremetriglycerideelevationsinFCSleadtoperiodicabdominalpainwhichis 
oftenseeninchildhood.Asthediseaseprogresseslaterinlifeitcanresultinmultipleand 

recurrentepisodesofacutepancreatitisassociatedabdominalpainxantomatosis(plain 
9 

eruptiveandtuberous),lipemiaretinalisandrenalfailure.Occasionallypancytopenia(dueto 

thepresenceoflipid-ladenmacrophagesinthebonemarrow)andneurologicalsymptomssuch 

asdepressionandcognitiveimpairmenthavealsobeenreported.Themajorcauseofmorbidity 

inFCSpatientsisrecurrentpancreatitisleadingtopancreaticinsufficiencyandultimately, 

100041PatientswithFCSfailtorespondtocurrentlyavailablelipid-loweringagents(e.g., 
fibratesandomega-3fattyacids)sodietaiymanagementwithanextremelylow-fatdietand 

supplementationwithMediumChainTiyglicerides(MCT)-remainsthecornerstoneoftherapy.  

HoweverTGlevelsremainsignificantlyelevatedinmostFCSpatientsdespiteseveredietary 

restnctionsandFCSpatientsareexposedtoacutepancreatitis.  

4* * 9j 

100051Jtus~.thereisanunmetneedforsafeandeffectivetreatmentsforpatientswithyes 

SUMMARY 

100061Thepresentdisclosureprovidesamongotherthingsmethodsoftreatingfamilial 
chylomicronemiasyndrome(FCS)inapatientinneedthereofthemethodcomprising: 

1 

pancreaticfailure.
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a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereof',tothepatientforafirstdosingperio& 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientI, sfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout5mg, 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 
9 

acceptablesaltthereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereof',ofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adheringtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

administeredathirddailydoseofabout20mgoflomitapideorapharmaceutically 

acceptablesaltthereofforathirddosingperiod.  

100071Thepresentdisclosureprovidesamongotherthingsmethodsoftreatingfamilial 

chylomicronemiasyndrome(FCS)inapatientinneedthereofthemethodcomprising: 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocL 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<about750mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 
9 

pharmaceuticallyacceptablesaltthereofofabout5mg, 
c)ifthepatient'smeasuredfastingtriglyceridelevelsare>about750mg/dLwhile 

adhenngtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 
9 

acceptablesaltthereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<about750mg/dLwhile 

2 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora



WO20221187463 PCT/IiS2022/O18672 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>about750mg/dLwhile 

adhenngtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

administeredathirddailydoseofabout20mgoflomitapideorapharmaceutically 

acceptablesaltthereofforathirddosingperiod.  

100081InsomeembodimentsthepatientinneedofFCStreatmentisconfirmedhomozygote 

compoundheterozygoteordoubleheterozygoteforoneormoreloss-of-functionmutationsin 

genescausingFCS.  

100091InsomeembodimentsthepatientinneedofFCStreatmenthasahistoiyofpancreatitis.  

100101Insomeembodimentswhenthepatientsliveraminotransferase(ALT/AST)levelsare 

>5timestheupperlimitofnormal(ULN)afterthefirstdosingperiodtheseconddosingperiod 

orthethirddosingperiodthepatientiswithdrawnfromlomitapidetreatment.Insome 

embodimentsthepatientiswithdrawnfromtreatmentuntilALT/ASTlevelsare<3timesthe 

ULN.Insomeembodimentsthemethodfurthercomprisesreducingthepatientsdosetothe 

lastdosethatprovidedpatientALT/ASTlevelsof<3timestheULN.  

100111InsomeembodimentswhenthepatientsALT/ASTlevelsarefrom3-5timestheULN 

themethodcomprisesconfirmingthepatientsALT/ASTlevelsare3-5timestheULNwithin 

oneweekoftheelevatedALT/ASTtestresult.Insomeembodimentsthemethodfurther 

<3timestheULN.  

100121Insomeembodimentsmethodsofthepresentdisclosurecompriseadjustingthe 

patient'sdailylomitapidedosetoprovidefastingtriglyceridelevels< 1000mg/dLand 

ALT/ASTlevels<3timestheULN.  

100131Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<1000 
mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

10mg,15mg,20mg,25mg,30mg,35mg,40mg,45mg,50mg,55mgand60mgof 

lomitapideorapharmaceuticallyacceptablesaltthereof 

100141Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<1000 
mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

3 

comprisesreducingthepatient'sdosetothelastdosethatprovidedpatientALT/ASTlevelsof
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10mg,15mg,20mg,30mg,40mg,50mgand60mgoflomitapideorapharmaceutically 

acceptablesaltthereof 

100151Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<1000 
mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

10mg,20mg,30mgand60mgoflomitapideorapharmaceuticallyacceptablesaltthereof 

100161Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<1000 

mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

10mg,20mg,40mgand60mgoflomitapideorapharmaceuticallyacceptablesaltthereof 

100171Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<1000 
mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

10mg,15mgand20mgoflomitapideorapharmaceuticallyacceptablesaltthereof 

100181Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<1000 

mg/dLandALT/ASTlevels<3timestheULNis5mgoflomitapideorapharmaceutically 

acceptablesaltthereofInsomeembodimentsthedailydosethatprovidesfastingtriglyceride 

levels<1000mg/dLandALT/ASTlevels<3timestheULNis10mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydosethatprovides 

fastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULNis15mgof 

lomitapideorapharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydose 

thatprovidesfastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULN 

thedailydosethatprovidesfastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3 

timestheULNis30mgoflomitapideorapharmaceuticallyacceptablesaltthereofInsome 

embodimentsthedailydosethatprovidesfastingtriglyceridelevels< 1000mg/dLand 

ALT/ASTlevels<3timestheULNis40mgoflomitapideorapharmaceuticallyacceptable 

saltthereofInsomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels< 

1000mg/dLandALT/ASTlevels< 3timestheULNis50mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydosethatprovides 

fastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULNis60mgof 

lomitapideorapharmaceuticallyacceptablesaltthereof 

100191Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<750 

mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 
4 

is20mgoflomitapideorapharmaceuticallyacceptablesaltthereofInsomeembodiments
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10mg,15mg,20mg,25mg,30mg,35mg,40mg,45mg,50mg,55mgand60mgof 

lomitapideorapharmaceuticallyacceptablesaltthereof 

100201Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<750 

mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

10mg,15mg,20mg,30mg,40mg,50mgand60mgoflomitapideorapharmaceutically 

acceptablesaltthereof 

100211Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<750 

mg/dLandALT/ASTlevels<3timestheULNis5mgoflomitapideorapharmaceutically 

acceptablesaltthereofInsomeembodimentsthedailydosethatprovidesfastingtriglyceride 

levels<750mg/dLandALT/ASTlevels<3timestheULNis10mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydosethatprovides 

fastingtriglyceridelevels<750mg/dLandALT/ASTlevels<3timestheULNis15mgof 

lomitapideorapharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydose 

thatprovidesfastingtriglyceridelevels<750mg/dLandALT/ASTlevels<3timestheULN 

is20mgoflomitapideorapharmaceuticallyacceptablesaltthereofInsomeembodiments 

thedailydosethatprovidesfastingtriglyceridelevels<750mg/dLandALT/ASTlevels<3 

timestheULNis30mgoflomitapideorapharmaceuticallyacceptablesaltthereofInsome 

embodimentsthedailydosethatprovidesfastingtriglyceridelevels<750mg/dLand 

ALT/ASTlevels<3timestheULNis40mgoflomitapideorapharmaceuticallyacceptable 

saltthereofInsomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels< 

pharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydosethatprovides 

fastingtriglyceridelevels<750mg/dLandALT/ASTlevels<3timestheULNis60mgof 

lomitapideorapharmaceuticallyacceptablesaltthereof 

100221Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<500 

mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

10mg,15mg,20mg,25mg,30mg,35mg,40mg,45mg,50mg,55mgand60mgof 

lomitapideorapharmaceuticallyacceptablesaltthereof 

100231Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<500 

mg/dLandALT/ASTlevels<3timestheULNisselectedfromthegroupconsistingof5mg, 

5 

750mg/dLandALT/ASTlevels< 3timestheULNis50mgoflomitapideora
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10mg,15mg,20mg,30mg,40mg,50mgand60mgoflomitapideorapharmaceutically 

acceptablesaltthereof 

100241Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels<500 

mg/dLandALT/ASTlevels<3timestheULNis5mgoflomitapideorapharmaceutically 

acceptablesaltthereofInsomeembodimentsthedailydosethatprovidesfastingtriglyceride 

levels<500mg/dLandALT/ASTlevels<3timestheULNis10mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydosethatprovides 

fastingtriglyceridelevels<500mg/dLandALT/ASTlevels<3timestheULNis15mgof 

lomitapideorapharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydose 

thatprovidesfastingtriglyceridelevels<500mg/dLandALT/ASTlevels<3timestheULN 

is20mgoflomitapideorapharmaceuticallyacceptablesaltthereofInsomeembodiments 

thedailydosethatprovidesfastingtriglyceridelevels<500mg/dLandALT/ASTlevels<3 

timestheULNis30mgoflomitapideorapharmaceuticallyacceptablesaltthereofInsome 

embodimentsthedailydosethatprovidesfastingtriglyceridelevels<500 mg/dLand 

ALT/ASTlevels<3timestheULNis40mgoflomitapideorapharmaceuticallyacceptable 

saltthereofInsomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels< 

500mg/dLandALT/ASTlevels< 3timestheULNis50mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofInsomeembodimentsthedailydosethatprovides 

fastingtriglyceridelevels<500mg/dLandALT/ASTlevels<3timestheULNis60mgof 

lomitapideorapharmaceuticallyacceptablesaltthereof 

doesnotprovideaclinicallysignificantincreaseinhepaticfatliverduringthetreatmentperiod.  

100261Insomeembodimentsofthemethodsprovidedhereinthelomitapideadministration 

substantiallydecreasestheepisodesofpancreatitiscomparedtopriortosaidtreatment.  

100271Insomeembodimentsthepresentdisclosureprovidesmethodsoftreatingfamilial 

chylomicronemiasyndrome(FCS)inapediatricpatientinneedthereofthemethod 

comprising: 

a)orallyadministeringafirstdailydoseofabout2mgtoabout5mgoflomitapideor 

apharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiods 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLthepatientis 
6 

100251Insomeembodimentsofthemethodsprovidedhereinthelomitapideadministration
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maintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofofabout2mgtoabout5mg; 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthefirst 

dosingperiodthepatientisorallyadministeredaseconddailydoseofabout5mgto 

about10mgof lomitapideorapharmaceuticallyacceptablesaltthereofforasecond 

dosingperio& 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLthe 
0 

patientismaintainedatadailydoseoflomitapideorapharmaceuticallyacceptable 

saltthereofofabout5mgtoabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthe 

seconddosingperiodthepatientisorallyadministeredathirddailydoseofabout10 

mgtoabout20mgoflomitapideorapharmaceuticallyacceptablesaltthereoffora 

thirddosingperiod.  

100281Insomeembodimentsthepresentdisclosureprovidesmethodsoftreatingfamilial 

chylomicronemiasyndrome(FCS)inapediatricpatientinneedthereof',themethod 

comprising: 

a)orallyadministeringafirstdailydoseofabout2mgtoabout5mgoflomitapideor 

apharmaceuticallyacceptablesaltthereof',tothepatientforafirstdosingperiod 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

maintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofofabout2mgtoabout5mg; 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLafterthefirst 

dosingperiodthepatientisorallyadministeredaseconddailydoseofabout5mgto 

about10mgof 4 

lomitapideorapharmaceuticallyacceptablesaltthereofforasecond 
dosingperiod 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<750mg/dLthepatient 

ismaintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofofabout5mgtoabout10mg; 

7 

whereinifthepatientsfastingtriglyceridelevelsare<750mg/dLthepatientis
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e)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLafterthe 

seconddosingperiodthepatientisorallyadministeredathirddailydoseofabout10 

mgtoabout20mgoflomitapideorapharmaceuticallyacceptablesaltthereoffora 

thirddosingperiod.  

100291InsomeembodimentsthepediatricpatientinneedofFCStreatmentisadministereda 

dailydoseof2mgoflomitapideorapharmaceuticallyacceptablesaltthereofinthefirstdosing 

periodadailydoseof5mgoflomitapideorapharmaceuticallyacceptablesaltthereofinthe 

seconddosingperiodandadailydoseof10mgoflomitapideorapharmaceuticallyacceptable 

saltthereofinthethirddosingperiod.  

100301InsomeembodimentsthepediatricpatientinneedofFCStreatmentisadministereda 

dailydoseof5mgoflomitapideorapharmaceuticallyacceptablesaltthereofinthefirst 

dosingperiodadailydoseof10mgoflomitapideorapharmaceuticallyacceptablesalt 

thereofintheseconddosingperiod andadailydoseof20mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofinthethirddosingperiod.  

BRIEFDESCRIPTIONOFTHEDRAWINGS 

100311FIG.1showsmeantriglyceride(TG)levels(mg/dL)inFCSpatients(n18)treated 

withlomitapideover26weeksfromthestudydescribedinExample1.  

100321111G.2showsmeantotalcholesterol(TC)levels(mg/dL)inFCSpatients(n18)treated 

withlomitapideover26weeksfromthestudydescribedinExample1. TermsTCorCTare 

100331FIG.3showsmeanHDL-Clevels(mg/dL)inFCSpatients(n18)treatedwith 

lomitapideover26weeksfromthestudydescribedinExample1.  

100341FIG.4showsthemeanlomitapidedose(mg)administeredtoFCSpatients(n18)over 

thecourseofthe26-weekstudydescribedinExample1 

100351FIG.5showsmeanliverALTlevels(ul/L)inFCSpatients(n18)treatedwith 

lomitapideoverthecourseofthe26-weekstudydescribedinExample1.  

100361FIG.6showsmeanliverASTlevels(ul/L)inFCSpatients(n18)treatedwith 

lomitapideoverthecourseofthe26-weekstudydescribedinExample1.  

8 

usedinterchangeably.
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100371FIG.7showsmediantriglyceridelevelsinFCSpatientsreceivinglomitapideoverthe 

courseofthe26-weekstudydescribedinExample1.  

100381FIG.8showschangeintriglyceridelevels(0o)inFCSpatientsreceivinglomitapide 

frombaselinetoWeek26inthestudydescribedinExample1.  

100391FIG.9showsmedianlivertransaminaselevelsinFCSpatientsreceivinglomitapide 

overthecourseofthe26-weekstudydescribedinExample1.  

DEFINITIONS 

100401Forconveniencecertaintermsemployedinthespecificationexamplesandclaimsare 

collectedhere.Unlessdefinedotherwisealltechnicalandscientifictermsusedinthis 

disclosurehavethesamemeaningsascommonlyunderstoodbyoneofordinaryskillintheart 

towhichthisdisclosurebelongs.  

100411Throughoutthisdisclosurevariouspatentspatentapplicationsandpublicationsare 

referenced.Thedisclosuresofthesepatentspatentapplicationsandpublicationsare 

incorporatedintheirentiretiesintothisdisclosurebyreferenceinordertomorefullydescribe 

thestateoftheartasknowntothoseskilledthereinasofthedateofthisdisclosure.This 

disclosurewillgovernintheinstancethatthereisanyinconsistencybetweenthepatentspatent 

applicationsandpublicationscitedandthisdisclosure.  

100421Thetermabout"whenimmediatelyprecedinganumericalvaluemeansarangeofplus 

orminusanacceptabledegreeofvanationintheart.Insomeembodimentstheterm"about" 

encompasseslcWoofthatvaluee.g.,'Cabout50means45to55"about25,000"means22,500 

to27,500,etc.,unlessthecontextofthedisclosureindicatesotherwiseorisinconsistentwith 

suchaninterpretation.Forexampleinalistofnumericalvaluessuchas"about49,about50 

about55,... "about50"meansarangeextendingtolessthanhalftheinterval(s)betweenthe 

precedingandsubsequentvaluese.g.,morethan49.5tolessthan52.5.Furthermorethe 
C 'C phrases'lessthanaboutavalueorgreaterthanabout"avalueshouldbeunderstoodinview 

ofthedefinitionofthetermC'about"providedherein.  

100431Throughoutthepresentdisclosurenumericalrangesareprovidedforcertainquantities.  

Theserangescompriseallsubrangestherein.ThustherangeC'from5(~jto80"includesall 

9 
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possiblerangestherein(e.g.,51-79,52-78,53-77,54-76,55-75,60-70,etc.).Furthermoreall 

valueswithinagivenrangemaybeanendpointfortherangeencompassedthereby(e.g.,the 

range50-SOincludestherangeswithendpointssuchas55-80,50-75,etc.).  

100441Theterms administer,"'~administering"or"administration"asusedhereinreferto 

eitherdirectlyadministeringacompoundorasaltsolvateorprodrugthereoforacomposition 

comprisingthecompoundorasaltsolvateorprodrugthereoftoapatient.  

~4 

100451Theterm carrier asusedhereinencompassescarriersexcipientsanddiluents 

meaningamaterialcompositionorvehiclesuchasaliquidorsolidfillerdiluentexcipient, 

solventorencapsulatingmaterialinvolvedincarryingortransportingapharmaceuticalagent 

fromoneorganorportionofthebodytoanotherorganorportionofthebody.  

100461Theterm"treating"asusedhereinwithregardtoapatientreferstoimprovingatleast 

onesymptomofthepatient'sdisorder. Treatingcanbeimprovingoratleastpartially 

amelioratingadisorder.  

100471Theterms"effectiveamount"and"therapeuticallyeffectiveamount"areused 

interchangeablyinthisdisclosureandrefertoanamountofacompoundorasaltsolvateor 

prodrugthereofthatwhenadministeredtoapatientiscapableofperformingtheintended 

result.Forexampleaneffectiveamountoflomitapideorapharmaceuticallyacceptablesalt 

thereofisthatamountwhichisrequiredtoreduceatleastonesymptomofFCSinapatient, 

e.g.theamountrequiredtoreducethefrequencyofpancreatitisinapatientwithFCScompared 

"therapeuticallyeffectiveamount"willvarydependingonanumberofconditionsincluding, 

butnotlimitedtotheseverityofthedisorderthesizeandhealthofthepatientandtheroute 

ofadministrationAskilledmedicalpractitionercanreadilydeterminetheappropriateamount 

usingmethodsknowninthemedicalarts.  

100481Theterm"therapeuticeffect"asusedhereinreferstoadesiredorbeneficialeffect 

providedbythemethodand/orthecomposition.ForexamplethemethodfortreatingFCS 

providesatherapeuticeffectwhenthemethodreducesatleastonesymptomofFCSe.g., 

reducethefrequencyofpancreatitisinapatientwithFCScomparedtopriortotreatment.  

C' 

100491Thephrasepediatricpatient"asusedhereinreferstoapatientlessthan18yearsof 

age.  

10 

topriortotreatment.Theactualamountwhichcomprisesthe effectiveamount"or
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C' 100501Thephrasepharmaceuticallyacceptable"asusedhereinreferstothosecompounds 
materialscompositionsand/ordosageformswhicharewithinthescopeofsoundmedical 

judgmentsuitableforuseincontactwiththetissuesofhumanbeingsandanimalswithout 

excessive toxicity, irritation, allergic response, or other problem or complication 

commensuratewithareasonablebenefit/riskratio.  

100511Thetermsalts"asusedhereinembracespharmaceuticallyacceptablesaltscommonly 
usedtoformalkalimetalsaltsoffreeacidsandtoformadditionsaltsoffreebases.Thenature 

ofthesaltisnotcriticalprovidedthatitispharmaceuticallyacceptable.Thetermsalts"also 

includessolvatesofadditionsaltssuchashydratesaswellaspolymorphsofadditionsalts.  

Suitablepharmaceuticallyacceptableacidadditionsaltscanbepreparedfromaninorganicacid 

orfromanorganicacid.Examplesofsuchinorganicacidsarehydrochlorichydrobromic 

hydroiodicnitriccarbonicsulfuricandphosphoricacid.Appropriateorganicacidscanbe 

selectedfromaliphaticcycloaliphaticaromaticarylaliphaticandheterocyclylcontaining 
9 9 

carboxylicacidsandsulfonicacidsforexampleformicaceticpropionicsuccinicglycolic 
9 

gluconiclacticmalictartariccitricascorbicglucuronicmaleicfumaricpyruvicaspartic 
9 4 

glutamicbenzoicanthranilicmesylicsteancsalicylicp-hydroxybenzoicphenylacetic 

mandelicembonic(pamoic),methanesulfonicethanesulfonicbenzenesulfonicpantothenic 
9 9 

toluenesulfonic,2-hydroxyethanesulfonicsulfaniliccyclohexylaminosulfonicalgenic,3
9 

DETAILEDDESCRIPTION 

Familial Chylomicronemia Syndrome 

100521FamilialChylomicronemiaSyndrome(FCS)isararerecessivegeneticdisorder, 
inheritedasmonogenicrecessivetrait.ThemainbiochemicalfeatureofFCSisthe 

accumulationof 9 

chylomicrons(CM)inplasmawithtriglyceride(TO)levels>10mmol/L.  
100531TheextremetriglycerideelevationsinFCSleadtoperiodicabdominalpainwhichis 
oftenseeninchildhood.Asthediseaseprogresseslaterinlifeitcanresultinmultipleand 

recurrentepisodesofacutepancreatitisassociatedabdominalpainxanthomatosis(plain 

eruptiveandtuberous),lipemiaretinalisandrenalfailure.Acutepancreatitisisthemost 

frequentanddamagingcomplicationofFCSresultinginchronicmalabsorptionanddiabetes 

11 

hydroxybutyricgalactaricandgalacturonicacid.
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mellitusinasubgroupofFCSpatients.Episodesofpancreatitiscanalsobelife-threatening, 

resultintheneedforintensivecaretreatment.Themortalityrateforhypertriglyceridemia

inducedacutepancreatitishasbeenreportedtorangefrom5to300o.Plasmatriglyceridelevels 

greaterthan1000mg/dLakeythresholdforincreasedriskofpancreatitisgenerallyreflectan 

abundanceoftriglyceridescarriedwithinchylomicronsparticles.Occasionallypancytopenia 

(duetothepresenceoflipid-ladenmacrophagesinthebonemarrow)andneurological 

symptomssuchasdepressionandcognitiveimpairmenthavealsobeenreported.Other 

symptomsofFCScanincludenauseadiarrheabloatingphysicalweaknessconstipation 

indigestionfatigueandhepatospl.  

100541GeneticcausesofFCSincludehomozygotescompoundheterozygotesordouble 

heterozygotesforloss-of-functionmutationsinknowngenesinvolvedinperipheralhydrolysis 

oftriglyceriderichlipoproteins(VLDLandchylomicrons):LipoproteinLipase(LPL), 

Apolipoprotein(APO)C2,APOA5,glycosyiphosphatidylinositol-anchoredhigh-density 

lipoprotein-bindingprotein1(GPJ-HBP1),orlipasematurationfactor1(LMF1).LPL 

deficiency(LPLD),duetoaprimarydefectofLPLLPLDisthemostfrequentandstudied 

lipolyticdefectresponsibleofFCSworldwide.MorethanfiftypatientswithLPLmutations 

havebeendescribedinItalyand430oofthecasessufferedofatleastanepisodeofacute 

an.  

Lomitapide 

100551Lomitapideisafirstinclassoralselectiveinhibitorofmicrosomaltransferprotein 

reticulumandisresponsibleforbindingandshufflingindividuallipidmoleculesbetween 

membranes.MTPplaysakeyroleintheassemblyofapoBcontaininglipoproteinsintheliver 

andintestines.InhibitionofMTPreduceslipoproteinsecretionandcirculatingconcentrations 

oflipoprotein-bomelipidsincludingcholesterolandtriglycerides.  

100561The chemical name of lomitapide is N-(2,2,2-trifluoroethyl)-9-[4-[4

[1j4'(trifluoromethyl)[1,1'-biphenyl]-2-yl]carbonyl]amino]- 1-piperidinyl]butyl]-9H-fluorene

9carboxamide.Itsstructuralformula4 

is: 

12 

(MTP),anintracellularlipid-transferproteinthatisfoundinthelumenoftheendoplasmic



WO20221187463 PCT/IiS2022/O18672 

F 
F F 

F 
F F 

N -I 
NHN 

t 

100571it~;c'ffJ.Jita.pideandotheririiiibitorsot ATP~medi.ated.neutrallipidtransfera.ctvvlvan.  

described..forexampleiniLLS.Pat.Now5789497,.34383,109 ~F~W~9-S66.~and6492365-Sa"=w;~a.ch 

Wiitseut4retvMTPinhibitorsaredescribed 
0-fwhichisI hi b f I I d 9 

Lhrotus~.zhoLItU.S.PtlvtrNO.6~O665653r~Iiij¶JIFVIVYtiCti}I~1riiiCOiU1TJBS.m-~28.Lomitapideandmethods 

foritsusearedescribedforexampleinU.S.Pat.No.7,932,268 8 , 9,265,758, 

, 9,433,617;9,861,622,10,016,404,10,555,938eachofwhichisincorporatedby 

referencehereininitsentirety. SeealsoU.S.Pat.No.10,213,419theentiretyofwhichis 

incorporatedhereinbyreference.  

100581TheEuropeanCommission(BC)grantedauthorizationforlomitapideunderthetrade 

name~Lojuxta®~inJuly2013.Lomitapideisa'lipidmodifyingagent"accordingtothe 

AnatomicalTherapeuticChemical(ATC)ClassificationSystem(ATCcodeC1OAX12).Itis 

withoutLAinadultpatientswithHoFH.GeneticconfirmationofHoFHshouldbeobtained 

wheneverpossible.Otherformsofprimaryhyperlipoproteinaemiaandsecondaiycausesof 

hypercholesterolaemia(e.g.,nephroticsyndromehypothyroidism)mustbeexcluded.  

100591TheU.S.Food&DrugAdministration(FDA)grantedauthorisationforlomitapide 

underthetradename'Juxtapid'inDecember2012.Juxtapid®isindicatedasanadjuncttoa 

low-fatdietandotherlipid-loweringtreatmentsincludingLDLapheresiswhereavailableto 

reducelow-densitylipoproteincholesterol(LDLC),totalcholesterol(TC),apolipoproteinB 

(apoB),andnon-high-densitylipoproteincholesterol(non-HDL-C)inpatientswith 

homozygousfamilialhypercholesterolemia(HoFH).  

13 

indicatedasanadjuncttoalow-fatdietandotherlipid-loweringmedicinalproductswithor
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100601HoweverLojuxtaandJuxtapidarenotapprovedinpediatricpatients(i.e.,inpatients 

lessthan18yearsofage)becausethesafetyandefficacyoflomitapideinthissensitive 

populationhasnotbeenestablished.  

100611Informulatingthecompositionslomitapideorapharmaceuticallyacceptablesalt 

thereof, inthe amounts describedherein are compounded according accepted 

pharmaceuticalpracticewithaphysiologicallyacceptablevehiclecarrierexcipientbinder, 

preservativestabilizerflavoretc.,intheparticulartypeofunitdosageform.Suchdosage 

formscanbeadministeredtothepatientonaregimenofonetofourdosesperday.  

I 9 

100621inoneaspectthedisclosureprovidestabletscontainingaloiriltapidecoinposiuonas 
d~scrib~d a C Atai)let'nayb~n~atire bycompressionorimn@J.dji:~g 5DpVJ(5 I*1IvWii:I'ioneor 

S S 

moreaCceSsorYJ. in~'xdicuts. Compressedtabietsmax'beprepared = )-, binder(forexample, 

(3=ciatm£01cro sflhlineceilulo bydroxyTpropylrnethv h I 

preservahve9 disintegrant(forexampie 5 sodiurnstarchfycotateorCrOssilnIKedsodiwn 

carl)OXYflhI(4kv1 Julos surfact>activeordis 4 ~arigeili.Mo].dedtab].etsmavbernade1wJ 
fliQidi * .fr 

-~ :i=nasujtabieiiiachi.neamixtureotthesubjectcomposit~Oflmoistenedwitaninert.  
-.  iicpidci.iiuent.iaLMeTs~r a~KLomerSOlICI.uosa~eTOfIflS~.SttCfl. ciapstdes~P~tlsand 

(I 4 my&ptioiiaiJvbescoredorpftpai'cdwithcoatings2Ii:~dsJ:wAis 5 si.tcl:iaseriten.c 

ttoaim.gsandother W w~tiiknOwnU 
£2 excipientsmayservemorethanonefunction.Forexamplefillersorbindersmayalsob 

4 

disintegrants~.Aidantsantb-=adherents~.It&bricants~sweetenersandtheIike 

100631Liquidformulationscanalsobepreparedbydissolvingorsuspendingoneorthe 

combination ofactive substances in conventional liquidvehicle acceptable for 

pharmaceuticaladministrationsoastoprovidethedesireddosageinonetofourteaspoonsfuls.  

100641Dosageunitsincludingtabletscapsulesandcapletsofvarioussizescanbeprepared 

e.g., ofabout2to10000mgintotalweightcontainingoneorbothoftheactivesubstancesin 

therangesdescribedabovewiththeremainderbeingaphysiologicallyacceptablecarderof 

othermaterialsaccordingtoacceptedpharmaceuticalpractice.Thesetabletscanofcoursebe 

scoredtoprovideforfractionaldoses.Gelatincapsulescanbesimilarlyformulated.For 

exampleinsomeembodimentsascoredtabletmayprovidethedosageunit.Underthe 

directionofaphysicianorothermedicalprofessionalthesubjectmaybedirectedtotakeone 

portionofthedosageunitwhereintheoneportionwillprovidethedesireddosagelevelfor 

14 
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giveninterval.Atthefollowingintervalthepatientmaybeinstructedtotaketwoormore 

portionsofthedosageunitwhereinthetwoormoreportionswillprovidethedesireddosage 

levelforthatinterval.  

100651FormulationsoflomitapidearecommerciallyavailableforexampleasJuxtapid 

capsules.EachJuxtapidcapsulecontainslomitapidemesylateequivalentto5,10,20,or30mg 

lomitapidefreebaseandthefollowinginactiveingredients:pregelatinizedstarchsodium 

starchglycolate microcrystallinecelluloselactosemonohydrate silicondioxideand 

magnesiumstearate.Thecapsuleshellsofallstrengthscontaingelatinandtitaniumdioxide 

the5mg,10mgand30mgcapsulesalsocontainredironoxide;andthe30mgcapsulesalso 

containyellowironoxide.Theimprintinginkcontainsshellacblackironoxideandpropylene 

glycol.Howeverthescopeofthepresentdisclosureisnotlimitedtodosagestrengthsof 

Juxtapidpresentlyavailablecommerciallyandincludescapsulescontaininglomitapide 

mesylate(orotherpharmaceuticallyacceptablesaltsoflomitapide)equivalentto5,10,20,30 

40,or60mglomitapidefreebase.  

Methods ofthe Present Disclosure 

100661Inoneaspectthepresentdisclosureprovidesamethodoftreatingfamilial 

chylomicronemiasyndrome(FCS)inapatientinneedthereofbyadministeringaneffective 

amountoflomitapideorapharmaceuticallyacceptablesaltthereof(e.g.,lomitapidemesylate).  

Insomeembodimentslomitapideorapharmaceuticallyacceptablesaltthereofisusedtotreat 

apatientwithFCStotreatFCS totreatthesymptomsofFCS tocontrolgenetic 

pancreatitisinapatientwithFCScomparedtopriortotreatment.Insomeembodimentsofthe 

methodsoftreatingFCSdisclosedhereinadministeringaneffectiveamountoflomitapideor 

a pharmaceutically acceptable salt thereof controls symptoms associated with 

hypertriglyceridemiainapatientwithFCS.Inembodimentsadministeringaneffective 

amountoflomitapideorapharmaceuticallyacceptablesaltthereofaccordingtoanyofthe 

methodsofthepresentdisclosuresubstantiallydecreasestheepisodesofpancreatitisina 

patientwithFCScomparedtopriortotreatment.  

100671Itwillbeunderstoodthatinsomeembodimentsofthemethodsprovidedhereinthe 

patientisahuman.Insomeembodimentsthepatientisanadultpatient.Insomeembodiments 

thepatientisapediatricpatient.Insomeembodimentsthepatienthasahistoryofpancreatitis 

15 

hypertriglyceridemiainapatientwithFCS, orsubstantiallydecreasetheepisodesof
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(e.g.,acutepancreatitis).Insomeembodimentsthepatientspost-heparinplasmalipoprotein 

lipase(LpL)activityis<200oofnormal.Insomeembodimentsthepatienthasconfirmed 

presenceofLpLinactivatingantibodies.  

100681Insomeembodimentsthepatienthasfastingtriglyceridelevels>1000mg/dLpriorto 
9 

treatmentwithlomitapideorapharmaceuticallyacceptablesaltthereofInsomeembodiments 

thepatienthasfastingfastingtriglyceridelevels>750mg/dLpriortotreatmentwithlomitapide 

orapharmaceuticallyacceptablesaltthereof 

I, 

100691InsomeembodimentsthepatientsFCSisrefractoiytoprevioustreatmentregimens.  

Insomeembodimentsthepatient'sFCSisrefractorytoplasmaLDLapheresis.Insome 

embodimentstheFCSpatienthasgenetichypertriglyceridemiaandrecurrentacute 

pancreatitisandisrefractorytoprevioustreatmentregimens.  

100701Insomeembodimentsthepatientisaconfirmedhomozygotecompoundheterozygote 

ordoubleheterozygoteforoneormoreloss-of-functionmutationsingenescausingFCS.In 

someembodimentsthepatienthasaloss-of-functionmutationsingenesinvolvedinperipheral 

hydrolysisoftriglyceriderichlipoproteins(VLDLandchylomicrons).Inembodimentsthe 

patienthasamutationinoneormoregenesindependentlyselectedfromageneencoding 

(LPL),apolipoprotein(APO)C2,APOA5,glycosylphosphatidylinositol-anchoredhigh

densitylipoprotein-bindingprotein1(GPI-HBP1),orlipasematurationfactor1(LMF1).In 

someembodimentsthepatienthasamutationinthegeneencodinglipoproteinlipase(LPL), 

apolipoprotein(APO)C2,APOA5,glycosylphosphatidylinositol-anchoredhigh-density 

100711Insomeembodimentsthepatienthasamutationinthegeneencodinglipoproteinlipase 

(LPL).Insomeembodimentsthepatienthasamutationinthegeneencodingapolipoprotein 

(APO)C2.InsomeembodimentsthepatienthasamutationinthegeneencodingAPOA5.In 

some embodiments the patient has a mutation in the gene encoding 

glycosylphosphatidylinositol-anchoredhigh-densitylipoprotein-bindingprotein 1 (OPI

HBP1).Insomeembodimentsthepatienthasamutationinthegeneencodinglipase 

maturationfactor1(LMF1).Insomeembodimentsthepatienthasalipoproteinlipase 

deficiency(LPLD).Insomeembodimentsthepatienthasamutationinthegeneencoding 

lipoproteinlipase.InsomeembodimentsthepatienthasamutationinthegeneencodingLPL 
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lipoprotein-bindingprotein1(GPI-HBP1),orlipasematurationfactor1(LMF1).
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andamutationinthegeneencodingAPOA5.Insomeembodimentsthepatienthasamutation 

inthegeneencodingLPLandamutationinthegeneencodingGPIHBPL 

100721Insomeembodimentsofthemethodsdisclosedhereinthepatienthasoneormore 

mutationsselectedfrom:c.250-1G>C(JVS2);c.829G>A(p.Asp277Asn);ci174C>G 
9 

(p.Leu392Val)/c.457G>A(p.Val153Met);c.9840>T(p.Met328Jle)/c.41G>T(p.Cys14Phe), 
c.1019-2A>T(JVS6);c.832S33delTC(p.Asp277AspfsX4);c.987C>A 9 

(p.Tyr329Ter), 
c.65ldelT(p.Pro2l7ProFs34X);c.326T>C(p.JlelO9Thr);c.644G>A(p.01y21501u);c.1019

2A>T(JVS6);c.621C>G(p.Asp2O7Glu);c.5420>A(p.Gly181Asp);c.755C>T(p.Jle252Thr) 

c.(?-1)(*1?)dehc.621C>G(p.Asp2O7Glu);c.1174C>G(p.Leu392Val); c.177C>A 

p.Tyr59Terorc.274C>T(p.Gln92Ter).  

100731Insomeembodimentsthepatienthasthemutationc.250-1G>C(JVS2).  

100741Insomeembodimentsthepatienthasthemutationc.829G>A(p.Asp277Asn).  

100751In some embodiments the patient has the mutation c.1174 C>G 

(p.Leu392Val)/c.457G>A(p.Vall53Met).  

100761Insomeembodimentsthepatienthasthemutationc.984G>T(p.Met32SIle)/c.41G>T 

(p.Cysl4Phe).  

100771Insomeembodimentsthepatienthasthemutationc.1019-2A>T(IVS6).  

100781Insomeembodimentsthepatienthasthemutationc.832S33delTC(p.Asp277Asp 

100791Insomeembodimentsthepatienthasthemutationc987C>A(p.Tyr329Ter).  

100801Insomeembodimentsthepatienthasthemutationc.65idelT(p.Pro2l7ProFs34X).  

100811Insomeembodimentsthepatienthasthemutationc.326T>C(p.IlelO9Thr).  

100821Insomeembodimentsthepatienthasthemutationc.6440>A(p.01y21501u).  

100831Insomeembodimentsthepatienthasthemutationc.1019-2A>T(IVS6).  

100841Insomeembodimentsthepatienthasthemutationc.621C>G(p.Asp2O7Glu).  

100851Insomeembodimentsthepatienthasthemutationc,5420>A(pRAy18lAsp).  

17 
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100861Insomeembodimentsthepatienthasthemutationc.755C>T(p.Ile252Thr)c.(?

1)(*1?)del;c.621C>G(p.Asp2O7Glu).  

100871Insomeembodimentsthepatienthasthemutationc.1174C>G(p.Leu392Val).  

100881Insomeembodimentsthepatienthasthemutationc.177C>Ap.Tyr59Ter.  

100891Insomeembodimentsthepatienthasthemutationorc.274C>T(p.Gln92Ter.  

100901Insomeembodimentsofthemethodsdisclosedhereinthepatienthasoneormore 

mutationsintheLPLgeneselectedfromc.250-1G>C(IVS2);c.829G>A(p.Asp277Asn), 

c.1174C>G,(p.Leu392Val);c.9840>T(p.Met32SIle);c.1019-2A>T(IVS6);c.832S33delTC 

(p.Asp277AspfsX4);c.987C>A(p.Tyr329Ter);c.651delT(p.Pro2l7ProFs34X);c.326T>C 
9 

(p.Ilel09Thr);c.6440>A(p.EAy21501u);c.1019-2A>T(IVS6);c.621C>G(p.Asp2O7Glu), 
c.5420>A (p.GlylSlAsp); c.755C>T (p.Ile252Thr) c.(?~1)(*1?)deh c.621C>G 

(p.Asp2O7Glu);orc.1174C>G(p.Leu392Val).  

100911Insomeembodimentsofthemethodsdisclosedhereinthepatienthasoneormore 

mutationsintheAPOC2geneselectedfromc.177C>Ap.Tyr59Ter orc.274C>T 

(p.Gln92Ter).  

100921Insomeembodimentsofthemethodsdisclosedhereinthepatientexpressesa 

microsomaltriglyceridetransportproteingene(MTP)variantthatimprovesthepatient's 

responsetolomitapidetreatmentcomparedtopatientsthatdonotexpresstheMTPvariant.  

4 

anadjuncttoalow-fatdietandotherlipid-loweringtreatments(suchasstatinezetimibe 
nicotinicacidbileacidsequestrantfibrates(e.g.,fenofibrate)orLDL 0 

apheresisor 

combinationsthereof).Insomeembodimentslomitapideisadministeredasanadjuncttoa 

low-fatdietandomega-3fattyacids.Insomeembodimentsthelow-fatdietcomprisesadiet 

whereinlessthanabout 3 O0 oofpatient'stotalcaloriesarefromfatlessthanabout 2 O0 oof 

patient'stotalcaloriesarefromfatlessthanabout150oofpatient'stotalcaloriesarefromfat, 

orlessthanabout1 oofpatient'stotalcaloriesarefromfat.Insomeembodimentsthelow

fatdietcomprisesadietwhereinlessthanabout200oofpatient'stotalcaloriesarefromfat.In 

someembodimentsthelow-fatdietcomprisesadietwhereinlessthanabout1 ~ofpatient's 

totalcaloriesarefromfat.  

18 
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100941Insomeembodimentspatientsreceivinglipidloweringtherapiesduringtreatmentwith 

lomitapideareadministereddietarysupplementsthatprovidedapproximately400international 

unitsvitaminB 210mgalpha-linolenicacid(ALA),200mglinoleicacid,110mg 

eicosapentaenoicacid(EPA),and80mgdocosahexaenoicacid(DHA)perday.  

100951InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCSprovidesa 

reductioninfastingtriglyceridelevelsForexampleinaccordancewithsomeembodimentsof 

thepresentdisclosurethemethodoftreatingFCSprovidesabouta5950oreductioninthe 

patientsfastingtriglyceridelevelswhencomparedtobaselineafteraspecifiedperiodoftime 

orwhencomparedtoplaceboorlackoftreatmentincludingabouta500reductionabouta 

1000reductionabouta150oreductionabouta200oreductionabouta250oreductionabouta 

0reductionabouta350oreductionabouta400oreductionabouta450oreductionabouta 

5000reductionabouta550oreductionabouta600oreductionabouta650oreductionabouta 

70%reductionabouta750OreductionaboutaSO~oreductionaboutaSS~oreductionabouta 

0reductionabouta950oreductionormore,(includinganysubrangeorvaluetherebetween) 

inthepatientsfastingtriglyceridelevelswhencomparedtobaselineafteraspecifiedperiodof 

timeorwhencomparedtoplaceboorlackoftreatment.Insomeembodimentsadministering 
0 lomitapideprovidesareductioninfastingtriglyceridelevelsofatleastabout5oatleastabout 

1000,atleastaboutlS~oatleastabout2O0 oatleastabout 2 5 0 oatleastabout 3 O0 oatleast 

about3 5 0 oatleastabout4O 0 oatleastabout 4 5 0 oatleastaboutSO~oatleastaboutSS~oat 

leastabout6O 0 oatleastabout 6 5 0 oatleastabout 7 O0 oatleastabout 7 5 0 oatleastaboutSO~o, 

atleastabout~50oatleastabout900ooratleastabout950owhencomparedtobaselineaftera 

embodimentsthespecifiedperiodoftimeisaboutoratleastabouttwoweeksaboutoratleast 

aboutfourweeksaboutoratleastaboutsixweeksaboutoratleastabout10weeksaboutor 

atleastabout14weeksaboutoratleastabout18weeksaboutoratleastabout22weeks 

aboutoratleastabout26weeksaboutoratleastabout28weeksoraboutoratleastabout30 

weeks.Insomeembodimentsthespecifiedperiodoftimeisaboutoratleastabout26weeks.  

100961Insomeembodimentsadministeringlomitapideprovidesareductioninfasting 

triglyceridelevelsofgreaterthanorequalto200ocomparedtobaselinepriortotreatment.In 

someembodimentsadministeringlomitapideprovidesareductioninfastingtriglyceridelevels 

ofgreaterthanorequalto ocomparedtobaselinepriortotreatment.Insomeembodiments 

administeringlomitapideprovidesareductioninfastingtriglyceridelevelsofgreaterthanor 
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equalto400ocomparedtobaselinepriortotreatment.Insomeembodimentsadministering 

lomitapideprovidesareductioninfastingtriglyceridelevelsofgreaterthanorequalto500 

comparedtobaselinepriortotreatment.Insomeembodimentsadministeringlomitapide 

providesareductioninfastingtriglyceridelevelsofgreaterthanorequalto600ocomparedto 

baselinepriortotreatment.Insomeembodimentsadministeringlomitapideprovidesa 

reductioninfastingtriglyceridelevelsofgreaterthanorequalto700ocomparedtobaseline 

priortotreatment.Insomeembodimentsadministeringlomitapideprovidesareductionin 

fastingtriglyceridelevelsofgreaterthanorequalto oormorecomparedtobaselineprior 

treatment.  

100971InsomeembodimentsofthepresentdisclosurethemethodsoftreatingFCSprovidea 

fastingtriglyceridelevelintherangeofabout10mg/dLtoabout1000mg/dLinthepatient, 

includingabout10mg/dLabout20mg/dLabout30mg/dLabout40mg/dLabout50 

mg/dLabout60mg/dLabout70mg/dLabout80mg/dLabout90mg/dL about100 

mg/dLabout150mg/dLmg/dLabout200mg/dLabout250mg/dLabout300mg/dL 

about350mg/dLabout400mg/dLabout450mg/dLabout500mg/dLabout550mg/dL 

about600mg/dLabout650mg/dLabout700mg/dLabout750mg/dLabout800mg/dL 

about850mg/dLabout900mg/dLabout950mg/dLorabout1000mg/dLincludingany 

subrangeorvaluetherebetween.InembodimentsthemethodsoftreatingFCSprovidea 

fastingtriglyceridelevelofabout100mg/dLtoabout900mg/dLorabout200mg/dLto 

about800mg/dLinthepatient.  

fastingtriglyceridelevelof<1000mg/dL<950mg/dL<900mg/dL,<850mg/dL<800 

mg/dL<750mg/dL,<700mg/dL,<650mg/dL<600mg/dL,<550mg/dL,<500mg/dL 

<450mg/dL,<400mg/dL<350mg/dL<300mg/dL,<250mg/dL<200mg/dLor< 

150mg/dL.InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCS 

providesareductioninfastingtriglyceridelevelsto<about1000mg/dL.Insome 

embodimentsofthepresentdisclosurethemethodoftreatingFCSprovidesareductionin 

fastingtriglyceridelevelsto<about750mg/dL.Insomeembodimentsofthepresent 

disclosurethemethodoftreatingFCSprovidesareductioninfastingtriglyceridelevelsto< 

about500mg/dL.  
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100991InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCSprovides 

fastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<5timestheULN.  

1001001 InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCS 

providesfastingtriglyceridelevels<about750mg/dLandALT/ASTlevels<5timestheULN.  

1001011 InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCS 

providesfastingtriglyceridelevels<about500mg/dLandALT/ASTlevels<5timestheULN.  

1001021 InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCS 

providesfastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULN.  

1001031 InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCS 

providesfastingtriglyceridelevels<about750mg/dLandALT/ASTlevels<3timestheULN.  

1001041 InsomeembodimentsofthepresentdisclosurethemethodoftreatingFCS 

providesfastingtriglyceridelevels<about500mg/dLandALT/ASTlevels<3timestheULN.  

1001051 Insomeembodimentsthepatient'schangeinhepaticfatliverismeasured 

duringthetreatmentperiod.Insomeembodimentstheadministrationoflomitapideora 

pharmaceuticallyacceptablesaltthereofprovidestherapeutictreatmentofFCSanddoesnot 

provideaclinicallysignificantincreaseinhepaticfatliverduringthetreatmentperiod.  

1001061 InsomeembodimentsofthemethodsoftreatingFCStheadministrationof 

lomitapideorapharmaceuticallyacceptablesaltthereofprovidestherapeutictreatmentofFCS 

1001071 InsomeembodimentsofthemethodsoftreatingFCStheadministrationof 

lomitapideorapharmaceuticallyacceptablesaltthereofprovidestherapeutictreatmentofFCS 

andpreventsepisodesofpancreatitis.  

1001081 Insomeembodimentsofthemethodsdiscolosedhereintheadministrationof 

lomitapideorapharmaceuticallyacceptablesaltthereofprovidestherapeutictreatmentofFCS 

withnosignificantchangesinnon-invasiveliverfibrosismeasurementssuchasquantification 

ofliverstiffnessfibrosis-4index(FIB-4)andNFSscores.  

1001091 Insomeembodimentsofthemethodsofdisclosedhereintheadministrationof 

lomitapideorapharmaceuticallyacceptablesaltthereofistherapeuticallyeffectiveand 
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tolerated(e.g., treatmentemergentgastrointestinaleventsifpresentaremildormoderate(e.g., 
9 

diarrheabloodydiarrheanauseadyspepsiavomitingabdominalpainconstipation 

meteorismandlorflatulence).Insomeembodimentsofthemethodsdisclosedhereinthe 

administrationofaneffectiveamountoflomitapideorapharmaceuticallyacceptablesalt 

thereofprovidestherapeutictreatmentofFCSandissafeandtolerated(e.g.,ALT/ASTlevels 

<3timestheULNand/orgastrointestinalsideeffectsifpresentaremildormoderate).  

9 

1001101 TheFJB-4scoreisanon-invasiveliverfibrosisassessmenttool.Forexample, 

ascore<1.45hasanegativepredictivevalueofover900oforadvancedliverfibrosisofmultiple 

aetiologiesandascoreof>3,25hasapositivepredictivevalueof650oforadvancedfibrosis 

withaspecificityof97%.  

1001111 InsomeembodimentsofthemethodsoftreatingFCSthepatientadministered 

lomitapideorapharmaceuticallyacceptablesaltthereofhasaFJB-4scoreoflessthanabout 

1.45.InembodimentsofthemethodsoftreatingFCSthepatientadministeredlomitapideor 

apharmaceuticallyacceptablesaltthereofhasaFIB-4scoreoflessthanabout3.25.  

1001121 NAFLDfibrosisscore(NFS)isanon-invasiveliverfibrosisscoringsystem 

describede.g.,inAnguloPHuiJMMarchesini0,etal.TheNAFLDfibrosisscore:a 

noninvasivesystemthatidentifiesliverfibrosisinpatientswithNAFLD.Hepatology 

2OO7~ 846-54,whichisherebyincorporatedbyreferenceherein.ANFS<-1.455 no 

significantfibrosis(stage0-2).ANFS-1.455- 0.675 indeterminatescore.ANFS>0.675 

significantfibrosis(stage3-4).Inembodimentsthepatientadministeredlomitapideora 

thepatientadministeredlomitapideorapharmaceuticallyacceptablesaltthereofhasaNFSof 

lessthanabout0.5,0.4,0.4,0.2or0.1.Inembodimentsthepatientadministeredlomitapideor 

apharmaceuticallyacceptablesaltthereofhasaNFSoflessthanabout-1.455.  

1001131 Accordingtosomeembodimentsofthepresentdisclosurethemethodof 

treatingFCSprovidesstatisticallysignificanttherapeuticeffect.Inoneembodimentthe 

statisticallysignificanttherapeuticeffectisdeterminedbasedononeormorestandardsor 

criteriaprovidedbyoneormoreregulatoryagenciesintheUnitedStatese.g.,FDAorother 

countries.Inanotherembodimentthestatisticallysignificanttherapeuticeffectisdetermined 

basedonresultsobtainedfromregulatoryagencyapprovedclinicaltrialsetupand/or 

procedure.  
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Dosin2 

1001141 ThedisclosureprovidesmethodsfortreatingFCSbyadministeringaneffective 

andtolerableamountoflomitapideorapharmaceuticallyacceptablesaltthereoftoapatient 

(e.g.,adultorpediatricpatient)inneedthereofAneffectiveamountisanamountsufficientto 

eliminateorsignificantlyreduceFCSsymptomsortoalleviatethosesymptoms(e.g.,reduce 

thefrequencyofpancreatitisinapatientwithFCScomparedtopriortotreatment).  

Alternativelyaneffectiveamountisanamountsufficienttosignificantlyreducetriglyceride 

levelsinapatientforexampletofastingtriglyceridelevels<1000mg/dLasdescribedherein.  

Formulations employed in the present methods can incorporate lomitapide or a 

pharmaceuticallyacceptablesaltthereofintoaformulationsuchthattheformulationprovides 

therapeuticallyeffectivebloodplasmalevelsoflomitapideorapharmaceuticallyacceptable 

saltthereofforthetreatmentofFCS.  

1001151 Insomeembodimentsatherapeuticallyeffectivedoseisachievedbystarting 

thepatientonaninitialdailydoseandtitratingtoanefficaciousandtolerateddosebygradually 

modifying(e.g.,increasingordecreasing)thedailyadministeredamountoflomitapideora 

pharmaceuticallyacceptablesaltthereofuntiladosethatiseffective(i.e., thepatientwithFCS 

istreated)andtoleratedisachieved.Insomeembodimentstheefficaciousdoseisadosethat 

improvesatleastonesymptomofthepatient'sFCS.Insomeembodimentsthedosethatis 

effectiveandtoleratedisadosethatprovidesfastingtriglyceridelevels<1000mg/dLand 

ALT/ASTlevels<3timestheULN.Insomeembodimentsthedosethatiseffectiveand 

<3timestheULN.  

1001161 Insomeembodimentsthemethodsofthepresentdisclosurecompriseadjusting 

thepatients(e.g.,adultpatientorpediatricpatient's)dailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereoftoprovidefastingtriglyceridelevels<1000mg/dL 

andALT/ASTlevels<C3timestheULN.Insomeembodimentsthepatient'sdailydoseof 

lomitapideorapharmaceuticallyacceptablesaltthereofisincreasedordecreasedfromevery 

2-8weeks(e.g.,every2-4weeks)toprovidefastingtriglyceridelevels<1000mg/dLand 

ALT/ASTlevels<3timestheULN.  

11001171 Insomeembodimentsthedosethatprovidesfastingtriglyceridelevels<1000 

mg/dLandALT/ASTlevels<3timestheULNisadministered(e.g.,oncedaily)foratleast2 
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weeksatleast4weeksatleast6weeksatleast8weeksatleast10weeksatleast12weeks 

atleast14weeksatleast16weeksatleast18weeksatleast20weeksatleast22weeksat 

least24weeksatleast26weeksatleast28weeksoratleast30weeks.Insomeembodiments 

thedailydosethatprovidesfastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3 

timestheULNisadministeredforatleastSweeks.  

1001181 Insomeembodimentsthemethodsofthepresentdisclosurecompriseadjusting 

thepatients(e.g.,adultpatientorpediatricpatient's)dailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereoftoprovidefastingtriglyceridelevels<750mg/dLand 

ALT/ASTlevels<3timestheULN.Insomeembodimentsthepatient'sdailydoseof 

lomitapideorapharmaceuticallyacceptablesaltthereofisincreasedordecreasedfromevery 

2-8weeks(e.g.,every2-4weeks)toprovidefastingtriglyceridelevels<750mg/dLand 

ALT/ASTlevels<3timestheULN.  

1001191 Insomeembodimentsthedosethatprovidesfastingtriglyceridelevels<750 

mg/dLandALT/ASTlevels<3timestheULNisadministered(e.g.,oncedaily)foratleast2 

weeksatleast4weeksatleast6weeksatleast8weeksatleast10weeksatleast12weeks 

atleast14weeksatleast16weeksatleast18weeksatleast20weeksatleast22weeksat 

least24weeksatleast26weeksatleast28weeksoratleast30weeks.Insomeembodiments 

thedailydosethatprovidesfastingtriglyceridelevels<750mg/dLandALT/ASTlevels<3 

timestheULNisadministeredforatleast8weeks.  

1001201 Insomeembodimentsthelomitapideorapharmaceuticallyacceptablesalt 

compriseatleastafirstdoselevelandaseconddoselevel.Insomeembodimentstheescalating 

dosescompriseatleastafirstdoselevelaseconddoselevelandathirddoselevel.Insome 

embodimentstheescalatingdosesfurthercompriseafourthdoselevel.Insomeembodiments 

theescalatingdosescompriseafirstdoselevelaseconddoselevelathirddoselevelafourth 

doselevelandafifthdoselevel.Insomeembodimentssixseveneightnineandtendose 

levelsarecontemplated.Insomeembodimentsthepatient'sliveraminotransferaselevels 

(ALTAST)aremeasuredpriortoeachdoseescalation.  

1001211 Insomeembodimentseachdoselevelisnomorethan500ooftheimmediately 

followingdoselevel.Insomeembodimentseachdoselevelisnomorethan33%ofthe 

immediatelyfollowingdoselevel.Insomeembodimentseachdoselevelisnomorethan200 
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oftheimmediatelyfollowingdoselevel.Insomeembodimentsdoselevelsareseparatedby 
12logunits.Insomeembodimentsdoselevelsareseparatedby1logunit.  

1001221 Insomeembodimentseachdoselevel(e.g.,thefirstsecondthirdfourthdose 

levels)iseachindependentlyadministeredtothesubjectforfromabout2daystoabout6 

monthsinduration.Insomeembodimentseachdoselevel(e.g.,thefirstsecondthirdfourth 

doselevels)iseachindependentlyadministeredtothesubjectforfromaboutoratleastabout 

7daystoaboutoratleastabout35daysinduration.Insomeembodimentseachdoselevel 

(e.g.,thefirstsecondthirdfourthdoselevels)iseachindependentlyadministeredtothe 

subjectforfromabout2weekstoabout4weeks.Insomeembodimentseachdoselevel(e.g., 

firstsecondthirdfourthdoselevels)iseachindependentlyadministeredtothesubjectfor 

about4weeks.Insomeembodimentsthefirstsecondthirddoselevelsareadministeredtothe 

subjectforfromabout2daystoabout40daysandthefourthdoselevelisadministeredtothe 

subjectforfromabout2daystoaboutoratleastabout6months.  

1001231 Insomeembodimentsifthepatient's(e.g.,adultorpediatricpatient)liver 

aminotransferase(ALT/AST)levelsare>5timestheupperlimitofnormal(ULN)aftera 

dosingperiod(e.g.,thefirstdosingperiodtheseconddosingperiodorthethirddosingperiod), 

thepatientiswithdrawnfromlomitapidetreatment.Insomeembodimentsifthepatient'sliver 

aminotransferase(ALT/AST)levelsare>5timestheupperlimitofnormal(ULN)themethod 

furthercomprisesdeterminingthepatientsalkalinephosphatasetotalbilirubinandJNR.In 

someembodimentsifthepatient'sliveraminotransferase(ALT/AST)levelsare>5timesthe 

ALT/ASTlevelsof<3timestheULN.  

1001241 Insomeembodimentsif thepatient's(e.g.,adultorpediatricpatient's) 

ALT/ASTlevelsarefrom3-5timestheULNthemethodcomprisesconfirmingthepatient's 

ALT/ASTlevelsare3-5timestheULNwithinoneweekoftheelevatedALT/ASTtestresult.  

IftheelevatedALT/ASTtestresultisconfirmedthemethodfurthercompnsesdetermining 

thepatient'salkalinephosphatasetotalbilirubinandINR.Insomeembodimentsthepatient's 

ALT/ASTlevelsalkalinephosphatasetotalbilirubinandINRaretestedweekly.Insome 

embodimentsifthepatient'stotalbilirubinandINRincreaseALT/ASTlevelsincreaseto> 

5timesULNorthepatientsALT/ASTlevelsdonotfallbelow<3timesULNwithinabout4 

weeksthepatientiswithdrawnfromlomitapidetreatmentandinsomeembodimentsthe 
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patient'sdoseisreducedtothelastdosethatprovidedpatientALT/ASTlevelsof<3timesthe 

ULN. Insomeembodimentsthedoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofisreducedbynomorethan500ooftheimmediatelyprecedingdoselevelornomore 

than330ooftheimmediatelyprecedingdoselevelornomorethan200ooftheimmediately 

precedingdoselevel 

1001251 Insomeembodimentsifthepatients(e.g.,adultorpediatricpatient's) 

ALT/ASTlevelsarefrom3-5timestheULNor>100U/Lbut<200U/Labovethebaseline 

valueafteradosingperiod(e.g.,afterthefirstdosingperiodtheseconddosingperiodorthe 

thirddosingperiod)themethodfurthercomprisesreducingthepatient'sdoseoflomitapideor 

apharmaceuticallyacceptablesaltthereoftothelastdosethatprovidedpatientALT/AST 

levelsof< 3timestheULN.Insomeembodiments thedoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofisreducedbynomorethan500ooftheimmediately 

precedingdoselevelornomorethan330ooftheimmediatelyprecedingdoselevelornomore 

than200ooftheimmediatelyprecedingdoselevel Insomeembodimentsreducingthe 

patient's(e.g.,adultorpediatricpatient)dosetoachieveALT/ASTlevelsof<3timestheULN 

comprisesdecreasingthedoseoflomitapideorapharmaceuticallyacceptablesaltthereofby 

about5-30mgincludingabout5mgabout10mgabout15mgabout20mgorabout30mg.  

Insomeembodimentsthedoseisdecreasedbyabout5-15mgorbyabout5-20mg.  

1001261 Insomeembodimentseachdoseleveloflomitapideorapharmaceutically 

acceptablesaltthereofisadministeredtothesubjectforfrom2daysto26weeksormore.In 

about26weeks.Insomeembodimentseachdoselevelisadministeredtothesubjectforfrom 

about1weektoabout12weeks.Insomeembodimentseachdoselevelisadministeredtothe 

subjectforabout1weektoabout5weeks.Insomeembodimentseachdoselevelis 

administeredtothesubjectfromabout1toabout4weeksInsomeembodimentseachdose 

levelisadministeredtothesubjectfromabout1toabout2weeks.Insomeembodimentseach 

doselevelisadministeredtothesubjectfromabout1toabout2weeks.  

1001271 Insomeembodimentsoncethepatientreachesadosethatisthatiseffective 

(i.e.,thepatientwithFCSistreated)andtolerablethepatientismaintainedonthedoseaslong 

asthepatientissufferingfromFCSandtheclinicalsymptomsof'FCSareadequatelycontrolled 

orresponselevelismaintained.Thusthedurationoftreatmentmaybeunlimited.In 
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embodimentsthedurationoftreatmentmaybeforatleast6-monthsoneyeartwoyearsthree 

yearsfouryearsfiveyears,6years,7years,8years,9years,10yearsormore.  

1001281 Insomeembodimentslomitapideorapharmaceuticallyacceptablesaltis 

administered. Insomeembodimentslomitapidemesylateisadministered. Income 

embodimentslomitapideorapharmaceuticallyacceptablesaltthereofisadministeredorally.  

1001291 Insomeembodimentslomitapideorapharmaceuticallyacceptablesaltthereof 

isadministeredinadailydoseofabout0.5mgtoabout100mgtoapatient(e.g.,adultor 

pediatricpatient)withFCSinneedthereofincludingabout0.5mgabout1mgabout2mg, 

about5mgabout10mgabout15mgabout20mgabout25mgabout30mgabout35mg, 

about40mgabout45mgabout50mgabout55mgabout60mgabout65mgabout70 

mgabout75mgabout80mgabout85mgabout90mgabout95mgtoabout100mg, 

includinganysubrangeorvaluetherebetween.Insomeembodimentsabout5mgtoabout60 

mgoflomitapideorapharmaceuticallyacceptablesaltthereofisadministeredonadailybasis 

includingabout5mgabout10mgabout20mgabout30mgabout40mgtoabout60mg, 

includinganysubrangeorvaluetherebetween.Insomeembodimentsabout5mgabout10 

mgabout15mgabout20mgabout30mgabout40mgabout50mgorabout60mgof 

lomitapideorapharmaceuticallyacceptablesaltthereofisadministeredonadailybasis.In 

someembodimentsabout5mgoflomitapideorapharmaceuticallyacceptablesaltthereofis 

administeredonadailybasis.Insomeembodimentsabout10mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofisadministeredonadailybasis.Insome 

administeredonadailybasis.Insomeembodimentsabout20mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofisadministeredonadailybasisInsome 

embodimentsabout30mgoflomitapideorapharmaceuticallyacceptablesaltthereofis 

administeredonadailybasisInsomeembodimentsabout40mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofisadministeredonadailybasis.Insome 

embodimentsabout50mgoflomitapideorapharmaceuticallyacceptablesaltthereofis 

administeredonadailybasis.Insomeembodimentsabout60mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofisadministeredonadailybasis.  
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1001301 Insomeembodimentsthedailydoseisadministeredasasingledoseordivided 

into2or3equalorunequaldoses.Insomeembodimentsthelomitapideisadministered 

once-dailyatbedtime.  

1001311 Insomeembodimentslomitapidemesylateinanamountequivalenttoabout5
60mgofthelomitapidefreebaseisadministered.Insomeembodiments, 9 

lomitapidemesylate 

inanamountequivalenttoabout5mgofthelomitapidefreebaseisadministered.Insome 

embodimentslomitapidemesylateinanamountequivalenttoabout10mgofthelomitapide 

freebaseisadministeredInsomeembodimentslomitapidemesylateinanamountequivalent 

toabout30mgofthelomitapidefreebaseisadministered.Insomeembodimentslomitapide 

mesylateinanamountequivalenttoabout40mgofthelomitapidefreebaseisadministered.  

Insomeembodimentslomitapidemesylateinanamountequivalenttoabout60mgofthe 

lomitapidefreebaseisadministered.  

1001321 Thedoseadministeredmaybeadjustedaccordingtoageweightandcondition 

ofthepatientaswellastherouteofadministrationdosageformandregimenandthedesired 

result.  

Adult Patients 

1001331 Inembodimentsthepresentdisclosureprovidesmethodsoftreatingfamilial 

chylomicronemiasyndrome(FCS)inapatientinneedthereofthemethodcomprising: 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatient'I sfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 
9 

pharmaceuticallyacceptablesaltthereofofabout5mg, 
c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adheringtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 

acceptablesaltthereofforaseconddosingperiod.  

1001341 Insomeembodimentsthepresentdisclosureprovidesmethodsoftreating 

familialchylomicronemiasyndrome(FCS)inapatientinneedthereofthemethod 9 comprising.  
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a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereof',tothepatientforafirstdosingperio& 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientI, sfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout5mg, 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 
9 

acceptablesaltthereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereof',ofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adheringtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

administeredathirddailydoseofabout15mgtoabout20mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofforathirddosingperiod.  

1001351 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)ffiapatientinneedthereofthemethod 9 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocL 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 
9 

pharmaceuticallyacceptablesaltthereofofabout5mg, 
c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 
9 

acceptablesaltthereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 
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adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

administeredathirddailydoseofabout20mgoflomitapideorapharmaceutically 

acceptablesaltthereofforathirddosingperiod.  

1001361 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)friapatientinneedthereofthemethod 9 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocL 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 
0 

pharmaceuticallyacceptablesaltthereofofabout5mg, 
c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 

acceptablesaltthereof',foraseconddosingperiod 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

administeredathirddailydoseofabout15-20mgoflomitapideora 
9 

pharmaceuticallyacceptablesaltthereofforathirddosingpenod 

f)measuringthefastingtriglyceridelevelsofthepatientafterthethirddosingperiod, 

whereinifthepatientI, sfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout15-20mg;and 

g)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthethirddosingperiodthepatientisorally 
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administeredafourthdailydoseofabout30-40mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofforafourthdosingperiod.  

1001371 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)inapatientinneedthereofthemethod 9 comprising.  

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocL 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 
9 

pharmaceuticallyacceptablesaltthereofofabout5mg, 
c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 

acceptablesaltthereofforaseconddosingperiod 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

pharmaceuticallyacceptablesaltthereofforathirddosingperiod 

f)measuringthefastingtriglyceridelevelsofthepatientafterthethirddosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout15-20mg; 

g)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthethirddosingperiodthepatientisorally 

administeredafourthdailydoseofabout30-40mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofforafourthdosingperiod;and 

h)measuringthefastingtriglyceridelevelsofthepatientafterthefourthdosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 
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adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout30-40mg;and 

i)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthefourthdosingperiodthepatientisorally 

administeredafifthdailydoseofabout40-60mgoflomitapideorapharmaceutically 

acceptablesaltthereofforafifthdosingperiod.  

1001381 Inembodimentsthepresentdisclosureprovidesmethodsoftreatingfamilial 

chylomicronemiasyndrome(FCS)inapatientinneedthereofthemethodcomprising: 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocV 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhileadheringtoa 

low-fatdietthepatientismaintainedatadailydoseoflomitapideora 
0 

pharmaceuticallyacceptablesaltthereofofabout5mg, 
c)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthefirstdosingperiodthepatientisorallyadministereda 

seconddailydoseofabout10mgoflomitapideorapharmaceuticallyacceptablesalt 

thereofforaseconddosingperiod.  

1001391 Insomeembodimentsthepresentdisclosureprovidesmethodsoftreating 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperio& 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhileadheringtoa 

low-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout5mg, 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthefirstdosingperiodthepatientisorallyadministereda 

seconddailydoseofabout10mgoflomitapideorapharmaceuticallyacceptablesalt 

thereofforaseconddosingperiod 
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familialchylomicronemiasyndrome(FCS)inapatientinneedthereofthemethodcomprising:



WO20221187463 PCT/IiS2022/O18672 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietaftertheseconddosingperiodthepatientisorallyadministereda 

thirddailydoseofabout15mgtoabout20mgoflomitapideorapharmaceutically 

acceptablesaltthereofforathirddosingperiod.  

1001401 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)inapatientinneedthereofthemethod 9 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiods 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhileadheringtoa 

low-fatdietthepatientismaintainedatadailydoseoflomitapideora 
0 

pharmaceuticallyacceptablesaltthereofofabout5mg, 
c)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthefirstdosingperiodthepatientisorallyadministereda 

seconddailydoseofabout10mgoflomitapideorapharmaceuticallyacceptablesalt 

thereofforaseconddosingperiods 

periodwhereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhile 

adheringtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietaftertheseconddosingperiodthepatientisorallyadministereda 

thirddailydoseofabout20mgoflomitapideorapharmaceuticallyacceptablesalt 

thereofforathirddosingperiod.  

1001411 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)inapatientinneedthereofthemethod 9 composing.  
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a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereof',tothepatientforafirstdosingperio& 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientI, sfastingtriglyceridelevelsare<750mg/dLwhileadheringtoa 

low-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout5mg, 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthefirstdosingperiodthepatientisorallyadministereda 

seconddailydoseofabout10mgoflomitapideorapharmaceuticallyacceptablesalt 
9 

thereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereof',ofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietaftertheseconddosingperiodthepatientisorallyadministereda 

thirddailydoseofabout15-20mgoflomitapideorapharmaceuticallyacceptable 

saltthereofforathirddosingperio& 

f)measuringthefastingtriglyceridelevelsofthepatientafterthethirddosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhileadheringtoa 

low-fatdietthepatientismaintainedatadailydoseoflomitapideora 

g)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthethirddosingperiodthepatientisorallyadministereda 

fourthdailydoseofabout30-40mgoflomitapideorapharmaceuticallyacceptable 

saltthereofforafourthdosingperiod.  

1001421 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)inapatientinneedthereofthemethodcomprising.  

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperio& 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientI, sfastingtriglyceridelevelsare<750mg/dLwhileadheringtoa 
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low-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout5mg, 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthefirstdosingperiodthepatientisorallyadministereda 

seconddailydoseofabout10mgoflomitapideorapharmaceuticallyacceptablesalt 
9 

thereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietaftertheseconddosingperiodthepatientisorallyadministereda 

thirddailydoseofabout15-20mgoflomitapideorapharmaceuticallyacceptable 

saltthereofforathirddosing 'I 

f)measuringthefastingtriglyceridelevelsofthepatientafterthethirddosingperiod, 

whereinifthepatient'I sfastingtriglyceridelevelsare<750mg/dLwhileadheringtoa 

low-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout15-20mg; 

g)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthethirddosingperiodthepatientisorallyadministereda 

fourthdailydoseofabout30-40mgoflomitapideorapharmaceuticallyacceptable 

h)measuringthefastingtriglyceridelevelsofthepatientafterthefourthdosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<750mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout30-40mg;and 

i)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLwhileadhering 

toalow-fatdietafterthefourthdosingperiodthepatientisorallyadministeredafifth 

dailydoseofabout40-60mgoflomitapideorapharmaceuticallyacceptablesalt 

thereofforafifthdosingperiod.  

1001431 Insomeembodimentsthefirstdosingperiodisatleasttwoweeks.Insome 

embodimentsthefirstdosingperiodisabouttwoweeks.  
35 
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1001441 Insomeembodimentstheseconddosingperiodisatleastfourweeks.Insome 

embodimentstheseconddosingperiodisaboutfourweeks.  

1001451 Insomeembodimentsthethirddosingperiodisatleastaboutfourweeks.In 

someembodimentsthethirddosingperiodisaboutfourweeks.  

1001461 Insomeembodimentsthefourthdosingperiodisatleastaboutfourweeks.In 

someembodimentsthefourthdosingperiodisaboutfourweeks.  

1001471 Insomeembodimentsthefifthdosingperiodisatleastaboutfourweeks.In 

someembodimentsthefifthdosingperiodisaboutfourweeks.  

1001481 Insomeembodimentsthemethodsofthepresentdisclosurecompriseadjusting 

thepatient'sdailydoseoflomitapideorapharmaceuticallyacceptablesaltthereoftoprovide 

fastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULN.Insome 

embodimentsofthemethodsofthepresentdisclosurethepatient'sdailydoseoflomitapide 

orapharmaceuticallyacceptablesaltthereofisincreasedordecreasedfromevery2-4weeks 

toprovidefastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULN.  

1001491 Insomeembodimentsthemethodsofthepresentdisclosurecompriseadjusting 

(e.g.,increasingordecreasing)thepatient'sdailydoseoflomitapideorapharmaceutically 

acceptablesaltthereoftoprovidefastingtriglyceridelevelsto<about750mg/dL.Insome 

embodimentsofthemethodsoftreatingFCSdisclosedhereinthepatientsdailydoseof 

lomitapideorapharmaceuticallyacceptablesaltthereofisincreasedordecreasedbyabout5

andALT/ASTlevels<3timestheULN.  

1001501 Insomeembodimentsthemethodsofthepresentdisclosurecompriseadjusting 

(e.g.,increasingordecreasing)thepatient'sdailydoseoflomitapideorapharmaceutically 

acceptablesaltthereoftoprovidefastingtriglyceridelevelsto<about500mg/dL.Insome 

embodimentsofthemethodsoftreatingFCSdisclosedhereinthepatientsdailydoseof 

lomitapideorapharmaceuticallyacceptablesaltthereofisincreasedordecreasedbyabout5

20mg(e.g.,5mg,10mg,15mgor20mg)toprovidefastingtriglyceridelevels<500mg/dL 

andALT/ASTlevels<3timestheULN.  

1001511 Insomeembodimentsofthemethodsofthepresentdisclosureifthepatient's 

liveraminotransf'erase(ALT/AST)levelsare>5timestheupperlimitofnormal(ULN)after 
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thefirstdosingperiodtheseconddosingperiodorthethirddosingperiodthepatientis 

withdrawnfromlomitapidetreatment.Insomeembodimentsthepatientiswithdrawnfrom 

treatmentuntilALT/ASTlevelsare<3timestheULN.Insomeembodimentsthemethod 

furthercomprisesdeterminingthepatientsalkalinephosphatasetotalbilirubinandJNR.In 

someembodimentsthemethodfurthercomprisesreducingthepatient'sdosetothelastdose 

thatprovidedpatientALT/ASTlevelsof<3timestheULN.Insomeembodimentsthedose 

oflomitapideorapharmaceuticallyacceptablesaltthereofisreducedbynomorethan500oof 

theimmediatelyprecedingdoselevelornomorethan330ooftheimmediatelyprecedingdose 

levelornomorethan200ooftheimmediatelyprecedingdoselevel.Insomeembodiments 

thedoseoflomitapideorapharmaceuticallyacceptablesaltthereofisreducedfromabout10 

mgtoabout5mg.Insomeembodimentsthedoseoflomitapideorapharmaceutically 

acceptablesaltthereofisreducedfromabout20mgtoabout10mg.Insomeembodimentsthe 

doseoflomitapideorapharmaceuticallyacceptablesaltthereofisreducedfromabout20mg 

toabout5mg.  

1001521 Insomeembodimentsofthemethodsofthepresentdisclosureifthepatient's 

ALT/ASTlevelsarefrom3-5timestheULNthemethodcomprisesconfirmingthepatient's 

ALT/ASTlevelsare3-5timestheULNwithinoneweekoftheelevatedALT/ASTtestresult.  

InsomeembodimentsofthemethodsofthepresentdisclosureiftheelevatedALT/ASTtest 

resultisconfirmedthemethodfurthercomprisesdeterminingthepatientsalkaline 

phosphatasetotalbilirubinandINR.Insomeembodimentsthemethodfurthercompnses 

weeklytestingthepatient'sALT/ASTlevelsalkalinephosphatasetotalbilirubinandJNRIn 
9 

to>5timesULNorthepatient'sALT/ASTlevelsdonotfallbelow<3timesULNwithin 
about4weeksthepatientiswithdrawnfrom 9 

lomitapidetreatmentandinsomeembodiments 

themethodfurthercomprisesreducingthepatient'sdosetothelastdosethatprovidedpatient 

ALT/ASTlevelsof<3timestheULN.Insomeembodimentsthedoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofisreducedbynomorethan500ooftheimmediately 

precedingdoselevelornomorethan330oof'theimmediatelyprecedingdoselevelornomore 

than200ooftheimmediatelyprecedingdoselevel.Insomeembodimentsthedoseof 

lomitapideorapharmaceuticallyacceptablesaltthereofisreducedfromabout10mgtoabout 

5mg.Insomeembodimentsthedoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofisreducedfromabout20mgtoabout10mg.Insomeembodimentsthedoseof 

37 

someembodimentsifthepatient'stotalbilirubinandINRincreaseALT/ASTlevelsincrease



WO20221187463 PCT/IiS2022/O18672 

lomitapideorapharmaceuticallyacceptablesaltthereofisreducedfromabout20mgtoabout 

5mg.  

1001531 Insomeembodimentsthedailydosethatprovidesfastingtriglyceridelevels< 

1000mg/dLandALT/ASTlevels<3timestheULNisadoseofabout5mgtoabout60mg 

oflomitapideorapharmaceuticallyacceptablesaltthereofincludingabout5mgabout10 

mgabout15mgabout20mgabout25mgabout30mgabout35mgabout40mgabout 

45mgabout50mgabout55mgorabout60mg.Insomeembodimentsthedailydosethat 

providesfastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULNis 

selectedfromthegroupconsistingof5mg,10mg,20mg,30mgand60mg.Insome 

embodimentsthedailydoseis5mg,10mg,20mg,30mgor60mg.Insomeembodiments 

thedailydoseis20mg.  

1001541 Insomeembodimentsadailydoseofabout5mgoflomitapideisorally 

administeredtothepatientforabout2weeksandthenthedailydoseistitratedtoadosethat 

providesfastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULN.  

1001551 Insomeembodimentsthetitrationcomprisesadministrationoflomitapideor 

apharmaceuticallyacceptablesaltthereofaccordingtothefollowingschedulefrom5mg/day 

to10mg/day,20mg/day,40mg/dayand60mg/dayoruntilanindividuallydetermined 

maximumdosewasreachedbasedonlipidprofile(e.g.,TOlevels),safety(e.g.,ALT/AST 

levels)andtolerability(e.g.,persistentgastrointestinalsideeffects): 

____________Considering Increase To Next Dosage 
5 mg daily At least 2 weeks 
lOin dail Atleast4 weeks 

_______________ 
20 mg daily At least 4 weeks 
40 mg daily At least 4 weeks 
60 mg daily Maximumrecommended dosage 

1001561 Insomeembodimentsthetitrationcomprisesadministrationoflomitapideor 

apharmaceuticallyacceptablesaltthereofaccordingtothefollowingschedulefrom5mg/day 

to10mg/day,15mg/day,20mg/day,40mg/dayand60mg/dayoruntilanindividually 

determinedmaximumdosewasreachedbasedonlipidprofile(e.g.,TOlevels),safety(e.g., 

effects).  

ALT/ASTlevels)andtolerability(e.g.,persistentgastrointestinalside 4 
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Dosage DurationOfAdministrationBefore 
____________Considering Increase To Next Dosage 
5 mg daily At least 2 weeks 
10 m dail At least 4 weeks 

________________ 

15 mg daily At least 4 weeks 
20 mg daily At least 4 weeks 
40m dail Atleast4 weeks 

________________ 

60 mg daily Maximumrecommended dosage 

1001571 Insomeembodimentsthetitrationcomprisesadministrationoflomitapideor 

apharmaceuticallyacceptablesaltthereofaccordingtothefollowingschedulefrom5mg/day 

to10mg/day,20mg/day,30mg/day,50mg/dayand60mg/dayoruntilanindividually 

determinedmaximumdosewasreachedbasedonlipidprofile(e.g.,TOlevels),safety(e.g., 

effects).  
ALT/ASTlevels)andtolerability(e.g.,persistentgastrointestinalside 4 

Dosage DurationOfAdministrationBefore 
____________Considering Increase To Next Dosage 
5 mg daily At least 2 weeks 
10 m dail At least 4 weeks 

_______________ 

20 mg daily At least 4 weeks 
9 

30 mg daily At least 4 weeks 50m dail Atleast4 weeks 
_______________ 

60 mg daily Maximum recommended dosage 

1001581 Insomeembodimentsthetitrationcomprisesadministrationoflomitapideor 

apharmaceuticallyacceptablesaltthereofaccordingtothefollowingschedulefrom5mg/day 

determinedmaximumdosewasreachedbasedonlipidprofile(e.g.,TOlevels),safety(e.g., 

effects).  
ALT/ASTlevels)andtolerability(e.g.,persistentgastrointestinalside 4 

Dosage DurationOfAdministrationBefore 
____________Considering Increase To Next Dosage 
5 mg daily At least 2 weeks 
10 m dail At least 4 weeks 

________________ 

20 mg daily At least 4 weeks 
9 

40 mg daily At least 4 weeks 50m dail Atleast4 weeks 
_______________ 

60 mg daily Maximumrecommended dosage 
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Pediatric Patients 

1001591 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)inapediatricpatientinneedthereofthemethod 

comprising: 

a)orallyadministeringafirstdailydoseofabout2mgtoabout5mgoflomitapideor 

apharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocV 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLthepatientis 

maintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofofabout2mgtoabout5mg; 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthefirst 

dosingperiodthepatientisorallyadministeredaseconddailydoseofabout5mgto 

about10mgof lomitapideorapharmaceuticallyacceptablesaltthereofforasecond 

dosingperiocL 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLthe 
4 

patientismaintainedatadailydoseoflomitapideorapharmaceuticallyacceptable 

saltthereofofabout5mgtoabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthe 

seconddosingperiodthepatientisorallyadministeredathirddailydoseofabout10 

thirddosingperiod.  

1001601 Insomeembodimentsmethodsofthepresentdisclosureareusedtotreat 

familialchylomicronemiasyndrome(FCS)inapediatricpatientinneedthereofthemethod 

composing: 

a)orallyadministeringafirstdailydoseofabout2mgtoabout5mgoflomitapideor 

apharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocV 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<750mg/dLthepatientis 

maintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofofabout2mgtoabout5mg; 

40 
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c)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLafterthefirst 

dosingperiodthepatientisorallyadministeredaseconddailydoseofabout5mgto 

about10mgof lomitapideorapharmaceuticallyacceptablesaltthereofforasecond 

dosingperiod 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<750mg/dLthepatient 

ismaintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofofabout5mgtoabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>750mg/dLafterthe 

seconddosingperiodthepatientisorallyadministeredathirddailydoseofabout10 

mgtoabout20mgoflomitapideorapharmaceuticallyacceptablesaltthereoffora 

thirddosingperiod.  

1001611 Insomeembodimentsadailydoseofabout2mgtoabout5mgoflomitapide 

isorallyadministeredtothepatientforabout2weeksandtenthedailydoseistitratedtoa 

dosethatprovidesfastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timesthe 

ULN.  

1001621 In some embodiments, the patients daily dose oflomitapide or a 

pharmaceuticallyacceptablesaltthereofisincreasedordecreasedfromevery2-8weeksto 

providefastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULN.  

1001631 Insomeembodimentsadailydoseofabout2mgtoabout5mgoflomitapide 

dosethatprovidesfastingtriglyceridelevels<750mg/dLandALT/ASTlevels<3timesthe 

ULN.  

9 

1001641 In some embodiments, the patients daily dose oflomitapide or a 

pharmaceuticallyacceptablesaltthereofisincreasedordecreasedfromevery2-Sweeksto 

providefastingtriglyceridelevels<750mg/dLandALT/ASTlevels<3timestheULN.  

1001651 Insomeembodimentsthepatientsageisfrom5to10yearsfrom11to15 

yearsorfroml6to17years.  

1001661 InsomeembodimentsthepediatricpatientinneedofFCStreatmentis 

administeredadailydoseof2mgoflomitapideorapharmaceuticallyacceptablesaltthereof 
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inthefirstdosingperiodadailydoseof5mgoflomitapideorapharmaceuticallyacceptable 

saltthereofintheseconddosingperiodandadailydoseof10mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofinthethirddosingperiod.  

1001671 InsomeembodimentsthepediatricpatientinneedofFCStreatmentis 

administeredadailydoseofabout5mgoflomitapideorapharmaceuticallyacceptablesalt 

thereofinthefirstdosingperiodadailydoseofabout10mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofintheseconddosingperiodandadailydoseofabout 

20mgoflomitapideorapharmaceuticallyacceptablesaltthereofinthethirddosingperiod.  

1001681 Insomeembodimentsthedosingperiod(e.g.,firstdosingperiodsecond 

dosingperiodorthirddosingperiod)isaboutoratleastabout1-8weeksincludingaboutor 

atleastabout1weekaboutoratleastabout2weeksaboutoratleastabout3weeksaboutor 

atleastabout4weeksaboutoratleastabout5weeksaboutoratleastabout6weeksabout 

oratleastabout7weeksoraboutoratleastabout8weeksincludingallsubrangesandvalues 

therebetween.  

1001691 Insomeembodimentsthepatient'sageisfrom5to10yearsandthedailydose 

oflomitapideinthefirstdosingperiodis2mgthedailydoseoflomitapideinthesecond 

dosingperiodis5mgandthedailydoseoflomitapideinthethirddosingperiodis10mg.In 

someembodimentsthefirstdosingperiodisaboutoratleastabout8weekstheseconddosing 

periodisaboutoratleastabout4weeksandthethirddosingperiodisaboutoratleastabout 

1001701 Insomeembodimentsthepatientsageisfrom11to15yearsandthedaily 

doseoflomitapideinthefirstdosingperiodis2mgthedailydoseoflomitapideinthesecond 

dosingperiodis5mgandthedailydoseoflomitapideinthethirddosingperiodis10mg.In 

someembodimentsthefirstdosingperiodisaboutoratleastabout4weekstheseconddosing 

periodisaboutoratleastabout4weeksandthethirddosingperiodisaboutoratleastabout 

weeks.  

1001711 Insomeembodimentsthepatient'sageis16to17yearsandthedailydoseof 

lomitapideinthefirstdosingperiodisabout5mgthedailydoseoflomitapideinthesecond 

dosingperiodisabout10mgandthedailydoseoflomitapideinthethirddosingperiodis 

about20mg.Insomeembodimentsthefirstdosingperiodisaboutoratleastabout4weeks 
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theseconddosingpenodisaboutoratleastabout4weeksandthethirddosingperiodisabout 

oratleastabout4weeks.  

Kits 

1001721 Insomeembodimentsthepresentdisclosureprovideskitsforuseintreating 

chylomicronemiasyndrome(FCS)inapatientinneedthereofSuchkitscomprise 

lomitapideorapharmaceuticallysaltthereofThekitsofthepresentdisclosuremaybeused 

foradministering lon¶ntapideorapharmaceuticallyacceptablesaltthereofatdifferentdosage 

intervalsorfortitratingthedoseoflomitapideorapharmaceuticallyacceptablesaltthereof 

accordingtomethodsdescribedherein.Forexamplethepresentdisclosureprovideskitsfor 

treatingFCSinasubjectcomprisingatleastthreesetsofpharmaceuticaldosageunits~and 

instructionsforuse.  

1001731 Insomeembodimentsthekitsofthepresentdisclosuremaycomprise 

directionsforadministration.Forexamplethekitcanincludeinstructionstoadminister 
9 

lomitapideorapharmaceuticallyacceptablesaltthereofinasuitablemannertoperformthe 
methodsdescribedhereine.g.,9 

inasuitabledosedosageformdosingintervals(e.g.,as 
describedherein).Insomeembodimentstheinformationalmaterialcanincludeinstructionsto 

administerthelomitapideorapharmaceuticallyacceptablesaltthereoftoasuitablepatient, 

e.g.,anadultpatientwithFCSorapediatricpatientwithFCS.  

1001741 Thekitcanincludeoneormorecontainersforlomitapideorapharmaceutically 

dividersorcompartmentsforthecompositionandinformationalmaterial.Forexamplethe 

compositioncanbecontainedinabottlevialorsyringe.Insomeembodimentstheseparate 

elementsofthekitarecontainedwithinasingleundividedcontainer.Forexamplethe 
9 

compositioniscontainedinabottlevialorsynngethathasaftachedtheretotheinformational 

materialintheformofalabel.Insomeembodimentsthekitincludesaplurality(e.g.,apack) 

ofindividualcontainerseachcontainingoneormoreunitdosageforms(e.g.,adosageform 

describedherein)ofacompositiondescribedherein.Forexamplethekitcanincludeaplurality 

ofsyringesampulesorfoilpacketseachcontainingasingleunitdoseofacomposition 

describedherein.Anexampleofsuchakitisablisterpackastypicallyusedforthepackaging 

oftabletscapsulesandthelike.Thecontainersofthekitscanbeairtightwaterproof(e.g., 

impermeabletochangesinmoistureorevaporation),and/orlight-tight.  
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1001751 Thefollowingnon-limitingexamplesillustratevariousaspectsofthepresent 

disclosure.  

EXAMPLES 

EXAMPLE.  

1001761 ThisclinicalstudyevaluatedthesafetytolerabilityandefficacyofLomitapide 

inpatientswithFamilialChylomicronemiaSyndrome(FCS).  

Study Design 

1001771 Patientswerescreenedforeligibilitybetween12to6weeksbeforethefirstdose 

ofLomitapide(screeningperiod).Afterscreeningperiodallenrolledpatientsenteredamn-in 

phaseofatleast6weeksduringwhichlipid-loweringtherapydailydietarysupplementation 

ofvitaminBessentialfattyacidsandalow-fatdietareinstitutedandstabilized.Attheendof 

the 9 

run-inphasethepatientsenteredintoa26-weekefficacyphaseduringwhichtheyreceive 
lomitapideinadditiontotheirlipid-loweringtherapy.Patientsmustfollowadietcomprising< 

1000energyfromfatperdayduringallthestudy.  

Participants 

Inclusion Criteria 

1001781 Patientsenrolledinthestudywererequiredtomeetthefollowingcriteriatobe 

0 Aged18yearsandolderattimeofinformedconsent 

0 Histoiyofchylomicronemiaasevidencedbydocumentationoflactescentserum(a 

creamytoplayerafterultracentrifugationofafastingbloodsample)ordocumentation 

offastingTGmeasurement>885mg/dl(10mmol/L) 

0 AdiagnosisofFamilialChylomicronemiaSyndromebydocumentationofatleastone 

ofthefollowing: 

0 Confirmedhomozygotecompoundheterozygoteordoubleheterozygotefor 

lossof-functionmutationsingenescausingFCS(suchasLPLAPOC2, 

APOA5,GPJHBP1,orLMF1).  

0 FastingTO>750mg/dl(8.4mmol/L)atscreening.IfthefastingTO<750mg/dlup 

totwoadditionaltestsmaybeperformedinordertoqualify.  
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0 Historyofpancreatitis(definedasdocumenteddiagnosisofacutepancreatitisor 

hospitalizationforsevereabdominalpainconsistentwithacutepancreatitisandfor 

whichnoalternatediagnosiswasmade).  

0 NorequirementforliverbiopsyatbaselinebutMMatbaselineandWeek26and 

LFTsateachmonthlyvisit 

0 AvailabilityofserumforliverbiomarkerassessmentatbaselineandWeek26 

0 Willingtofollowadietcomprising 1 oenergyfromfatperdayduringthestudy 

0 Satisfyoneofthefollowing: 

0 Females:non-pregnantandnon-lactating;surgicallysterile(e.g.,tubal 

occlusionhysterectomybilateralsalpingectomybilateraloophorectomy), 

post-menopausal(definedas12monthsofspontaneousamenorrheainfemales 
9 

>55yearsofageorinfemales<55years,12monthsofspontaneous 

amenorrheawithoutanalternativemedicalcauseandFSHlevelsinthe 

postmenopausalrangeforthelaboratoiyinvolved),abstinentorifengagedin 

sexualrelationsofchild-bearingpotentialpatientisusinganacceptable 

contraceptivemethodfromtimeofsigningtheinformedconsentformuntil13 

weeksafterthelastdoseofstudydrugadministration.  

0 Males:Surgicallysterileabstinentorifengagedinsexualrelationswitha 

femaleofchild-bearingpotentialpatientisutilizinganacceptable 

contraceptivemethodfromthetimeofsigningtheinformedconsentformuntil 

Exclusion Criteria 

0 Diabetesmellituswithanyofthefollowing: 

0 Newlydiagnosedwithin12weeksofscreening 

0 HbAlc>9.0%atscreening 

0 Recentchangeinanti-diabeticpharmacotherapy 

0 Anticipatedneedtochangedoseortypeofmedicationduringthetreatment 

periodofthestudy 

0 CurrentuseofGLP-1agonists 

0 SeverehypertriglyceridemiaotherthanduetoFCS 

0 Activepancreatitiswithin4weekspriortoscreening 
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0 Histoiywithin6monthsofscreeningofacuteorunstablecardiacischemiastroke 

transient 0 attackorunstablecongestivecardiacfailurerequiringachangein 

medicationormajorsurgerywithin3monthsofscreening.  

0 Anyofthefollowinglaboratoiyvaluesatscreening: 

0 Hepatic: 

0 Totalbilirubin>upperlimitofnormal(ULN),unlesspriordiagnosisand 

documentationofGilbert'ssyndromeinwhichcasetotalbilirubinmustbe<3 

mg/dl 

0 AST>2.OxULN 

0 ALT>2.OxULN 

0 Renal: 

0 Persistentlypositive(2outof3consecutivetests>1+)forproteinonurine 

dipstick.Intheeventofpositivetesteligibilitymaybeconfirmedbya 

quantitativetotalurineproteinmeasurementof<500mg/24h 

0 Persistentlypositive(2outof3consecutivetests>tracepositive)forbloodor 

urinedipstick.Intheeventofpositivetesteligibilitymaybeconfirmedwith 

urinemicroscopyshowing<5redbloodcellsperhighpowerfield 

0 EstimatedcreatinineclearancecalculatedaccordingtotheformulaofCockcroft 

andGault<50mL/min 

0 AnyotherlaboratoryabnormalitieswhichintheopinionoftheInvestigatoror 

theSponsorwouldmakethepatientunsuitableforinclusion 

0 Historyofbleedingdiathesisorcoagulopathyorclinicallysignificantabnormalityin 

coagulationparametersatscreening.  

0 

HistoiyofheartfailurewithNYHAgreaterthanClassII.  
0 Activeinfectionrequiringsystemicantiviralorantimicrobialtherapythatwillnotbe 

completedpriortobegintreatmentwithLomitapide(BaselineVisit).  

0 Knownhistoiyoforpositivetestforhumanimmunodeficiencyvirus(HJV),hepatitis 

CorchronichepatitisB.  

0 Malignancywithin5yearsexceptforbasalorsquamouscellcarcinomaoftheskinor 

carcinomainsituofthecervixthathasbeensuccessfullytreated.  
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0 Uncontrolledhypertension(BP>160/100mmHg).
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0 Treatmentwithanotherinvestigationaldrugbiologicalagentordevicewithinone 

monthofscreeningor5halflivesofinvestigationalagentwhicheverislonger.  

0 Unwillingtocomplywithlifestylerequirements.  

0 KnOwnlactoseintolerance 

0 Useofthefollowing: 

0 Statinsomega-3fattyacidsorfibratesunlessonastabledoseforatleast3 

monthspriortoscreeninganddoseandregimenexpectedtoremainconstant 

duringthetreatmentperiod.Patientstakingomega-3fattyacidsshouldmake 

everyefforttoremainonthesamebrandthroughoutthestudy 

0 Nicotinicacidorderivativesofnicotinicacidwithin4weekspriortoscreening 

0 Systemiccorticosteroidsoranabolicsteroidswithin6weekspriortoscreening 

unlessapprovedbytheInvestigator 

0 Atypicalantipsychoticmedicationsunlessonastabledoseforatleast4weeks 

priortoscreeninganddoseandregimenexpectedtoremainconstantduringthe 

treatmentperiod 

0 Glyberagenetherapywithin2yearspriortoscreening 

0 Oralanticoagulants(e.g.,warfarindabigatranrivaroxabanandapixaban) 

unlessonastabledoseforatleast4weekspriortoscreeningandregularclinical 

monitoringisperformed 

0 Tamoxifenestrogensorprogestinsunlessonastabledoseforatleast4months 

priortoscreeninganddoseandregimenexpectedtoremainconstantduringthe 

0 Plasmaapheresiswithin4weekspriortoscreeningorplannedduringthestudy 

0 Anyofthemedicationunlessstableatleast4weekspriortoscreening; 

0 Blooddonationof50to499mEwithin30daysofscreeningorof>499mEwithin60 

daysofscreening 

0 HaveanyotherconditionswhichintheopinionoftheInvestigatorsortheSponsor 

wouldmakethepatientunsuitableforinclusionorcouldinterferewiththepatient 

participatinginorcompletingthestudy.  

Treatment 

1001791 Allpatientswhomeettheeligibilitycritenaandafter6-weekdietperiod(run

in)weretreatedwithLomitapide5mg,10mg,15mg,20mg,30mg,40mg,50mgupto60 
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mgdailybasedonlipidprofileandtolerability.Patientsremainattheirmaximumdoseuntil 

theendof26weeks.  

1001801 Treatmentwasinitiatedat5mgoncedailyandthedosetitratedbasedon 

acceptablesafety/tolerability.Afteraminimumof2weeksat5mgoncedailythedosewas 

thentitratedataminimumof4-weekintervalsto10mg,20mg,40mgand60mg/day(e.g., 

asshowninthetablebelow)oruntilanindividuallydeterminedmaximumdose(e.g.,inthe 

rangeof5-60mg/day)wasreachedbasedonlipidprofileandsafety/tolerability.Dose 

adjustmentswerealsomadeaccordingtolivertransaminaselevels.Ifsubjectsexperienced 

confirmedalanineaminotransferase(ALT)oraspartateaminotransferase(AST)elevations 

between3-5xULNor>100U/Lbut<200U/Labovethebaselinevaluethedoseof 

lomitapidewasreducedtothepreviouslytolerateddoselevelwiththepossibilitytore-escalate 

doseoncetransaminaseelevationswereresolved.Onceamaximumdosewasestablished, 

patientsremainedonthisdoseuptoWeek26.  

1001811 Thefastestup-titrationschedulepermittedbytheprotocolisasfollows: 

Dosage DurationOfAdministrationBefore 
____________Considering Increase To Next Dosage 
5 mg daily At least 2 weeks 
lOin dad Atleast4 weeks 

_______________ 

20 mg daily At least 4 weeks 
9 

40 mg daily At least 4 weeks 

1001821 Lomitapideshouldbeadministeredoncedailyatbedtimewitaglassofwater 

andwithoutfood.  

1001831 Lipidlevelsandsafetyindicesincludingliverfunctiontestswereevaluatedat 

baselinebeforeeachdoseincreaseandthenevery4weeksuntilweek26.  

1001841 FollowingcompletionofthestudyatWeek26,eligiblesubjectscompletingthe 

treatmentphaseweregiventheoptiontoenterunderanexpandedaccessprogram),inwhich 

subjectscontinuedtoreceivelomitapideonthebasisofcompassionateuse.  

Endpoints 
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1001851 ThePrimaiyEndpointwaspercentchangeintiyglycerides(TG)atthe 

maximumtolerateddosecomparedtobaselineafter26weeksoftreatmentincombinationwith 

otherlipidloweringtherapyinpatientswithFamilial 0 

ChylomicronemiaSyndrome(FCS).  
1001861 Secondaryendpointsincludeotherlipidparametershepaticfatandliver 

stiffnessandChylomicronkineticsofLomitapideincombinationwithotherlipidlowering 

agentsintermofchangesat26weeksfrombaseline.Including: 

a)PercentchangeinTCnon-HDL-CLDL-CVLDLLp(a),aswellasapolipoproteinsBand 

Al.  

b)SafetyofLomitapideinpatientswithFCSassessedbychangesinlaboratoryparameters 

electrocardiogramphysicalexaminationsandweight.  

c)Recordofepisodesofpancreatitis 

d)ChangeinhepaticfatliverstiffnessmeasuredbyMMand/orTransientElastography 

(Fibroscan).  

e)Chylomicronkinetics.  

1001871 Toenablecollectionofdatafortheprimaiyandotherendpointsafastinglipid 

andsafetypanelincludingliverfunctiontestswasobtainedatbaseline, 0 

escalationandevery4weeksthereafteruntilWeek26.Bloodwasdrawnatbaselineandat 

eachvisitfollowinga12hourfast.Testingincludedastandardmetabolicpanelacomplete 

urinalysis.Tenpatientsunderwentametabolicstudytodeterminepostprandial 
chylomicronmetabolismandfattyacidprofile.Availablesampleswereseparatedby 

centrifugationandimmediatelystoredat-SOC 0 andwereshippedindryiceattheendofthe 

studyforanalysis.  

1001881 Lipidandlipoproteinanalyseswereconductedonserumsamples.Total 

cholesterol(TC),highdensity lipoprotein-cholesterol(HDL-C),andTOsweremeasured 

enzymatically.Non-HDL-CwascalculatedbysubtractingHDL-ClevelsfromTClevels.  

ApoA-IapoBandLp(a)weremeasuredbyimmunonephelometiy.  

1001891 Percentagehepaticfatwasdeterminedbymagneticresonanceimaging(MM) 

atbaselineandWeek26.TheMMprotocolincludedadual-phasesequenceandtheIDEAL 

IQsequence.Post-processingsoftwareprovidedbythemanufacturerwasusedtogeneratefat 
49 

bloodcount, 0



WO20221187463 PCT/IiS2022/O18672 

fractionmaps.Aradiologisttrainedinabdominalimagingimagedfour1cm2regionsofinterest 
9 

(ROIs)tomeasurein-phasesignalintensitiesoftheliverparenchyma.ROIswerecopiedfrom 

thein-phaseimagestotheopposed-phasetoensueidenticalsizeandlocation.Focalhepatic 

lesionsmajorbranchesofportalorhepaticveinsandartifactswereavoided.Themeanofthe 

signalintensityoftheliverwascalculatedastheaveragevalueofthefoursignalintensitiesof 

theliverparenchymabothinthein-phaseandintheopposedphase.Thehepaticfatfraction 

wasthencalculatedwiththefollowingformula:100x(signalintensityw- signalintensityop)I 

(2xsignalintensitym).FinallyROIswerealsocopiedintheHFFAxialIDEALJQmapto 

ensureidenticalsizeandlocation(thismapwasnotavailableinonepatient).TheliverROIs 

placedontheIDEAL-IQfatfractionreconstructionwereusedtogenerateestimatesof 

percentagefat.  

1001901 Noninvasivequantificationofliverstiffness(LSM)inkPa(estimatedfibrosis 

score:FOtoFl:2-7kPa;F2:7.5-10kPa, 10-14kPaF4:>10kPa)wasmeasuredby 

ultrasound-basedtransientelastographyusingFibroScan®orshearwaveelastography.Non

alcoholicfattyliverdiseasefibrosisscore(NFS)andfibrosis-4(FJB-4)scorewerecalculated 

accordingtoAnguloetal(2007)(AnguloPHitJMMarchesini0,etal.TheNAFLDfibrosis 

score:anoninvasivesystemthatidentifiesliverfibrosisinpatientswithNAFLD.Hepatology 

200? whichisincorporatedbyreferenceherein.  

1001911 Adverseevents(AEs)werecodedusingMedDRAVersion11. 0.ABswere 

judgedbytheinvestigatorsasnotrelatedunlikelypossiblyprobablyordefinitelyrelatedto 

Statistical Analysis 

Numericparameterswereexpressedasmedianvaluesand97.50oconfidenceintervalswhile 

dichotomousvariableswereexpressedasproportions.Differencesinnumericparameterswere 

evaluatedbytheExactWilcoxon-Mann-WhitneyTest(RCRANC'coin"package).Differences 

inproportionswereevaluatedbytheChiSquaretest.Percentualreductionsofnumeric 

variablesatWeek26wereexpressedasmedianvalues(with97*50oconfidenceintervals)of 

theindividualpatients'variationsfromWeek0.CorrelationofTOpercentreductionwith 

lomitapidedosewascalculatedbypartialSpearmanscorrelationadjustingforTObaseline 
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absolutevalues(RCRANC.ppcorpackage). AllcalculationswereperformedbytheR 

statisticalsoftwareVersion4.04undertheRStudioVersion1.3.1093interface.  

Results 

1001921 EighteenadultpatientswithFCSwererecruitedandenrolledinthestudywith 

1000ocompletingthestudy(26weeks)and11enteredtheexpandedaccessprogram.  

CharacteristicsofthepatientsatbaselineisshowninTable1, andthegenotypeandbaseline 

lipidprofileofFCSpatientsenrolledinthestudyisshowninTable2.  

1001931 Table1.Characteristicsofthepatientsatbaseline 

Characteristics Value 

Mean age (range), years 46.55 (19-75) 

Sex M/FnQo) 8/10 (44.4/55.6) 

Female 10(55.6) 
Male 8 (44.4) 

Median body mass index (97,50~ CI) kg/rn2  22.75 (20.2-25.8) 

Mediantriglycerides (97.50o CI), mg/dL 1803.5 (1452-2391) 
0 , 0 

History of acute pancreatitis, n (0 o) 18 (100) 

History ofrecurrent acute pancreatitis, n (0o) _____________________________________ 

Baselineuseofn-3fattyacidsfibratesorbothn 18(100) 
(Oo) ___________________________________________ 

Geneticmutationsn(0o) 

APOC2 2(11) 

APOA5 0 

LAXIF] 0 

GPIHBPI 0 

LELAPOA5 1(5.5) 

LEL GPIHBPI 1 (5.5) 

Toconvertthevaluesfortriglyceridesfrommg/dLtommol/Lmultiplyby0.01129 
LPLlipoproteinLipaseAPOC2,apoproteinC2APOA5,apoproteinASLMF1, lipase 
maturationfactor1GPJHBPIglycosylphosphatidylinositol-anchoredhigh-density 
lipoprotein-bindingprotein1 
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1001941 Table2.GenotypeandbaselinelipidprofileofFCSpatientsenrolledinthe 

study 

Subject Mutations IC, HDL-C, IG, 

ID _____________________________________ mgldL mgldL mgldL 

10001 LPL c.250-1 G>C (JVS2) 172 14 1965 

10002 LPL c.829G>A 297 10 2622 
___________________________ (p.Asp277Asn) _______________________________ 

10004 APOC2 c.177C>A 177 19 1012 
____________________________ p.TyrS9Ter _______________________________ 

cxlLT4C>G, 

10005 LPLAPOAS (p.Leu392Va1)/c.457G>A 192 14 1582 

___________ _________________ (p.Val1S3Met) ___________ _______________________ 

20001 LPLGPIHBPI c9S4GT(pMet32SJle)/c4LGT 252 18 2135 
__________________________ (p.CysL4Phe) _______________________________ 

20002 LPL c.1019-2A>T (JVS6) 224 17 1531 

20003 LPL c.832_S33delTC 290 21 2950 
___________________________ (p.Asp27TAspfsX4) _______________________________ 

c.987C>A 
20004 LPL 305 13 2391 

____________________________ (p.Tyr329Ter) ___________ ____________ ___________ 

20005 LPL c.65idelT 232 16 2498 
__________________________ (p.Pro2V/ProFs34X) _______________________________ 

20006 LPL c.326T>C 192 12 2150 
___________ __________________ (pile109Th) ___________ ____________ ___________ 

c.644G>A 
20007 LPL (pGly21§Glu) 98 17 810 

20008 LPL c.1019-2A>T (JVS6) 213 16 1642 

c.621C>G 
20009 LPL 198 14 1593 

___________________________ (p.Asp2O7Glu) _______________________________ 

20010 APOC2 c.274C>T 176 16 1452 
___________ _________________ (p.Gln92Ter) ___________ ____________ ___________ 

20011 LPL c.542G>A 168 20 1101 

c.755C>T 
30001 LPL (p.Jle2S2Thr) 154 17 1358 

___________ _________________ c.(?_-1)_(*1_?)del __________ ____________ __________ 

c.621C>G 
30002 LPL 232 11 2224 

___________ ________________ (p.Asp2OTGlu) _______________________________ 

30003 LPL C'1174C>G 465 15 4151 
__________ ________________ (p.Leu392Va1) _______________________________ 

TCtotalcholesterol;HDL-Chigh-densitylipoproteincholesterolTGtriglycerides;LPLlipoproteinlipase; 
ApoC2,apolipoproteinC2;APOASapolipoproteinAS'GPJHBPJglycosylphosphatidylinositol-anchored 
high-densitylipoprotein-bindingprotein1 

1001951 All18subjectswereeitherhomozygotescompoundheterozygotesordouble 
9 heterozygotesformutationsingenesaffectingtheintravascularhpolyticchylomicroncascade.  

Allsubjectswereundergoingtreatmentwithomega-3fattyacidsfibratesorboth.Despite 
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lipidloweringtreatmenttriglyceridelevelsweremarkedlyelevatedatbaseline.Compliance 

withlomitapidedosingdefinedas oofcapsulestakenwas960oduringthestudy.  

1001961 AsshowninTable3,belowtreatmentwasinitiatedatastaffingdailydoseof5 
0 

mgofLomitapideandthedosetitratedbasedonlipidprofileandtolerability.  

1001971 ThemeanLomitapidedailydoseoverthecourseofthestudyisshowninFIG.4.  

9 

1001981 Table3.Lomitapidedailydose(mg)bypatient 

LomitapideDose(mgj 
Patient Baseline Week Week Week Week Week Week Week 

___________ 2 6 10 14 18 22 26 
10001 5 10 20 20 20 20 20 20 
10002 5 10 20 30 30 30 30 30 
10004 5 10 20 30 30 15 15 15 
10005 5 5 5 5 5 5 5 5 
20001 5 5 10 20 40 50 60 60 
20002 5 5 10 20 40 40 60 60 
20003 5 5 10 20 30 15 15 15 
20004 5 5 10 20 40 60 60 60 
20005 5 5 10 20 40 60 50 50 
20006 5 5 10 20 40 40 40 40 
20007 5 5 10 10 10 10 10 10 
20008 5 5 10 20 30 40 40 40 
20009 5 5 10 20 30 20 20 20 

200010 5 5 10 20 30 40 40 40 
200011 5 5 10 20 30 40 40 40 
30001 5 10 10 15 15 20 20 20 

30003 5 10 20 30 30 30 30 30 

1001991 Amongthe18subjectswhocompletedthestudymaximumdosebyWeek26 

was5mginonesubj 'I 

30mgintwopatientw40mginfivepatientw50mginonepatientand60mginthreepatients.  

Themedianlomitapidemaximumdosewas35mg/day.  

1002001 Themeanalanineaminotransferase(ALT),andaspartateaminotransferase 

(AST),levels(tAIL)fromscreeningtoweek26ofthestudyaredepictedinFIG.5and6.  

1002011 ChangesinTCandHDL-Clevelsfollowingtreatmentwithlomitapideare 

showninFRi.2andFIG.3respectively.  
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1002021 Triglyceride(TG)levels (mg/dL)inFCS patients overthe26weektreatment 

withlomitapideisshowninTable4below.  

Table4.Triglyceridelevels (mg/dL)bypatient 

Triglyccridclcvcls(mgldL) 

Hepatic 

Patient Basclinc Week Weck Wcck10 Wcck14 Wcck Wcck22 Week Fat 

2 6 18 26 Frac.(% 

________________________________________________________________________________ wk.26) 

10001 1965 948 806 461 471 360 260 292 50 

10002 2622 1269 1117 1168 1349 954 754 1519 Nofatty 
______________________________ _____________ _________ __________ liver 

10004 1012 862 363 1303 513 632 843 318 41 

10005 1582 297 745 545 542 292 1341 231 20 

20001 2135 1193 4310 1919 2403 303 1102 1625 15 

Nofatty 
20002 1531 2008 1181 1078 802 1188 513 201 S 

______________________________ ________ _________________________ _________ ___________ __________ liver 

20003 2950 1528 2467 1884 364 251 196 273 34 

20004 2391 2468 2315 2280 1503 1809 382 219 Not 
______________________________ ________ _______________________________________________________ tested 
20005 2498 2833 2267 2770 3431 2365 1820 705 Not 

______________________________ ________ _______________________________________________________ tested 

20006 2150 1532 2035 2214 1206 1902 1117 5 

Moderate 
20007 810 700 460 198 90 141 373 276 S 

_______________________________ _________ ___________________________________ ___________ __________ Steatosis 
Nofatty 

20008 1642 1239 1292 567 529 349 317 505 S 

______________________________ ________ _______________________________________________________ liver 

20009 1593 1653 1473 1169 1791 2228 1619 801 MildS 

____________________________________ _______________ __________ ____________ steatosis 
200010 1452 L~so ~73 531 424 194 71 Nofatty 

________________________ _______ ___________________________ _________________ liver 

200011 1101 1649 2067 516 337 552 240 750 Mild 

30001 1358 877 §07 3285 2228 §31 70 Not _____________________________ ________ ____________ ____________ ________ ___________ __________ tested 

30002 2224 3101 3920 1096 1598 3317 1408 1818 Not 
______________________________ ________ _______________________________________________________ tested 

30003 4151 3604 2673 1900 282 1738 1502 196 Not 
______________________________ ________ _______________________________________________________ tested 

1002031 AsshowninTable4andFRi.1, therewasasignificantreductioninfasting 

triglyceridelevelscomparedtobaselinefollowingtreatmentwithLomitapide.  

1002041 Whenpatientscrossedthethresholdof<1000mg/dLtriglyceridestheywere 

receivingamediandoseof10mgoflomitapideandmeandoseof18mgoflomitapide.  
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1002051 Whenpatientscrossedthethresholdof<750mg/dLtriglyceridestheywere 

receivingamediandoseof20mgoflomitapideandmeandoseof24mgoflomitapide.  

1002061 Whenpatientscrossedthethresholdof<500mg/dLtriglyceridestheywere 

receivingamediandoseof20mgoflomitapideandmeandoseof27mgoflomitapide.  

1002071 MedianTOlevelsdecreasedfrom1803.5mg/dL(97,50oCI1452-2391mg/dL) 

atbaselinetomedianfastingTOlevelsof305.Omg/dL(97,50oCI209-801)mg/dLattheend 

ofthestudy(Week26).TherewasastatisticallysignificantreductioninTOlevelsof70.500 

frombaseline(97.50oCI,-90.7to-48.0,p<0.OOOl)(Table5,FIG.7).Changesfrombaseline 

toWeek26forkeysecondaryendpoints(TCHDL-CNon-HDL-CApoBApoA-IandLp(a)) 

areshowninTable5.  

1002081 AtWeek26,sixsubjects(33. 30o)experienceddecreasesinTOupto50~ 

(18.25-49.71oo) Twelvepatients(66.70o)experiencedTOreduction>500~andofthosenine 

patients(500o)underwentareduction>7Q0o.Mediantriglycerideplasmalevels<1000mg/dL 

wasachievedin77.80o(n14)patients.AtWeek26ThirteensubjectsachievedTOlevels<750 

mg/dL(<8.5mmol/L)atWeek26,withten(55.60o)ofthesepatientsachievingTOlevels<500 

mg/dL(<5. 6mmol/L).FIG.8showsawaterfallplotoftheindividualpercentchangeinTOs 

forall18subjectsatWeek26.TheindividualpercentreductionsshowninFIG.8werenot 

correlatedwiththelomitapidedose(partialcorrelationSpearmanRho0.142,p-value0.587).  

1002091 NosignificantdifferenceswereobservedforLp(a)andhsCRPlevelsfrom 

(p<0 ,0 0 1 5 )atWeek26,whileapoA-Ilevelswerereducedby~28,10o(9750oCI-31.8-5.6 

<0.0001;Table2).  

1002101 Table5.ChangesinlipidparametersandhsCRPfrombaselinetoWeek26 

Medianof 

Baseline Week26 individualchanges Parameter (n 8) (n 8) frombaseline value* 

________________________________________________ %_(97.5%_CI) __________ 
Prima end oint ________________________________________________________ 

ry p ________________________ 

TOmg/dL 1803.5(1452- 305.0(209- -70.5(-90.7,- <0.0001 
___________________ 2391 801 __________ 
_________________________________ ____________________________________________________ 48.0) __________________ 

Secondaryendpoints 
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TCmg/dL 205.5(176- 94(69-132) -51.7(-60.8,- <0.0001 
___________________ 252) _______________ 33.7) __________ 

HDL-C, m /dL 16 (14-17) 18 (16-22) +20,7 (+33.3, 15.0) <0.012 

non-HDL-C, 184(148-234) 90.0(44-109) -50.0(-66.5,- <0.0001 
mg/dL _________________________ 26.4) _________ 

Lp(a), nmol/L 6 (3-11) 5.5 (4-30) +40.5 (-20, +200 <0.507 

ApoBmg/dL 81.85(64.7- 39.25(25.0- -43.8(-66.3,- <0.0001 
____________________ 87.2) 50.6) 25.2) ___________ 

ApoA-Img/dL 93.7(86.1- 74.95(68.7- -23.0(-31.8,-4.6) <0.0001 
_________________ 99.1) 87.5) __________ 

hsCRP, mg/L 1.2(0.15-4.15) 1.24(0.3-2.32) 9.8 (-0.7, +0.8) <0.862 

*ExactWilcoxon-Mann-WhitneyTest 

Dataexpressedasmedianwith97~50oconfidenceIntervals(CI)inbrackets 

TOtriglyceridesTCtotalcholesteroLHDL-Chigh-densitylipoproteincholesteroL 
non-HDL-Cnon-HDLcholesterol;Lp(a),lipoprotein(a);ApoBapolipoprotein , ApoA-I 
apolipoprotein A-V hsCRP high-sensitivity C-reactive protein 

1002111 Treatmentwithlomitapidewaswelltoleratedandallpatientscompleted26 

weeksoftreatment.  

1002121 Adverseeventsweremildtomoderateandmostlyrelatedtogastrointestinal 

tolerabilityandliverenzymeelevations.MedianALTandASTlevelsovertimeareshownin 

FIG.9.Nosubjectdiscontinuedtreatmentpermanentlyduetolivertransaminaseelevations 

andallincreasesweremanagedeitherbydosereductionortemporaryinterruptionof 

phosphataselevels.  

1002131 LiverMMimagingwasusedtodeterminethehepaticfatfractionandrevealed 

anincreaseinhepaticfatcontentwhichwasbetween30~500oatweek26in3patients 

1002141 Nosignificantchangeswereseenfornon-invasiveliverfibrosismeasurements 

includingquantificationofliverstiffnessFIB-4andNFSscores(Table6).  

1002151 Nopatientexperiencedanepisodeofacutepancreatitisorsevereabdominal 

painduringlomitapidetreatment, 

1002161 Table6.ChangesinmarkersofliverfibrosisfrombaselinetoWeek26 
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lomitapideasperprotocol.Nosubjectexperiencedelevationsinbilirubinoralkaline
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Individual 

Baseline Week26 chanefrom 
Parameter(N*J g * 

baseline,%(95% p-value 
________________ ________ CI) ___________ 

5.5(4.6- (-38.46,+5.63) 
LSMkPa(14) 5.7(5,0-6.6) 0.9593 

7.5) 

Hepaticfatcontenton 120(230) 32.5(6- +146.4(+14.3, <0.041 

MRJ, ~o (9) _____________ 50) +900) ________________ 

0.786 0.428 
NFS(18) (0.208- (0.112- 8606) <0.0582 

______________________ 1.760) 1.247) _______________ 

0.76(0.48- 1.03 <0.0538 
FJB-4(18) 112) (0.58- +38.44(-18.40, 

______________________ ____________ 1.76) _______________ 

*ExactWilcoxon-Mann-WhitneyTest 

Dataexpressedadmedianwith97~50oconfidenceIntervals(CI)inbrackets 
LSM:Liverstiffnessmeasurement;kPa: 'I 

kilopaseals'MM:Magneticresonanceimaging; 
NAFLDfibrosisscore(NFS);FIB-4:Fibrosis-e?(N*):numberofsubjectswithdata 

availableatbaselineandat26weeks 

1002171 ThestudymetitsprimaryefficacyendpointofreductioninTOlevelsatWeek 

armameritanumoffibratesandomega-3compoundsincombinationwitha 

difficultdietaryregimen areineffectiveinFCSandothertherapiese.g.,antisense 

oligonucleotidevolanesorsenhaslimitationsintolerabilityandefficacy.Thereforelomitapide 

EMBODIMENTS 

1. Amethodoftreatingfamilialchylomicronemiasyndrome(FCS)inapatientinneed 

thereofthemethodcomprising: 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocL 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout5mg, 

57 

hasthepotentialtofulfilanestablishedunmetmedicalneedinthisdifficult-to-treatcondition.
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c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adhenngtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 
9 

acceptablesaltthereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 

adhenngtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adheringtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

administeredathirddailydoseofabout20mgoflomitapideorapharmaceutically 

acceptablesaltthereofforathirddosingperiod.  

2. Themethodofembodiment1whereinthepatientisaconfirmedhomozygote 

compoundheterozygoteordoubleheterozygoteforoneormoreloss-of-function 

mutationsingenescausingFCS.  

39 Themethodofanyoneofembodiments1-2,whereinthepatienthasahistoryof 

an.  

4. Themethodofanyoneofembodiments1-3,whereinthepatient'spost-heparin 

plasmalipoproteinlipase(LpL)activityis<200oofnormal.  

59 Themethodofanyoneofembodiments1-4,whereinthepatienthasconfirmed 

6. Themethodofanyoneofembodiments1-5,whereinthepatient'sFCSisrefractory 

toplasmaLDLapheresis.  

7, Themethodofanyoneofembodiments1-6,whereinthelomitapideisadministered 

asanadjunettoalow-fatdietandotherlipid-loweringtreatments(suchasstatin 

ezetimibenicotinicacidbileacidsequestrantfibrateorLDLapheresis).  

8. Themethodofanyoneofembodiments1-7,whereinthelow-fatdietcomprisesadiet 

whereinlessthan1 oofpatient'stotalcaloriesarefromfat.  

9, Themethodofanyoneofembodiments1-8,whereinthepatientexpressesa 

microsomaltriglyceridetransportproteingene(MTP)variantthatimprovesthe 
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presenceofLpLinactivatingantibodies.
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patient'sresponsetolomitapidetreatmentcomparedtopatientsthatdonotexpressthe 

MTPvariant.  

10.Themethodofanyoneofembodiments1-9,whereinthefirstdosingperiodisatleast 

twoweeks.  

11. Themethodofanyoneofembodiments1- 10whereintheseconddosingperiodisat 

leastfourweeks.  

12.Themethodofanyoneofembodiments1- 11whereinthethirddosingperiodisat 

leastfourweeks.  

13. Themethodofanyoneofembodiments1- 12whereinifthepatientsliver 

aminotransferase(ALT/AST)levelsare>5timestheupperlimitofnormal(ULN) 

afterthefirstdosingperiodtheseconddosingperiodorthethirddosingperiodthe 

patientiswithdrawnfromlomitapidetreatment.  

14.Themethodofembodiment13,furthercomprisingdeterminingthepatient'salkaline 

phosphatasetotalbilirubinandJNR.  

15. Themethodofembodiment14,furthercomprisingreducingthepatient'sdosetothe 

lastdosethatprovidedpatientALT/ASTlevelsof<3timestheULN.  

16.Themethodofembodiment15,whereinthepatient'sdoseisreducedfrom10mgto5 

mg.  

17.Themethodofembodiment15,whereinthepatient'sdoseisreducedfrom20mgto 

18.Themethodofembodiment15,whereinthepatient'sdoseisreducedfrom20mgto5 

mg.  

19.Themethodofanyoneofembodiments1- 12whereinifthepatientsALT/AST 

levelsarefrom3-5timestheULNconfirmingthepatient'sALT/ASTlevelsare3-5 

timestheULNwithinoneweekoftheelevatedALT/ASTtestresult.  

20.Themethodofembodiment19,whereiniftheelevatedALT/ASTtestresultis 
I, confirmeddeterminingthepatientsalkalinephosphatasetotalbilirubinandJNR 

21. Themethodofembodiment20,furthercomprisingweeklytestingthepatient's 

ALT/ASTlevelsalkalinephosphatasetotalbilirubinandJNR 

59 

10mg.
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22.Themethodofembodiment21,whereinifthepatient'stotalbilirubinandJJNR 

increaseALT/ASTlevelsincreaseto>5timesULNorthepatient'sALT/ASTlevels 

donotfallbelow<3timesULNwithinabout4weekswithdrawingthepatientfrom 

lomitapidetreatment.  

23.Themethodofembodiment22,furthercomprisingreducingthepatient'sdosetothe 

lastdosethatprovidedpatientALT/ASTlevelsof<3timestheULN.  

24.Themethodofembodiment23,whereinthepatient'sdoseisreducedfrom10mgto5 

mg.  

25.Themethodofembodiment23,whereinthepatient'sdoseisreducedfrom20mgto 

10mg.  

26.Themethodofembodiment23,whereinthepatient'sdoseisreducedfrom20mgto5 

mg.  

27.Themethodanyoneofembodiments1-26,furthercomprisingadjustingthepatient's 

dailylomitapidedosetoprovidefastingtriglyceridelevels<1000mg/dLand 

ALT/ASTlevels<3timestheULN.  

28.Themethodofembodiment27,whereinthepatient'sdailylomitapidedoseis 

increasedordecreasedfromevery2-4weekstoprovidefastingtriglyceridelevels< 

1000mg/dLandALT/ASTlevels<3timestheULN.  

29.Themethodofembodiment28,whereinthedailydosethatprovidesfasting 

fromthegroupconsistingof5mg,10mg,20mg,30mgand60mg.  

30.Themethodofanyoneofembodiments27-29,whereinthedailydosethatprovides 

fastingtriglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULNis 

administeredforatleast8weeks.  

31. Themethodofanyoneofembodiments1-30whereinthepatient'schangeinhepatic 

fatliverismeasuredduringthetreatmentperiod.  

32.Themethodofanyoneofembodiments1-31whereinthelomitapideadministration 

doesnotprovideaclinicallysignificantincreaseinhepaticfatliverduringthe 

treatmentperiod.  

60 

triglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULNisselected
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33.Themethodofanyoneofembodiments1-32whereinthelomitapideadministration 

substantiallydecreasestheepisodesofpancreatitiscomparedtopriortosaid 

0 

34.Amethodoftreatingfamilialchylomicronemiasyndrome(FCS)inapediatricpatient 

inneedthereofthemethodcomprising: 

a)orallyadministeringafirstdailydoseofabout2mgtoabout5mgoflomitapideor 

apharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocV 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLthepatientis 

maintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereofofabout2mgtoabout5mg; 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthefirst 

dosingperiodthepatientisorallyadministeredaseconddailydoseofabout5mgto 

about10mgoflomitapideorapharmaceuticallyacceptablesaltthereofforasecond 

dosingperiod 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLthe 

patientismaintainedatadailydoseoflomitapideorapharmaceuticallyacceptable 

saltthereofofabout5mgtoabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthe 

seconddosingperiodthepatientisorallyadministeredathirddailydoseofabout10 

thirddosingperiod.  

35.Themethodofembodiment34,whereinthepatient'sageisfrom5to10years.  

36.Themethodofembodiment35,whereinthedailydoseoflomitapideinthefirst 

dosingperiodis2mgthedailydoseoflomitapideintheseconddosingperiodis5 
9 mgandthedailydoseoflomitapideinthethirddosingperiodis10mg.  

37.Themethodofembodiment36,whereinthefirstdosingperiodisaboutSweeksthe 

seconddosingperiodisabout4weeksandthethirddosingperiodisabout4weeks.  

38.Themethodofembodiment34,whereinthepatient'sageisfrom11to15years.  
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mgtoabout20mgoflomitapideorapharmaceuticallyacceptablesaltthereof',fora
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39.Themethodofembodiment38,whereinthedailydoseoflomitapideinthefirst 

dosingperiodis2mgthedailydoseoflomitapideintheseconddosingperiodis5 

mgandthedailydoseoflomitapideinthethirddosingperiodis10mg.  

40.Themethodofembodiment39,whereinthefirstdosingperiodisabout4weeksthe 

seconddosingperiodisabout4weeksandthethirddosingperiodisabout4weeks.  

41.Themethodofembodiment34,whereinthepatient'sageis16to17years.  

42.Themethodofembodiment41, whereinthedailydoseoflomitapideinthefirst 

dosingperiodis5mgthedailydoseoflomitapideintheseconddosingperiodis10 

mgandthedailydoseoflomitapideinthethirddosingperiodis20mg.  

43.Themethodofembodiment42,whereinthefirstdosingperiodisabout4weeksthe 
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seconddosingperiodisabout4weeksandthethirddosingperiodisabout4.
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CLAIMS 

Whatisclaimed: 

1. Amethodoftreatingfamilialchylomicronemiasyndrome(FCS)inapatientinneed 

thereofthemethodcomprising: 

a)orallyadministeringafirstdailydoseofabout5mgoflomitapideora 

pharmaceuticallyacceptablesaltthereottothepatientforafirstdosingperiod 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhileadheringto 

alow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout5mg, 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile 

adheringtoalow-fatdietafterthefirstdosingperiodthepatientisorally 

administeredaseconddailydoseofabout10mgoflomitapideorapharmaceutically 
9 

acceptablesaltthereofforaseconddosingperiod 
d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLwhile 

adheringtoalow-fatdietthepatientismaintainedatadailydoseoflomitapideora 

pharmaceuticallyacceptablesaltthereofofabout10mg; 

adheringtoalow-fatdietaftertheseconddosingperiodthepatientisorally 

administeredathirddailydoseofabout15mgtoabout20mgoflomitapideora 

pharmaceuticallyacceptablesaltthereofforathirddosingperiod.  

2. Themethodofclaim1,whereinthepatientisaconfirmedhomozygotecompound 

heterozygoteordoubleheterozygoteforoneormoreloss-of-functionmutationsin 

genescausingFCS.  

39 Themethodofanyoneofclaims1-2,whereinthepatienthasahistoryofpancreatitis.  

4, Themethodofanyoneofclaim1-3,whereinthepatient'spost-heparinplasma 

lipoproteinlipase(LpL)activityis<200oofnormal.  
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e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLwhile
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5. Themethodofanyoneofclaim1-4,whereinthepatienthasconfirmedpresenceof 

LpLinactivatingantibodies.  

6. Themethodofanyoneofclaim1-5,whereinthepatient'sFCSisrefractorytoplasma 

LDLapheresis.  

7. Themethodofanyoneofclaim1-6,whereinthelomitapideisadministeredasan 

adjuncttoalow-fatdietandotherlipid-loweringtreatments(suchasstatin 

ezetimibenicotinicacidbileacidsequestrantfibrateorLDLapheresis).  

8. Themethodofanyoneofclaims1-7,whereinthelow-fatdietcomprisesadiet 

whereinlessthan100oofpatient'stotalcaloriesarefromfat.  

9. Themethodofanyoneofclaim1-8,whereinthepatientexpressesamicrosomal 

triglyceridetransportproteingene(MTP)variantthatimprovesthepatient'sresponse 
9 

tolomitapidetreatmentcomparedtopatientsthatdonotexpresstheMTPvariant.  

10.Themethodofanyoneofclaims1-9,whereinthefirstdosingperiodisatleasttwo 

weeks.  

11. Themethodofanyoneofclaims1- 10,whereintheseconddosingperiodisatleast 

fourweeks.  

12.Themethodofanyoneofclaims1- 11, whereinthethirddosingperiodisatleastfour 

weeks.  

13. Themethodofanyoneofclaims1- 12,whereinifthepatient'sliveraminotransferase 

9 

periodtheseconddosingpenodorthethirddosingperiodthepatientiswithdrawn 

fromlomitapidetreatment.  

14.Themethodofclaim13,furthercomprisingdeterminingthepatientsalkaline 

phosphatasetotalbilirubinandJNR.  

15. Themethodofclaim14,furthercomprisingreducingthepatient'sdosetothelast 

dosethatprovidedpatientALT/ASTlevelsof<3timestheULN.  

16.Themethodofelaim15,whereinthepatientsdoseisreducedfrom10mgto5mg.  

17.Themethodofclaim15,whereinthepatientsdoseisreducedfrom20mgto10mg.  

18.Themethodofelaim15,whereinthepatientsdoseisreducedfrom20mgto5mg.  
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(ALT/AST)levelsare>5timestheupperlimitofnormal(ULN)afterthefirstdosing
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19.Themethodofanyoneofelaims1-12,whereinifthepatient'sALT/ASTlevelsare 

from3-5timestheULNconfirmingthepatient'sALT/ASTlevelsare3-5timesthe 

ULNwithinoneweekoftheelevatedALT/ASTtestresult.  

20.Themethodofclaim19,whereiniftheelevatedALT/ASTtestresultisconfirmed, 

determiningthepatient'salkalinephosphatasetotalbilirubinandJNR.  

21. Themethodofclaim20,furthercomprisingweeklytestingthepatientsALT/AST 

levelsalkalinephosphatasetotalbilirubinandINR.  

22.Themethodofclaim21,whereinifthepatient'stotalbilirubinandINRincrease 

ALT/ASTlevelsincreaseto>5timesULNorthepatientsALT/ASTlevelsdonot 

fallbelow<3timesULNwithinabout4weekswithdrawingthepatientfrom 

lomitapidetreatment.  

23.Themethodofclaim22,furthercomprisingreducingthepatient'sdosetothelast 

dosethatprovidedpatientALT/ASTlevelsof<3timestheULN.  

24.Themethodofclaim23,whereinthepatientsdoseisreducedfrom10mgto5mg.  

25.Themethodofclaim23,whereinthepatientsdoseisreducedfrom20mgto10mg.  

26.Themethodofclaim23,whereinthepatientsdoseisreducedfrom20mgto5mg.  

27.Themethodanyoneofclaims1-26,furthercomprisingadjustingthepatient'sdaily 

lomitapidedosetoprovidefastingtriglyceridelevels<1000mg/dLandALT/AST 

28.Themethodofclaim27,whereinthepatientsdailylomitapidedoseisincreasedor 

decreasedfromevery2-4weekstoprovidefastingtriglyceridelevels<1000mg/dL 

andALT/ASTlevels<3timestheULN.  

29.Themethodofclaim28,whereinthedailydosethatprovidesfastingtriglyceride 

levels<1000mg/dLandALT/ASTlevels<3timestheULNisselectedfromthe 

groupconsistingof5mg,10mg,15mg,20mg,30mg,40mg,50mgand60mg.  

30.Themethodofanyoneofclaims27-29,whereinthedailydosethatprovidesfasting 

triglyceridelevels<1000mg/dLandALT/ASTlevels<3timestheULNis 

administeredforatleast8weeks.  
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levels<3timestheULN.
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31. Themethodofanyoneofclaims1-30,whereinthepatient'schangeinhepaticfat 

liverismeasuredduringthetreatmentperiod.  

32.Themethodofanyoneofclaims1-31, whereinthelomitapideadministrationdoes 

notprovideaclinicallysignificantincreaseinhepaticfatliverduringthetreatment 

period.  

33.Themethodofanyoneofclaims1-32,whereinthelomitapideadministration 

substantiallydecreasestheepisodesofpancreatitiscomparedtopriortosaid 

treatment.  

34.Amethodoftreatingfamilialchylomicronemiasyndrome(FCS)inapediatricpatient 

inneedthereofthemethodcomprising: 

a)orallyadministeringafirstdailydoseofabout2mgtoabout5mgoflomitapideor 

apharmaceuticallyacceptablesaltthereoftothepatientforafirstdosingperiocV 

b)measuringthefastingtriglyceridelevelsofthepatientafterthefirstdosingperiod, 

whereinifthepatientI, sfastingtriglyceridelevelsare<1000mg/dLthepatientis 

maintainedatadailydoseoflomitapideorapharmaceuticallyacceptablesalt 

thereof',ofabout2mgtoabout5mg; 

c)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthefirst 

dosingperiodthepatientisorallyadministeredaseconddailydoseofabout5mgto 

about10mgof lomitapideorapharmaceuticallyacceptablesaltthereofforasecond 

dosingperio& 

periodwhereinifthepatientsfastingtriglyceridelevelsare<1000mg/dLthe 

patientismaintainedatadailydoseoflomitapideorapharmaceuticallyacceptable 

saltthereof',ofabout5mgtoabout10mg; 

e)ifthepatient'smeasuredfastingtriglyceridelevelsare>1000mg/dLafterthe 

seconddosingperiodthepatientisorallyadministeredathirddailydoseofabout10 

mgtoabout20mgoflomitapideorapharmaceuticallyacceptablesaltthereotfora 

thirddosingperiod.  

35.Themethodofclaim34,whereinthepatientsageisfrom5to10years.  

36.Themethodofclaim35,whereinthedailydoseoflomitapideinthefirstdosing 

periodis2mgthedailydoseoflomitapideintheseconddosingperiodis5mgand 

thedailydoseoflomitapideinthethirddosingperiodis10mg.  

66 

d)measuringthefastingtriglyceridelevelsofthepatientaftertheseconddosing
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37.Themethodofclaim36,whereinthefirstdosingperiodisabout8weeksthesecond 

dosingperiodisabout4weeksandthethirddosingperiodisabout4weeks.  

38.Themethodofclaim34,whereinthepatientsageisfrom11to15years.  

39.Themethodofclaim38,whereinthedailydoseoflomitapideinthefirstdosing 

periodis2mgthedailydoseoflomitapideintheseconddosingperiodis5mgand 

thedailydoseoflomitapideinthethirddosingperiodis10mg.  

40.Themethodofclaim39,whereinthefirstdosingperiodisabout4weeksthesecond 

dosingperiodisabout4weeksandthethirddosingperiodisabout4weeks.  

41.Themethodofclaim34,whereinthepatientsageis16to17years.  

42.Themethodofclaim41, whereinthedailydoseoflomitapideinthefirstdosing 

periodis5mgthedailydoseoflomitapideintheseconddosingperiodis10mgand 

thedailydoseoflomitapideinthethirddosingperiodis20mg.  

43.Themethodofclaim42,whereinthefirstdosingperiodisabout4weeksthesecond 
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dosingperiodisabout4weeksandthethirddosingperiodisabout4.
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