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I. P N E Ts A nd C arcinoids W ere E valu ated S eparately
A nd Tested W ithD ifferentE xperimentalTherapies

In Ex.2111 at25:9-11,28 :18 -25,and 30:8 -15,D r.Ratain ad mitted thatEx.

2099 evalu ated P N ET and carcinoid resu lts separately,and Ex.2049 onlyenrolled

carcinoid patients.This testimonyis relevantto P ar’s assertion thataP O SA wou ld

reasonablyexpecteverolimu s to effectively treatP N ETs based on Öberg2004 and

D u ran,whichrelate to N ETs,becau se priorartclinicaltrials enrolled bothP N ETs

and carcinoid s.Reply4-6.Itis relevantbecau se itshows thattherapies were notall

ad ministered to bothP N ETs and carcinoid s,and as P arad mitted ,“P N ETs and

carcinoid s may have d ifferentspecific responses to atreatment,”and thu s clinical

trials typicallyevalu ated them separately.Reply6;P O R 9-10.

In Ex.2111 at254:16-255:10 and 256:19-257 :8 ,D r.Ratain ad mitted thata

P O SA wou ld notrelyon Ex.1096’s statementabou tapossible common origin of

d ifferenttu mors,su chas P N ETs and carcinoid s,and thatitwas nottru e in 2005

thatthe tu mors listed in Ex.1096 had similartreatmentprograms.This testimony

is relevantto P ar’s assertion based on Ex.1096 thatP N ETs and carcinoid s cou ld

be treated similarly(Reply5)becau se the testimonycontrad icts thatassertion.

II. There Is N o E vidence ThatResistance To S econd-L ine TherapyIn
A dvanced P N E Ts W ou ld B e L imited To C ytotoxic C hemotherapies

In Ex.2111 at49:7 -52:18 ,D r.Ratain ad mitted thatExs.2015and 2050

d isclose clinicaltrials enrollingpatients (11 of 33and 41 of 43,respectively)with
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priorcytotoxic chemotherapy.This testimonyis relevantto P ar’s assertion that

molecu larlytargeted therapies were effective afterpriorcytotoxic chemotherapy.

Reply11.Itis relevantbecau se,in Exs.2015and 2050,temsirolimu s failed to

effectivelytreattu mors treated withpriorcytotoxic chemotherapy.P O R 15-16.

In Ex.2111 at52:19-55:17 ,57 :7 -14,59:2-13,62:25-63:9,63:20-64:4,and

66:24-67 :8 ,D r.Ratain ad mitted thatEx.1118 d iscloses atemsirolimu s P hase II

trialin lymphoma,whichwas treated d ifferentlyfrom P N ETs;thatEx.10 7 8

d iscloses an EGFR tyrosine kinase inhibitorP hase IItrialin squ amou s cell

carcinomaof the head and neck,whichwas treated d ifferentlyfrom P N ETs;and

thatEx.1116 d iscloses d u alEGFR and H ER2 inhibitorlapatinib stu d ies focu sed

on breastcancer,notP N ETs.This testimonyis relevantto P ar’s assertion that

molecu larlytargeted therapies exhibited antitu moractivityafterpriorcytotoxic

chemotherapy.Reply11.Itis relevantbecau se there is no evid ence su pportinga

reasonable expectation foreverolimu s in P N ETs and D r.Ratain fu rtherad mitted

thathe d id notsu ggestthataP O SA cou ld make reasonable pred ictions for

everolimu s based on anothercompou nd (su nitinib).Ex.2111 at33:17 -34:19.

In Ex.2111 at101:13-104:7 ,D r.Ratain ad mitted thatExs.1092 and 1098

d o notconcern the efficacyof molecu larly targeted therapies.This testimonyis

relevantto P ar’s assertion thatthe mechanism of P N ET resistance to molecu larly

targeted therapies wou ld notbe the same as forcytotoxic chemotherapies.Reply
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