‘Discassion _

Over the course of the observation time the highest frequency of dosage adjustments
occurred early, during the first 2 months. Although there is a steady decline in participation
with time, in general it appears that most patients were able to identify an effective dose
which remained effective over time. The percentage of patients who remained at the same
dose was 78% in the first 2 months and remained at 88-92% during subsequent time
periods. The sponsor’s tables also indicate that the entire dose range was still in use
through Month 4; after that only one patient (Months 5-8) was using 200 ug/dose, but 6
patients were still using 400ug/dose through Months 9-12. Even in the latest time periods
patients were not clustered around the highest dose available. The data suggests that
tolerance to the analgesic effect of OTFC over time is manageable for most patients. Any
influence due to adjustments of around-the-clock analgesics during the study period cannot
be identified.

According to the protocol, downward adjustments of dosage were made in response to
side effects. Only 3 patients required a dosage reduction, and all were in the first month of
the trial; this observation tends to support the sponsor’s statement that tolerance to side
effects improves with time, and is consistent with experience with other opioid analgesics.

Conclusion

This addendum to AC 200/014 supports the sponsor’s labeling claims that:

o Titration of the dose for breakthrough pain is a practical method of establishing the
effective dose of OTFC for each patient.

) Early adjustments in dose may be necessary, for either efficacy or adverse effects,
but for the majority of patients it is possible to identify a dose of OTFC that will be
effective consistently over a long period.
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Appendix

- List of Investigators

Dose-Response Relationships of Morphine/Actiq
Bioavailability Curves of Intravenous Fentanyl, OTFC, and Oral Fentanyl Solution

Table of Serious Adverse Events

Narratives of Hospitalizations and Deaths




Table 3. Center Description

Center

~.

) Patient
Primary Investigator Center Number No.
tes with Pati Included io Inte Tos
James Raschko®, MD City of Hope Medical Center, CA 1008 41014112
Richard Payne, MD MD Anderson Cancer Center, TX 1010 4201-4208
. Russel: Portenoy, MD Memorial Sloan-Kettering Cancer Cntr, NY 1012 4301-4311
: Mary Simmonds, MD Cowley Associates, PA 1009 44014410
Julia Smith, MD University of Rochester Cancer Center, NY 1013 45014502
Eric Winer, MD Duke University Medical Center, NC 1014 4601-4604
Alan Lyss, MD Missouri Baptist Cancer Center, MO 1016 4701-4707
Michael Schuster, MD North Shore University Hospital, NY 1021 4801
Arthur Staddon, MD The Graduate Hospital, PA 1022 4901
Patricia Plezia, PharmD/ Arizona Clinical Research Center, AZ 1024 41001-41002
Manuel Modiano, MD _
Lloyd Saberski® MD Yale University, CT 1028  41101-41103
Joan M. Christie, MD Hospice Institute of FL Suncoast, FL 1027 41201-41204,
4120641208
Lowell Hart, MD Associates in Hematology/Oncology, FL 1034 42201-42203,
42208
Janet Gargiulo, MD Capital District Hemat/Oncol Assoc, NY 1033 42301-42302
Howard Homesley, MD Baptist Hosp/Carolina Gyn Oncol, NC 1036 42502
Richard Rauck, MD Bowman Gray School of Med, NC 1042 42601-42602
Kelly Pendergrass, MD Kansas City Internal Medicine, MO 1041 42901-42904,
4290642907
, Lee Schwartzberg, MD ‘The West Clinic, TN 1044 - 43401
¢ Mark Seligman, MD Providence Med Catr, OR 1045 43501
John Farrar, MD University Pennsylvania Med Center, PA 1049 43601, 43604,
43610
R Robert Berris, MD Rocky Mountain Cancer Centers, CO 1051 43801, 43805,
e 43807
Robert Ellis, DO -~ Madigan Army Medical Center, WA 1059 44403-44404
William H. Whaley, MD West Paces Medical Center, GA 1062 44701
iv
. Allen Cohn, MD Univ Colorado Health Sciences Catr, CO 1053 -
James Cleary, MD Univ of Wisconsin Hosp. & Clinics, W1 1046 -
Michael Gauthier, MD University of Utah, UT 1055 -
Donna S. Zhukovsky, MD  The Cleveland Clinic Foundation, OH 1047 - -
Gregory B. Smith, MD Southwest Regional Cancer Center, TX 1058 -
John Marshall, MD Georgetown Univ Hosp, DC 1038 -
K.S. Kumar, MD New Port Richey, FL 1057 -
Laura Hutchins, MD Arkansas Cancer Research Center, AR 1060 -
T'ﬁmothy J. Ness, MD University of Alabama-Birmingham, AL 061 -
bR_eplaccd Paul Coluzzi, MD, as principal investigator -
<eplaced Ann Berger, MD, as principal investigator
Active sites that did n,

ot have any patients complete at least 4 months or withdraw by July 15, 1996
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Parallelism of High Dose (10 mg intravenous) Morphine to Low Dose (2 mg
intravenous) Morphine with High Dose (800 ng) Oral Transmucosal Fentanyl Citrate
to Low Dose {200 ug) Oral Transmucosal Fentanyl Citrate

Figure 6. Dose-Effect Curves of Time in Study (MeantSEM) for OTFC and M ine i
AC200/010 ' d ._M) orphme "

Time in Study
250

[ 225-

200 -




 ACTIO™ PHARMACOKINETICS

Fentanyl Delivery Gharacteristics of Actiq :

Figure 1. Plasma coéccnuaﬁom of fentanyl (meantSEM) after intravenous (n=10), OTFC
(n=10), or oral (ri=8) administration of fentanyl 15 ug/kg.

100

—o— OTFC

—k— |V

——ea—  Oral Solution

Plasma Fentany! Concentration (ng/mi)

L]

Time After Administration (h)




A

P L S

B T TR N

45

(dNN) 2udepe Juaisisaad "(UNN) dupjuoa

‘(unn) wasneu ‘(NN euownaud ‘(4NN) gjuadoyfoued uopezjieidsod W 05 1oLy v10/00T OV 8d 009 D410
: (4183 Q/|BMBIPHIA) .
(4NN ujed pajjodjuodun ‘(YN[) Sseueasm Lwanxa 19moj jeralellg =o:ﬁ=8_%o= d 44 LOEY #10/00C OV 81 009 24110
T (N votsuaIsip [eutwiopqs ‘uniioa ‘8asneN wopezyendsoy 4 §§  SOEV plo/00z OV 31009 0410
(UNM) uopddjul 184 | |
[cupsajulosed ‘(UNn) uppwos pue BISNBU u_n&uwuww uopezjjendsod 4 A2 (114 p10/00T DV 3d ooy 0410
A - ( _ ”
BILIDLT (UBHWODUOD Joasnedaq kdesay) utjnqojdounuiil pus.ajBuOIpILE] | =ozﬁ=§%om 4 9 1 444 #10/00Z OV 81l goy D410
3 o (1183 /IBMEIPTIM) |
(uNnRImoes) 41 4R jeadojoyied vopezyeiidsoH  d 69  10evy  ¥10/00T DV 81l 0oy 0410
(y182Q) . A _
(UNQ) ssawjuam 31343 yopezyendsod 4 S 706Z¥ p10/00T DV 31 ooy 0410
(uNQ) uoyssaadwod piod joulds wopszjiendsoy 4 . 6V coLy v10/00T OV 3d ooy J4LO
(AN ewapa Arevowing wopezyendsoy 4 Ly TOLY ylopoz oV Bl 0oy D410
- (jBMEIPYIM) - ;
(INN) 23nye) [Budd ("INQ) SMIEIS [BuaW palalty wopezjsidsoy 4 5§ 911y ¥10/00Z OV 31 ooy DJLO
(UNN) Kdesay) uoneipes feutds wopezyendsoy 4~ ¥§ S} 1 ¥10/00T OV. 3t ooy 0410
. (emRIpIA)
(IN1)'1pERIq JO SSAUHOUS vopezyendsoH 4 LS o1y ¥10/00T OV 81 oov 2410
(INQ) =) WY A Jo asnoelf o13ojoyped vopezyendso 4 U oizzy  ¥10/00T DV 81 0oz 0410
(NN 12493 ‘(INN) sjuadoyfoued wopszyeidsoy 4 €F LOTZY ¥10/00T DV 8 ooz 2410
(UN) UONIANSO [2m0q [[EWS vopezyedsol 4 8§ €00ly  ¥10/00Z OV 81 007 Od1O
(4N uonoejuf Kiojeldsal ;M vopszyendso 4 95 7001y ¥10/007 DV 8vl 007 0410
_ . (remespiiin) '
(gN) erusdorkoued pus uged pajjonuoduf) vopezymdsod W €5 {01y  #10/00Z OV 8+ 00z 2410
(YNN) BworBwWAY 18INpqns «(gNn) uted qu Jo uohen(EAg vopezyeidso 4 69 goLy  ¥10/00T DV vg 002 2410
. 4 | " suojyezi[8IdsoH:
(;onuad Apmis O} &ﬁ:oza_omv a Jaqunu Jqisuans 9sod
uoseay gVs BPpusd o8y wened , Lpms WU wnuyxe i

“m——
” \

§ o o
o

gvs Jo2dh Aq (FVS) SWA? 95J9APE SNOWAS IM sjuoped Jo xo_.____

(951 =W JeBL {gafuN) PoJONUODU) UE WO SIUAREJ UiEd owaiy) - SIWAT ISIAPY 11 18pdN £1ag8s 1-v AAEL

. 8

Final

Qafetv Undate |




S A Y S I

PPV AP

46

~={EMeIpiim)
(INN) 2:mdey diy jo uopanpay vopeziendsoy J4 89  LOvb  ¥10/00TDV 810071 OdLO
c~(lesBIpyHM) _
(UNN) eideydsdp (INN) stseipipued [eadeydosy vopezyjeidsoy  d 6v° #liy vl0/00Z OV 3100zt OO
(dNN) uged pajionuoduf vopezyeiidsoy A v Ty vloooz OV 8100zl D410
(4NN) uted s(qejjonuoduf) vopeziendsoH W vL  0I19¢v viooz OV 811008 Od1O
(4NQ) eaudsAp Surseasouy pue sisKidowsy  (YeaQ) uopezjjendsoy W 9 0bEr  #10/00T DV 8v 008 D110
(tpesQ/iemeIpuIA)
(4NN) 1wawaoe|d pos jo Arejnpaurenuy vopezjendsod o sy io6zy  ¥10/00z OV 81008 D410
(w®2q)
(NN uted [eulluopqe p3(ONUOIUN PUB UOHIOMISO [2MOQ [{ELS PILUNSald vopezjendsoy o 6s ootz vlooozdv 31008 OdLO
(UNM) UONBILILOSIP ‘mayd pue JIns 01 Aif[iqeut *SAYIEPeaY 19A3S uonezyendsoH  J 117 108 plo/00z OV 81008 D410
(JNN) dwospuds [eudsojedoy (peaq/remespyig) -
'(4NN) uone|ndro Jejnoseaenuy pIIRUILISSIP ‘(ANN) volien|ead 3seasid vopezfjeudsoH W (37 goLy vlovooz OV 81008 D410
—{Enepin) -
(¥NN) uted 3|qejjoRuooun ‘(INN) YHea1q Jo ssauuioys ‘ured 1s3yD wopezyendsoy 4 S €0y #10/00ZOV 8008 DdIO
(yieaq/1emeapyiim) ,
(4NN) eluownaud [euaioeq (YN sisdas duadonnan vonezyendsoH W 65 Zley  #10/00z0V 811008 D410
(eaq/Emepipy) -+
(ANN) sSmels [eudw paaly vopezifendsoy  d v lier  vioooz OV 81008 D4LO
(AN PunoM © JO JUaWLPLQap [BI13ING vonezyendsoy W pL  -80e¢  #10/00zOV 81008 D410
(INN) sisKydourdy ‘(INN) Bujpadiq ,
jeupsajuonsed (YNN) Enwaus ‘(ANN) ewownaud ‘("INN)
uonINIISQO [9m0q [[ews ‘("INY) ‘BuniwoA pue easneu o) anp uoneipAysq uopezyeiidsoy  d 0t 607y ¥10/00Z OV 81 008 2410
(pesQUrEMeIPRI) ,m w
(YNQ) astastp Areuownd 2A1ORNSQO dFUOIYD 9[qeqoid pug ejuownaug uopezieidsoy s LoTy  v10/00T OV 81 008 D410
("IN uonodjuy — (Emespim) o :
1oes) Areun *(-Nf) ured ojqejjonuodun ‘ufed [eujwopqe ‘uonepAyaq vopezjjendsoy  d ss  wozy viooozOV 31008 0410
(4NN) stsdas (INN) SITYO PuB Ja49j “(YNN) UIBHO LMOUNUN JO JIA3] vopezjeifdsoH W 19 zilp  #10/0020V 81008 DdLO
(peaQ/TemBIPRIA) . '
(NN erwaue pue ejuadojkooquiosy], voneziendsoy W 89  108€r  $10/00ZOV__ 81009 3410
(;3nag Apmig o1 diysuoney) a QAU psuang Iseq
uoseay gys Rpuep 93y wuaned Apmg  Juf) WnuXeW

gV J0 3dA) £q (FVS) SIUIAI 35I2APE SNOLIIS 1M sjuaned mm. xapuj

PORURUOD - (95T = 1) JJEHLL [BIIUND) PAIIOAUODLA) UE Wo3 SRR UTEd JMOID - SIUaAZ 95IAPY 1] 315pd f1oges p1-p 91qeL

-
’

Final

Safety Update |

April 10, 1997




JE R T

S e e mcma meem a4

47

LN

- ——~(IsmuIpylM)
(dNN) dupjwoa ‘(YNN) ujed alanag uopezjeydsoy W 89  vOPY p10/00Z DV 31 0091 DALO

(tpeaq/remespiim)
(INQ) ured [eujwopqy vopezydsoy W 6§  ¥OZ¥  ¥10/00TOV 810091 O4LO
(INN) snonewpse smelg vopeziendsoy 4 0  80I¥  #10/00zDV 81 0091 D4LO

(ANN) £L193ans o
pauutid ‘(YNQ) WS [8133a1n pajpnaisqo ‘(YNN) sisoaydauoaphy
pue sniuydauofakd ‘(YN sisdas ‘(YNN) sisdasoin auy| ‘(INN)

2ourjequil AK|0N3[2 pus LONEIPAYP'(YNI) UIZLIO UMOLDIUR JO JIADY - vopezjjendsoy  d {3 Loly - #10/00Z OV 80091 D410

(lemespiip)
(AN erwaeioeg uopezjedsoy 4 Z§  SOI¥  #I000TOV 810091 D410

(Aupqesiq) :
(NN dry 812 paiedo|sip Jo UORINPAJ PIsO|D uopezymidsoy J4 TS €OL¥y  #10/00TOV  8100TI DdLO
. = (lemBapyim) :
(4NN) ujed pajrouodun uopeziieyidsoy 4 8§ <TOLPY p10/00Z DV 3 00ZI DALO
= ([eMBIPIA) v

(INN) sawn Buipas|q paduojosd ‘(NN uononnsqo Arwljig vonezjjendsoH W 9%  I0Lvb  +10/00TOV 81001 D410

- (1emeIpyIIM)
(YN erwownaud |(YNN) eruadoyna] vopezyendsoy W L¥  10vbb  ¥10/00Z OV 3W 00Z1 D410

| = {jemBIpyIM)
(INN) uonelplyap ‘(‘INN) ujed paseardul ‘(INN) uojsnjuo) wopezyeydsoy W 09 609€¥ pT10/00Z OV 31 00ZI D4LO

-{|emeIPYILM) :

(7INN) efdeqdsdp ‘(-INN) eluownaud uonesidsy voneziedsoy W v SOIEy  #10/00T OV 81 00Z1 OdLO

A w - {lemeIpyIIm)
(4NN) uojsnjuod ‘("INfl) was Y3y Jo asn jo sso] uopezjepdsoy 4 8§ 806Z¥ p10/00T OV 31 0071 DJLO

, S (wy82q) L . :
(INN) Kouspppynsu Jeuas (YNN) sisoquiosys utaa dasq vonezijendsof W 9§ ..S06Z¢  v10/0TOV. 81 00Tl DALO
(UNN) Bwapa apjue Y3 (INN) uopdjuf 8N S . o ” : :
A1suan ‘(yNn) sisdasoIn ‘(INN) 49435 ‘(UNN) uopesphysp - uopezjendsoH 4 6€ POSTP PI0/QOT DV ad o0z D410
_ (INN) uopanasqo [amoq |BwS wopezjiendsoy W S 60TTP $10/007 IV 3 6 2410
. | - (weaq) . y
(INN) 39 Yoy vt 1wawaedeld pos pue uLB YU JO dnjoRL] vopeziendsoy 4 69  vOZZ¥  $10/00C DV 310021 D410
(,3r3g Apmig 0) diysuonejy) , a Jequinu JJiduang asoq
' uoseay qys »pusn ody  uaned Apmis  jun wnWixXe

VS Jo 2dA1 £q (FV'S) SILIAS ISI2APS SNOPIS YfM Suaned Jo xapu]

panuUNU0D - ((9ST = U) R [EAIULID PI[OANUODU( UB WOL] SIUINEJ Uied JJUOTYD - SINIAT ISIIAPY 1 31epin Kajes v1-7 3Iq8L

\

~t

~—d

Final

Safety Update |

April 10, 1997

051

9-




- . -

P T T,

— e eem ..

48

Ly

a8
ﬁm...
5
85
a<
CaNN) Aiiqestp {uonezijendsoH) ,
auruud ut pAINS3L AMIBL) 412)UBYOON PUB PE3Y [EIOWI) JO MBI Aupqesia  d Y4 toLvp  P10/00T OV v goz1 2410
Annqesia
$Kep 6 10) ST 00C et Jouied 950p 811 0091 pash 1aned SeopPr0 W SL 90uiy  v10/00T DV 81 0091 0410
23esopIIAQ
(ANQ) uopsny;e eanaid (ANM) sisdas TTINQ) dupmoyjsms
yim ujed pasgadu] ‘(dNM) 3upses ‘(UNM) s\lwous
‘(iNn) uopeapAyap ‘(ANN) gjuadojfoued ‘(INN) SHRHEWOIS (ne2q)
(yN() smieis aoueuLopiad paseasddp ‘(ANAD SR ‘(AN 3983 vopezjendso W 8v ey VIOOOZIOV 8+ 0091 D410
© (UNM) U0jRNISqO [PMoq BWS opezyEndsod 4 6 10LEP  ¥I0/0OZ OV 81 0091 OdLO
(INQ) 3upjwoa ‘(INN) (lemuIpyim) _
gasneu ‘INM) uopedde ‘INM) uoisniued ‘("INN) 4depeH wopezjeidsoH 4 ST TO9EY PI0/00T oV 31 0091 D410
(YN ured S1qejjonuodun pue BURIWOA AIIAIS (peeq) vopeziEidsoH W 7§ EOVER yro/00z OV 3110091 0410
(INn) uped pajjonpuodun wopezjieidsoH 4 Tv  €OIEP ¥10/00T v 3 0091 DALO
- (1smeIpyiIM) A :
(INN) uopdnlsqo pPaoyd uopszysiidsoH W 69 909TF p10/007 OV 81 0091 D410
(gNn) ured pajlonuodun ‘(ANN) 13433 uopezyeydsoy 4 LT SOSTY p10/007 OV 31 0091 D410
(YNQ) 24npRyy snjpel [BIsip W3l :
(UNQ) elweakidiadiy ‘(ANN) sisdas ‘(YNN) ®waded0dLH uopezyeydsod d  Sv TOET¥ p10/00Z. OV 311 0091 OJLO
. (UNQ) wewadudar diy 1397 uopezjiendsoy 4 Ty TOETY pro/eoz OV 3 0091 0410
: ‘ (Emwpiifd) -+ : L
(4NN) sus Asdoiq paju] vonezyendsod 4 65 TOLL¥ p10/002 OV - 31 0091 D410
(emepPn) '
(MN) 39910 Jo 1WawapUqap ‘(INM) auds sequinj 3y) Jo aMdeY €1 opezjjendsoy W L9 ¥Ollb yio0oz OV 810091 O410
(;8ug ApmS 0} diysuone|ay) a Jaquinu Jyiduang Isod
uoseay gys ppwen 98y waned dpmig  Mup) WRWEN
T /
gvs jo adh 4q (ZVS) SIUIAI 9SIIAPE SROLIIS NIM sjuanedyjo xapuf

-
-
a—

panupuo) - (951 = U) JBUL [2MUHIO pa]|onUOdU() UB WOL] SaNed Ufed opuoay) - SINIAY om._.o>v< .1 aepdn) Ki1aJes p1-v 31q8L

e B aee ¢ e v“l
N—

Nr—-e




49

(ANN) swoipuds euaiojeday pue uope[ndeod (remeipyiim
JE[NOSPARIUY POIBUTLDSSIP J)8 injrej Kreuow|ndoipses o) anp Yieaq  suonezijendsoy) yead W £ 90Ly  ¥10/00T OV 81 008 2410
(Temuipynym
(ANN) uoissaidoid aseasip oy onp Yieaq fuonezijendsoy) ea@ W 6§ TIEY v100020V 81 008 D4LO
(lemespyip
(dNN) uoissadoud aseasip o1 anp Yieag  /uonezijendsol) Yreaq o L ligr +10/00zOV 81008 D410
(remespim
(UNN) 390ued [8314120 3Aissadoid 01 anp Ypeoq  uohuzijendsoH) yea@ A 43 Lozy  ¥10/0020v 81008 D410
(ANN) J22urd [E1523 dNEBISEIAW JO UOissaidoid 0) anp Yieaq wea W 69  T0Thy  #10/00Z OV 811009 OJIO
(remespyiim, :
(4NN) voissaidoud aseastp o) anp yieaq  uonezijendsoH) resd W 89 108€y  +10/00T DV 81 009 D4LO
(ANN) voissai80id aseasip 0) anp yieaq (lemepqip) eoq A 8y  80zzy v10/00ZOV 81009 D410
(1smu2pyim
juoppezjjeyjdsoy)
(dNN) uogssaadoad asvasip o) anp yea(q weaa 4 b LOEY ¥10/00Z OV 81 009 O4LO
, (lemsapym
! - JuopezjjeyjdsoH)
(4NN) uojssaadoad aseasip 0) anp yjsaQq weaa 4 69 T0Epp p10/00Z OV 31 00y OJLO
(INN) ewooses speiseraw 0} anp yieaq weaq W 8y  908ey  #I0/00ZOV 81 00r D410
(uoypjuzje}jdsoy) _
(UNN) uojssaadoad aseasip 0} np yeaq yweag 4SS TO06Zy $10/00T OV 31 00y D410
(ANM) 330ued 3uni jo uoissaidoid aseasip o) anp Yieaq weed W ¥ L09T¥  vI0A0ZOV 81 00p Od1O
(dNN) voissadoid aseasip'Oyonpyieaq  (lemmippi) peaq A 19 Loty #10/00z0V 81 gor OdLO
(4NN) uoissaidoid aseasip 0) anp Yieaq (lemespipi) peo@ o £9 oLy vi0/00z0vV 81 oob D4LO
(UNfD) uorssas3oid aseasip 0 anp Yieaq weod W 89 soty  vionozov 8 ooy 0410
(NN 390ued uBLeAO Jo uofssaxBoad oy anp yiea@  (EmmlpIAYEXd  d 65 2OSTY  pI0/OZOV 81 00T D410
(INN) 3nyd snonw e Junesdse saye anzies ojxodAy o) anp yresq (lewwppipdyiesd W €9 FOLF  #10/002OV 8100z D410
(‘INQD uotssai8aid aseasip o) anp yresq (lemesppip) peaq LS oy #10/002OV 81007 2410
(UNN) J9oued oLnsed oneiseraw o) A1epuodds 1SaUe JelpJed 0 anp YieaQq (emeippp e o 69 ¢oly  ¥10/00Z.0V 8 00z D410
: / wyyEaQ
(,31uqg Apmg 0) diysuonejoy) a »Rqunu  [isuang Isoq
uoseay gvs mpuwed 3y waned Apmg  un wawixew

VS Jo 2d) £Q (FV'S) S1UAI 3519APE SNOHLS Yifm syuaned Jo 5_:__.

panunuoD - (9S| = u) JJeHL [BOUID PI[IONUODU[) UB WL SIUSNBJ Ued SJUOIYD - SUIAT ISIAPY :] Aiepd) K19Jes ¢1-p 9IqeL

V)

-
At

Final

Safety Update |
April 10, 1997

C¢53




LI

. -

L 2 e S P ST P W

50

‘Parejos udwean) A|ulesad isowe = 3y ‘A|qeqoid = 0Yd ‘Aiqissod = S04

L]

.be.___:: = TINM ‘Pe[a1un = YN[} J01e8nsaauy £q pouodas se diysuopejoy,

"P2A12321 J3AD Yridudns 2SOP WU WINWXRW Y) 0) FuPI0IR PIXOPUY B SIUDfIR,

X3pUISIYI Ut papnjout a8 *L66] ‘G| Arenuef 2103q panodal STV ||V "Pasn sem L66] ‘S| ATenuef JO 31ep JJOIND 118] ¥ ‘YUIA IIIAPE SNOMIS Jog,

i

¥10/00T OV :[eHL,

(INN) 158219 941 J0 quc_,Euuocova OhElSeIaW JO uolssALF0id 0) anp ieaq

(UNN) uojssasdosd aseasip 0) anp yieaQq
(4NN) uotssai8oid aseasip 03 anp Yieag

(ANN) votssaiFoud aseasip o) anp yieag
(dNN) voissasdosd aseastp 03 anp gieaqg

(4NM) uojssasdoad aseas|p 0) a3np yYjva(Qg

(UNN) uojssasBoad assasip o) anp yyeaq
(YN voissauBod aseasip 0 anp Yieaq
(YNN) vossaiBod aseasip o) anp iesq
("INN) vorssas3oid aseasip 0) anp yreag

(4NN) ¥583:q 34) jo ewoutaredouape aneIseIaW Jo uoissaiSod o) NP Yyieaq
(4UNQ) uojssaiBoid assasip o) anp yjeaq

(;8ug Lpmig 01 diysuonejay)
uoseay

weed  d ¢g
(uopszpjByjdsoy)
weaga W8y
(vonezieidso) yreaq W g
(remespyuipg
Monezijendsof) yieaq W . 6§
o Weg W 08
(uopezji8yydsoy)
Wweaq W 9§
(uopezyj8yjdsoy)
wesa I 69
(lemwipyum) eaq 4 65
(vopezijendsoH) yles@ W 9
(emepim)yesg W g
_ (remespqip
MuonezjEndsof) yleoq 4 op
(uopyezjjey)dsoy)
ye@ g4 6§
VS Rpuweg 93y

€0EPP  VIOWOZ OV W G091 DAI0

Z0€PP P10/00Z OV 31 0091 D4LO
€over  10/00z DV 81 0091 D410

p0cv  v10/00Z OV 31 0091 odio
101y #10/00Z 0V 81 0091 D410

S06Zv p10/00Z DV 31 00ZY DALO

pOZZTP ¥10/002 OV 3d 00ZI DALO
soLy  v10/00z DV 81 00zl D310
Wrer  v10/002 OV 81 008 DALO
906  #10/00Z20V 81 008 41O

1062v  plO/OOZOV il 83.‘_.8
90ZZ¥ p10/00Z OV 31 008 DALO

a hqunu  p3uang ssoq
uaneg © ApmS  jun) wnuxep.

VS Jo 3dA) £q (FVS) Ssuaaa 3519Ap8 snoas (s suaped Jo Xapu]

PaNURUOD - (4951 = U) [BLLL [EIIUID PIIIONUCLU) UE WOL] SIUINE] UfEd JUGIYD) - SIUIAT ISIAPY :] 18pd() KIOJeS pl-p 9QBL

Fa
LR

Final

Safety Update |
April 10, 1997

054

9 -




| -y,

51

4.6 Narratives - Chronic Pain Patients

There are three types of narratives that are presented in this report (update to the original ISS in
NDA 20-747 submitted in November 1996). Some narratives have been revised, and some
narratives include events that occurred after the original NDA submission. These narratives . ~
have introductory seatences indicating that they are revised, and the revisions are in bold

typeface. The remainder of the narratives included in this section are new narraiives and are not
in bold typeface.

Patient #4107 (AC 200/014) Hospitalization .
The following narrative includes events ihat occurred after the original NDA submission.

The patient was a 35-year-old white female with adenocarcinoma of the cervix, metastatic to the
lung and liver, diagnosed in September 1993. In January 1994, the patient had a recurrence of
the her cancer and underwent an anterior exteneration with Indiana pouch placement. She
subsequently developed a small bowel obstruction requiring a loop jejunostomy as well as
placement of a chronic indwelling right ureteral stent. The patient’s medical history was
significant also for chronic hypomagnesemia, hypokalemia, and metabolic acidosis. Her
cancer pain was being controlled with Duragesic patch 150 pg/hour and OTFC 1200 1g by
mouth as needed for breakthrough pain. The patient was also receiving GCSF for leukopenia
related to her chemotherapy. The patient completed protocol AC 200/012 (#2102) and enrolled
in AC200/014 on July 20, 1995, using 4 OTFC units per day. On September 26, 1995, the
patient was hospitalized due to 2 fever of unknown origin. She was treated with intravenous
antibiotics. Her symptoms resolved, and she was discharged from hospital September 30,
1995. The patient-did not use OTFC on September 26 and 27, 1995. She requested that she
use OTEC while in the hospital, and OTFC use was resumed on September 28, 1995. The
investigator stated that the patient's hospitalization was not related to OTFC. The patieat's

transdermal fentanyl dose and OTFC dose had been titrated to 250 jug/hr and 1600 pg,
respectively. : _

The patient developed increasing renal insufficiency and was scheduled for a right ureteral stent
exchange and possible left stent placement on February 23, 1996. For two days prior to the
patient’s admission to the hospital on February 22, 1996, the patient had complained of nausea
and vomiting which she attributed to “stomach flu.” She was mildly dehydrated and had very
low potassium (2.9 mEq/L) and low bicarbonate (11 mEq/L). She was admitted to the
hospital for IV hydration and management of electrolyte abnormalities prior to her scheduled
surgery: The patient continued her use of OTEC while hospitalized. She was discharged

February 26, 1996. The investigator stated that this adverse event was unrelated to the use of
OTFC. ‘

The patient was readmitted to the hospital on April 4, 1996, with a 48-hour history of fever.
Blood cultures from two peripheral sites and from the site of a Hickman catheter yiclded
Klebsiella pneumoniae and Eaterococcus species. Central line urosepsis was determined to be
the source of the infection. She was treated with IV Ceftazadime 1 gm every 12 hours and
vancomycin 500 mg IV every 12 hours. She was discharged home on April 7, 1996, on
ampicillin 200 mg PO four times daily and Keflex 250 mg PO four times daily for seven days.
The patient continued the use of OTFC during this time. The investigator has stated that this
adverse event was ugrelated to the use of OTFC.

The patient had a low hemoglobin level (7 .5 g/dL) during her hoépitalization and presented to

the clinic on April 10, 1996, for an outpatient transfusion of one unit of packed red blood cells.
She was noted to have chills and a temperature of 101.5° F. She was admitted to the hospital
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the same day for presumed central line sepsis. Her Hickman catheter was removed, and she
was treated with amipicillin 1 gm IV every six hours and with Ceftazadime 1 gm IV every
twelve hours. The patient was discharged home on April 12. 1996, with her [V antibiotics
continuing. The patient continued with her pain medications unchanged during this

‘ospitalization. The investigator has stated that this adverse event was unrelated fo the use of
OTFC. -

The patient was admutted to the hospital again on April 25, 1996. She presented with flank
pain and a fever which had been ongoing for the previous several days. Urine cultures grew
Candidz albicans, and a renal ultrasound was done. She was diagnosed with pyelonephritis
and hydronephrosis. The patient was treated with Fortaz 1 gram IV every 12 nours, ampicillin
1 gram IV every 6 hours , and fluconazole 100 mg every 12 hours. Her cancer pain
medications, including OTFC, were continued while she was hospitalized, but in addition, she
was given IV morphine, 1-6 mg [V, for her flank pain. Her stent was removed on May 3, and
she was discharged from the hospital on May 6, 1996. The investigator has stated that this
adverse event was unrelated to the use of OTFC.

On August 29, 1996, the patient developed a urinary tract infection rated as
moderate. She presented to the hospital on August 30, 1996, with obstructed
ureteral stents. The stents were removed, and a percutaneous nephrostomy
was placed. The patient was placed on intravenous antibiotics. Use of OTFC
1600 pg continued while she was hospitalized. The patient was discharged on

September 2, 1996. The investigator determined this event was unrelated to
the use of OTFC.

On November 12, 1996, the patient was admitted to the hospital for planned

surgical repair of her Indiana pouch, a right nephrostomy, elevation of her

ileostomy with a possible anastomosis and possible colostomy. Her
transdermanl fentanyl had been titrated to 300 pg/hr for around-the-clock pain,
and she was using OTFC 1600 pg as needed for breakthrough pain. Use of
OTFC 1600 pg was discontinued while she was hospitalized, with the last
dose taken November 12, 1996, prior to hospitalization. Use of OTFC
resumed when the patient was discharged on November 26, 1996. The
investigator stated this event was unrelated to the use of OTFC.

Patient #4114 (AC 200/014) Withdrawal/Hospitalization
The following narrative has been revised from the ISS submission.

vy

Patient #4114 was a 49 year old Hispanic female with metastatic breast cancer diagnosed in
October 1991. The patient completed protocol AC 200/011 (#1116) and was enrolled in
protocol AC 200/014 on May 16, 1996. She was using MS Contin 180 mg every 12 hours for
control of her around the clock pain, mexiletine and Elavil to control her neuropathic pain, and
MSIR as needed for breakthrough pain. The patient had not taken any OTFC since July 17, -
1996, when she was placed on hold so she could participate in an Allovectin-7 protocol.

On July 27, 1996, the patient reported having difficulty swallowing. On July 29, 1996, the
patient was admitted to the hospital with a diagnosis of esophageal candidiasis. The
Allovectin-7 was discontinued, and the patient was treated with fluconazole. On July 30,
1996, the decision was made to withdraw the patient from the study due to her
dysphagia, and she was placed on a continuous sub-cutaneous morphine
pump. The last dose of OTFC was consumed on that day. The patient was
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discharged home on August 3, 1996. The investigator stated that this event was.unrelated to
usc of study drug.

Patient #4116 (AC 200/014) Withdrawal/Hospitalization

Patient #4116 was 2 55-year-old white female, weighing 97.8 pounds, with metastatic rectal - ----
cancer diagnosed 1n January 1993. She completed protocol AC 200/012 (#2107) and entered ~
protocol AC 200/014 on July 10, 1996. She was using transdermal fentanyl 50 pg/hr for
around-the-clock pain, Elavil 25 mg nightly for neuropathic pain, and OTFC 200 pg or

Vicodin 1-2 tablets as needed for breakthrough pain. The patient's right kidney was

completely dysfunctional, and her left kidney had a large nephrostomy. She had a recent

history of renal aZotemia. On September 24, 1996, the patient's creatinine was 3.5 mg/dL.

The patient presented to the after hours clinic on September 29, 1996, complaining of "not
feeling quite right”, and was admitted to the hospital that day for altered mental status and renal
failure. Altered mental status was rated as severe, and renal failure was severe. The patient
had stents and nephrostomy tubing placed on October 4, 1996. On October 9, 1995, her
creatinine was 2.1 mg/dL, and her mental status remained altered. The last dose of OTFC was
taken on October 5, 1996. The patient was discontinued from the study on October 9, 1996.
The patient was discharged on October 11, 1996. The investigator has stated this event was
unlikely related to the use of OTFC. . '

Patient #4209 (AC 200/014) Hospitalization |
The following narrative includes events that occurred after the original NDA submission.

( o Patient #4209 was a 31-year-old white female, weighing 88 pounds, with metastatic ovarian
‘ cancer diagnosed in December 1994. The patient successfully completed protocol AC 200/011
. ‘ (#1209) and was enrolled in extension protocol AC 200/014 on April 10, 1996. She was
using MS Contin 30 mg twice daily for.around-the-clock control of ber cancer pain. MSIR 10-
20 mg and OTFC 800 p1g were used as needed for treatment of breakthrough pain. The patient
also had a history of chronic diarrhea for which she was taking Lomotil.

On May 10, 1996, the patient was admitted to the hospital for dehydration secondary to nausea
and vomiting which she and her physician believed were most likely related to her
chemotherapy. The patient was rehydrated with IV fluids and she received Zofran, 8 mg IV
every 8 hours as needed for nausea and vomiting. Her hemoglobin was 7.7 g/dL, and her
hematocrit was 22.7% on May 12, 1996, so she also received two units of packed red blood
cells for anemia and poor nutrition. The patient continued to use OTFC and her regular pain
medications while hospitalized. She was discharged from the hospital on May 13, 1996. The
investigator indicated that these adverse events and subsequent hospitalization were unlikely to
be related to the use of OTFC.

On May 30, 1996, the patient was admitted to the hospital with nausea, vomiting, and fever.
She also had hyponatremia and hypokalemia with alkalosis. The patieat was treated with IV
fluids and potassium chloride. Abdominal radiograms revealed a small bowel obstruction, and
a decompression gastrostomy was performed on June 4, 1996. The patient continued to use
OTFC and her regular pain medications while hospitalized. She was discharged from the
hospital on June 6, 1996. The investigator indicated that these adverse events and subsequent
hospitalization were unlikely to be related to the use of OTFC.

( | On July 19, 1995, she presented to the clinic with a cough and 2 102° fever. The patient was
: . diagnosed with pneumonia and admitted to the hospital this same day. The patient continued
using OTFC to treat her breakthrough pain while in the hospital. She was released on July 22,
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1996. The investigator stated that the patient’s pncumonia and subsequent hospitalization were
unrelated to OTFC.

On Deccember 9, 1996, the patient fainted and-was taken to the emergency
room. Her complete blood count-revealed a detreased hematocrit, and she was
admitted to the hospital on that day with a diagnosis of anemia and
gastrointestinal bleeding which were considered to be unrelated to OTFC. She
was given 2 units of packed red blood cells and placed on total parenteral
nutrition. The patient's MS Contin had been titrated to 130 mg twice a day.
Use of OTFC 800 pg and regular pain medications continued while she was
hospitalized. The patient was discharged on December 12, 1996.

On December 22, 1996, the patient was admitted to the hospital for nausea and
vomiting. She was given three units of packed red blood cells for anemia.

- Use of OTFC 800 pg continued during hospitalization. The nausea and

vomiting resolved, and she was discharged on December 24, 1996. The
investigator determined this event was unrelated to the use of OTFC.

The patient was again hospitalized on December 30, 1996, for nausea and
vomiting. She was again given three units of packed red blood cells for
anemia. Use of OTFC 800 pg continued while she was hospitalized. The
nausea and vomiting resolved, and she was discharged on January 1, 1997.
The investigator indicated these events were unrelated to the use of OTFC.

On January 13, 1997, the patient was admitted to the hospital with severe
hemoptysis, which had begun the previous day. Laboratory results showed
she had a decreased hemoglobin and was hypokalemic. The patient was given
two units of packed red blood cells and intravenous potassium chloride 60 mg.
Use of OTFC 800 pug continued while she was hospitalized. She remains
hospitalized at the time of the writing of this narrative. The investigator
determined this event was unrelated to the use of OTFC.

Patient #4307 (AC 200/014) Withdrawal/Hospitalization/Death .
The following narrative includes events that occured after the original NDA submission.

Patient #4307 was a 44-year-old asian female with metastatic ovarian cancer diagnosed in
January 1995. The patient completed protocol AC 200/012 (#2304) and was enrolled in

vy

- protocol AC 200/014 on January 19, 1996. During the course of the study, the patient was '

titrated to methadone 160 mg four times a day and Decadron 40 mg a day for
around-the-clock pain, and OTFC 600 mcg as needed for treatment of breakthrough
pain. She was also using Coumadin at varied doses for deep vein thrombosis. She was
admitted to the hospital on August 19, 1996, with progressive bilateral lower extremity
weakness over the previous three days. Spinal cord compression was ruled out. The patient
was discharged home on August 24, 1996. The last dose of OTEC prior to hospital admission
was taken on August 16, 1996. Despite OTFC being available to her, the patient did not take

the next OTFC dose until August 20, 1996. The investigator indicated that this adverse event
was unrelated to the use of OTFC. '

The patient was experiencing increased pain and was admitted to the hospital
on September 18, 1996, to stabilize her pain. She was treated with
intravenous Decadron and methadone for her around-the-clock pain and
intravenous antibiotics for bacteremia. The patient continued to use OTFC.-
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while hospitalized, taking her last dose on September 24, 1996. She was
withdrawn from the study on September 25, 1996, because of plans to
discharge her to a nursing care facility due to her disease progression. The
patient died-as a result ot ardiopulmonary arrest on September 27, 1996,

without being discharged. The investigator indicated that this adverse event
was unreclated to the use of OTFC.

Patient #4312 (AC 200/014) Withdrawal/Hospitalization/Death

The following narrative contains information on this patient from two studies, AC 200/012 and
AC 200/014 and has been revised from the iGS submission.

Patient #2307 was a 59 year-old male undergoing chemotherapy for lung cancer metastatic to
spine and chest wall. He was using Duragesic, 175 pg/hr, for around-the-clock control of his
cancer pain, and oxycodone, 5 mg as needed, for treatment of breakthrough pain. He was
enrolled in protocol AC 200/012 and took his first dose of OTFC, 400 ug, on June 13, 1996.

On June 20, 1996, the patient complained of chills and malaise and was admitted to the hospital
for presumed neutropenic sepsis related to chemotherapy administered on June 14, 1996. He
was treated with Timentin and gentamicin, and was discharged from the hospital on June 25,
1996. His last dose of OTFC, 600 pg, prior to his hospitalization was taken on June 18,
1996, and treatment was temporarily suspended while the patient was hospitalized. The patient
resumed taking OTFC after discharge and successfully completed the study on 800 pug OTFC.
The investigator stated that this adverse event was unrelated to the use of OTFC.

Patient #4312 was using Duragesic 175 pg per hour and amitriptyline 25 mg every night
for around-the-clock control of his cancer pain. Additionally he was using
oxycodone 5 mg as needed or OTFC 800 pg as needed for treatment of
breakthrough pain. He completed protocol AC 200/012 (#2307) and was enrolled in
protocol AC 200/014 on July 16, 1996. On June 20, 1996, while in protocol AC 200/012, the
patient was admitted to the hospital for neutropenic sepsis related to chemotherapy.

On August 6, 1996, the patient was again admitted to the hospital for neutropenic sepsis due to
chemotherapy administered on August 2, 1996. He was treated with Timentin and gentamicin.
The patient continued the use of OTFC while hospitalized. He was discharged on August 10,
1996. The investigator has indicated that these adverse events were unrelated to OTFC.

vy

On August 18, 1996, the patient was admitted to the hospital with a diagnosis of bacterial
pneumnonia. The patient was treated with Bactrim, ceftazidime, clindamycin,

" Proventil, and oxygen. The decision was made to withdraw the patient from the

study at this point as his condition was deteriorating. His last dose of OTFC was
taken on August 17, 1996. -The patient's condition became progressively worse, and he died
on August 30, 1996, without being discharged. The investigator has indicated that these
adverse events were unrelated to the use of OTFC -

Patient #4404 (AC 200/014) Withdrawal/Hospitalization

Patient #4404 was a 68-year-old white male with liver cancer diagnosed in April 28, 1995, and
retroperitoneabadenopathy diagnosed in May 1995. He completed protocol AC 200/011
(#1403) and enitered protocol AC 200/014 on August 4, 1995. He was using MS Contin 390
mg daily for around-the-clock pain, and OTFC 1600 pg as needed for breakthrough pain.

The patient experienced severe, sudden onset of pain and vomiting on August 26, 1996, and
was admitted to the hospital that day to rule out an intestinal obstruction. All current pain
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medications were stopped at that time, with the last dose of OTFC taken carlier the day of
admission. While in the hospital, the patieut was placed on oral Dilaudid every two hours untii
a dose was reached that made him comfortable. No obstruction was found and when
dischargzd on August 30, 1996, he was using Dilaudid 36 mg every 2 hours for his around-
the-cloCk pain. Use af OTFC resumegd-on September 27 1996. The investigator has
determined these events are unrelated to the use of OTFC.

The patient withdrew from the study on September 10, 1996, due to increasing urinary
frequency and general disease progression which were considered unrelated to OTFEC. The last
OTFC dose was consumed on that dgy. -

Patient #4703 (AC 200/014) Hospitalization
Patient #4703 was a 49-year-old white female with metastatic breast cancer diagnosed in 1990.

-She successfully completed protocol AC 200/01 1 (#1702) and was enrolled in protocol
‘AC 200/014 on August 6, 1995. The patient was using MS Contin 45 mg every eight hours

for around-the-clock pain. MSIR 30 mg or OTEC 600 {g was used as needed for treatment of
breakthrough pain.

During a routine office visit on October 17, 1996, it was noticed that the patient was
hyperreflexic in the lower extremities.- She was placed on dexamethasone 4 mg twice a day for
possible spinal cord compression. On November 4, 1996, the patient noticed some spasticity
of her lower extremities which worsened over the next 72 hours. On November 7, 1996, she
had difficulty supporting her weight, and was admitted to the hospital on that date for
impending spinal cord compression of moderate severity. A computerized tomography (CT)
scan of the abdomen and T8 vertebral body was done. There were no significant findings on
the abdominal scan and no evidence of hepatic metastatic disease or ascites. The T8 and T9

- vertebral bodies showed extensive damage. This area had received extensive irradiation

previously. Because of the limitations of CT scans in assessing spinal cord compression, she
was scheduled for a magnetic resonance imaging (MRI) study. The patient began intravenous
dexamethasone 10 mg. While hospitalized, the T8 and T9 vertebral bodies were removed, and
she was stabilized between the T7 and T10 vertebral bodies. Use of OTFC 600 g continued
during the hospitalization. The patient was discharged on November 21, 1996. The
investigator indicated this event was unretated to the use of OTEC.

4

.. Patient #4708 (AC 200/014) Hospitalization

; The following narrative has been revised from the ISS included in the original NDA
..submission.

Patient #4708 was a 69-year-old white female with breast cancer metastatic to bone and brain
diagnosed in January 1991. She successfully completed protocol AC 200/012 (#2702) and
was enrolled in extension protocol AC 200/014 on'May 24, 1996. The patient was using
Duragesic 75 pg/hr for around-the-clock control of her cancer pain. MSIR 15 mg or OTFC
200 pug was used as needed for treatment of breakthrough pain. The patient was also on

Coumadin for a "hyercoagulable state" and a history of deep venous and superficial vein
thrombophlebitis.

The patient used a walker to assist with ambulation and at 0400 on July 4, 1996, while
attempting to go to. the bathroom, fell as a result of using her walker improperly. The fall
resulted in left back pain for which she was admitted to the hospital for evaluation.
Radiograms of her ribs and multiple sites of known pathology did not reveal any fractures.

The patient was discharged to an extended care facility for rehabilitation on July 6, 1996, at her
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family’s request. The patient continued to usz OTFC during this interval. The investigator has
indicated that this adverse event was unrciated (o the use of OTFC.

On Augusi 21, 1996, the patient presented to the emergency room with a 3 day history of
increasing weakness, letharg;; worsening headaches associated with nausea and vomuting, and
decreased appetite. She was admitted to the hospital on that day. A computerized tomography
scan and magnetic resonance imaging scan were positive for a subdural accumulation in the
posterior fossa which appeared to be blood. A mixture of tumor and blood could not be
excluded. On admission, the patient's platelet count was 25,000, protime was 31.1 seconds,
and partial thromboplastii time was greater than 200 seconds. A craniotomy with evacuation
of a hematoma was perfortiied. She was placed on intravenous Decadron 8 mg every 4 hours
and was given platelets to maintain her platelet count. Her Coumadin had been discontinued on
the day of admission, as was OTFC. Use of OTFC was resumed on August 29, 1996. The

patient was discharged on September 5, 1996. The investigator has indicated that this adverse
event was unrelated to the use of OTFC. :

Patient #42201 (AC 200/014) Withdrawal

Patient #42201 was a 65-year-old white male with multiple myeloma diagnosed in April of
1993. He completed protocol AC 200/013 (#32201) and entered protocol AC 200/014 on
January 12, 1996. He was using MS Contin 120 mg twice a day for around-the-clock pain,
and Tylox 2 tabs as needed or OTFC 1600. g as needed for breakthrough pain. During the
course of the study, he was titrated down to OTFC 1200 ptg. On October, 24 1996, the patient
withdrew his consent for the study due to increased pain, and was switched to a morphine

pump. The last dose of OTFC was consumed on that same day. The investigator considered
this adverse event unrelated to OTFC.

 Patient #42204 (AC 200/014) Hospitalization/Death

The following narrative includes events that occured after the original NDA submission.

Patient #42204 was a 69-year-old white female diagnosed with breast cancer in August 1991.
The patient completed protocol AC 200/013 (#32206) and was earolled in extension protocol
AC 200/014 on April 24, 1996. The patient was using MS Contin 60 mg twice a day and
Naprosyn 500 mg every 8 hours for around-the-clock pain, and OTFC 1200 mcg
as needed or Roxicet 1 tablet as needed was used for breakthrough pain. On August 9, 1996,
the patient was admitted to the hospital for a fractured right arm, resulting from a fall, and to
prophylactically have a rod placed in her left leg. The patient continued to use her OTFC while

in the hospital. The investigator considered these adverse events unrelated to
OTFC. - ' :

vy

The patient took her last dose of OTFC bn September 13, 1996, and was
admitted to in-patient hospice care on September 15, 1996. She died on
September 17, 1996, as a result of her disease progression. The investigator
has determined that this adverse event was unrelated to the use of OTFC.

Patient #42206 (AC 200/014) Hospitalization/Death
The following narrative includes events that occured after the original NDA submission.

Patient #42206 is 2-59 year-old white female with ovarian cancer diagnosed in December 1991.
Her medical history is significant also for obesity, diabetes, hypertension, arthritis, gout,
depression, constipation, and small bowel obstruction on several occasions. The patient
successfully completed protocol AC 200/013 (#32209) and was enrolled in extension protocol
AC 200/014 on April 30, 1996. She was taking Oramorph 60 mg daily for around-the-clock
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coatrol of her cancer pain, and OTFC 600 Hg as needed (approximately twice daily) for
treatment of breakthrough pain. On May 20, 1996, she began to cxperience nausea and
vomiting and on the following day this was accompanied by increased abdominal pain. She
was admitted to the hospital on May 21, 1996, for a presumed small bowel obstruction and
uncontrolled abdomial pain. A radiograph could not confirm or rule out an obstruction. She
was treated with IV fluids and a nasogastric tube was placed. She was discharged on May 26,
1996. The patient continued the use of OTFC while she was hospitalized. The investigator

indicated that these adverse events leading to hospitalization were unrelated to the use of
OTFC.

The patient died at home on October 25, 1996, as a result of her disease
progression. The last dose of OTFC 800 Hg was taken on October 22, 1996.
The investigator indicated this event was unrelated to the use of OTFC.

Patient #42207 (AC 200/014) Hospitalization

The following narrative contains information on this patient from two studies, AC 200/013 and
AC 200/014.

Patient #32205 was a 43-year-old white female with breast cancer metastatic to' bone, lung, and
liver. Her cancer pain was controlled with MS Contin, 60 mg twice daily, and Percocet, two
tabs, as needed. The patient was enrolled in protocol AC 200/013 on April 1, 1996. She
received satisfactory pain control with 200 pig units of OTFC and she entered phase 2, taking
her first dose on April 9, 1996. She complained of a severe headache and mild shortness of
breath prior to taking the first dose of study medication on that date. The following day she
presented at the clinic with moderate lethargy, weakness, pallor, and a temperature of 102.4°
F. She also complained of left flank pain, and appeared to be over-sedated.

She was admitted to the hospital on April 10, 1996, with possible urosepsis. Blood and urine
specimens were taken for culture, but were negative. She was diagnosed with severe
pneumonia which was confirmed on a chest radiogram and she was severely dehydrated. The
patient was treated with IV fluids and with Timentin, 3.1 g IV, every six hours. MS Contin
was lowéred to 30 mg every 12 hours because of suspected over-sedation, and her OTEC was
discontinued while she was hospitalized. The patient was discharged from the hospital on
April 22, 1996. She resumed the use of OTFC on April 25, and successfully completed the

-~ study. The investigator states that these adverse events are unlikely to be related to the use of
- OTFC.

“Patient #42207 was a 43-year-old white female with breast cancer metastatic to bone, lung, and

liver diagnosed in October 1978. She successfully completed protocol AC200/013 (#32205)
and was enrolled in protocol AC200/014 on May 7, 1996. The patient was using MS Contin
60 mg twice a day for around-the-clock pain. OTFC 200 pg or Percocet 2 tabs were used as
needed for treatment of breakthrough pain. The patient was hospitalized April 10, 1996,
through April 22, 1996, for pneumonia and dehydration.

On June 11, 1996, the patient was admitted to the hospital with fever which had started the
previous day, granulocytopenia, and pancytopenia following chemotherapy. The patient was
treated with acetaminophen, Ciprofloxacin, vancomycin, Fortaz, and Neupogen. The patient's
fever resolved, and the patient was discharged on June 16, 1996. OTFC use continued during

the patient's hospitalization. The investigator has determined that these adverse events were
unrelated to the use of OTFC.
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Paticnt #42209 (AC 200/014) Hospitalization

Paticnt #42209 was a 45-year-old white male with mucinous adenocarcinoma diagnosed
October 24, 1995. He successfully completed protocol AC200/013 (#32214) and was enrolled
in protocol AC200/014 on May 30, 1996. The patieat was using MS Contin, 60 mg every

eignt houksT for around-the-clock pain. OTFC, 1200 fig, was used as fieeded for treatment of
breakthrough pain.

On October 18, 1996, the patient was admitted to the hospital with nausea and vomiting,
diarrhea, and dehydration. Physical examination suggested a small bowel obstruction, which
was confirmed by radiographic studies. The patient was treated with.nasogastric suction and
intravenous fluids. All symptoms resolved, and the patient was discharged on October 21,
1996. OTFC use continued during the patient's hospitalization. The investigator determined
that these adverse events were unrelated to the use of OTFC. It was noted that the patient had
received chemotherapy prior to this hospitalization which may have contributed to his
symptoms. -

Patient #42211 (AC 200/014) Withdrawal

Patient £#42211 was a 78-year-old white female with small cell lung cancer diagnosed on

July 7, 1995. She completed protocol AC 200/013 (#32216) and entered protocol AC 200/014
on July 16, 1996. She was using MS Contin 30 mg twice a day for control of her around-the-
clock pain and Percocet 2 tabs as needed or OTFC 400 pig as needed for breakthrough pain.
During the course of the study, the patient was changed to MS Contin 230 mg daily for
around-the-clock pain. On November 1, 1996, the patient reported developing mouth sores
rated by the investigator as almost certainly related to OTFC. On that day, the patient withdrew
her consent due to her mouth sores and the increasing burden of filling out the study diaries.
The last dose of OTFC was consumed on October 31, 1996.

Patient #42301 (AC 200/014) Hospitalization

Patient #42301 was a 42-year-old white female with bladder cancer diagnosed in December

1980 and breast cancer metastatic to bone diagnosed in March 1989. The patient successfully
completed protocol AC 200/013 (#32301) and was enrolled in protocol AC 200/014 on
January 24, 1996. She was using MS Contin 600 mg four times a daily for around-the-clock
pain and OTFC 1600 pg as needed for breakthrough pain.

On January 10, 1997, the patient was admitted to the hospital for a left hip replacement,
following increasing pain of several weeks duration. Use of OTFC 1600 pg continued while

indicated this adverse event was unrelated to the use of OTFC.

Patient #42302 (AC 200/014) Hospitalization -

Patient #42302 was a 45-year-old white female with metastatic breast cancer diagnosed in
October 1990. The patient successfully completed protocol AC 200/013 (#32302) and was
enrolled in protocol AC 200/014 on February 10, 1996. She was using Roxanol 40 mg every
four hours and aspirin two tablets every four hours for around-the-clock pain. OTFC 800 pug
as needed was used for breakthrough pain.

On July 8, 1996, the patient had a serum calcium of 3.7 mEq/L, and was hospitalized for
moderate hypocalcemia. She was treated with intravenous fluids and calcium. Her serum
calcium improved'to 10.8 mg/dL on July 9, 1996. Use of OTFC 1200 pg continued while she
was hospitalized. She was discharged on July 11, 1996. The investigator indicated this
adverse event was unrelated to the use of OTFC.
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On Septecmber 4, 1996, the patient had a fever of 103° F and shaking chills following a port-a-

cath flush. She was admitted to the hospital that day for moderate sepsis and mild

hyperglycemia. Blood cultures were positive for Enterobacter cloacae. She was treated with
intravenous vancomycin, ofloxacin, and insulin. She was using Decadron 4 mg threc times a

day for her brain metastases. Ugeof OTFC 1600 pg continued while she was hosgitalized. Lo
The patient was discharged or. September 13, 1996, on intravenous Ofloxacilin 400 mg every

12 hours and Micronase 280 mg twice a day. The investigator indicated these events were

‘unrelated to the use of OTFC.

On October 13, 1996, the patient was hospitalized for a fractured left distal radius. She was

-.using MS Contin 60 mg four tines a day for around-the-clock pain. Roxanol 60 mg three
times a day, or Darvocet 1 tablet as needed or OTFC 1600 pg as needed was used for
breakthrough pain. Use of OTFC 1600 pg continued while she was hospitalized. The arm
was immobilized, and she was discharged on October 14, 1996. The investigator indicated
these events were unrelated to the use of OTFC.

On November 13, 1996, the patient was hospitalized for mild sepsis. Blood cultures were
positive for Enterobacter and possible coagulase negative Staphylococcus. She was treated
with intravenous ofloxacin, vancomycin, gentamicin, and ceftazidime. Use of OTFC 1600 ug
continued while she was hospitalized- The patient was discharged on December 3, 1996. The
investigator indicated this event was unrelated to the use of OTFC.

Patient # 42504 (AC 200/014) Hospitalization

Patient # 42504 was a 39-year-old white female with cervical cancer diagnosed in 1981. The
patient successfully completed protocol AC 200/013 (#32507) and entered protocol AC
200/014 on June 24, 1996. She was using Duragesic 50 pg/hr, for around-the-clock pain, and
Vicodin | tablet as needed, or OTFC 800 g as needed for breakthrough pain.

On July 23, 1996, the patient was hospitalized for severe dehydration and a mild fever. She
was given intravenous fluids, and the events resolved. She had titrated to Duragesic 200 pg/hr
for around-the-clock pain, and OTFC 1200 pg as needed for breakthrough pain. The last dose
of OTFC prior to hospitalization was July 21, 1996, and further use of OTFC was

discontinued until discharge on July 27, 1996. The investigator indicated these events were
unrelated to the use of OTFC.

~ On August 16, 1996, the patient was hospitalized for severe urosepsis which had begun on

. August 14, 1996. She was treated with intravenous fluids, intravenous Floxin 400 mg every

- 12 hours, intravenous Compazine 3 mg, and Tylenol 2 tablets. The last dose of OTFC 1200
g prior to hospitalization was on August 14, 1996, and further use was discontinued until

discharged on August 20, 1996. The investigator indicated these events were unrelated to the
use of OTFC. ’

vy

On September 12, 1996, the patient was hospitalized for severe dehydration, a moderately
severe urinary tract infection, and moderate right ankle edema. She was using Duragesic 150
pg/hr for around-the—clock pain. The patient was treated with intravenous fluids and _
potassium, Cipro 500 mg nightly and given Jobst stockings. The last dose of OTFC 1200 pg
prior to admission was taken on September 11, 1996, and use was discontinued while she was
hospitalized. The patient was discharged on September 16, 1996. Use of OTFC resumed

following discharge. The investigator indicated these events were unrelated to the use of
OTFC o
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Patient # 42505 (AC 200/014) Hospitalization

Patient # 42505 was a 27-ycar-old white female with cervical cancer diagnosed in November
1995. The patient successfully completed protocol AC 200/013 (#32509) and entered protocol
AC 200/014 on July 23, 1996. She was using Duragesic 100 pg/hr for around-the-

clock pain, and MSIR 30 mg as needed 5 OTFC 1200 pg as needed for breakthrough pain.

On September 1, 1996, the patient began to experience 2 moderate fever, and on September 6,
1996, she experienced severe uncontrolled pain. The patient was admitted to the hospital on
September 6, 1996. She was treated with intravenous morphine, and Diflucan. The last dose
of OTFC 1600 g prior to hospitalization was September 6, 1996, and further use was
discontinued while she was hospitalized. Her fever resolved and pain control improved on
intravenous morphine. She was using M.S Contin, 60 mg three times a day, for around-the-
clock pain when discharged on September 12, 1996. Use of OTFC resumed after discharge.
The investigator indicated these events were unrelated to the use of OTFC.

Patient #42603 (AC 200/014) Withdrawal ‘

Patient #42603 was a 46-year-old white male with lung cancer diagnosed in February 1995.
He completed protocol AC 200/013 (#32606) and entered protocol AC 200/014 on May 20,
1996. The patient was using Oramorph 30 mg three times a day for around-the-clock pain and
Roxilox 1 tab as needed or OTFC 1200 g as needed for breakthrough pain. On May 21,
1996, he began experiencing nausea and vomiting rated by the investigator as possibly related
to OTEC. OTFC was suspendeduntil June 6, 1996. On June 8, 1996, the patient withdrew

from the study as his nausea and vomiting did not resolve. The last dose of OTFC was
consumed on that day.

Patient #42606 (AC 200/014) Withdrawal/Hospitalization

Patient #42606 was a 69-year-old white male diagnosed with colon cancer in 1993. The
patient completed protocol AC 200/013 (#32609) and was enrolled in protocol AC 200/014 on
July 2, 1996. At the time of enrollment, he was using transdermal fentanyl 75 pg/hr for
around-the—clock pain and OTFC 800 g as needed for breakthrough pain. While participating
in the study, his transdermal fentanyl was increased to 150 pg/hr for around-the-clock pain.
On October 3, 1996, his OTFC was titrated to 1600 pg as needed for breakthrough pain.

On October 13, 1996, the patient was admitted to the bospital with a severe bowel obstruction
secondary to tumor growth. No intervention was done to correct the obstruction. The patient
continued to use OTFC while hospitalized until his last dose on October 15, 1996, when he
was discontinued from the study due to increased pain. He was discharged home on

November 4, 1996. The investigator indicated that this event was unlikely related to the use of
OTEFC. _

Patient #42607 (AC 200/014) Death

The following narrative has been revised from the ISS included in the original NDA
submission. :

Patient #42607 was a S4-year-old white male with lung cancer diagnosed in April 1993. The
patient completed protocol AC 200/013 (#32611) and enrolled in protocol AC 200/014 on July
3, 1996. On July 17, 1996, the patient began radiation therapy for treatment of left upper lobe
atelectasis. The patient died at 2110 on August 28, 1996, from progression of his lung cancer.
At the time of déath, he was using Morphine elixer 7.5 mg every four hours for
around-the-clock control of his cancer pain. OTFC 400 pg as needed was used for
treatment of breakthrough pain. The last dose of OTFC was taken at 2100 on August 27,

1996. The investigator has indicated that this event was unrelated to the use of OTFC.
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Patient #42701 (AC 200/014) Hospitalization

The following narrative contains information on this patient from two studies, AC 200/013 and
AC 200/014.

Patient 32701 was a 50- year-old white male with metastatic multiple mveloma undergoing
chemotherapy. Anemia and neutropenia were frequent sequelae of his chemotherapy for which
he received Procrit and GM-CSF. The patient was taking MS Contin, 150 mg per day, for
around-the-clock control of his cancer pain and Percocet, 1 tab, as needed for treatment of
breakthrough pain. He was enrolled in protocol AC 200/013 and received his first dose of
OTFC &a June 2, 1996.-He was titrated up to an effective dose of 400 pg OTFC.

On June 4, 1996, the patient presented to the emergency room with fever and chills associated
with pancytopenia and was admitted to the hospital. The patient had had chemotherapy
administrations one week prior to his hospitalization and most recently on the day of
admission. He was started on ceftazidime, 1 gm IV, and gentamicin, 100 mg IV, every eight
hours. Blood and urine cultures, and a chest radiogram were all negative. The patient was
given Procrit, 10,000 units, and GM-CSF, 500 pg, daily. He also received 2 units of packed
red blood cells and 6 units of platelets. The patient continued to use OTFC while hospitalized.
He was discharged from the hospital on June 6, 1996, and entered phase 2 of the study. The
investigator has determined that this adverse event was unrelated to the use of OTFC.

Patient #42701 was a 50-year-old white male with metastatic multiple myeloma diagnosed in
April 1991. He was undergoing chemotherapy. Anemia and neutropenia were frequent
sequelae of his chemotherapy for which he received Procrit and GMCSF.” The patient was
taking MS Contin 150 mg per day for around-the-clock pain, and Percocet 1 tab as needed or
OTFC 400 pg as needed for of breakthrough pain. He completed protocol AC 200/013
(#32701) and enrolled in protocol AC 200/014 on June 27, 1996.

On December 16, 1996, the patient complained of moderate fever, moderate cough, and severe
left posterolateral chest pain. He was admitted to the hospital on December 17, 1996, with a
diagnosis of pneumonia. The last dose of OTFC while hospitalized was taken on December
18, 1996, and further use was suspended until he was discharged. He was treated with Procrit
20,000 units daily for five days, GMCSF 500 pg and intravenous erythromycin and
ceftizoxime. When discharged on December 20, 1996, the patient was using Biaxin 500 mg
twice aday. The investigator determined these events were unrelated to the use of OTEC.

On December 25, 1996, the patient was admitted to the hospital for severe nausea and
vomiting, and persistent headaches. The last dose of OTEC 400 pg was December 23, 1996,
and further use was discontinued until he was discharged. During hospitalization he was
treated with Bactrim DS 1 tablet twice a day, Procrit 20,000 units daily for five days, GMCSF
500 pg, and Tylenol 650 mg as needed for headache. Use of Biaxin was discontinued, and the
nausea and vomiting improved. The patient was scheduled for a magnetic resonance imaging
(MRI) on December 27, 1996, to determine the cause of the persistent headaches. He was

discharged on December 27, 1996. The investigator determined these events were unrelated to
the use of OTFC.

Patient. #42902 (AC -200/013) Hospitalization/Death

The following narrative contains information on this patient from two studies, AC 200/013 and
AC 200/014.

- Patient #32902 was a 55-year-old white female with stage IIIB adenocarcinoma of the lung
with invasion into the vertebral bodies. Her medical history was also significant for -
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esophagitis for which she took Zanlac, 150 mg PO twice daily, and constipation, which was
treated with Colace and Senokot. She was enrolled in protocol AC 200/013 on February 16,
1996. The patient was using MS Contin, 30 mg twice daily. for around-the-clock control of

her cancer pain; Tylox, 1-2 tablets; and OTFC, 400 pg. as needed for treatment of
breakthrough pain- ~

On February 19, 1996, the patient experienced an episode of lightheadedness for 30 minutes
while shopping. Approximately six hours elapsed between the time of her last dose of OTFC
(400 pg) and the episode of lightheadedness. She was seen at a local emergency room in her
home town, but was found only to be markedly constipated. She was then transported by her
daughter to Research Medical Center in Kansas City, Missouri, where she was admitted at her
request for evaluation of recurrent gastrointestinal problems. The patient was found to have a
partial esophageal obstruction secondary to her adenocarcinoma and gastroesophageal reflux
~with attendant pain. Laboratory values were in line with a mildly dehydrated patient. The
patient was hydrated and, while hospitalized, received scheduled radiation therapy. The patient
continued to use MS Contin, Tylox, and OTFC for pain relief and no further episodes of
lightheadedness were reported. She was discharged from the hospital on February 24, 1996.
The investigator stated that he did not believe that the patient's adverse events were related to

the use of the study drug. The patient resumed OTFC use and successfully completed the
double-blind phase of the study. -

Patient #42902 was a 55-year-old female with stage IIb adenocarcinoma of the lung with
invasion into the vertebral bodies diagnosed February 01, 1996. Her medical history was also
significant for esophagitis for which she took Zantac 150 mg PO twice daily. She successfully
completed protocol AC 200/013 (#32902) and was enrolled in protocol AC 200/014 on March
1, 1996. The patient was using MS Contin 60 mg twice daily for around-the-clock control of
her cancer pain, and Tylox 1-2 tablets or OTFC 400 mcg as needed for breakthrough pain.

On December 31, 1996, the patient was admitted to the hospital for severe weakness. The last
dose of OTFC 400 pug was December 30, 1996, and further use was withheld. Because the
‘patient also had an esophageal obstruction, she was placed on total parenteral nutrition. She
was started on patient controlled analgesia with intravenous morphine 1 mg every 10 minutes
as needed for pain. The patient died on January 6, 1997, without being discharged. The

investigator stated that her death was due to progression of her disease and was unrelated to
OTFC.

Patient #42905 (AC 200/014) Hospitalization/Death
The following narrative includes events that occured after the original NDA submission.

Patient #42905 was a 56-year-old white male with colon cancer diagnosed in August 1995. He
successfully completed protocol AC 200/013 (#32905) and was enrolled in protocol AC
200/014 on March 27, 1996. The patient was using MS Contin 60 mg every 12 hours for
around-the-clock control of his cancer pain. OTFC 1200 ug as needed was used for
treatment of breakthrough pain. On June 16, 1996, the patient presented with lower extremity
edema and was admitted to the hospital for treatment of a deep vein thrombosis. He was
started on heparin and Coumadin anti-coagulation therapy. The patient had a history of deep
vein thromboses. The patient continued to use OTFC while hospitalized. He was discharged

on June 28, 1996. The investigator indicated that this adverse event was unrelated to the use of
OTEC. ~ -

~

On Septerﬁber 20, 1996, the patient was admitted to the hospital with renal
insufficiency which was rated as severe (BUN was 95 mg/dL the previous




