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urine from untreated rats. No doxorubicin was detected in the feces, grobably because of
degradation of the fluorescent chromophore by intestinal microflora.

6. Summary

The plasma pharmacokinetics of DOXIL and Adriamycin are different. The plasma
concentration of doxorubicin may be up to 2000-fold higher in DOXIL-treated animals
after intravenous injection of equivalent doses of DOXIL and Adriamycin. DOXIL has a
significantly higher AUC and longer MRT, and a lower rate of clearance and volume of
distribution compared to Adriamycin. The first phase of the biexponential plasma
concentration-time curve is relatively short (half-life = 1 to 3 hours), and the second
phase, which represents the majority of the AUC, is prolonged, with a half-life ranging
from 20 to 30 hours. Depending on the method employed, more than 93% and perhaps
more than 99.9% of the doxorubicin measured in plasma during the two phases is
liposome-encapsulated 4243 (LT1-30-93-27). Plasma doxorubicin concentration and AUC
were dose-dependent after treatment with DOXIL, but plasma half-life, mean residence
time, volume of distribution and clearance were not.

In contrast, the plasma pharmacokinetics of non-Stealth conventional liposomes are dose-
dependent because of overload of liposome elimination mechanisms, probably temporary
lipid saturation of the mononuclear phagocyte system (MPS) at higher lipid doses (for
review see Senior, 1987%°; Abra and Hunt, 19819'). Stealth liposomes are also removed
from circulation by the MPS, but at a much slower rate owing to their surface-bound PEG
molecules and apparently do not result in saturation at the doses used.*"*? Even after
repeat dosing of DOXIL in rats, which resulted in residual amounts of doxorubicin in the
plasma, plasma pharmacokinetics remained independent of dose, indicating that
saturation had not occurred. Multiple dosing at a longer dose interval in dogs avoided
accumulation of doxorubicin in the plasma.

After a single intravenous dose of DOXIL, peak tissue concentrations of doxorubicin
were lower and occurred later than after a single Adriamycin treatment. Doxorubicin
persisted in the tissues in DOXIL-treated animals owing to the slower clearance of "
liposome-associated drug. Tumor levels were higher in DOXIL-treated animals after
equivalent doses of DOXIL and Adriamycin. Doxorubicin levels rose in tissues of rats
with repeated dosing of DOXIL, but tissue levels remained dose-proportional even at the
end of the dosing period, suggesting that saturation of tissues had not occurred. No
accumulation of drug was seen in the heart, and, despite the apparent accumulation of
doxorubicin in other tissues after multiple DOXIL treatments, no evidence of increased
toxicity of DOXIL was observed in the toxicology portion of the repeated dose study,
with the exception of cutaneous lesions. Doxorubicin concentrations were higher in the
80
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lesions than in normal skin in rats and dogs, but decreased rapidly as the lesions healed,
approaching levels seen in normal skin by five weeks after the last dose. In the multiple
dose studies in rats and dogs, DOXIL was less cardiotoxic and marginally less
myelotoxic than was an equivalent dose of Adriamycin. The decreased relative toxicity
of DOXIL is believed to be due to the decreased peak concentration of free, non-
liposomal doxorubicin in the plasma and tissues of treated animals.

81

89



(4

"pa1s3) uone[nuLIO) TIXOd Ul 38dd-OddIN 30 % SI0N

Y IFT0T N DIAIN _
£1%6°p1 20'0705°0 |  6¥691 g0¥9'l :'v| Z0¥0'8 I £0 %L T Apmig
$0¥76'S1 XY DTN DTN
$'0¥5°Z! £0°0¥ss'0 |  8¥8€l §0¥s0 Y| TOFL 1 £0 %T S1-v6-0£-LLT
0EF 1T N DIIN
L1¥291 $0°0¥2S°0 | opFeLY s170T | TIFCHT I ol %L
SIFI'VT X DIIN
8070 €l €0°0FLEO | 69F08L LOFET ("] LOFSIE 1 01 %S 1 4pnig
1'170°07 XY HIIN OIdN
LOF9 VI $0'0F0S°0 | SYF68S 1o¥L0 vl TIFLLL 1 01 %Z | S1-+6-0€-111
6'0F9€T £
£0FL'ZI TO'OFLED | ETFESL 1'iF0'1 Y| yTFEISe 1 0l xod
817’81 £
S'0¥L01 €0°0FIY'0 | ZSFLSS T0%s'0 ('] 61FTLT I 01| mxod
0'EF6' €T X £
9'IFE'El $0°0¥6£°0 | TLFLSY 60%8'1 :'v| 60F¥'9Z 1 01 Txod
WH/Asmeq
v 170°8T € anBudg
15,1 0'0¥SE€°0 yF169 £0¥6'€ Y| SOFI6T 1 0l Txod Al $1-v6-0€-1171
aso( 33uis
azis dnoan
(qw) (yrqw) | (ay-1Bw) (ay) (quu/3r) 'oNjoT | sesoqg | (BBw) | 3nig fusng *oN uoday
A 10 ®NV “y e ) JjoroN | asoq@ rapads
(gs ¥ sussw)
siIjauIsis g dgaupyodsuwieyd

IIXOQ HLIM STIANLS DLLANDIOOVINYVHJ VISV TVOINIIONON 4O TTaV.L AYVIWWAS
SI A'1dVL

.

661 ‘67 1sn3ny -ou ‘A8ojouyoa ] swosodi]
Arewwing VAN [[e42A0 : < 1IX0d
TVILNIdIINOD

o | ® ®

90



8

‘sanbiuyoa} Suuones 1yS1j s1uBUAP Aq PIUIULIAAP S ‘UONE[NULIO) JO 3Z1s d[oKred UBI

o159} UOHEB[NULIO) TIXOJ Ul [0333591042 JO % 0N

TIFCS1 N
80¥E61 S00FPL0 | $9¥901 90¥6'€ :'v| TO¥L 1 £0 Juru 8¢
$TFHIT ™
TEF9'8! $0'0¥85°0 | 9¥0S1 60¥9'1 :'Y| E£0¥LL 1 £0 L 1zl T Apug
'EFHvT az18 dpdRred
9 1F0'L] Z0'0%6v°0 | 6¥sS!1 LIFrE S| S0FTL I £0 WU 96 SI-v6-0£-111
YFLOT
v9FLIT 60°0768'0 | ZEF00E yo¥8l | €TFCIE I 01 LU 1T
. £TF8T X
1'ZFLLT 10'0¥£9°0 | 1¥g6€ 80FyE Y| 61FTOE i 0l JWU L8]
6'€¥1°81 ™Y
TTFEVL $0'0¥55°0 | SEFESY SIFTL S| SIFKST 1 0l Juuppl 1 Aprag
9'1¥8'81 %Y . aziS dpnred
L0FS'TL $0'0¥9y'0 | 0S¥8LS 70¥€0 Y| 90¥'9C I 0l Jur 96 S1-v6-0£-1171
W/kaimeq
$0F0YT X Sy sndeidg
TOFLTI 10°0%L£°0 | 9ZFT8L T0¥5°0 Y| ¥'0¥6'9Z | 0l %8 il S1-v6-0€-111
azys dnosn
(qw) (ayqw) | (ay/3w) () (/). *ON 301 sesoq | (3ndw) | 3nag /uss *oN Hoday
A 10 DNV i 4 i) JoroN | asoq /spds
(as F susow)
sijownaeg dJjuNjoIsUISYJ
AIXOd HLIM STIANLS OLLINDIOOVIWIVHJ VISV TVDINIIONON 40 314V ], AYVIWHNS
(yu0d) 81 ATAVL
661 ‘62 Isn3ny -ou] ‘A8ojouyd3] autosodiy
Arewuing VQN [1819A0 o1X0d
TVLINAdIINOD

91



¥8

"po1s3) uonenuLIo) TIXOd U (Dd'D) durjoydiApreydsoydos Jo 96 S0

zeFL0T Y
o Id1
pIFe8l 90:0¥290 | €9v6or | SOF60 Y| rzwolz I o1 | %81
8 1F8'7T
N | 241
bZF6'81 vo0¥sso | siwppy | 6'FET Y| ozwsiz I 01 | %Il
I'vFr 170y
snenet 1 od1
£'5¥8'61 Looveoo| srosy | YOFOT Y oizesr I ot | %6
Wy
9'1¥9°7¢ : &Y /Rameq
ey -1 Dd1 | endeidg 2d1
pZFSS1 s00¥9p'0 | vawpos | COOFOT “Y gyzgoz I o1 | %y | Avd | S1-v6-06-LLT
. aZys
dnoan
(Tw) (/) | (y-1/3w) () qur) | -oNjop | sssoq |(@wBw)|3niq| mens | -oN Hoday
A 10 NV vy iy Jo:oN | aesoq /s3pdadg
(as ¥ susaur) . -
siajPweIRg dQIUNj0IBWIBYJ

TIXOd HLIM SIIANLs JILLANDIOOVINUVH{] VINSVId TVIINI'IDNON 40 318V ], AAVIHNS
(7u0d) g1 A'TAVL

-ou] “A3ojouyoa ] suosodi]

¥661 ‘67 N3Ny
o TIX0d

Arewwing VAN []e39A0
TVILNAAIINOD

92



S8

*31qeordde jou = YN .
(LT-€6-0€-LLT "ON H0daY ‘uo1d3s SPOYII 335)
uviqruoxop jewosodi| pue 223 Jo uoieredas Xamo(] Joye PIUTULINAP ‘uldiqruoxop pajensdesus-swosodiy

8'0¥6'12:CY
0561 21 X t
1Fszl £0078€0 | 1iweoz | SOFO1 Y| 9078 1 £0 |Tmxoa
Wy
SI1F1Z: 0y /Kapmeq
R | £ sn3eidg
zTFvl Loowvyo | zzewsr | OVFCT Y goxpg I €0 |mxoal »sed p1-26-0€-LL'T
L'sT:Oy JCodip) _
671y ¢
€Ll LY'0 6LS 80TV 1Z VN JVN |Txod
Wy
§sT 4y JKapme(q
el ¢ | onsadg
891 SH'0 565 8T govsze I 01 |mxoa| nsed LZ-€6-0€-LL'T
azys dnoas
(qu) (yrquw) | (yy3w) (y) (Qu/sr) | -oNjoy | sasoq | BwBw) | 3nuq | /upens "oN Hoday
A o) DNV uy bders Jo "oN soq sapads
(as ¥ sueapy)
sI1djoweled IPaupod8uLIByJ

TIXOd HLIM STIANLS JILANDIOOVINIVHJ VISV Id TVOINI'IDONON 40 AT4V ], AAVININS
(yu0d) g1 ATAV.L

661 ‘6T sn3ny *ou] ‘A8ojouyoa] swosodi]
Arewiuing YN [[BI9A0 . JIX0d

TVILNHAIINOD

e | o ®

93



98

<
. o))
"NWGS] UL JaYIeI “ajey|ns WNIUOWLTR W (ST A Pe[nuuio) ing [ TIXOA 03 [B9RUIP! (TIXOJ JO UORB[NULIO) Yoressay,
ULIFTYE ™
£L¥581 | s00¥%0p0 | 1ZFLII 8'150's ;'Y | TOFY9 1 £0 594 TIX0d
L1
LSl 0$°0 £51 $1:¢ | 90¥L9 1 £0 S5y TIXod
$61: %
P XA 90 £81 01:'t| v'0¥0'8 I £0 S$34 TIX0d
1
43 14 0L0 121 £€:Y | 90F6'S 1 £0 1 TIXod
FLIF6PE
66¥9°0¢ | v1°0¥99°0 | szTFSII TTEry | ToFEY 1 £0 1 11X0d
TN
£'61 £8°0 676 g0:'v]| zo¥ss 1 €0 1 11Xod
90FY' LI N
S IFS'TT | 90°0706'0 9¥18 1'0¥s°0:'v] €oFv'y I £0 1 11X0d
v YF0€T N
gTFLEL | €00FIY0 | vEIFSL 61F€T Y| s0¥9L 1 £0 Z 11xod
W9-p
1'8¥1°6T X . haime( sndeidg
sIFEYL | S00¥SE0 | YEFTET 0ZF'Y Y| £0F9L I £0 Z11X0d JiLr 90-26-0¢-1L1
A azjs dnoasn)
(qw) (yrw) | (y-1B8w) (ay) (u/3d) | ‘oN3o7 | ssoq | (ByBw) g Jusns ‘oN yodoy
SA 10 IV uy e} JooN | asoq /sepads
(gs ¥ susau)
$13)3WEBIBJ dnAuUP{oIBWLIEYJ
TIXOd HLIM STIANLS JILANDIOOVIWYVHJ VINSVIJ TVOINITONON 40 18V ], AYVIHINNS
(‘yu0d) 81 ATAVL
661 ‘67 ¥Sn3ny -ouJ “ASojouyoa ], swosodi]
Arewrwing VAN [[BI9AO o 1IIXOd
TVLINAdIINOD

o



L8

“3d ewseld jo uoneutuLap astaid oy paruaaald yorym ‘asop-jsod sanutm of sem jurod aumm Isag |
(59103RI0QET BLPY) yu IQY MOAWRLIDY

*moJaq Apnis uonnqLOsIp INSSY JO S}NSAI 23§
. 8zol LOF0y ™Y
¥169¢l | 662¥9€sT | 1'0¥8°0 Z00'0FE0°0:'Y |  1'0¥%6'0 1 Sl JBUPY
0TFEIT Y WHMZN
LIF9L] 1'1%0'9 6S¥89€E 1'0¥5°0:"¢ | 0¥ 61 | 'l £ 1IX0d A1qqEey 82-£6-0€-LL1
£610€ 69801 Z0 61 L10°0¥10°0 I 0l JBUPY
d€ ‘e
: JAayme(q anSesdg
$91 170 $09 LLT LOFLS] i 0l £ TIXod Ay LET-€6-06-1L1
L1FT61 Y
o' IFE91 | S0°0¥09°0 | LSEFT8YY TOF'0 (| 8'67F6 68T 1 0zl 1 TIxod
9'8F ¥l XY .
6£°0F7S1 | S0'0¥95°0 | €9TFHTTE 60¥8°0 'Y | S'¥TF6°091 | 08 1 71X0d |
9IFL'61 Y ,
61181 | 900¥€9'0 | 121F6001 £0¥560:'Y| ¥ STLIS 1 (1X3 1 11X0a
S9FTLT ™
6zFel | vOOFPED | 116¥T108 0¥l Y| $OEF6LIE 1 0Tl z 11xoa
SSFYLT ™
0s¥pst | SO0FTED | 69LFSILS y'0¥56°0 'Y | 1'0TFL 961 1 08 z TIxod
0VFTOE XY . Wy/Asimed
$TFLT_| T0'0%pE0 | ¥9170592 0z¥9e Y| 06¥T 1Tl 1 0 z TIXod sndudssey 90-£6-0€-LLT |
() () | (ygpw) | @y (qu/dd) | ‘oNjo7 | sesoq | (3wBw) 3wq azjs dnoan *oN Moday
A 10 ©JNV vy = JoroN | asoq ppsng/sds
(as ¥ susaw)
s1jawBle g dPAufodswasyd

IIXOd HLIM S31aNnLs JILINDIOOVIIVH] <Em,<qm TVOINI'TONON 4O T4V ], AYVININNS
(1u00) 81 ATAVL

¥661 ‘6T 3sn3ny -auj ‘ASojomyda swosodi]
Arewuwng YQAN |[BI2A0 : o TIX0d

TVILNAAIINOD

o @ ®

95



88

“yid ewseyd Jo uoneuruLalap as1da1d o parudaald yorym ‘osop-isod saanuiw ¢ sem Jmod swy Isa
‘(59103210Q8 T BUPY) yu QR UIAWBLIPY
*mo[oq Apnys uonnqLOSIp INSSK JO SIYNSAI RS ,

A 744 st $6 $'6 ,¥00°0¥20°0 £1 0l QBHPY
8yl 0€°0 1101 £€C OEFTT £l 0l £ 1IX0a
6Tl 920 9pg L'TE 90FL £l sz0 | €T1X0d |
op6yl €991 £1°0 99 .700°0¥10°0 1 0t  SUpY
£91 6¥'0 ££p £0Z TFYLL 1 0l £ TIX0a
ar ‘ny
. [Aame( andesdg
SEl S0 001 F9LI S0F8E 1 sz0 | €71X0d i’ $T€6-0€-11T
aso(q 1eaday
81F9°1T :
PLTFLYL | S'8FOVT | OTIFEGY 60¥90:'Y| 6LF6LL 1 [ 1 71Xod
WE
SEF6'ST XY Rideed
$8¥66s | 91¥5'S1 |  65¥959 1'0¥T0:'¢]  SPFLLT i Sl z 11xod f2oq L0-£6-0€-111T
: s m..o..c
(1w | (yqw) | (y-1/Bw) (ay) (/3d) ‘oN 10T | sasoq | (BwBw) | 3niqg rosns *ON Hodoy
A o) ©DNV “1y, ) JoroN | asoq /apds
(gs ¥ susaw)
sIPunasg AMPPUPoIBWIBYJ
IIXOd HLIM STIANLS DILINDIOOVIWIVHJ VINSVId TVOINITONON 40 T4V L AYVININS
(m0d) 81 ATAVL
661 ‘6T 503y “ouy ‘A30jouyda swosody]
Arewung VAN [1BI2A0 o IXOQ
TVIINGAIINOD

. E’
&
N

96



68

*(59L01RIOQET BUPY) we QR WIOAWBLIDY

14 UIFLULL ™ I
8'0FL'¥1 00¥85°0| S9IFIELT oIl e TSt I 9 mxod
8 IFH61 ‘N - 1
8'Z¥0'91 1'0¥Ls0 | ZIFIp] Lo 90FEs 1 £0 Xod
STFLSI I
815661 1'0FPL°0 | 0SIFEPIT #07€'1 Y| ¥FS 0Ll I 9 1xod .
We/Aamed
€ 0'ZFr91 XY 1 anduds S0
8279’81 0°0¥8L°0] €€¥201 80¥60:'¢| 90¥0L I £0 IXod Ay -£6-0€-1L1
_ 167«
S'E€101 £vT 111 91'0:'¢| s0¥8¢ I 60 LBUPY
We/komeq
TSTN I ongwds ¥0
6Ll 8b'0 SSOE €0'0:*Y| 69FI'PEl I 9 1Imxod ey -16-0€-LL1
171IXoa
“Tw/3u
¢ = QO] Aessy °sajduies 950p-31d Ul [OULDIGILIOXOP JO UIDIQIIOXOP JJquINSeawW ON o1 1 L BUPY
i Tu/u 1°sL°0 € 49 ‘W9 8t
§ = DOT Aessy ‘sajdures asop-a1d i [OUIIIQTIOXOP IO UIDIGIIOXOP S|qRinseaut ON ol ‘sz0 | Txoa | pidesgBoa | -+6-0£-1L1
78 dnoan
(qu) (yqw) | (q-pBw) (€1)) (ju/3rd) *ON 1071 sasoq | (BwBw) | 3nuq /aeys *oN Moday
A 1 DNV vy ey A Jo‘oN ’soq mpads
(as¥ sueaw)
sIdjuIBlEd dpjaunjodsuntsyg
AIXOd HLIM STIANLS JILANDIOOVINIVHJ VINSV1J TVOINITONON 40 3TdV.L AUYVIWINS
(3u0d) 81 ATIAVL
661 ‘6T sn3ny -ou] ‘A8o[ouyos ], swosodi]
Arewwing VAN [[839A0 o IIX0d
TVILLNAAIINOD

97



06

“(59L0J210QE] BLPY) y AR UIPAWEBLIDY

*Sjed pajean-IX O JO SaNSSH UI UIIS ‘UOIIRINYES JOU NG ‘UOHBIAUMIY «
"‘WRAWRUPY 0’ [< IIX0A $T'0< IIX0d 0° SOV INSSLL
‘dnoi3 av ‘ny
1IX0d SW/Bw §T'0 Ul 159MOj S|9A3] anssy ‘Uad|ds pue 194 10j 1daoxd [Kameq
‘pue dnoid Trx0q Sy/Bw o1 ul 3say31y SONV PUB S|IAI| NSSIL » L BUPY ndudg
‘sdnos3 ¢ |fe ui (asop-isod Aep 1) 3utod sun isay e saspanssuyed - | [ | €1 |oi‘szolexoa]  aed bZ-£6-06-LLT
aso( jvaday
“sjeunue pajean JIX0d ut 2431y sONV INSSIL
‘sied pajean-1Ixod ul sanssiy woyg w:._v Jo uoneuwit[d JOMOIS o
"wnuIponp pus J€ ‘WE
MmoLeW u0q ‘ud3|ds Inq je ul dnoi3 uppAueupy Ul JY3IY S[IAJ] Nedd . JKmeq
‘dnos8 JIx0Q Ut JEUPY anSeidg
1Y $Z pue dnoid uIDAWRLIPY UL UIUI OF JB SINSSH ISOU UJ S[9AS] Jedd . 1 01 | eTXod ATy £T-£6-0€-1L1
Wt
/Ayei8ousx
uBlIny
"dnosd 71X 0Q W 39431y Pjoj-$7 DNV Jowng « £-2d)
FURA] uo._w:_ %08 ‘I § 18 JYIYx ¢ Jowny OI UOHBRIUIIUOD X0 dnos3 +BUPV opnu sSIMS
upAureupy ul 1y ¢ pue dnoid TrXOQ Ul 3y pZ I8 payead 5[9A3] Jown] « 1 60 IxXod [oSRO S1-€670€-1L1
WE
A(3uureaq
-1o0Wwny 922)
“dnoi3 T[xQQ vl 1938313 ploj-L DNV Jowny . +EUPY o/qred
-dno8 uoAureupy ui 1y | ‘dnos8 TrXOQ Ul 3y T I8 paxead sjoad) Joum] . ! 09 Xoda SO 11-$6-0€-LL1
250 BUIS
azys duoan)
sinsay sasoq | (BBw) | 3muq raysns *oN Hoday
*ON 30T | Jo‘ON | 3sod /5313ds
X0 HLIAM STIANLS NOLLNERILSIQ INSSLL TVOINI'IONON 40 F18V L AYVIINNS
61 A'TdV.L
661 ‘6C 1Sn3NY -ou] ‘ABojouyos, swosodiT
Arewuing VAN [[e40A0 o TX0d
TVLINAdIINOD

d

®

98




‘ CONFIDENTIAL

DOXIL® Overall NDA Summary
Liposome Technology, Inc. August 29, 1994

Nonclinical ADME Reports Referenced
Nonclinical Pl Py kinetics Studies:

Report Number: LTI-30-94-15
Report Title: Plasma Pharmacokinetics of DOXIL (Stealth liposomal

doxorubicin HCI) Injection and DOXIL Formulation Variants
in Rats after a Single Dose

Report Date: - 1990

‘Toxicology Cross Reference: None
Report Author: | L iposome Technology, Inc.
DOXIL Lot No.: |

Report Number: LTI-30-93-27

Report Title: Determination of Total and Liposome-Associated Doxorubicin
in Rats after a Single Intravenous Dose of DOXIL (Stealth

liposomal doxorubicin HCI) Injection

1900

Report Date: _
‘ Toxicology Cross Reference: None

Report Author: | iposome Technology, Inc.
DOXIL Lot No.: Il

Report Number: LTI-30-92-14 : :

Report Title: Comparison of Plasma Pharmacokinetics of DOXIL-250/Tris
and DOXIL 250/Histidine after a Single Intravenous Injection
in Rats :

Report Date: | I
“Toxicology Cross Reference: None

Report Author: Liposome Technology, Inc.
DOXIL Lot No.:

Report Number: LTI-30-92-06

Report Title: Comparison of the Plasma Pharmacokinetics of DOXIL-155
and DOXIL-250 after a single Intravenous Injection in Rats

Report Date: [ 1

Toxicology Cross Reference: None

Report Author: Liposome Technology, Inc.

]
DOXIL Lot No.: [
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Nonclinical ADME Reports Referenced (continued)

Report Number: LTI-30-93-06

Report Title: Single Dose Plasma Pharmacokinetics Study of DOXIL-155
and DOXIL-250 in Rats

Report Date: [ 1om

Toxicology Reference: LTI-30-92-11

Report Author: NN iposome Technology, Inc.

DOXIL Lot No.: | N

Report Number: LTI-30-93-28

Report Title: Plasma Pharmacokinetics of DOXIL (Stealth liposomal
doxorubicin HCI) Injection and Adriamycin in New Zealand
White Rabbits.

Report Date: [N 1°H

Toxicology Cross-Reference: None

: Report Author: [N iposome Technology, Inc.

Q DOXILLotNo.: |

Report Number: LTI-30-93-07

Report Title: Comparison of Plasma Pharmacokinetics of DOXIL-155 and
DOXIL-250 after a Single Intravenous Injection in Dogs.
Report Date: - 198

Toxicology Cross-Reference: LTI-30-92-13

Report Author: _Llposome Technology, Inc.
DOXIL Lot No.:

Report Number: LTI-30-94-18

Report Title: Doxorubicin Concentration in Skin and Plasma after Multiple
Doses of DOXIL in Dogs.

Report Date: [0

Toxicology Cross-Reference: LTI-30-94-07

Report Author: | Liposome Technology, Inc.
DOXIL Lot No.: [l
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Nonclinical ADME Reports Referenced (continued)
Nonclinical PI Pi kinetic Studies with DOXIL 1:

Report Number: LTI-30-93-05
Report Title: Single Dose Plasma Pharmacokinetics of DOXIL (Stealth

Liposomal Doxorubicin Hydrochloride Injection) in Rats. -
Report Date: NN ol

Toxicology Cross-Reference: None
Report Author:

DOXIL Lot No.: NG

Report Number: LTI-30-91-04

Report Title: Single Dose Plasma Pharmacokinetics of Stealth Liposomal
Doxorubicin-Hydrochloride Injection in Rats.

Report Date: — 1 9_

Toxicology Cross-Reference: None

' Report Author: | Liposome Technology, Inc.
DOXIL Lot No.: |

Liposome Teéhnology, Inc.

Iq D-l n] . S 1- .

Report Number: LTI-30-94-11
Report Title: Tissue Distribution of Doxorubicin in C26 Colon Carcinoma-
Bearing Mice after Treatment with DOXIL and Adriamycin.

Report Date: |
Report Author: IS iposome Technology, Inc.
Study Site: I

DOXIL Lot No.: N

Report Number: LTI-30-93-15 ‘
Report Title: Tissue Distributions and Therapeutic Effects of Intravenous

Liposomal and Free Doxorubicin Against Human Prostatic
Carcinoma Xenografts.

Report Date: I
Toxicology Cross-Reference: None

Report Author:

Study Site:

Q DOXIL Lot No.:
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Nonclinical ADME Reports Referenced (continued)

Report Number: LTI-30-93-23
Report Title: Tissue Distribution and Plasma Pharmacokinetics of

Doxorubicin after a Single Intravenous Dose of DOXIL in
Rats.

Report Date: N 1900
Toxicology Cross-Reference: LTI-30-93-09

“Report Author: | iposome Technology, Inc.
DOXIL Lot No.: N

Report Number: LTI-30-93-24 »
Report Title: Tissue Distribution and Plasma Pharmacokinetics of DOXIL
after Multiple Dosing in Rats.

Report Date: I .
Toxicology Cross-Reference: LTI-30-93-08

Report Author: I 1 iposome Technology, Inc.
Q - DOXIL Lot No.: Il

94

102





