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Patient 10156/436 (?20mg tid), a 46-year-old obese white woman weighing 120.2 kg
BMI=41.6) at scréening, was diagnosis after 37days of double-bling treatment with breast
cancer. (preferred term = neoplasm preast female) '

prior fo.scréening _@;_mis. study the aﬁent_bggimmm%_@@Y.MEhziVealeg a cyst.
TJhis histogy was got provided to the s&dy*sitg_ggg__me patient otherwise met entry criteria

@d.meater. tbaught the cyst was gettin larger. On study
] it was found to i i Y.

Forty-six days after the s eatment, a mastectomy was performed. The
patient was to receive chemo erapy. The patient was discontinued from the study. The
double-blind code was not broken, .

The investigator considered this adverse event severe in intensity and unre!ated:fo study

drug administration,
cotiser O
Sponsor's O inion:

The diagnosis of breast cancer after only 37 days of Study drug administration in a patient

-~ witha pre-existing breast mass is thought to be unrelated fo study drug administration,
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Patient 1 289-( 12§ring tid ), a 51-vear-old white female weighing 84.5 kg (BMI
=29.9) at Screening, was diagnosed with infiltrating lobular carcinoma of the right

Three years prior to initiation of double-blind treatment, the patient had an abnomgy
Mmammogram which revealed fibrocystic breasts, She underwent Synecological exams

: ] rap
Patient to receive high dose Cyclophosphamide and Thiotepa, with g subsequent
Peripheral blood stem cell transplantation, The patient was discontinued from the study.

The investigator considered this adverse event severe in intensity ang unrelated to

study drug administration,
Sponsor's Opinion:

Since this obese patient with g history of fi‘brocysﬁc breast disease haq taken
randomized Mmedication for 55 days prior to finding palpable nodules, the diagnosis of
breast cancerjs considered remotely related to study medication, _ Shr '
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Patient 12895 (120mg tig ), a 57- year- gld obese white female

weighing 86.7 kg (BMI:'BOJ) at screening was diagnosed with carcinoma in sity
in the left breast after 189 days of double-blind treatment, (preferreq term= -
breast carcinoma),

NM14302/12895

n approximately day 170 of douhy 2 Toutine mammograr was
Performed and revealed mg_cjg_lgjplhg__!g_fﬁ breast. Atthattime, the atient
eighed 75.3% :_On day 178 of double-bling treatment, a biopsy and .
ule gg‘cjjsfgrrounding _ti_5_§9~e,.,_.§i§.«§uc.g§sfully donie:~
E@ew@g’_ nodule was diagqoﬁg_d 8s a fibroadenoma, and the surrounding
tissue showed mIQLQSQQDLq.féb“fgﬂohmag_ca‘rcinoma insituina background of

Rroliferative | ﬁ&l@y§i@;ﬁ@gmg‘g /pical lobular _lllggerplasia, duct

: h}:p,e_r‘plaﬁs_@:_ag_d._adeug_sjg} Microcalcifications wars ales- é'féct"é‘a.“?‘h‘emmor

Size was 2mm aggregated. The investigator was not informed of the malignancy
prior to his receiving the biopsy report on day 356 of double-bling treatment. The
patient's private physician did not consider this to be a serious event. Follow-up
Wwill consist of annual mammograms. The patient was discharged asymptomatic.
The patient completed the study.

The investigator considered this adverse event to be moderate in intensity and
Unrelated to study drug administration,

Sponsor's Opinion:

The diagnosis of carcinoma in-situ n fhe left breast in a 57 year old obese |
female is not unexpected, Therefore, this event is considered remotely related
to study medication. : : :
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Patient 12671/1007 (120 mg i
g tid), a 53-year-old ob i ighi
pheaiviil ! R Yegr-old obese white female weighin =
behsi excgn;:;ir;j;urg!y w:thdre\{v from the study on day 191 of double-glindthesat’:Se(Bt%l v
I breast carcinoma (preferred term: neoplasm breast female) rhduetoan

At screenin i .
maszopamy.gmtgixﬁigi’thpresi"‘ed With & past history of depression and ongoing fibrocysg
did not shou any signi cpa n); laens ioﬁneAnre::ée asgimﬁo? performed four months prior to scrgg?r?gc
er randomizat: » Qroutine physical examination performe

i‘};%«g %ﬁgggimmﬁem indicated some changes wh;é'hd f%%‘:‘mglms
and ﬁnmearazz,mﬁ? mastopathy with significant lesion was conﬁnne?'l\mﬁe‘*rm
Exising e SSPIEUON O U5 e Ereast were Gore- The r8suls Ty s N aMOGr2ghy

opathy and a mastectomy was performed on day 198 HiSt::;?Igo?cf g‘?;;

. {

evaluations confirmed lobular b 2 i i
ot ) reas' a_with metastases in 22 of
moved. The patient discontinued trial medication on day 191 with ;h t?oﬁ-\zglg‘;?omp;

kg.

The investi j i
estigator judged this adverse event severe in intensity and unrelated to triaf treatment.

Sponsor's Opinion: Obese

1 . : postmenopausal femal wi i

disease - . pa emales over 50 with a history :

rehats have mcreaseq risk {or developing breast cancer. This ev of ﬁprocysuc breast N
lated to test drug administration, ; entis considered remotely
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tid), a S8-year-old obese white female weighing 92.8 kg (BMI =
lized and discontinued test treatment on day 356 of double-bling

»

At the time of screening the patient presented with secondary diagnoses of hematuria and Jow
ack pain. According to the country specific medical Qrp_gggyre‘_‘the”pgﬁent.hai&uﬁ&% '
Mammography on day "';.'34_;2.;a:ud:é“t?iopsxwaibféﬁiﬁﬂiifi:@i@_@,Oﬁ‘ﬁn.tzd the diagnosis of breast -
cancer_with mafignant gpithelia cells_idepfified, No symptoms Rad been reported before or afiar
€ mammography. On day 357 the patient was admitted to the hospital and underwent partia] -
nodes on day 358, The

breast reduction surgery with an excision of axillary lymphoid
histopathological diagnasis indicated low differentiated ductal breast cancer with no metastases
observed in the lymph nodes, On day 359 the patient was discharged from the Hospital with the ‘

The investigator considered this adverse event severe in intensity and unrelated to study drug
administration,

Sponsor's Opinion: Obese Postmenopausal females over age 50 have increased risk for
developing breast cancer. This event is considered remotely related to study drug administration,

= BEST POSSIBLE
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*  Patient 10160/924 (120mg tid/60mg tid), a 61-year-old obese White female weighing
115.5 kg (BMI = 42.9) at screening, was diagnosed with breast cancer after 436 days of
double-blind treatment. (preferred term = heoplasm breast female)

Qo.study,day 436, abiopsy was performed and t _ 1to be maligpant.
The patient weighed 112.3 kg at this time. After 450 days since the start of double-
blind treatment, the patient withdrew from the study. The double-blind code was not
broken. '

The investigator considered this adverse event severe in intensity and unrelated to
study drug administration. .
—S!Mpm
. ltisnot Unexpected that a woman in her sixties would be diagnosed with breast cancer,
( Therefore, this adverse event js remotely related to study medication,
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Patient 12522-(120 mg tid), a S5-year-gld obese white female weighing 1181 kg (BMI =
38.9) at screening, prematurely withdrew from the study on day 461 of double-blind treatment due
to a breast cancer (preferred term: neoplasm breast female). :

At the time of screening the patient's relevant medical history included breast reduction surgery, a
hysterectomy and abdominal wali fat reduction surgery. No secondary diagnosis was mentioned.
Physical examinations at screening, baseline and day 370 showed no abnomalities other than
Scars from previous surgeries, i

‘agnosed a5 ATipdmia On day 460 she TEICSIght pain ji her fight breast and went T see

her dactorQ 461 a fine needle biopsy was performed and tissue was sent for BaTol ical
valyati day 469 the sitive and confimed tha e patient had develoged
beeagt cancer. At that fime her body weight was 114.4 kg. She discontinued trial-medication on

day 461 and withdrew from the study. On day 475 a breast Breserving operation was performed
with lymphatic nodes resection. Histology indicated a malignant, not well differentiated, ductal

(- The investigator considered this adverse event severe in intensity and unrelated to study .
. Mmedication, - ‘

—
-

s onsor's Opinion: Obese Postmenopausal females over the age of 50 have increased risk of
breast cancer. The development of this event during the study is considered remotely related to
study drug administration.
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-done 665 days after the sta

| Quitpatient basts, “Atér 678 days of double-blind treatment, the patient was diagnosed

14185712051 I 15/050
“follow-up to original (New event; same- number)

Patient 12051/1858 (120mg tidA Omg tid), a 32:year-old wnlfgjgmgle.weighing 97:6
kg (BMI=36.3) at screening, was diagnosed with intraductal lobylar carcinoma of the
left breast. (preferred term = neoplasm breast female)

event of leiomyomata uteri (fibroids) which lasted approximatfaly 154 days at which
point she had a hysterectomy ﬂ‘l‘he patient had a routine yearly mammogram

t of double-blind treafment whic of her

ft breast. The patient had a breast biopsy, rand a lumpectomy, which was done.on an

i

with intraductal lobular carcinoma of the JeftBreast. Given the

The inveétfgator"&onsideréd this adverse event severe in intensity and remotely related
to study drug administration, .

Sponsor's Opinion:

Development of breast carcinoma in the face of known nsk factors is not unexpected.
This event is considered remotel_y related to study medimﬁoq. :
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NM14161/12672 i /256

history of sinusitis since 1986.

ince 1992, fibromyalgia since 1994 treated with ibuprofen, and a

Premarin and Provera since 1993.

Mammograms done in March of 1993 and 1994 showed

Nodularity of both breasts Was noted during a study re
performed on day 360 of double-blind

The patient was using estrogen replacement therapy

no evidence of malignancy,

quired physical exam which was
treatment. A routine mammo

9.&9@%93_@1.@&%%&1@@2&%@ Jevealed fibroglanduldr fissue on

bQLh._bteas.@&_A_g.m_m. density..iu.the.uppammgujg,m‘h@.aﬂ.apgﬁa@d-%g@ﬂ
mamfgg_g@m:_ﬁ_bjpp_s_y"ce_secﬁoa was.dope, on day 709 of double-blind treatment

which demonstrated a resected specimen measuring 9x3x3 gnf}\iu,siz‘e.mmammg“

Ll TN

A
ISwasreadasa small focu

“-—-.....4.-..‘.‘». G - 3
ductal carcinoma. There was a separate focl o

tumor was well within the b

7x3%3 mm. tumor.

. Theinvestigator considered the

adverse event was moderate in intensity-and was

Unrelated to study drug, ORIGINAL
e IS

Sponsor's Opinion: }

Development of breast carcinoma in a postmenopausal female on n

replacement therapy with pre-existin breast nodularity is not Unexpected. This event

ot T z\a\\s v Wy

g administration.

AW duge= o gy

764, doys, N.“l*"a MMM O o,

\Wé\ ‘1&\ gw\y"’v—) | é—

‘(‘(x_L\O M\gv\o()% .




( 84-01-
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Patient 12515NGo g

= mg tid), a 47-year-old ob i :

= 37.2) at screeni 1 8 S/-year-old obese white female patient weighi Y

becauge ' n.ghetnt;r:egaps:»tns:maturel)f withdrew from the study after 36 days of df&i?;'_’gﬁg-z kg (BMI
cancer diagnosis (preferred term: neoplasm breast female) in ._treatment

At the time o i ;
_0f screening the patient rasented with  breast hypertrophy for which breast reductior
- ~ LYY I on

R e i

Surgery_had bee 0
surgery ana‘i.}&’egnﬁfu"e"f g-tu&n-.day ~3R.of-daubleblind treatment she, v, as_hospitalized i
diagnosed and & masioges o edication.-Du re-surgical examinations breast ¢ LIog this
>ed and ectomy was omed the follqwing.g ns .reas§ cancer was

0 S.Rast-operative diagnosts was

vasive cancer (Tinomo). N ;
The pati . 0 other treatment was given and = '
patient left the hospital on day 42. Her Jast body weight on day 30 '\1:32] géagt:;es Wefe Toune:

The investigator consid i :
er .
treatment ed this adverse event severe in intensity and unrelated to study

Sponsor's Opinion: Thi . . : .
Opinion: This event is Considered unrelated to study drug administraﬂo};:

BEST POSSIBLE
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95-01-75267-001 -
l 7-001 ~DROP OUT (Status report: FINAL) #53_

Patient 12820 il 1ol
Placebo), a 53. y
at screening pre . € 2oyear-gld obese white female weigh;
g prematurely withdrew from the study on% doutg:le'fﬁ;c? Zt}gaku%(altwéz 328)
ent because

of intraductal i
carcinoma of left breast (prefemred term: neoplasm breast female)

discharged from the hospi
. ; spital the followi .
discontinued test dru olowing day with no furth i

: g treatment on er treatment indica
kg. Her weight before surgery was Qg?kzss when she attended her last visit with a weigl:i%f 988h§

The investigator jud i o
gator judged this adverse event severe in intensity and unrelated to stu.d.'jmedicaﬁ
on.

Sponsor's Opinion: Thi : ;
ion: This evept IS Considered remotely related to study drug administratio
ation.

BEST POSSIBLE

APPEARS THIS WAY ON ORIGINAL
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Xenical® (orlistat) Roche Resubmission of:
Breast Cancer Survey Report NDA 20-766/ Section 8/10
Clinical and Statistical
Appendix 5. Listing of New Cases of Breast Cancer

Smber af

K Days from
Protecsl - Ceater  Patient Treatmeat inmasts

Cancer Type Slagnesis Aeswit - Comment

QeI Borsyy 17 12002 years)

waanss 1015 ABOS . 120(year 1)/60(year r 2) SREAST CANCER 1520 sbmorwal - SROT /R 1OPSY JEANCERDS
e BGI0 Placebo(2 years) SREAST CA & 42 LY

CARCINOMA OF BREAST 1462 Shaormul - BREAST CARCTMOMA
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ATTACHMENT 1




