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Individuals of low-literacy and non-Caucasian ethnicity were underrepresented in the
study population.

= There is a lack of objective and prospective data collection (subject weights, dietary
compliance, use of a multivitamin, adverse event recording)

» Reimbursement procedures during the study and certain questions during the telephone
interview may have influenced subject behavior during the study.

* The three month actual use study duration is shorter than the six month proposed duration
of use and does not assess subject continuation/ discontinuation of use behaviors after
either three or six months or orlistat use. We do know that 16% of orlistat users
discontinued orlistat use due to adverse events during the three month study period and
that 46% of orlistat purchasers (of the 148 reached for telephone interview) were still
using orlistat on Study Day 90.

This actual use study was not designed with weight loss efficacy endpoints, but the data collected
suggest that most subjects lost weight while using orlistat 60 — 120 mg TID in the OTC setting.
The mean measured weight loss at the end of study participation was 3.3 kg based on objectively
measured weights at the pharmacy in 106 of 237 (44.7%) users who returned to the pharmacy for
a last visit as requested. Based on measured weights taken at study day 60 and beyond, 42% of
subjects lost more than 5% of their body weight; however, this figure is based on weights from
only 25% of the user population. Based on self-report at the final telephone interview, 41% of
all study subjects using orlistat lost more than 5% of their body weight, and the mean weight loss
was 4.8 kg. However, self-reported weight loss data is based only on reported weight loss for
orlistat users who actually lost weight. Data on individuals who did not lose weight or gained
weight during the study were not included in these calculations. For comparison, obese and
overweight subjects (BMI = 28 — 43 kg/m”) who enrolled in randomized, placebo-controlled
studies and used orlistat 60 mg and 120 mg lost an average of 4.26 kg and 4.65 kg respectively
with six months of treatment; however, weight loss above and beyond that of the placebo group
averaged 2.4 — 2.8 kg. Weights during the randomized, controlled trials were objectively
measured by study personnel. In general, individuals with higher BMIs lost more weight than
those with lower baseline BMIs both in controlled clinical trials and in the actual use study. The
percent body weight lost is fairly consistent across the range of BMlIs.

From a safety perspective, the primary concerns with OTC orlistat use are:

= the potential for fat-soluble vitamin deficiencies, especially with continuous or
itermittent chronic use

= the potential for cyclosporine users with organ transplants to use the product and increase
their nisk of organ rejection.

During the actual use study, the percentage of orlistat users who used a multivitamin correctly
increased from 38% at the 14-day follow-up telephone interview to 53% at the 90-day follow-up
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telephone interview. The increase in MVI compliance may have resulted from the educational
effects of the CATI interview process. Despite the increase in correct MV1 use with orlistat, a
minimum of 47% of subjects using orlistat were not using a MVI correctly. The label used for
the AUS placed MVI use instructions under Other information in the Drug Facts label.
Consistent with the label submitted to the NDA, the MVI use instructions in the LC study label
were in the Directions section of Drug Facts (see Appendices 10.4 and 10.5). Comprehension of
this label element was 73%. Label comprehension and differences in label directions for MVI
use on orlistat and MV1 containers may influence compliance with correct MVI use. Additional
changes in label language addressing correct MVI use may increase consumer comprehension
and compliance.

The eligible study population included two cyclosporine users. Although the label stated, Do
Not Use if you are taking cyclosporine (a drug given after transplant surgery), one of the two
cyclosporine users self-selected into the study. Post-marketing adverse event reporting includes
a few cases of acute graft rejection in individuals using cyclosporine and orlistat. Orlistat
decreases cyclosporine absorption and concomitant use may result in subtherapeutic levels.
Labeling language that explicitly mentions the risk of organ transplant rejection may improve
compliance with this label warning. Immediately after the advisory committee meeting, FDA
received a self-selection study on cyclosporine users. This study, along with a warfarin self-

. selection study submitted concurrently, will be reviewed separately due to the timing of the
submission. These studies may offer additional information about self-selection and label
comprehension in these potential consumer groups.

Overall, almost half of eligible subjects self-selected correctly into the study, but 54% selected
incorrectly. Among eligible study subjects with labeled exclusions, 77% made an incorrect self-
selection decision. Some of this data is driven by the fact that 74% of eligible subjects met the
label exclusion more than 30 pounds to lose, which is not a labeled exclusion on the NDA label.
Study subjects with conditional or unconditional labeled exclusions made correct self-
selection/de-selection decisions 0 — 50% of the time depending on the particular labeled
exclusion. In the actual use study, it is not clear whether the low correct decision rates reflect
deficiencies in label comprehension or whether subjects understood the label and made their
decisions based on other factors. Results of the label comprehension study (see the review by
Susanna Weiss, Ph.D.) suggest that label elements regarding unconditional and conditional
exclusions were generally well understood with comprehension levels > 85%. This reviewer
again notes that the label used in the label comprehension study (which was conducted after the
AUS) was identical to the label submitted to the NDA except that it did not include the Do Not
Use if you are not overweight warning.

All weight loss agents raise the concern of misuse or abuse by consumers who are not
overweight or have an eating disorder such as anorexia, bulimia, or binge-eating. Among female
subjects in the actual use study, 8.9% of the orlistat users were not overweight by BMI criteria,
but many of these women perceived themselves to be overweight. This reviewer recognizes

~ reasonable situations where an individual with a normal BMI would choose to use orlistat for a
limited period of time to lose a few pounds while remaining within the normal BMI range. Such
individuals may feel better or improve other health conditions, like joint pain, at a slightly lower
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but normal weight. Given the safety profile of orlistat, this may be an appropriate OTC use for
this drug. Unfortunately, consumers with eating disorders sometimes misuse OTC drugs such as
weight loss agents and laxatives. Orlistat exerts a physiological effect only when fat is present in
the diet. Among individuals with anorexia nervosa who practice severe dietary restriction and
eat little fat, orlistat would be unlikely to effect weight loss. While 50% of individuals with
anorexia nervosa do exhibit some binging and purging behavior, the binges are usually small.’
This reviewer was unable to find any published reports of individuals with anorexia nervosa
using orhstat Individuals with bulimia often induce vomiting or use cathartics following a
binge.! In these individuals, orlistat would probably inhibit the absorption of about one third of
the consumed fat in the diet, and the remainder of dietary nutrients would be absorbed normally.
Based on weight loss realized by study subjects using orlistat and dose ranging studies (by
Roche, Inc.) that demonstrated near maximum inhibition of fat absorption at the 120 mg dose,
bulemics would be unlikely to achieve the immediate or substantial weight loss with orlistat use
that they seek and sometimes achieve with other purging methods. A literature search revealed
four published case reports of bulimic women who used orlistat with each binging episode to
inhibit fat absorption and weight gain.>*>® Two of these women used orlistat as their only
purging mechanism. * Binge- eaters comprise about two to four percent of the obese population,
and 75% of binge-eaters are obese.! Two published studies suggests that orlistat is effective for
weight loss in individuals diagnosed with binge eating disorder when combined with behavioral
therapy.*® The primary safety concein in the small portion of consumers with eating disorders
may be the same as that for all OTC orlistat users: the risk of fat soluble vitamin deficiencies
developing over time with chronic use.

As mentioned prev10usly, a preliminary review by Cynthia Kornegay, Ph.D. in ODS suggests a
possible association between orlistat use and pancreatitis when using sibutramine as a crude
comparator as well as the AERS database as a whole. Prescription labeling for orlistat does
include a warning about cholelithiasis. A more detailed ODS review is underway.

9.2 Recommendation on Regulatory Action

This reviewer believes that this application is approvable when the entirety of data regarding
orlistat safety and efficacy and label comprehension are considered together with the actual use
study results. Nearly all orlistat users dosed orlistat according to label directions and followed a
diet plan, and 92% of orlistat users were overweight or obese by strict BMI criteria. Despite
poor self-selection results in the actual use study, the label comprehension study, performed with
a label nearly identical to the proposed NDA 21-887 label, suggests that label warnings were
understood by more than 85% of consumers

An approvable action with correction of identifiable deﬁc1en01es (see Section 9. 5) IS
recommended.

An addendum to this review will be added when the ODS report on the potential association
between orlistat use and pancreatitis is completed and reviewed.
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9.3 Recommendation on Postmarketing Actions

None at this time.

9.4 Labeling Review

Please see the review by Arlene Solbeck, M.S. from the Division of Nonprescription Regulatory
Development.

9.5 Comments to Applicant

Consistent with recommendations from the January 23, 2006, Advisory Committee meeting,
stronger, more explicit language is needed in the Do Not Use waming for cyclosporine users and
the Ask before use warning for warfarin. More effective labeling language is needed to describe
correct multivitamin use while using orlistat OTC. In addition, the Do Not Use if you are not
overweight label element should be tested. Following the label modifications, the final proposed
label should be tested in a label comprehension study that incorporates a self-selection process.

Appears This Way
On Criginal
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10 APPENDICES

10.1 Scripted CATI telephone interview questions

Scripted questions for follow-up interviews included the following:

Have you started to use the orlistat yet?
Do you plan to use the medicine?
When do you intend to start using the medicine? (A callback was set for this date and the
subject was told that a follow-up call would be make to see if they started the medicine)
Since you were in the pharmacy to enroll in this study, have you spoken with a health
care professional? What did you talk to this health care professional about? (Nurse
describes what subject and health care professional spoke about). Whom did you speak
with (No specific contact information was obtained).
Since you were in the pharmacy to enroll in this study, have you referred to the
information on the label for any reason?
When you read the label at the pharmacy, were there things you didn’t understand or had
questions about? '
What things on the label didn’t you understand or did you have questions about?
There were some support materials that came with the orlistat. Have you read or used
any of that material since you first got the medicine at the pharmacy?
There was a web site mentioned on the box the medicine came in. Did you visit the web
site?
On the days you used the medicine, :

- On average, how many capsules did you use per day?

- How many times a day did you take the orlistat?

- Typically how many capsules did you take each time?
Were there times you took fewer capsules? Why did you take fewer capsules on those
occasions?
Were there times when you took more capsules at a time? Why did you take more
capsules on those occasions?
Since you started to use the medicine, have there been periods of time in which you
didn’t use the medicine? Why did you choose not to use the medicine? How long, on
average, were the periods of time in which you did not take the medicine?
Since enrolling in the study, approximately what percent of days would you say you used
the medicine?
When did you usually take the medicine? You indicated that there were times when you
did not take the medicine with meals. Can you tell me why?
How often do you take the multivitamin? How do you take it in relation to the orlistat?
Did you start taking the vitamin before or after you started taking orlistat?
Do you exercise? Since you enrolled in the study, how many times per week do you
exercise? ls this more, about the same, or less than before you enrolled in this study?
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About how long do you exercise each time? Is this more, about the same, or less than
before you enrolled in the study? ‘
Are you following any kind of diet? Is this a supervised diet? Who supervises your diet?
What kind of diet are you on?

How successful are you maintaining this diet?

Since you enrolled in this study, have you had any discomfort or changes in your health
status? What was the discomfort or change?

Since enrolling in the study, have you gone to the hospital for any reason? What was the
reason for your hospital visit? Were you admitted as an inpatient? What was the date
that you went to the hospital? What was the date that you were released from the
hospital? :

Since you first started to use the orlistat, have you started any new medicines? This
would include medicine your doctor prescribed, medicine you can buy without a
prescription, vitamins, or dietary supplements?

Have you become pregnant since you enrolled in this study? What is your due date?
Since you started using the study medicine, have you lost any weight? About how many
pounds have you lost?

How satisfied are you with this medicine? Could you please explain why?

Are you still using the study medicine? What was the last date you used the medicine?
Do you plan to use it again? When do you plan on using it again? (Nurse uses judgment
to classify answer as will use again within 3 months of enroliment, after more than 3
months since enrollment, or don’t know).

End of Study Questions:

Would you purchase the product again? Why?

Do you think this product was effective in helping you to lose weight? How?

Why do you think it was not effective in helping you lose weight?

When you enrolled in the study, you indicated that you have . Did you
talk with a doctor about this condition either before or after using the medication?
Why didn’t you consult with your doctor before using the product?

What did the doctor say when you talked with him?

Why didn’t you talk with your doctor?

Many detailed questions about type of diet subject is using and how often subject eats
certain kinds of foods.

Many detailed questions about reading nutritional labels, reducing fat in diet, target
calories, understanding how to calculate calorie and fat information

What type of activity best describes the type of exercise you typically do? Why do you
exercise?

Did you use any of the materials included in the orlistat package or the dietary and
lifestyle information? Which ones? How useful were they? How much do you use
them?

Did you visit the website? How useful was it?

Is there anything else you would like to tell me about your use of the medicine or your
participation in the study? What else would you like to tell me?

99



001

PRy - 1] Tl
Sy B £5TLTE SpIs 257y TRNUDY Wid SWgg e
Sy B0C TG (10 JUIAT DRYSUASE-UOU JUAUIAUDIUL IS0 B3] HE WAL JO
SRUSRSAL] 1500 3L 5 JUSAT PAYSHBLSE-UOU 3] PUR SLSha paySudLse
-UGU PUB GEYSUSISE j0 UCHEIGWIOD € 57 3UA: 1 53y T ag ARl 8284l
Juogidasxy
T | Ol PRUNLLCA B | SIUEAD
[ AL TUSHUBAUDT U (50U DU: S ILURNE YU ADICAR LU Rfgra sy
auo UR(UBAE0oUE e ABLR ; STy AUD SUE SIS RANSUBISE-WN] e

WSILRAUSIUL J50LE BUL 5 3 3 T UR 25 A2sd M UD8S PANELISR-U0E Y s 53y SKERGE 5190 SWUSY PRRSUSEY o

"S0g | Ok PRANGIUDS 9 HiM

SIUAND PIYSURISE ANCUL I 7 ING "I UE 20 SAZMIE S8 SIBAS PRUSUSISY a saulspind Bupoycy

2 o Bupicoos K31e19das pRIALSUOS 3G PINOUS PUB Ty UL 3 RyNoD JUSAR 4oBg

13y AUe 2g AU PINCUS S13Y) A1E0 PURLIEIS UDEE J04 "SSEn PUSRIS USRI I ST
TSIl PUSLTIG ol S0 WA BILSA
RaoalAnate [ EmedSTo | [ ITRIRaATeInT 1501 monema o Emwodnn O ITIMRBARO AT 1509
e dmg oM ™ @ . JERITRATIONT] 3y dowg [ @i | AMRITAATI 00
“RELT 1SR sunepdouis o BT RIS smpopdunds g
MO M SmedSup | M IARRaATOIN] 1503 Ralaiitsialg SE m} Smeduny & IMIIGRATEO AT 1503y
R dolg oN = =1 . JURETRANION] - e dosg on o LR W =] a1 =Rt e
AT AT ] sy o T iwapditds
pacdstdiite 0 cSmeETo | [ ISIERATRIN] 1507 monEmyI o “Fojedno o PTAEEATIOIAT J5OJAL
e Aug ol =L M JTHTRANOSE] g doig el =] @5 O “IGRTESATIONN]
R 18IS amoadimis 7 CEIR LRES mmedmidy 1

JOISHI0 A YA ASIBAPY/WE3))e ] HOEIAJa(

193 SHAOAA JUIAT ISIIAPY/WIdEJ Uonedda(q 701

{sweN oLIBUSD pue JpeI] 1ONPOLJ Losul}
{1aquunpN uorsstuqng pue uonjeoljddy 1esuj}
{QWIBN JoMDIAY LIasU] }

} M3ARY [BOIUIDO0TO0 ]



101101Clinical Review
{Insert Reviewer Name}

{Insert Application and Submission Number}
{Insert Product Trade and Generic Name}

10.3 Defecation Pattern Terms, Definitions, and Rules

Defecation Pattern
Change Term

*Fecal Inconninence -

| *Oily Spotting -
*Flamus with Discharge -
*Fecal Urgency -

*Only E\rac.uétiaﬂ -
*Fattv/otly Stool -
Liquud Stools -
Increased Defecation -

Soft Stools -

Decreased Defecation -

Pellets -

Definition

Uncontrolled, spontaneous defecation
Uncontrolled seepage of oil without stool

Flatus with small amounts of stool or ol

Urgém, but controlled, need to produce stools
Controlled discharge of o1l without stool

Stools mixed with fat or with a separate oily layer
Stools almost all liqud with very few solid parts
Increased frequency of bowel movements

Stools mushy and deliguescent {12, stools not formed
but of rather flmd consistency)

Deacreased frequency of bowel movements

Stools hard and in the shape of small pellets

1. {*) Anribuiable to the pharmacological action of orlistat and are always considered as adverse

eveats.

When a subject reported an event that fell into one or more of the categories

described above, mterviewers asked the following questions to help accurately

1dentify and describe the adverse experience.

7

A e

Was the event controlled or uncontrolled?

Was 1t oil alone, stool alone_ or oil mixed with stoal?
Was the discharge of o1l or stool with or without flanus?
When did the symptoms start and stop?

Was 1t mnconvenient?

101



Clinical Review
Karen B. Fetbus, M.D.
NDA 21-887, N-000
Alli (orlistat) 60 mg

The following miles for describing adverse changes in defecation patterns were used.

1.

)

La)

L',g

[tems marked with an asterisk (¥} m this dictionary are attributable to the
pharmacological action of orlistat and are always considered as adverse
events. These 1tems appear in the list 1n decreasing order of climecal
significance.

Terms without an asterisk may represent variations in normal defecation
pattemns and therefore are considered to be adverse events only when
described by the patient as inconvenient.

Distinct events occurning at different time points should be reported as
separate adverse events.

Several evends occurring at the same time will be reported as followed:
The ttem described by the patient as most mconvenent should be reported as
the adverse event;

A If the most inconvenient event 1s not an asterisked item and there 15 at
least one astertsked tem occurring at the same time, the most
descniptive term will be reported as a separate adverse event. All of the
asterisked ttems and any remaining non-asterisked ones will be
reported as a single adverse event; '

B. Ifno single item can be identified as most inconvenient, then all items
should be reported as one single adverse event.

Any adverse experience occurnng simultaneously but not listed above should
be reported as a separate adverse event.

 Appears This Way
On COriginal
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10.4 Drug Facts Label used in Actual Use Study

Drug Facts

Acfive ingredient (in each capsule) Purpeose
DlIStAE 60 BIE ..o e e e Weight loss
Use

= o prampte weight loss when taken with a reduced calovie diat

Warning(s)

Alerey alert: Do zot we if vou are allergic to orhistat or any of the ingredients w thiz product.

Do not nse
= ifvou ars reking cyclosporine {5 drug given aftar ouzan fansplant sngery), warfann (lood thinning medicine) or prescriptizn medicines
for dizhetes

Ask a doctor before use if you have any of the following conditions
»  probiems abuething feod imalabsorption)
= saltbladder preblenss
*  more than 39 pounds o koze
= beaxn given a die: recommended by = doeter
= diabetss, lugh blocd pressuve, ov high cholesteroliuigiycenide levels.

Ask a docror or pharmacist before use if you are

= taking medicines for high blood pressure or high cholesternl'higlycende levels. These prescription dosas v nzed to be changed during
noight loss.

= taking any other weight loss medications or supplessents.

When using this product
- do not exceed recommendad dose {see Dirsctionst.
= some of the fat in the feod vou eat wall not be sbrorbed mic your body.
= yoummy expaTience gashomterizal chamzes such x5 &arches symptony, fasty wiools, zas with discharee, and increased
bowel movements, asperiaily affer mwals containing mere than 30% fat. These chonges are a nanet affeer of thiz predcr
srapping some of the fht fiom being absorbed imo yosr bodv, They ave often temporary and genaally subside within she firsr
weeks of icking the product.
= ing iz that aze low i fat and ealeries will help vou lose weight and also mzy raduce these side affects. Remember, for
o should be on & reduced-calarie dis: thar containz ne smove then 36 far.
= read the enciosed usar's guda for more information oa these side effects.

Stop use and ask a doctor if
»  wou have an allergic reaction te this product,

= wou do a0t have noticeable waaght k Fer 2 months of product uze.
If pregnant or breast-feeding, azk z health: professional befora uze.

Keep out of reach of children. I nzwe of everdose, got medical help or contact & Powson Control Canter 1ig%t away.

Directions

»  Bafcre wuing this product. plesie read 2 enclosed wier's guide for complate diracticns aud other important informztion.

»  Thi- product 15 for muld o moderatahy (up to 30 pounds) overweizhy sdulss 18 vears and older,

= Tzke ! to 2 capsules {60 me) with each meal contaiuing far. up to 3 times a dav.

= Thiz produet can be nsed for up to 6 months of congruows wee. I vou would ks to continue use bavond & monthy, please read the
suclosed wer's suids.

Other inforniation

= Thiz preduct can radura the level of vissmens in vour body. Therefore. vou shouid szhke 3 dasty nmultivitamin ¥ howrs befors or 2 howz after
takag this product.

= Storeat 1540 23°C (59 1c 77°F). Keep bottlz tightly closed.

Inactive ingredients:
FD&C Blea No. 1, gelatin, maicrocnsialline cefluicce. povidone. sodivm lawy] sulfste, sodm stareh ghyeolate, taic, itanine dioxide

Questions or commensis? Call toil free 1-800-XXX XXX
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10.5 Drug Facts label submitted with NDA 21-887

| Drug Facts
| Active ingredient (in each sealed capsuie) Pumpose
q Odistat B0 mg............. B OO e e b e e e e Vieight Loes Aid

| Use

5ﬁ » promote weight loss in overweight adults when ysed along with a reduced calorie and low fatdiet

! Wammgs
{ Do notuse

| +if you are taking cyclbeparing {a drug given after organ transplant}
« if you have been diagnosed with problems absorbing foad

» i you are allergic to any of the ingredients in orlistat capsules

- if you are not averweight

Ask a dostor helore use ¥ you have

« Jaliadder problems or kideey stones

Ask a doctor or pharmacis! higlore use i you are

» taking roedicine for disbates. Your medication duse may need to be adjusted during weight luss.
« taking warfarin {bloed thinning medicine)

» Taking other weight loss drugs

When using this product

= you should follw a well-balanced diet that is reduced in calories and containg 30% fat or less. Try

starting this diet betare you begin taking orlistat copsules. See enclosed Companion Guide for

information and tps on hew to iollow a well-balanced diet that is low in calories and fat.

~ orlistat capsules work by preventing the absorption of about 25% to 30% of the fatyou eat. Instead of

turning into calories, the fat passes out of your body,

» a3 a result of undigested fat paszing through the body, you may exparience bowel changes. Examplez

include fatin your stools and leose and more frequent stocls, particulary after meals containing more

fat than recommended.

q - these bowel changes are related to how the praduct works and usually subside in 3 fewwaeks. You
can decreass the liketihood of these eflects by 1educing the fat in your diet.

= you should start to loge weight within the first two weeks. How mueh waight you lose will depend on

hovwr closely you fallca the recommendad diet and the orlistat program.

i pregnant or breast-feeding, do not use.
Keep out of reach ol children. In case of overdose, get medical hedp or contact @ Poison Control Cantsr
Fight avay. .

Directions

« for overweight adults 18 years and older

1 + before using this product, read the enclosed Companion Guide for complete directions and other

{ important information

1 ~ 110 2 capsules with each medl containing fat. Startwith 1 sapsule. After you have gainad experience
1 withchoosing meals that contain less than 30% fal, you can increase to & capsules for maxinmum
weight loss.

« dp not excaed 6 capsules daily -

{ ~ continue daily use for up to f months. If you have not reached your weight loss goal by 6 months, btk
1 1o your doctor,

{1 ~ 1 enstire adequate vitarin absorption, you should take a multivitamin once a day, 2 hours befors or
after taking oflistat capsules

Qther information
«store at 20 —-25°C {68 - 77°F) . _
« avoid exposure to excessive light, humidity and temperatures over 30°C (88°F)

Inactive ingredients FDAC Blus No. 2, edible ink, gelatin, iron ueide, microcrystalline
i cellulose, povidens, sodium laerd suliate, sodium starch ghyoolate, tale, Stanium dioxide

Questions or comments?
call 1-808-123-1234 weekdays (10:00 a.m. - 4:30 pm. EST)
Ltama a este numbero para obibenar una eofda de ka etijueta del preductn en Espancl,
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