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_ Staphen Brannan /AMALLY To David G Perahia/EMAALLY@Lilly
10/23/2002 11:22 AM cc
bee

Subject Re: HMBU : Taper periodi 5

Thanks for the quick, thourough incorporation of comments into the new taper period!

In regard to #4 below, though it may cause some Increased risk, i don't think the one wk taper from 150
mg will be much of a problem; this is fairy std for most meds and | don't think will cause ERB difficullies
1@t least no more than usual!}; there probably will ba mere risk for compiaints that this taper may not be
"ideal; however, we cen defend this fairly easily, especialy by noting Cymbaklta is not treated any
differently and that the taper period is longer for higher doses.

Also agree with checking out the pess of DESS via telephone

Stephen Brannan, M.D.

Ciinical Research Physician, U.S. Medical Division
LTC

1400 Raymond St.

Indianappolis, In 46221

317-651-1138

David G Perahia
David G Perahla To: Kimberly Spencer/AM/LLY @Lilty
- . cc: Apurva Frakash/AM/LLY @Lilly, Cherrl Minet/AM/LLY @Lilly,
q Loy Ba Christopher J Nosek/AM/LLY @Lilly, Debbie Petterson/EMA/LLY @Lilly,

Janet Ford/AMILLY @Lilly, Joel Raskin/AMILLY @Llilly, Kimberly
Spencer/AM/LLY @Lilly, Michael Detke/AM/LLY @Lilly, Pierre V
Tran/AM/LLY @Liily, Stephen Brannan/AM/LLY@Lity, Yili
Lu/ANYLLY @LiMy i

Subject: Re: HMBU : Taper period.

All,

Many thanks for your thoughts and comments on the HMBU taper period (Study Peried IV) design.
My responses +/~ design changes, in no particular order, are as follows :

1. Cymbalkta downward titration schedule changed fram 120 - 90 - 60 to 120mg - 60mg ~ 30mg as
suggested.

2. All completers shauld enter Study Period IV prior to eniry into compassionate use programme.

3. Al patients discontinuing study from Visik 3 onwards for reasons other than withdrawai of consent
should enter Study Period IV if possible.

4. 1 agree that we should try to titrate Effexor down as per the SmPC/US PL If we didn', any dats we
generated showing a difference In discentinuation profile would be strongiy criticised and treated with
scepticism. t's also putting patients at increasad risk. I'm therefors inclinad to increase the visit intervals
beiween taper visits (and hence downward titrations) from 3 days to 7 days to bring us nearer to PiSmPC
recommendations. Tha literature seems 1o suggest that the emergence of DESS Ig significantly less likely
following dose reduction than on stopping the drug anyway, and that we are therefore more likely to see
the emergence of DESS during the third week of the taper where patients are off drug aftogether. We shal!
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see.

Regarding SmPC's and P.l.'s, the new proposai wili mean that patients ending the flexible dosing period
on 150mg Efexor will only actualiy withdraw over 1 week (i.e. reduction to 75mg for 7 days, then placebo
for 7 days, then off drug for 7 days). This is in compliance with the E.U. SmPC BUT not in the U.S. where
patients receiving drug for mare than 8 weeks should be tapered over 2 weeks or more. I'd be Interested in
your views on how much of 2 prohlem this would be In the U.8., both for ERB's and whan we come 1o
defend our data. Commentis please.

5. Agree that the proposed visit schedule (even allowing for an Increased viskt interval as above) Is
potentially burdensome to patients and investigators BUT if we want to gather clinically meaningful data
with the potential to differentiate between treatments, relatively frequent collection of data is necessary.
Kim, you suggested the possibility of gathering data for CESS via telephone to make life easier - can we
look into the logistics of this ?

8. Patients discontinuing during the taper period due to an adverse event will be logged as such, and no
specific "rescue” package will be offered.

et me know if you have further comments, otherwise we'll go with the above. Revised Study Period IV
dlagram attached below.

Cheers,

B.

Kimberly Spencer

. E . me  Kimberly Spencer To: David G Perehia/EMA/LLY @Lilly
TG 171102002 19:04 cc: Stephen Brannan/AM/LLY@Lilly, Michael Detke/AMALY@LINly, Janet
FOrd/AMILLY @Lllly, Yili Li/AM/LLY @Lilly, Cherrl MineAM/ALLY @LIlly,
Christopher J Nosel/AM/LLY @Lilly, Debbie Patterson/EMA/LLY @Llilly,
Apurva Prakash/AM/LLY @Lilly, Joel Raskin/AM/LLY @Lliiy, Kimierly
Spencer/AMILLY @Lilly, Pieme V Tran/AMLLY @Lilly
Subject: Re: HMBU : Taper pertod!.}

david et al, please see my comments below in RED
kim

Kim Spencer

Associate Clinical Development Consultant
Joint Antidepressant Group

317-277-1858

spencer_kimberly@lilly.com

David G Perahia

~ Davld G Perahla To: Stephen Brannan/AM/LLY @Lilly, Yill LWAM/LLY @LIliy, Christopher J
10/17/2002 05:52 AM Nosel/AM/LLY@Lifly, Debbie Patterson/EMA/LLY @Lilly, Joe!
4 ' Raskin/AMLLY@Lily, Kimberly Spencer/AM/LLY@LIly, Plerre V

g Tran/AMILLY @L1lly
ce: Michaei Detke/AMILLY@Lilly, Cherrl MinerAMILLY @Lilly
Subject: HMBU : Taper period

Colleagues,

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
CYM-91780902



Ca{se 1:14-cv-01614-AJT-JFA Document 124-2 Filed 07/10/15 Page 147 of 149 PagelD#
8078

I've attached & Powerpoint slide of my proposed design for the taper period (Study Period V) in
HMBU/CQ and would greatly apprectate your brief review and comments.

For those that don't know the study design well, patients will arrive at Visit 14 after 12 weeks of active drug
treatment and will be receiving Cymbalta 60-120mg or Effexor XL/XR150-225mg at that point. What |
envisage s that at Visit 14, study subjects will then either :

1. Enter the compassianate use programme (under construction), or
2. Enter the taper perfod (Study Period iV)

I see a pumber of reasons for having a study period IV, most importantly :

1 patients will potentially be taking the highest licensed doses of Cymbalta or Effexor at the end of study
period HlI (flexible dosing phase) and ERB's will take a dim view of those patients who don't enter the
compassionate use programme being cut free at the end without some form of taper, not to mention
the unpleesant effacts that will be experienced by some of the subjects themselves.

1 Individuals both inside and outside Lilly have suggested that DESS might provide a significant area of
difference between the drugs favouring Cymbatta, so an appropriately-designed taper period may
yield valuable data

In summary, | m proposing we titrate down in three steps. The titration is deliberately rapid - if we do it
too slowly we obviously reduce our chances of showing a difference in DESS. As an example, a patient on
225mg Effexor at Visit 14 (end of flexible dose phase Iil) would have their dose reduced to 150mg for 3
days, then 75mg for 3 days, then stop drug completely and be reviewed after a further 7 days. We'd
assess DESS each time the dose is reduced (taper visits 1,2 and 3). At this point, subjects would go on
their own merry way. Patients on 150mg Effexor at Visit 14 would go to 75mg for 3 days, placebo for 2
further 3 days and ther stop drug. | think you get the idea. We'd maintain the blind by giving patients on
iower doses placebo once their active drug had been titrated down to zero.

Additional issues and questions :

(a) Is it likely that s few patients will enter study period IV (because the majority choose to enter the
compassionate use programme) that we wifi not be able to collect sufficient data to do a valid comparison
of DESS between the drugs ? In which case, should allsubjects enter study period IV, after which they wiil
then be eligible to enter the compassionate use programme

raconunend that afi subjeots must enter 8P IV 1o bie shgibie for the compassionats use program. Ywhile
this gy infially seem sefl-garving, it specifically states in the BmiPC and e US PI for Effuxoer XL that
withdrewd reactions bave sot heen systemativlly evaiuated in depression in controlied cinicat trals {they
oy have dae from relospuctive sutvey for depression, howsvor By do have ciinieas rigls avaiyaling
withdrawd for GADY. Also we don't yet have clinical tnal date specifically for withdrawi symptoms for
Cyirdbslia (although § think HMBEO has a taper pesod)

(b) Should patients discontinuing at any point during the study be entered into study phase IV ?

i the BmPC and the US P for Effexay XU i recommends that wpering s warrenisd # the pationt nes
it on Gnug for more than 1 week. My recommandation woutd pe 1o ailow the taper period 81 Visit 3 and
beyund {see additional mformiation velow). AlBC. in the Cymbalia drek jabe! | have fwhich Is somewnat
dated) lapering ¥ also recommanded § the patlent has heen on drug for 1 week o7 more.

(c) Is 3 days at each stage of the down titration too short (or even 100 long ?1), and is the resulting
proposed visit schedule {4 vislts In the space of 2 weeks) just too onerous ?

4 visits in & waeke will he vary Dusdensome lor both patlenis snd physiclens. Ale you proposing aniy 1o

dEpcthe DESS atthese visks? i so, would thers b @ possibiity that Uns couid e dona vis phone
imerview? Aithough tds could be & headache in and of Kself and 2 potentint training/compliance
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nightmare L might be a reasonable alternalive,

(d) Does this design go against any specific instructions in the US/QUS Effexor SPC regarding how to
discontinue the drug ? {apologies - | am working remotely and den't have access to these documents at
presart). If it does, could we stilt reasonably proceed regardiess on the premise that the design offers a
compromise between the ‘ideal’ of the Effexor labe! and the reality that patients often abruptly discontinue
their antidepressant without consutting their physician 7

digswn titration in US P when discontinuing attermors than 1 waek of therapy It is generaily
raformmanded that e dose ba peted o minimize the risk of discontinuation symploms. Pationts who
e recaived efiexor XL for § weaks or more should have their dose (apered over af lsas! & 2-waak
perind. in clinica) irials with effexor XL {j sssume GAD irials) tapering was ashieved by rediucing ng daily
dose By 78 mg at | week intervals.

gioner: iidration In SmPC 1 mecorenarddad that when discomanng effexer XL after more (han one weslks
Hiarapy, iha dose showld be gradualiy reduced over a? isast one waak and e patiant monliorad in ol
e miztinias the sl fo withdraw reactions.

(e} Should we consider some specific 'rescue’package for patients who experience intolerable symptoms
during this phase, or should they just be logged as study discontinuations due to A.E.'s and be treated as
per investigalors discretion/compassionate use etc.

SmPC renospeciive survey of svents oocuring during taper or following glacontinuation of Efiexor XL
rveated the lollowing everts thel ocoured with an meldence of at feast 3% and at least twioe the placebs
meitinnce dizziness, dry mouth, HSomnis, nausea, sarvousness and vwgating.

US PLne data on incidends, but a much iarger iisting of symploms.

Doss @ 3% ncidencs warten g reseun packaga? David, what would you sevision the rescue package 1o
ook Fhe? Rocomimend e patisnis must enter S5 IV bt not requite that they compleis the antirg 2
weeks {they could ¢/ ¥ they have inlolerable symplivng aed smunadistely enter ihe compassionste use
program of receive other sliamative therapy;. Those that ¢/¢ due I AR during tis pasiod would make an
inferesting sndnein,

Alre, of nota, not el countrias alfow compassionale use programs |, perhaps ot ali physiciens may
want 1o participats in the program as we ore not planning on providing funding for vislts |, just swdy drug
(the CRF i very smail ;. Somehow, wa nead to wite the protoco! so et the compessionaie use
program may net be an option for il petleniy  fruckd

wistmy b cansis, hope the addilionsl infermation is nelpful in decision making.
R

Proposed design attached below - comments please ASAP |
Chris, please could you also comment on the feasibility of the proposal from a CT materials perspective %

Mike, Cherri, t know neither of you are directly involved in this project and are both very busy, but if you
nave time 1o review and comment then all the better.

Many thanks,
David.
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[aRtachment "HMBU Taper.ppt” has been removed by David G Perahia/EMA/LLY]

{atachmeni “HIMBI) Taper v.2.ppl” has bean removed by Stephen Brannan/AM/LLY]
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