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TO: Bonnje Rossello ) I
Barry Brand . i
FR: Sandra Stah] '
RE: Dixoatinuation 1
5 June 1997 I
{
We've written two drafl letters to the cditor regarding the Lilly discontinuation i
. supplement. Ope is from Drs. Poliock, Krishnan and Nemeroff. The other would be ;
_ authored by lvan,
)

i Here are some points of consideration as You review them:
e«  Wc'll have to reference the actual supplement (as opposed W the supplement W ?
preview) for statements reqarding what Rosenbaum et al. state or allege

» [Inthe issuc of |. Clin Psych we had around. all the letters were written as case
reports. If this is a requircment, we'll need to ask on¢ of e physicians o provide
one. '

« The references listed for discontinuanon sympioms with dl SSRls is the same for
both lctters, and complete duplication will look fishy if we decide 1o submit both.
Arc there other references we could draw on for the varjous drugs? At the very Jeast
we can’t have the references appear in the same order.

Please have a look st tﬁcu and let us know.how you'd like w proceed. Thanks.
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. depietion of serotonin from platelets); and severe hyponatremia, which bas been reported in P
[}

- Pinsburgh, Peansylvanis
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Tt

[Letter from Drs. Nemeroff, Krishnan, and Pollock]
Sin

Rosenbaum et ol suggest that sejactive serotonio reuptake inhibitors (S } with longer half-

lives are lexs likely 10 cause discontinuation symptoms than those with half-lives. g, Liws.,
Discontinuation symptoms bave been reported with all the SSRIs.?” In our expeticnce they occur
infrequently and are usually mild. taasient, and less severe than those associnted with .
discontinuation of wicyclic antidepressants. ‘ ’

For SSRIs with Jong half-lives and sctive metabolites, such as fluoxetine, the incidegce of ,ZM_A
discoatinuation symptoms can be assessed only if the follow-up is long enough. A study of —
fluoxetine wauld require 4 1o § weaks of follow-up after siopping the medication; we are aware of
no such study. In the clinical scming. & patient who abruptly stops reatment with 3 long-acting
ageni ey Dot ag5aciate & symptofn that occurs sevarad week s Later with discoptinuation of

therapy. 29 L\__ . ﬂfb

ln situations where it is desirsble to schieve washout quickly. an antidepressant with a shom-heif .
life and oo active metabolites has clewr sdvantages. Such siteations include ablergic reactions
such a3 ansphylactoid events and rash; sdverse reactions such as nausea of bruising (duc to

elderly patients and anributed to inappropriate wtidiyretic hormoae secretion induced by SSRIs. :
In addition. if a patient becornes pregnant, one might wish to discontinue therapy s quickly as '
possible. With fluoxetine, a woman will have tfje drug and active metabolites in her blood for § '
weeks after discontinuation. A drug with 2 9 If-life, if discontinued immediately aftey
conception, could wash out before the fetai-placental circulstion is established.

In the sbsence of an emergency, however, antidepressants showld not be discontinued sbruptty,
primartly becsuse of the risk that depresvion will recur. With paroxctine, we taper the dose by
50% every § days. If say symproms occur, we procced more slowly. For patients wha
experience symptams sficr stopping the drug entirely, we start 1t again at 10 mg/day and thea
reduce the dose 10 10 mg cvery ather day.

For patients who stop taking as entidepressant on theiy own. it is umporant 1o flod out whether
they did 5o because of 3ids effects. a perceived lack of efficacy, or some other reason. We
recommend recmphasizing w patients the tmporunce of taking the medication every day, not just
when they feel depressed, and of not tiopping the medication on their own: and then deciding
whether to resume the aripinal therapy or swilch o anotber agent

Charles B. Nemerofl, MD, PhD2
Atlanu, Georgis
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Discontinuption Symptoins and SSR1s

< $ir: T read with micrest the recons supplemens’ 10 the Joxn
nal based on.f meeting chaurcd by Or. Schacrhorg sad agres
1hat the consistlation of symploms associateq with e abagy
discoatimaion pf “selectve serctomn reuptake wihibrors
¥ 80P of clical wierest [ have daffi
> t, somé of the canclutidns arawn
by Dauwmnm—cm Panel of wuthors 1n s
Supplement, hamecly, that “desconnnuation reacthiuny are more
likely t occur or to become fent duneg duicwnuawon of
$K1s [>crotonm teupmke 1hibgory} foas have shoriar haiflives
than the eancaded Walf-jifc agen: " and ther gympromns
ofdumwnmmmmmshmorbynmgn
ardg that bas an extendeq half-pfe -3en. e
A relatively Jacge 200 goowing body : repons,
open-iabel siudies, xnd fehve chasy descnibes

tiscontmution symptoms with the SSR b . gich of the
SSRIy, meluding Quunstne ™ pmmmc“‘ m;ﬁr‘-“-"- "
sid fluvoxamine, ™ causss disconrnoacion Sylip(armmd_Abruge
discoutinudtion of SSRIs is charcierized by . mid-wnd

- Seifresolving dymptons that can nclude Gusiness, navicy,
voitiog, ditcthes, Rervoussess, and rhaasis, S PRE

symprams for parnaetise and
sermadinie mat penertily pecsist ot 1 to 2 weeks afier cessayon
of vewtent,'" which 1s consisent with the Wpproaunmcly
24-hour el-menatioa balf-tver T theae SSRIx The lenger scting
fluoactine (with &0 chmmanoa hulflife of 4 10 6 days for the
parerit compound xnd 4 1o 16 days for e pharmacoiopenlly
&2tive metabolie, norflucxetne) bas been fogotred 1o cause dis-
coutnustion symproms beginning up 10 25 duys after hecapy i3
The ease report literature deacribes Sooxetise-refated
discootinuanion symploms perustng fov up © 56 days 2>
Thas, the longer elionostion half-hé of fievactme appoaty o be
sssocuated with disconinvanon syraproms thet oucur laict and
ggtm@agu comparcd with hose associsted witk shoderscing
The prefizitnary findings from ooe atrect COMPATttive My
of the SSRIS suggesr that Buoxenor, walike paroxctne or scra-
Linz, 14 mOT wesOcrstcd with scontinuspion symptoms * How-
ev:r,pcncnnanlhslmlywmamwdform]yStoldnn
sfier stoppng therapy, whick 13 generully not s sulfictently lung
Perund olftl:?c Fa!' dm;umunm s\yﬂlp'm;:;ﬂl flovaztiog 1w
appenr mical oals wre o accurstely 5 between-sgent
&ilforencey, they musr be demgaed with wflicently long
foummpmommdheenummnnympmmoccmm
long-ering agears are stoppeq
Regasdiess of we suggesuon by Rosepbaum apd Zygecka™ i
- fh# supplerant that the Quconunusnion of SSRT: with
longer ehmaanon half-Lves results i M uapermg, discontinu-
ation syreplups Bevertheless occur, Unlike agents with shoner
half-trves, drugy wam prolunged chmmnation hall-ives arc asse-
crated wok xn extendud Suration of udverye cifexys, drug scou-
mulstian, complicated nratoe schedules, 3ad exwraded femi

J Can Psychuseey 59:10, Getover 1998

txpagure for women who conceive durmg therapy. ATl SSRIs
shoold be tepered when tharapy 15 mogped unless there i3 &
medical reason o immediate removal of the ez Tae time
couns of sdvarsc effacts 15 protonged for SSRIs with loag
ellqunatisg Aaif-hives, whith, in the case of senous *xQuelss
(e 8, seratoncrgw syndrome™ or syndrome of mappropruic an-
Ddsretsc hommone secrctron®) or x frml, cldetly patient, repre-
it a real clinicy) problem.

Euch of the $SR1> emuscs disconunyaion sympsoms. and the
hme cuurse of symploms v ibrecily reluzed o the slanimation
balf-1ifc of the drug sad the dutation of therupy. The majonty of
published citmical data on this wpic is derfved from saecdom!
0430 coports, ™ witlch gencrally refy on parienty’ observacions of
sdverse effeces Clearly, parients are more Likely v sitsibure dis-
cotliansncn Sympnome 10 4 dnug whes symptoms octur shorily
alter therapy ¢ sopped (us would 6CCur with & shOeter balf.).fe
sgent) than when symptoms occwr | week of more afler discon-
hnwny weatmens (85 with an sgens winh a longer nalfilifc).
Thus, e suggestions dy soms lovestigators thar SSRIs wit
peolonged elimination palf-lives ot ansociated with 2 masna)
Fale 0f disconnouslion symploms™* may be dused un datn that
sre spunously low and nof representutive 0f actual prevaleme.,

The Discantinuation Consensus Pancl” sgues m the supple-

} diffcrepecs m slim-i;fuqff r":‘, ment ther chalintrgic mbound (¥ ot pucative mechanism for
? ~ /gisconfinuarion symgtoms, partcuiarty wish paroadtine. This

is basad on t vitro fiedings mar, smouyg che SSRIs, par-
oietipdpasaesces the highest affinity ¢ maséhame receptars *

'-'/_gowev,r.'m:mdzufmuw labanatory do uot support the ex-

M“,Mmtmﬁa&mmnwdawdumngﬁ
mdqmbmh: suthors of the supplement. We comipared setum
el i1ty and snsehahmenge ade offeen 1 4 de

-

pressed, dide who were being reatad with therapey~
1< doves of py nonripryline Under these chinieally
celevanr coadi etine exhubited av ¥-fold lower level

af serues antcholmennday (907 £.0 19 pmotl aropae equava-
lenis) than Bonnpryline (0:57 2 0.45, p= 0004). Il:h;dduuun.
WPty ine was sysociated wuh significsmly morc dry mowh
sad u:iyeudu than pmxm% bas also been
shown 10 be qevoud of adverse sop) e aardgvascatar
efRct m deprassed patears with PHuc heat disetse as
compared with nortripryline, which, Like' giner treycuc annde-
prestaaty, bus clampully signsficunt curdisc £fTcgm m this pope-
lanion. ™ Manufactucers’ presenbug wformaren fur paruacuns
and sermnling doxenbes suniler rmes of dry moth for tesc
agrniy deypiee diffcrences 1 m vimo wifenite for sthe musca-
nok resepror™ Thus, ahthough paroxenne is the most ansicho-
hactgic SSRI tn w0 in viro seming clinical dam obrajasd both
wader ngonusly contrvlied cond.moas and from clmeal €xpen-
ence da 80t Suppod the angument mads 10 the supplament,

As siaied w the supplement,’ the avarlable evidence demon.
svrales that abrupt cossanon of SSRI therupy cam be axsocuiced
with a mild, trunwsent constelinbion of somutic and psychalogp-
cal symptome. Some 0 the conclusions driwn by e authors of
the supplcmont wapres « closer looh. Clinical expenience sud
publnshed feports domottsitaie that, regardless of climinstion
huir-hife, all of the SSRIs cadve disconsiauanon symptoms after
sbrupc withdrawal aad alt S8R5 should be gradually tapered
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Tnestien of Auonedinc [lenct| Am J Paychuay 1991;148:1263 nnethe ‘pqn;mge‘ of potients repocting any adverse eveass
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with pery udmmtmjmﬂsymuylﬂl; % -
m:,l’:;""" those (™ .Theiu:mmortﬁ::messaté

Y. DaBattons C, Schauberg AF P, ricol A yIPIORMS avetdicn wil woeks wu Iy Wha dncatuued veruus 1% for those

ibonwad lictr] Am | Pryctioty 195132 10001280 DO St % plackpt, Thus, the peobleas does sppoar 1o be

'y A % B AGene cntimn alhr e aber . less of an itsuc with ﬂw}: which bas & long half-lifs, than
COTmumMT 0f puroxetse. Pharmas ectirapr 193,15 TTin780 with other S8R, L _ _

13. fan GA_ Goha 8. Withdeaw.ad aymiromes 4t perarstine and vy The wppacemtly Mgher raped qghmnumtm symploms
nauumnnm]_lmfmms,ls wrth the shomer acring agents shei ADt be consttued as an 1n-
3r4-375 dication that we noed nat be nwere” pf the poynibibity of such

1. Froatl Lal 8 M&mmwm of wigt.ve Kymploms with Knper artng 3 T, they Src more

mmuﬁiﬁm[hﬂu@ Am ) Pupenlerry 1995151 210 hikely w0 octur and © be uppurent wit .goner acting gears
18, M,m,?m%k&mmwmmﬂmlm where there 18 less e o achicve hamevsnsiy- OF tuveresr is
m:mkﬁ 1152645645 the recenr analysis of the World Health dutabase

16 Farosctac witiruwsl syndrume i arpy
1995152 148140 Bedc]. Ami by that noted higher nytey of repormng of yueh g in pa-
17 Leint FL, Niereabery AA, Suaders KM, o o1, D se0obounson rence ncats discontinuing from paroxetine sad serrabine than fo thogs
St followmng srmaline Diok Peycaary 1995,36-508-405 discontiumg from fuoxerine * Moreaver, ey noted that fu-
18 Mmmmu Wi wal e4tlin nficr Seftrauw OLCUM WS AP commonly 250¢iad with pryth.anic resc-
Aln ] Fyyehustcy 1994,151 9005] buny (nervowsnens, anaicty, dapression, €¢,) han witn ONS
19 Sace Dw, Watier R, Gadel I The sbupt dnedstomsteon of fhuvon manfesimons (dizzines, headache, eic.) The opposie was uue
m;mmmmmﬂﬁrﬂm 1993.54; for paroachac wnd sermaline. Thes, they coociudea har these
dan indicsted " possible qualinnve Giffccence Between
* mtlm byt s i) B 1Pyt Bo SSRUs with respect 10 the gature of the withdruma]
2 Roscubeum IF, 2ugccka 1. Claswcal msnagonent of Syndrame” "% This Sudy reported mean days off drug 1o
dacoutisurum 1 Clb Peyctmtry 199758 suppl 1;,-3:} Péiat of symgroms 0 9.5, 24, wnd 6.6 duys for Pparoxesity, flu-
2. Sxcravecn H The acreeonys Synveme Aw 4 Paychiltry 1931 ja8, axeting, and sertralme, respocuvely. The Tespeciive medians
05113 were 2 3, and 2 days, whcaling & skcwing of the duta 20d sqg-
> <] &m&mna.mwmam gesting that some parieats may derunstare cathier disconnus-
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