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June 10, 1893

David Kessler, M.D., J.D.

Commissioner, Food And Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Kessler,

We have learned that the British (U.K.) Licensing Authority
yesterday rejected an appeal by Upjohn and has finally revoked the
license for Halcion, the widely-used sleeping pill which was
temporarily suspended in the U.K. in September, 1991 because of an
increased incidence of severe psychiatric adverse effects such as
paranoia, depression, and memory loss. We have also obtained a copy
of the July 17, 19982 letter from the U.K. Medicines Control Agency
to Upjohn notifying the company that the government was proposing
a permanent revocation of Halcion’s license in the U.K. That letter
states that : "When the benefits [of Halcion] are considered in
relation to the risks associated with the drug in normal conditions
of use it 1is considered that the risk-benefit ratio is
unacceptable. It is considered that there are other benzodiazepines
available which have a lower frequency of psychiatric adverse
effects and which are preferable on grounds of comparative safety."

When we filed a petition with the FDA to ban Halcion from the
U.S. market on July 22, 1992, we did not have a copy of the July
17, 1992 letter from the British government to Upjohn. It
is quite clear from this 1letter, especially when taken in-
conjunction with an earlier December, 1991 letter from the British
government’'s Committee on the Safety if Medicines (CSM) to the EEC
explaining the reasons for a proposed permanent ban of the drug,
why the British government took this action.

Upjohn’s response to this final British action yesterday was
that the company was "outraged". However, it is the American people
who should be outraged that the Food and Drug Administration, by
allowing this dangerous drug to stay on the market on this country,
is failing to protect the hundreds of thousands of Americans who
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annually use this drug about which the British government has
stated:

On this basis the CSM have concluded that triazolam [Halcion]
-is associated with an inadequate margin of safety in relation to
dose and that the risks outweigh its benefits in relation to other
benzodiazepines.

Considering all the information now available, it has been
concluded that triazolam can no longer be regarded as safe for the
purposes indicated in the licenses and that it should be withdrawn
urgently from the market. It was considered that this warranted
immediate suspension of the license. This action was authorized by
UK ministers." (December, 1991 letter from British Committee on
the Safety of Medicines to the EEC)

In Britain, the drug has gone through a complicated series of
events over the 20 months since September, 1991 which are
summarized below:

September 30, 1991 The Committee on the Safety of Medicines
(CSM), an advisory group to the British Medicines Control Agency,
the licensing authority for drugs in Britain, temporarily suspends
sale of Halcion.

December 3, 1991 Upjohn appeals this decision to the CSM and
its appeal is rejected. The CSM explains the basis for its action
in a December, 1991 letter to the EEC, quoted above.

May 15, 1992 The Medicines Commission, another advisory
group to the Licensing Authority, recommends that although the 0.25
milligram dosage form (one of the two on the market in the United
States) i1s too dangerous and should be kept off the market, the
0.125 milligram dosage form can be used safely.

July 17, 1992 The Medicines Control Agency (MCA) acting on
behalf of the Licensing Authority, rejects the advice of the
Medicines Commission, instead concurring with the Committee on the
Safety of Medicines and its own (MCA’s) staff and writes to Upjohn,
proposing a permanent ban on all dosage forms of Halcion.

February 1-4, 1993 Under the Medicines Act, Upjohn requests
a private hearing in which the Licensing Authority appointed a
person - to hear presentations from the company. .

‘June 9, 1993 Upjohn announces that it has received a letter
from the U.K. Licensing Authority rejecting the February appeal and
revoking the license for all dosage forms of Halcion in the United
Kingdom.

It is long overdue for the FDA to take this dangerous drug off
the market. Millions of prescriptions have been filled and pills
swallowed by unsuspecting Americans since the time the drug was
taken off the British market. There is overwhelming evidence that
Halcion is a dangerous drug that should never be used by anyone,




young or old, for any purpose.

As an FDA Commissioner pledged to protect the public from
dangerous drugs and other FDA regulated products, your failure to

act to ban Halcion is inexcusable. I look forward to a prompt
response to this letter.

Sincerely,

Sidney M. Wolfe, M.D.
Director, Public Citizen’s
Health Research Group
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Halcon Tablets 028 mg - PL 0032/0058
Taldiod Totists 0.125 xag » PL 0032/0063
Tilrzoism Tadlats.0.125 mg - PL {032 /0163
Telszolan: Tablats 028 mg'» PL 0032/0164

1 & writing to sothy you of the Ticensing Aufbority’s determination of the matter af
the proposed revocation of these licences following your kearing before ths Medicines
Cozunission. The Licxusing Aunthodity proposes that the licences for uch of the
praducts Jitted abovs shell be revoked. , .

Under paragraph 6 of Scbad\da 2110 the Mediclnes Act 1568 ("the Act"), the Liccasing
Axthority proposes 1o detenmine the zhatter of the proposed revocstion of 1he Hesnces
for vhe Haldon /Trazolam produsts in & wry-whick ¢iffers from the edvice of the
Madiclnsy Comanisslon. In addition to the Madicines Copzmdssion zeport the Licsasing
Auzhor{ty has bad segard to your orel represactations before t2a Commisgon and the
Commities on Salety of Medicines (OSM) as recorded in the transcripts of proceedings,
mdmtbwrﬁ:tenmitcﬂdwhichwbdmtbommmidwmd&cm '

A copy of the tepurt of the Medicines Commission i sttached 1o this letter, Ths repont
shows the Commisslon's Sodings and advies and the reasons for thelt edvics. The
Commission advised (bat Heences for 0.25 mg prodncts should be sevoksd and that
Heencas for 0.125 mg products shenld be verfed,

L The grounds under the Act oz which the Uc:mg Authnnvpmposea that
the Heances be zevekad ers -

/Continued 2
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thit fhe'matters stated in the apyﬂcaﬂoﬁ an which tha Hoenoss wee granted

wers Incomplete in & aterial partculer (u"cdon 28(3)(a) of the Act) and

du.zproduct.; of tha descripdons to which the licences r'ohte'mnolunm‘be .

zegarded a3 products which can safely be sdministered fur ﬂ)eP“IP““
indicated iz the lcensas.

In applylng these grounds, the Licensing Authomyh:bad Tegard to Direcﬁve
65/65 /HEC (in particuler, Article 11) and bas treated thess grounds as
tmaaning respectively

thet the particulass supportiog the spplicadon as provided for dn Arncles 4
and 4a are incorrect; &nd

chat the broducts prove 1o be baemesl b normsal onditions of s,

The reesons for the propossd yevocation are as’foBM:

Reasonsreluting 10 the St ground- - . °

Incompleta information on adverse efects and withdrawals from linical eials

was provided In the original product oencs epplextion in respect of Protocol

821 n.ndvlf.hdrawals dus to side~effocts from conpérative clinica] tclals.

Iaeou:plem kztmt!on #rom Protocol 821 was presented 10 the Om‘zm

on Safety of Medidnes at & heazing Ia 1978 and was used to reassure the
Comminias an Salety of Medicines about the sxlety of triezclam i Jong-term
usage.

‘The Licensing Auntherky eonsidens dm the submission d fncomplete
informesion raferred to b prragraph 2.1.3 and 2.1.2 abovs {5 sufficient to
fustlfy revocation of the Kcences becausa the omitred informetion deatly

_supports concsrns about the safsty of he products (ses 2.2 below), The

absenee of information by itself woald not otharwiss have been considared
sufficient 1o fustify revocation of ths Hesnees,

/Contimed 8
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"Reasons related o the secand ;mmd .

]

The omitted informaticn, wb!ch was evennially n‘bm!ued 10 he Licensing
Authorlty In 1591, shows that trlesslem et doses of 0.5 and 1 mg canses
frequent and disabling psychiateic adverse rw:dons. 1a Protoca] 324, 47% of
subjects ghven triszolasd 1 mg experionced prychlstrls reactions comparsd to
154 on placebo. Jo infeal trdals of at Jeas: 28 days duration whthdrawals
from treatment due to psychiatric advarse eactions oceurred in 9.5% of
sublects on triszolam (0&0.6 ), 1.9% on ﬂm.zcyau (30 mg) and 0.8% on
placebo,

If the available itformatien ha.d been presexied completely and comrecily, itis
ighly unlikely that product Heences would bave been gramed. The Licensing
Authoriy would havs required extensive svidence o reassure them that lowsr
fAnsas do not produce cigrifivens payshisnls sdviias Loty Thazeliie lus
acezpiancs of trazelam es safe as the Yesnsed doses at that time st be
rogerded us Hawsd,

Post-merketing informetion obtained from apontasesus reparting schemies &2
+the United Xingdom and Usited States of Amagics, xud published snazre
give camse for gignificant eonean regarding the Hrequency of ssrions
psychlatric adverse effects, Analrsls of these dam supporis consern a2 all eges
and all doses, In the UK 87% of 180 reports of peychiaicle reactions oecurred
s the Hoeased doses. In the USA varions psychiatric seactiom bive besa
Teported 22-99 times mote fequeatly with triazolam, ratnly at doses of 025-
0.5 mg, compered 10 temazepam, Andings which caxnot be sccounted for by
any knowa bias, The svallable epldemiclogionl studiss &0 not proside
Teassurancs and 45 mot sdequately meantre the hqncnqnduvtd.vdmch .

-cZects.

mmmmaimmmmnumm;mmmm
disabling peychinric adverss rasetions at doses cf 05 mud I mgwhen umd ina

- populatien ofymmc and middls-aged patienss with no mental filness (308 221

above), Thess Endings appear 10 have lrzpartant implications for patiemts
who exe older or who Bavs pre-sudrting mamtal iinesy, and who are trested

with doses of 0. 1?.5-0.25::;3. They soggest that there Is an {enffictens mergin
JCentimed 4
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32

of safety !n:alanon to dosgs to mfeguerd patiemts agalost such zeactions when
the drug {s vsed s the Heonned dosamngcnudpcpﬂtdon. This concern i3

: momd by the spontazecns r&pomng data reforred 1o sbove (polnt 223),

The comhined ﬁnd.bp of clinica! triak and post-marketing mdtu blicts -
that trigzolam eauses psychiatrdc adverss reactions ut a graater fraquancy than
other benzodiszepines, The ineaased ritk oftreatmmﬂthuiuohk
relatad to dose wad there is s insdequate margin of safety in velation to dose
(s2e point 2.2.4), In the light of all the information now avallable, trizzclam
can no longer be segasded as sefe At fhe Uconssd doses, she risksof
wrertment are judged to cutweigh the beasfity to be obtained from {ts use.

The Licensing Authority bas received advics from the C8M and the
Medictnes Commission that the 028 mg dosege form of triezolem is unsafe
under armal conditions of uge. Both advised that Hoancas for 025 mg shenld
be revoked, and the Licensing Authority, sgrestng with the view of Bote
bodies es to the safety of 025 mg trinzolam products, proposes 10 2ocept that
advics.

The reasons why the Liceasing Authoty does oot proposs 1o follow the
advice of the Medicines Commission 1nmpeacf01ﬁmg trinzolem
producis are s fonows.

The Medicines Con:n!ss!on agreed with the Commiviee om Sefety of
Medicinas (CEM) that the risks associatsd with trizzolam at a1l doses when

- usedin accozdme with the cusrent Hoenes conditions ontwalgh any bensfli to

ba obiained from s nsa. The Medicnes Commission 88 not consider a2

" the eight polnts ralicd by CSM bad bomn rescived.

The Licensing Antherity has seceivod dfferent advice from the CSM and
from (he Medlcines Commisdon tn respect of Beencas for.0.125 g trinsolam,
althongh the advice is based on aryessment of substartially the same evidence.
Therafors the Licensing Antharity bas bad to svalumze the reasozns fo2 the
differance in order 1o reach a conclusion a5 1o which contse of action should
be Zollowed.

/Centineed. S
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From tha report of the Medicines Commmisson it sems that the Commlailon

, recogmited that there was 2 problem with the sefety of triazalam but ook a

less sarious view of it than the OSM, o asselslng the risks associated with
triazolam the Commission KPpears 10 have glven different weight to certain
frstors and as a resuls has concluded thet these cisks are less thanthe
Licansing Authaﬁq believes thera to be, In puﬁcuhr _

On the basly o! fpoatansous reporting In the UK the Coxmxission stated that
the sdverss reactions with trisrolam were similar to thoss zaported for other
benzodiazepines (point 2.3). However, the Liceasing Autharity cansiders that
thess data do provids & signal 0 an incraased Krequency of psychiatric sdverse
edfects with triezolam comparsd to other benzodiazepines, In the UK 53% of
peychiatrie regetions reported cocurred a1 a dose of 025 mg and 3466 st a.
dose of 0.125 mg. One third of padents experiencing these renctions wers
8g0d 70 yeges or more, Furthermore, the US sponteneous reporting data
wovide svea stronger suppert for the view that the frequancy of pryckiatric
adverss aects Is increased whh triazglam (ses 2.2.3 above), The Medlcines
Commission did not appear from thelr report to bave attached eny weight to
thase date

To the!r conslderation of the phase IT and III clinfcal trials the Commission

* coneludad that the poplation of young and middle-aged pastients with no

smental flkuess did not appeer 16 be partieulasly as risk (section 2.4). The
Licsnsing Authosity reaches & diferent condusion fram thess trigls, The
Phesa T and 1T srisds Jacgely fevalved young kad middle-sged pruients with oo
ments] fiiness. These trlals demonsirated a clear dncresss in withdrawals from

. treatment due 10 side-eSect compared with the uowbeazodmaphe.

The Qunmisﬂcn notad that most pychistric reastions were nelther Ete-
threatening noz persistent, Rigpesting that they viewed many of tham a3 nee
serious, However, the Licensing Axthopity’s view is that the natuve ¢f these
seactions Is such thas they thoald be regarded as serions becsuse of thelr
potensial for producing & major dettimental tmpact on patlent’s lives, The

CSM also eonsidersd the prychiatric adverss effects of tiazolem to be serions.

[Contizued .6
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The Commisron were unnble 1o comment on the ducdptton otﬂu adverve

- 'mmmwﬁmhmu&cqnmmdmbm Ths 1icensing Anthordty

view i5 that advarse reactions are Sequant bocsuse in triels of a2 loast 28 Sy
duradon 204 of patients withdrew dus to side-sects coxpared $0 105 on

d:cempmtordmg These rexctions are considered to be disehling becxuse
| paﬂgnuhadwmpmunmumult. Atdmesofwmymbmﬂc '

edvarse effects were § times more common with triazolam compared 20
another benzodinzepine and 12 times more common as 62 placebo, Thass
#adlngs raise particular concern ebout the mergin of ¢afety for triazclamin

ealation 10 doss (see palnt 2.2.4),

The Commisson advised thet sufely prodlems with the 0,125 myg triazolem
preparation could be dealt with by action falling short of revocation of the
Hoences, They advised thast the Hoences shonld be varied inrespect of the
Indication, dorege recommendations, duration of weatment, pack size'and the
Incusion cfa statement promoting good sleep hyglene (section 4.2). This
ddvice wes based "on the wnderstanding that 0.125 mg s efficacions i
geslatric mbjects and in & propotiion of son-gedidtrle mbjecu' Howsver, the
Commission also noted thet "a dose of 0,125 mg was efficacions fu oalys
misority of non-geriatrie subjects 10d that the eMcacy of 025 mg was more
convineing for theds patisxis”, Thus the restrictions racommended by s
Comzmission world vesuls {a treetment of noa-gedeic subjscts belng
wmmmaduaéonwhiehtbcyu;udedueﬂimh ocly & minority of

| Buch mbjun. -

The Liw:slng Antbamyw wid the proposition underiying the

~ Commisgion's advice that I the problums relatdng 1o whwslam, guolibe deglt -
with by meany &lling sbort of revocetion of the Hosneet then they shonld be

dealt with by guch meass. However, having evaluused the reasons for the
diffarence in the advice receivad, the Yicensing Anthority cansiders that the

. . Variatons proposed by the Commission wonld pravids insufficlent safeguards

egalng the ritk of roatment with winzolaes even whea it Is waed st the
recommendsd dores 484 for Do Jonger than the pericd resommendsd in 1ba
dats gheet. Furthermors, it {s wel-established that benzodiazepines are
sometimss used st higher doses azd for longer pexiods thax sxe recommendad
{n1 date shests end both these factors increase the risks assodated whth

[Contimed. 7




i

MrI G Lee, Upiohn 11d.  DrKJones MCA
Re: Heldon L 17 Roly 1992 '

3.6

ma.zolam. This provides ag tddiﬂomlmsontc: not dealing with the
congerns by meaxs of varlations,

The view that the variations ymposad by the Commission would'be .
inadequate I based on conaldaration of beih the dsks zod beaefts of the
0.125 sug preparation. The Lieensing Anthority sccepts the Commission
sdvice thet triazolet may have some advantage inrespect of zesidunl effects
on parfiormance but the gveral] bensfits of the drug are Krited by the modest
efficacy in son-geriztriopaslents, When the benefits ase considered in
ralation to the risks sssoslated with the drug in normal eonditlons of use it s

. cousidered thas the risk-benefit ratio is unaceeptable. Tois comsidered thas

thete 2re othet benzodiazapines avallable which have 8 lowsr freqnency of
poychistic adverse effasls gnd which are prafersble oo grounds of

- comparative safety,

In reaching its determizetion of the mattar of the sevocation of these product
Ycencas, the Llesnsing Authoriry has had regard for tha CPMP Opinlenen .
wizolam (Pharmecoviglance Opindan No. 11, dazed 11 Decerber 1991,
The reesons for differing from the CPMP Oplnlon ave given nsecdons 22.6
farespect of tdezolam 028 mg producty, In respest of 0,125 g triszolem
products the reasoming is based on the polns made fnsectans 3,110 3.6
aove. . .

Usder paragraph € of Schedule 2 10 the Act you bave the opportuzity, before the
Licensing Authority determines the matter, to eppsar before, and be beard ty, a parson
sppoinied for the purpose by the Licenstug Antharlty, or of making represeatations ia

writing o the Lissasing Authozly, with teepect to the Licensing Anthordsy’s ptoposslto .~

determine the mater in & wey which differs from the edvics of the Medicines
Commlssion. Pleass will you let e Jmow within 14 days whether you wish efther to
sppeac before & persod eppointed or 10 make representations in writing.

- Would you pleass acknowledge Tocsipt of this mm

Yours sinesrely,

A-M

DrXJonss -~
Director and Cils! Praemche Nodldnag Connol Ageacy
for 2nd o2 bebelf af the Lissasing Avtherky




