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Treatment of depression related to recurrence:
10-year follow-up in general practice

E. M. van Weel-Baumgarten vD*S, W. [, van den Bosch PhD*, Y. A. Hekster PRDT,
H.]. van den Hoogen* and F. GG. Zitman PhD}
Departnionts of *Generil Practice and Sociel Medicine, YClnical Pharmacy and [ Peychivtry, University of

Nifmgeyen. The Netherlionds

SUMMARY

Ubjectines: To study wuteomes related lo long-
terny treatment of depression and differences in
treativents for first cpisodus of depression in
paticnts with and without recurrences.

Methods: A histodir cohort design study with 222
general practice patients wha had been fallowed
up tor 1! vears after being diagnosed of depres-
sinn. Preseriptivns for antidepressants, psycho-
tropics and referrals over the period of 10 years
following the Hrst dizgnosis of depression were
studied.

Resulls: Over the 10-year perind, the length of
treatmend with antidepressants and the doses
preseribed were Jluw compared to what is knuwn
to be officacious in depression. This way alse true
tor {rcatment during the first cpisode. Patienis
with a recurrent type of iliness were mare often
treated with antidepressants and other psycho-
tropics during their firsl episode than palicnts
with nnly anc c¢pisade of depression, but they
were not referred any more otten,

Conelusions: Even though treatment was not as
recommended for depression, the majority of the
patients did nnt have recumrenges. luture pros-
pective tesearch is needed to study causal rela-
tionships between treatment of depression and
long-term vutcyme.

INFRODLUVCTION

From the literature we koow that in geveral prac-
tice, palients with depression often do not get {he
treatment regarded as therapeutic. Most studies
have shuwn thet of antidepresecanis are prescribed
Lorrespondence: Bvelyn van Weel-Boumgerion, Department of
Gemeral Practice and Social Medicine, University of Nijmegen,
IO B 0L, 6306 118 Nijmweyen, The Netherlands. Tel: - 21 24
AT 633Z: dax -+ 31 24-2B4IRAT e-maks ExaniWedttehsy ur.rd
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at all, the doses are often loo low and the length nf
the prescripbhons too short when compared with
what iz reocommendid  fw depression (1-4),
However, we do not know how patienta with
depression are treated Juug-lernv and the exact
relationship between lick of ‘adequate roedication’
and long-tenn outcome s not clear, parliculady
primary Care (3} In a study we perlonned on
eourse and Jomg-lerm outcome of depression in
genrral practive, 60% of the patients did not have
any recucrence in a follow-up of 10 yeurs after the
first diagnogis {h). Medicaden and referrals were
iterns thal had been checked duning the data
collertion for this study. Therefore, it was possible
with ihe zumwe dulubase to desceibe all wreatinent
during thiy 10-vear perind. The ucalwent during,
the first cpisode of depression was sludied with
the {ollowing cuestions in mind: how freguentiy
had amidepressants boen prescribed? Were dosage
and length of treatment prescribed ‘adequate” and
could differences in treatment of the first episode
ke tound belwoen patients with one, fwa or more
than two episodes of depression?

MATERIAL AND METHODS
Flatabise

The material for this study was collected fram the
Continuous  Maorbidity  Registry (UMK} of the
Department ot General Practice and Sorcial Modi-
cine of the University of Nijimegen (7, 3) It is a
network of four practices [otal of 12 000 palents)
in the Nijimegen region, sw which all nwrbidity is
recorded vn an ongoing basis since 197, The fol-
luwing demographics are recorded: ape, gender
and social class. Diagnoses of all new episodes of
illness are registered according to the eriteria of the
International Classification of Health Problems in
Primary Cave JCHPPC-2) (il 1984 aecording to
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the criteria for classificatun of the Dutch truwla-
tion of the British E-listy &, 101 Although the
dingmosis of depression af the patients in this sludy
could not be assessed retrospechively, a recent
study showed a ligh accordance of the diagnosis of
deprossion by meneral praciitioners in the CMR
with the eriteria of Major Dopressive Disnrder
(MDY in psychiairy (11). Because in the Dulch
hwaith care syatemn the guneral practitioner has a
fixed list of puticots and i3 also grate-kerper of
access to specialist medical-care, long-term data are
available for nearly al! patients and it is possible to
study treatment related to outcome pver a long
prriod of tme

Patient daln

Hor the stualy on long-lerm course and outcome of
depression mentioned earlier, the charts of 222
patients coded with a fivsl depression (JCHPPC-2
criteria) before 1985 Lad buen studied in Jetsil i
the praceices. Toble 1 shows age, gender and social
class of the 222 patienls, whe conld he followed up
tow 10 veors starting on the day that the diagnosis of
depressiom was made for the {irst Ume Table 2
shows the distribution of the number of depressive
episodes of these 222 patients over the T-year
tllow-up period. In 134 patienis (3U% of 222) only
one episade of depression had acenread in (ke [0
years of tollow-up, while [2% had more than three
apisodes. Por lhe medivation study, 10 fall years on
the charts were screened fer prescriplions with
anddepressants and other psychutropic drags
startmg oo the daze of frst diagnosis of depression.
Referrals within primary care and to secondary
care wore alsu registersd,

Fable 1. Demogruptics of tw 222 patients raded or
depraseion

Age < 4% B
45-6% 43%
N %%
Gender Maic 397
Fomale 61 e
Soctal olay [ow 3%
Middle 32%
High 1%

Table 2. Number of episodes with deprussive illness,
Mumber of patients = 222

Number of apisodes Pereantagy of pattents

1 60
? 16
3 |
3 3
5

P Y 3

Druy date: classificalion, wnit uf comperison
unid t:pi!mda?ﬁ

Antidepressant drugs were rogivturad according o
the Anatomical ‘Therapealical Classification meth-
adology as recommended by the WHO Drug Utl-
ization Research Group (2. As a4 unit of
comparison the ratio of Prescribed Daily Dose to
Defined Daily Dose (P DDD) was used (13, To
compare the eftect of drugs o measure of equipo-
tency mwst be determined. Therefure, all daily
doses were slandardired by using the PO, the
dose proscvibod by the physician for the individual
patirai. The PDD oguale the actual daily doge. The
DD is the assumed average elfeclive daily dose
for the drap ised for s main {ndication in adults
and is exprassed in amount of the aclive substanee.
DD values are assigned by the World Health
Organization (W10} Collaborating  Centre  for
Dirugs Stalisiics Methodology and Nordic Council
an maedicines wnd are published in Guidelines for
Daily Duses, a publication based on dose docu-
mentations per drug as prepased by WHO Oslo,
based on internabional textbooks, jurnalz and
documentation approved by drug control authoe-
ities. These documentations are available on
requacst from Qslo. Table 3 shows the published
DD of antidepressants poescribed b e pationts
in our study.

A medication-episode was  defioed a8 an
uninterrupted period with antidepressant medi-
cation. Chanpes i type or dese of the antde
pressanl druy, arc alowed in such a medication
rpisode. The ralionale for summing PDD/TIRD
rativs for different anhdepressants iv towsd in the
definilion of DDD as the average mauntenance
dose of a particular drug for its main wdication
in adults,

w2 2000 Blackwall Scleace Lok fanewo! o Tiavkeni Phormacy aue Thowapensics, 23, 61 £4



Table 3. UDDY {or ustidupressants as  published by
WHO, 1946 (1)

Anhdeprossants DO (my)
Triryelic dertvates
Lesipraming L]
Tvipramire 1M
Iivracine: oxide 10
Lomopramine 10
Chpiprananl 130
Trimipraming 104
Lojepraming 105
Dibenzepin R L
furitriptvlne 73
Nertriptyline e
Peotriptyline 30
Daoxepin 34
Bulrigtylins 73
Dozaglepin 150
Tetracyclic derivalos
Mapratiline 100
Miuanserin G}
Madified cyrlic dorivates
Nu:nifensine a0
Trevndoae bl

DD, dofined dally dose: WO, World tlealth Organtzation

In these practices a “fipst prescription’ was never
piven fur more than 2 wueks, as is the rule nowadays
in The Nethervlands Antidepressant medication is
not effective within such a shart time. Therelone, i
anly on¢ prescription had been regusierud vn the
chart wilhwsul a clear definition of the Jength this was
considered by us as a no medication-spisade,

[rescriptions for olher psychotropic drugs were
registered as tollows: H Ahev bad been proscritied, the
brpe und rrequency of the prescription was reeord-
ed. A distinction was made between just incidentally
trot more than two prescripions a year), chromically
{for more than 6 months a year), or in bebween,

The first evisode of all patients was sludied w
detail w0 sce il differences could be found in treat-
ment hetween those pabents who eventually led
only e, two or mare than Iwo episodes of
devression,

Statisticid analysis

Differences belween groups are tested with Chi
P roge x> - .
somare () stalistics and y” for linear tunds, The

Troubment of deprassion velafod fo recwronee (03

ditberences in length and mlio of antidepressand
medication between the paticnts with and withowt
recurrent illness were calculated with the Wikouxon
test.

RESULTS

Long-term brealment with antidepressanls,
vther psychotropie nedication und referrals

A total of 441 medicarion-episades with antide-
pressants had been repistered on the pabont charte
during the 10-year tellow-up period (148 during
the firsl episode). The dector’s notes allowed the
assessment ot ongth of ‘teatment in 80% and
dosage in $1% of these nwdication-episodes (of tw
first episode B4% and 62%). Sixty-two (28%)
paticats did not have a medieation-episade. Almost
all of these patients beloaged to the gooup who had
ouly oue eptrode of depression (57 of 823, OF the 58
patients with recurrcoves, 4% received prescrip'
Lons for antidepressants sumelime  during the
10-year follow-up period.

The tricyclic antidepressants amitripiviiee and
imipramine were peescribed most frequently. Nesw
generation  antidepressant  medications did not
appear durmg our study  period. OF the 222
patients, 1?7 received medicalion with Bthiim in
additiom o their medivation with antidepressants.
Twenty-four percent of the registered medicotion-
episndes (or amtiddepressants were shorter than
2 davs, 21% of these episcdes had a kength of
more thar 6 months, PDDADDD cotios were low,
78%, ut these ratios had o value of Tess than 1.

A total of 191 patients {86% of 222 received one
or more prescriptions for other pryvchotropic drugs
at a cortain poud during the Myeor olow-up
period, mainty benzadiavepines (175 palionts, 79 %
at least one prescripion tor a beneodiazepine).
Twenly-six of the 134 pationts with single episode
depression and five of e B3 pativnts with recur-
rent depression never raceived prescriptions with
other psychotropic medication during the 1-year
tollow-up period (W% and 6%, respectively), This
difforence was stgndficant (P = 000,

Other psychotrapic  drugs  were  prescribed
nuntly during the vear follawing the first diagnosis
uf depression (in 78% of the 222 patients). After
this the percenlage Jropped. but in every subse-
ouent year arvund 35% af the patients recetved at
least one prescription for these drugs. Thirty-four

& 2000 Blackwell Sciorce Lid, Jourit of Climoil Flermany ang Tusvageutics, 23 hi-ab
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patients (13%) were referred 1o sccondary cars
{pyychiatrist, neurndogmistd and 19 palionts (99%)
witltin primary vare (psychalugist, sucial worker oy
anbulatory psychiatric care facility ).

Relativnship between Eroatmoent during
first epizadde and vecurrence

To cormpare the monagement of first episodes of
deptession. the 222 paiients were divided indo
three categories: putents who during ihe fiest 10
years after the diagnosis had coxpericnced one
= 134), two {1 — 38) or more than Lwo tn — 52)
episodes of depression. No significent differences
were found in paticot demographics bedween the
categories in age, goender nnd social class. Treat
ment during the first episade was difterent for the
three categories, Fatients who lator had recorrences
had received mare treatment. Tuble 4 shows the
differences in treatment between the three coteg-
ories. A significant iread in treatment approach
could be boumd. OF the 134 patients who did not
have any vecurrunce of depression, 67 (50%:)
received  antidepressant medication during their
first and ouly episode of depression. For (he cate-
gory with bwo episodes this was 26 (F2%) and for
the ratewory with more thon two episodes 41
9%} Doses and length of the prascripsions with
antidepressanls were low, with no signiticant dif-
levemces betiveen the three calepories. Tor other
paychotropic drugs the percenlages in the three
pronps word 62°0%, A% and 79%. respoctively. The

combinativn of antideprassants and other pryCice-
tropies in Lhe first vear after diagnosis also shovewd
a significant trend. Alihcugh higher for patients
with more episodes, the Jdifferences were not sig-
niticant for referral and other combinacons.

DISCUSSION

The ruwsulls of this study are corsisteut with those
of other studies, which show that patients pre-
scriptions for anlidepressants were for shorter and
smaller doses than recommended in puidelioes (14,
13} We found differences o treatment of the finst
episude of depression in padients with vne, bvo or
more than two episodes of depressivn. Although
muore patients who Jater had rocurrences reveived
prescripions with antdepressants dunng  their
tirst episode than patients without recurrences, the
doses were also low and length of the medication
cpisodes short, with no significanl  differences
between the catepories. We also found bigh pre-
scriptinrn rales for minur ranguilhisers, moslly
benzodiazepines, just as 0 other studies, for
example, a stady with deprussed outpatients (10),
Although sleep distibance and comorbidily wilh
anxiety cowng have been reasoms for pnr:-:cri'ning
this kind of medication, this was not mentioned
cunsistently an the pationt records, nor could we
find other reasons for the Tack of adequate medi-
cationy’. Lven thougl the treatment was “inadeyuate
by paychiairic standard’, the majorily of (he
patienls in owr sludy had a lavourable sulkome

Table 4. Treatment during first depressive epiiode Telated o number of degressive spisodes. Percentages of troated

patients per rpisade

Mombwr of episodes (number of paticais)

T (n = 1312 2{n =26 H2 k= B Sigaificance 17
Antideprensanis® 4 2 T = (ML
Psyehotropics in first year® 62 9 74 U3
Euferral 16 7 23 &3
Antideprossanls « puvehutropics® 33 i t3 DA LA
Antidopressant + rofaroal 4 | 2 17 -1
Peyrhwilrapics + reiveral i1z 17 2t a1
Antideprossants + paychatropios « roferml 13 1+ 17 07

Hetirral = reterral to primary o weeosbary cuee
Sugpifrant wilh ORF sguare for linewr troad

& 200 Blackwel Scieace LEd S of Clama! Blimminye nud Tovngwatics, 23, 61-65



without recurrences. With chis study desipn we
cenald nat estaalish a cavsal relatioeship beoween
weatment and e oulourne. Qur resalis Jdo offer
support for a view that deprassion in primary care
may be different frym depression seen in psychia-
try and mav require a different treabment (77, As
has been poivded pul i other studivs, o diagnosis
docs v necuessardy sneatt o need for treatment
{181, Even when a diagnosis of Major Depressnce
Disorder has been made, <oontaneous rermvery
shivikd be congidered for a nomber of cases in
general practice and watchiul waiting could prove
worthwhile, AL least one study hus demnonstrsted
that patienis ia general praclice eceiving antide
pressant treatment a- recoommended in guidelbnes
lad liigher rutes of relapse than those receiving no
therapy (190 Others found panents recriving either
placebo o achive interverdion in mild o moder-
ately severe MDD responding cgually {200, Our
results poinl in the same diredion for lung-erm
vuteomig, no adequate treatment and a low recur-
rence rate. It could slve mean, ax has bren sp-
gested in other studies, that perhaps antidepresaanis
i & lower dose and with a shorter length of pre-
seriptioms are ettective for a number of padents
witn deoression in general practice [21-23),

The streugih of this study is the long follow-up
period of 10 years and the possibility of relating
freatment lo owlcome. However, a4 causa: reladon-
ship cannnt he eatablisned from our  results.
Another limitahion of this study is that the dala an
tke charxs cancerning length and drecs ol (he pre-
scriptions for antidepressanis were nol complete.
Even though biss in mformation recording and
retrigval wite unlikely, it is still possible and care is
TeguiTea In drawing canclusions lrom Hiese date.
The fact that the results in our study only ravrern
rrescriptions  with tricyclics could Jead to Lhe
comment that che value of our conclusions are
Bmites and the resulis do not reffeet the progress
made with selective serotonin renptake inhibitars
SSR1g) There wears mwo obvions reasons for the
fact that our results anly concern tricyclics: the
study period (frst depressive episode before T9H5)
and the fact thal in e Dutch guideines for
deprossion. published in 1994, wicydhice are still the
antidepressants of first choice (%), Althwugh SSREs
arc used org and more frequently, a number of
patients stitl receive preseriphons fore tncyelics and
tor this group ohe conciusions are stll valid. The

Troatment of deproession roloted Jo rscrrome 6

questions we vaisad aboul appropriale Wreaiment
for depression in gemeral practice will have o be
anxwered for reatment with 55R1s as well. Dack of
knowledge ahomt the severity o} the depression,
comarbidity and of ather confounders is o Wit
tior. of his stady that should also be cwsioned.
Finally, cnaspect that was net teken into account in
most studiey, including cury, but that should be
remernbered when discussing reatment related o
omleome, is the facl that prescribing medication
does not necesgarily mean thal palionis roally use
thwse drugs. A study 124) on pricary nea-compli-
ance with prescribed medication in primary care
shows that the pereentage of non-redermphion of
prescriptions is high (145%. This should be kept
m mind when discussing the results of treatment
ard should be considered in future studies. Pre-
speutive studies converving long-term course and
culcone »i depression in gesweral practive, relating
treatment to outcome and taking into acconnt other
confrunders are necessary S0 that sounder recom-
mendations fnr creatment of depression in gene-al
practice ran be made.
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