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Íåñìîòðÿ íà òî, ÷òî äåéñòâåííîñòü îáåèõ ãðóïï
íàèáîëåå ÷àñòî íàçíà÷àåìûõ àíòèäåïðåññàíòîâ
(ÑÈÎÇÑ è ÑÈÎÇÑÍ), îáëàäàþùèõ áëàãîïðèÿòíûì
ïðîôèëåì äåéñòâèÿ, ïðîñòîòîé äîçèðîâàíèÿ è îò-
ñóòñòâèåì òîêñè÷åñêîãî äåéñòâèÿ ïðè ïåðåäîçèðîâ-
êå (6, 7), íåîäíîêðàòíî ïîäòâåðæäàëàñü, ñóùåñòâó-
åò íåñêîëüêî êëèíè÷åñêèõ èñïûòàíèé, ãäå îòìå÷à-
ëîñü ïðåèìóùåñòâî îäíîãî èç íèõ íàä äðóãèì.
Ïðåäñòàâëÿåòñÿ âàæíûì ñðàâíèòü ñâîéñòâà êàæäî-
ãî èç ïðåäñòàâèòåëåé ýòèõ ãðóïï àíòèäåïðåññàíòîâ.
Òùàòåëüíûõ ñðàâíèòåëüíûõ èññëåäîâàíèé ñâîéñòâ
ýòèõ ïðåïàðàòîâ íå ïðåäïðèíèìàëîñü. P.Kielholz è
W.Poeldinger (3, 4), îáíàðóæèâ ðàçëè÷èÿ â äåéñòâèè
àíòèäåïðåññàíòîâ íà àæèòèðîâàííóþ äåïðåññèþ è
äåïðåññèþ ñ çàòîðìîæåííîñòüþ, ÷òîáû îáëåã÷èòü
êëèíèöèñòàì âûáîð ïðåïàðàòà, ïðåäëàãàëè êëàññè-
ôèöèðîâàòü àíòèäåïðåññàíòû èñõîäÿ èç îñîáåííî-
ñòåé èõ äåéñòâèÿ (ïðîôèëÿ àêòèâíîñòè). Ýòî ïîñëó-
æèëî ïîâîäîì äëÿ êëèíè÷åñêîãî èçó÷åíèÿ èêñåëà,
ôëóâîêñàìèíà è ïàðîêñåòèíà ïðè ýòèõ ñîñòîÿíèÿõ.

Áûë âûïîëíåí ðåòðîñïåêòèâíûé àíàëèç êîãîðòû
äåïðåññèâíûõ áîëüíûõ, ïðîõîäèâøèõ ëå÷åíèå â
ïñèõèàòðè÷åñêîì îòäåëåíèè êëèíè÷åñêîé áîëüíè-
öû, áàçû ìåäèöèíñêîãî èíñòèòóòà Êàâàñàêè
(Kawasaki Medical School Hospital, Kurashiki, ßïî-
íèÿ), â ïåðèîä 2000 è 2001 ãã. Òàêèõ áîëüíûõ, ÷åé
äèàãíîç ñîîòâåòñòâîâàë êðèòåðèÿì DSM-IV äëÿ
áîëüøîãî äåïðåññèâíîãî ðàññòðîéñòâà èëè áèïî-
ëÿðíîãî äåïðåññèâíîãî ðàññòðîéñòâà, îêàçàëîñü
1 518. Áûëè èçó÷åíû èñòîðèè áîëåçíè áîëüíûõ, ïî-
ëó÷àâøèõ îäèí èç ïåðå÷èñëåííûõ ïðåïàðàòîâ. Â
èññëåäîâàíèå âêëþ÷èëè òîëüêî òåõ ïàöèåíòîâ, êî-
òîðûå îòâå÷àëè ñëåäóþùèì êðèòåðèÿì: ñîñòîÿíèå
äîëæíî áûëî áûòü îöåíåíî ñ ïîìîùüþ øêàëû Ãà-
ìèëüòîíà èç 21 ïóíêòà (Hamilton Depression Rating
Scale (HAM-D) (1); äî íà÷àëà ëå÷åíèÿ îíè îöåíè-
âàëèñü ïî òðåì ñèìïòîìàì HAM-D. Áîëüíûå äåï-
ðåññèåé ñ çàòîðìîæåííîñòüþ äîëæíû áûëè èìåòü
4 è áîëüøå áàëëîâ ïðè îöåíêè ñëåäóþùèõ ïóíêòîâ:
ïîíèæåííîå íàñòðîåíèå, óòðàòà èíòåðåñîâ è çàòîð-
ìîæåííîñòü.

Áîëüíûå àæèòèðîâàííîé äåïðåññèåé äîëæíû
áûëè èìåòü 4 èëè áîëüøå áàëëîâ ïðè îöåíêè ñëå-
äóþùèõ ïóíêòîâ: àæèòàöèÿ, ïñèõè÷åñêàÿ òðåâîãà è
èïîõîíäðè÷åñêèå ïåðåæèâàíèÿ. Äëÿ HAM-D íàëè-
÷èå ñèìïòîìà îïðåäåëÿëîñü âûðàæåííîñòüþ â 4
ïóíêòà (2). Ïîýòîìó áûë ïðåäëîæåí ïîðîã âûðà-
æåííîñòè ñèìïòîìà ≥4. Áîëüíûå äîëæíû áûëè
èìåòü îáùóþ îöåíêó ïî HAM-D íå íèæå 22.

Êàæäûé èç àíòèäåïðåññàíòîâ íàçíà÷àëñÿ âíóòðü.
Äðóãèå àíòèäåïðåññàíòû íå ïðèìåíÿëèñü. Ñóòî÷-
íûå äîçû, êîòîðûå ðåêîìåíäîâàíû â ßïîíèè êàê òå-
ðàïåâòè÷åñêèå, ñîñòàâèëè äëÿ ìèëíàöèïðàíà (èê-
ñåë) 50–100 ìã, äëÿ ôëóâîêñàìèíà – 75–150 ìã è äëÿ
ïàðîêñåòèíà – 20–40 ìã.

 Äëÿ îöåíêè áûñòðîòû äåéñòâèÿ ëåêàðñòâ ïàöè-
åíòîâ íàáëþäàëè â òå÷åíèå 2-õ íåäåëü ïîñëå íàçíà-
÷åíèÿ ïðåïàðàòà. Ïî îöåíêàì äî è ïîñëå 2-õ íåäåëü
ñ ìîìåíòà íà÷àëà ëå÷åíèÿ áîëüíûõ ðàçäåëèëè íà
ðåñïîíäåðîâ è íîíðåñïîíäåðîâ. Ðåñïîíäåðàìè ñ÷è-
òàëè òåõ, ó êîãî ïðîèçîøëî ñíèæåíèå âûðàæåííî-
ñòè îáùåé îöåíêè òðåõ ñèìïòîìîâ ïî HAM-D íà
50% îò èñõîäíîãî óðîâíÿ. Îñòàëüíûõ ñ÷èòàëè íîí-
ðåñïîíäåðàìè. Èç èññëåäîâàíèÿ èñêëþ÷èëè áîëü-
íûõ ñî ñìåøàííûìè (àæèòèðîâàííî-çàòîðìîæåí-
íûìè) äåïðåññèâíûìè ñîñòîÿíèÿìè.

55 áîëüíûõ ïîëó÷àëè èêñåë (38 ñ çàòîðìîæåííî-
ñòüþ, 17 ñ àæèòàöèåé), 42 – ôëóâîêñàìèí (31 ñ çà-
òîðìîæåííîñòüþ, 11 ñ àæèòàöèåé) è 55 ëå÷èëèñü
ïàðîêñåòèíîì (35 ñ çàòîðìîæåííîñòüþ, 20 ñ àæè-
òàöèåé). Âñå òðè ãðóïïû äî íà÷àëà ëå÷åíèÿ íå ðàç-
ëè÷àëèñü ïî ïîëó, âîçðàñòó è îáùåé îöåíêå ïî
HAM-D. ×àñòîòà îòâåòà íà ëå÷åíèå ñðàâíèâàëàñü ñ
èñïîëüçîâàíèåì χ2 êðèòåðèÿ.

Ê êîíöó äâóõíåäåëüíîãî ëå÷åáíîãî ïåðèîäà â
ãðóïïå, ïîëó÷àâøèõ èêñåë, 23 (60,5%) èç 38 áîëü-
íûõ ñ çàòîðìîæåííîñòüþ îêàçàëèñü ðåñïîíäåðàìè,
â ãðóïïå ñ àæèòèðîâàííîé ôîðìîé òàêèõ áîëüíûõ
áûëî 14 (82,4%) èç 17. Ïî χ2 òåñòó (v2=2,542, df=1;
p=0,1109).

Â ãðóïïå, ïîëó÷àâøèõ ôëóâîêñàìèí, îêàçàëèñü
ðåñïîíäåðàìè 16 (51,6%) èç 31 áîëüíîãî ñ çàòîð-
ìîæåííîñòüþ, òîãäà êàê â ãðóïïå àæèòèðîâàííîé
äåïðåññèè òàêèõ áîëüíûõ áûëî 5 (45,5%) èç 11.
Ñòàòèñòè÷åñêè çíà÷èìîé ðàçíèöû ìåæäó ãðóïïàìè
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Ïðîöåíò ðåñïîíäåðîâ ñðåäè äåïðåññèâíûõ áîëüíûõ ñ çàòîð-
ìîæåííîñòüþ èëè àæèòàöèåé

ïî χ2 êðèòåðèþ îáíàðóæåíî íå áûëî: (v2=0,123;
df=1; p=0,7256).

Â ãðóïïå, ïîëó÷àâøèõ ïàðîêñåòèí, îêàçàëèñü
ðåñïîíäåðàìè 16 (45,7%) èç 35 áîëüíûõ ñ äåïðåñ-
ñèâíîé çàòîðìîæåííîñòüþ è 10 (50%) èç 20 áîëü-
íûõ àæèòèðîâàííîé ôîðìîé äåïðåññèè. Ñòàòèñòè-
÷åñêè çíà÷èìûõ ðàçëè÷èé ìåæäó äâóìÿ ãðóïïàìè
íå îáíàðóæåíî (v2=0,094; df=1; p=0,7594).

Íàñòîÿùåå èññëåäîâàíèå ïîçâîëèëî îöåíèòü
äåéñòâèå ìèëíàöèïðàíà (èêñåëà), ôëóâîêñàìèíà è
ïàðîêñåòèíà ïðè äåïðåññèè ñ ïðåîáëàäàíèåì àæè-
òàöèè è çàòîðìîæåííîñòè. Ïðåäïîëàãàëîñü, ÷òî
ðàçëè÷íûå àíòèäåïðåññàíòû ñ ðàçíîé ñòåïåíüþ èí-
òåíñèâíîñòè âîçäåéñòâóþò íà ðàçëè÷íûå ñèìïòîìû
äåïðåññèâíîãî ñèíäðîìà, òàêèå êàê ïñèõîìîòîðíàÿ
çàòîðìîæåííîñòü, ïå÷àëü, ïîäàâëåííîå íàñòðîåíèå,
òðåâîãà, àæèòàöèÿ è èïîõîíäðèÿ (3, 4).

 Êàê îêàçàëîñü, ôëóâîêñàìèí è ïàðîêñåòèí îäè-
íàêîâî äåéñòâîâàëè íà ñîïóòñòâóþùèå äåïðåññèè
ñèìïòîìû àæèòàöèè èëè çàòîðìîæåííîñòü. Îäíà-
êî â ãðóïïå, ïîëó÷àâøèõ èêñåë, íàáëþäàëàñü òåí-
äåíöèÿ ê áîëüøåé ÷àñòîòå óäà÷íûõ ñëó÷àåâ ëå÷åíèÿ
áîëüíûõ ñ àæèòèðîâàííîé ôîðìîé äåïðåññèè, ÷åì
áîëüíûõ ñ çàòîðìîæåííîñòüþ (ðèñóíîê).

Ñóùåñòâóþò ñâåäåíèÿ î òîì, ÷òî ïðè ëå÷åíèè
òåðàïåâòè÷åñêè ðåçèñòåíòíîé àæèòèðîâàííîé äåï-
ðåññèè ýôôåêòèâåí ìàïðîòèëèí (5) – ïðåïàðàò, ÷üå
äåéñòâèå ïîõîæå íà äåéñòâèå èíãèáèòîðîâ îáðàòíî-
ãî çàõâàòà íîðàäðåíàëèíà. Êðîìå òîãî, íîâûé èçáè-
ðàòåëüíûé èíãèáèòîð îáðàòíîãî çàõâàòà íîðàäðåíà-
ëèíà, ðåáîêñåòèí (9) ñóùåñòâåííî óëó÷øàåò ñîñòî-
ÿíèå ïðè òðåâîãå è àæèòàöèè. Ýòè äàííûå

ïîçâîëÿþò ïðåäïîëàãàòü, ÷òî âåùåñòâà, âîçäåéñòâó-
þùèå íà íîðàäðåíàëèíîâûé îáìåí, ñïîñîáíû óëó÷-
øàòü ñîñòîÿíèå ïðè àæèòàöèè è òðåâîãå. Ñóùåñòâó-
þò âåñîìûå äîêàçàòåëüñòâà íàðóøåíèÿ íîðàäðåíà-
ëèíîâîãî îáìåíà â ÖÍÑ ìíîãèõ äåïðåññèâíûõ
áîëüíûõ (8). Îòñþäà âîçíèêàåò ïðåäïîëîæåíèå, ÷òî
âîçíèêíîâåíèå ñèìïòîìîâ òðåâîãè òàêæå ìîæåò
áûòü âûçâàíî íàðóøåíèåì íîðàäðåíàëèíîâîé íåé-
ðîòðàíñìèòòåðíîé ñèñòåìû. Èêñåë îáëàäàåò ñèëü-
íûì èíãèáèðóþùèì äåéñòâèåì íà îáðàòíûé çàõâàò
íîðàäðåíàëèíà. Ýòî è îáúÿñíÿåò åãî áîëüøóþ ýô-
ôåêòèâíîñòü ó áîëüíûõ ñ àæèòèðîâàííîé äåïðåñ-
ñèåé. Àâòîðû ñ÷èòàþò, ÷òî ïîëó÷åííûå â ýòîì èñ-
ñëåäîâàíèè äàííûå î ðàçëè÷íîì äåéñòâèè èêñåëà,
ôëóâîêñàìèíà è ïàðîêñåòèíà íà ðàçëè÷íûå ôîðìû
äåïðåññèâíîãî ñèíäðîìà ïîìîãóò êëèíèöèñòàì â
âûáîðå àíòèäåïðåññàíòîâ.
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DIFFERENTIAL EFFECTS OF MILNACIPRAN, FLUVOXAMINE AND PAROXETINE FOR INHIBITED AND
AGITATED DEPRESSION

Sh. Morishita, S. Arita

A retrospective cohort analysis was made of depression patients treated
in the Department of Psychiatry, Kawasaki Medical School Hospital,
Kurashiki, Japan, between 2000 and 2001. During this study period, 1518
patients met the DSM-IV criteria for major depressive disorder or bipolar
disorder depression. The medical records of the patients receiving
milnacipran, fluvoxamine, or paroxetine to treat depression were also
reviewed. For inclusion in this study, patients were required to have a
total HAM-D score of at least 22. Each antidepressant was administrated
orally without any other antidepressants or mood stabilizers. The daily
dose of milnacipran was 50–100 mg, that of fluvoxamine was 75–150
mg, and that of paroxetine was 20–40 mg. These daily doses are the
recommended treatment doses in Japan. Patients were observed for 2
weeks to evaluate rapid activity. At the end of a 2-week treatment period,
among the patients receiving milnacipran treatment 60.5% of 38 patients
with inhibited depression showed response, whereas 82.4% of 17 patients

with agitated depression responded. There was a tendency towards a
higher frequency of response among agitated depression patients than
among those with inhibited depression by chi-square test. Among the
patients receiving fluvoxamine treatment, 51.6% of 31 patients with
inhibited depression showed response, while 45.5% of 11 patients with
agitated depression responded. There were no significant differences
between the two groups. Among the patients receiving paroxetine
treatment, 45.7% of 35 patients with inhibited depression showed
response, and 50% of 20 patients with agitated depression responded.
There were no significant differences between the two groups.
Milnacipran appeared to be better efficacy to patients with agitated
symptoms. In this study, differences in symptoms in the response to
milnacipran, fluvoxamine and paroxetine were found. These results
should help guide clinicians in determining the selection of these
antidepressants for depression.


