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演示文稿备注
当症状改善达到并超过50%，称为有效。有效曾经是抗抑郁剂治疗的目标。  
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近些年来，抗抑郁治疗的目标已经要求症状完全消失，并保持这种状态。这样患者才不会在治愈后很快复燃。 

但事实上，鉴于目前常用抗抑郁药疗效的局限性，这个目标往往并不容易实现。
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Stahl SM et al. Essential Psychopharmacology: Neuroscientific Basis and Practical Applications.

New York, NY: Cambridge University Press; 2008: 514
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抗抑郁药的有效率基本相同：在为期8周的临床研究中大约有67%的患者有效
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但治疗组的患者如果继续用抗抑郁剂治疗6个月至1年，其复燃率非常低，仅10-20%。
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但如果痊愈后转用安慰剂治疗，发生复燃的患者比例高达50%。我们常常疑惑：似乎安慰剂的疗效也很不错。但是看到这个结果，我们应该更确信药物治疗。
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所以要积极治疗实现临床痊愈，有二件事是肯定的：

第一，如果你希望看到确切的疗效，就应该积极用药物治疗。

第二，临床中抗抑郁药疗效之所以会降低，一个重要的原因是我们没有给抗抑郁药足够的时间去发挥作用。
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抑郁症痊愈的可能性会随着发作时间延长而逐渐降低。

在一次抑郁发作的前6个月，治疗往往是最有效的，痊愈的可能性也最高。

痊愈率随着发作时间延长而减少，因此强调抑郁症的治疗一定要尽早 

痊愈率的显著降低也提示我们抑郁是一种慢性、进行性的疾病。
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STAR-D研究发现，仅有三分之一的患者在首次用SSRI治疗后获得临床痊愈。那些没有痊愈的患者，用单胺类药物治疗再次获得临床痊愈的可能性，随着治疗次数的增加而不断下降。因此，在相继用四种药物各治疗12周后，最后只有2/3的患者获得了临床痊愈。
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为什么我们这么关注临床痊愈? 因为获得临床痊愈的患者，复燃比例明显要低得多。

但是即使在痊愈者中仍然有复燃的风险，而且这种风险随着治疗次数的增加而增加。

也就是说，临床痊愈带来的保护作用在第四次治疗之后就消失了
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对于抑郁症的核心症状来说，可能各种药物的疗效都差不多。

TCA和SNRI的临床痊愈比SSRI高，可能是与药物的广谱作用有关。
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KEY POINTS 

Mood is affected equally by 5-HT and NE, whereas these data suggest that the full spectrum of depression symptoms, as measured by the HAM-D, appear to be addressed by a combination of both neurotransmitters.

In healthy volunteers with no history of depression, depletion of either monoamine did not have a clinical effect. 



BACKGROUND

When the depletion study data were reviewed, 5-HT and catecholamine depletions caused similar increases in mood symptom scores.2

In this study, however, 5-HT depletion caused a significantly greater increase in anxiety symptoms, whereas catecholamine depletion caused significantly greater increase in interest, concentration, energy, and retardation symptoms.

This graph represents a meta-analysis of data from previously published tryptophan and catecholamine depletion studies. Data from 123 patients with depression who were on and off antidepressant treatment were pooled for analysis (tryptophan depletion; n=79, catecholamine depletion; n=44, a subset of 11 patients were included in both populations).

Change from baseline during depletion was measured using the HAM-D scale.

The molecule used to deplete NE in these studies (alpha-methylparatyrosine, or AMPT) inhibits tyrosine hydroxylase, which is the rate limiting enzyme in the synthesis of both NE and dopamine (DA).



REFERENCES

Delgado PL. Norepinephrine in depression and anxiety. In: Kasper S, et al, eds. Handbook of 

Depression and Anxiety. New York: Marcel Dekker; 2003:387-414. 

Delgado PL. Personal communication.
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五羟色胺可以抑制多巴胺和去甲肾上腺素的释放，而后两者跟动机、愉快感、警觉和精力有关。

所以临床上，我们有时会看到患者经过SSRI治疗后，她们情绪症状好转了，不抑郁也不焦虑了，但是却常常感觉到自己不是原来的自己，情感麻木，疲乏等。通常治疗后出现这种症状，我们联合应用DA or NE类药物。现在如果有平衡的SNRI当然也是一种很好的选择
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NE神经元可以通过2拮抗作用刺激5-HT的释放。
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抗抑郁药看上去对改善抑郁情绪，自杀意念和精神性运动迟滞有很好的作用

但最容易残留下来的残留症状包括失眠、乏力、多重疼痛性躯体主诉，还有不能集中注意力和缺乏兴趣或驱动力。

这些症状似乎与去甲肾上腺素和多巴胺关系更加密切
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KEY POINTS

The smaller the number, the more potent the drug. Duloxetine is a very potent reuptake inhibitor of both 5-HT and NE. The ratio compares the strength of NE binding to 5-HT binding.  A ratio of 1 would indicate equal affinity on NE compared to 5-HT.

Duloxetine is a potent dual selective 5-HT and NE reuptake inhibitor (SNRI). Using cloned human 5-HT and NE uptake transporters, the affinity of duloxetine for the 5-HT uptake transporter was about 7 times greater than for the NE uptake transporter. Venlafaxine was less potent at inhibiting both 5-HT and NE reuptake.

Other SNRIs, SSRIs, and NRIs are shown for comparison.

BACKGROUND

The inhibition of reuptake was measured in vitro, and assays included the following: membrane fractions from human cells expressing cloned human transporters, chemically labelled neurotransmitters (5-HT and NE), and the drug of interest.

The drug of interest will “compete” with the chemically labelled neurotransmitter for binding to the transporter in the membrane fraction.  Drugs that bind more tightly to the transporter than the neurotransmitter will prevent the neurotransmitter from binding, and the unbound chemically labelled neurotransmitter can then be measured. A mathematical formula is used to determine the inhibition of neurotransmitter uptake (Ki, affinity). The Ki is a reciprocal measure of the affinity of the compound for the transporter; therefore the lower the Ki, the higher the affinity.

REFERENCE

Bymaster FP, et al. Neuropsychopharmacology 2001;25:371-390.

Goodman & Gilman's The Pharmacological Basis of Therapeutics - 11th Ed. The McGraw-Hill Companies Inc., 2006. 
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首先，我们来看一下欣百达对于抑郁症核心症状的疗效。汉密尔顿抑郁量表，有五项指标来评估核心症状，包括抑郁情绪、内疚感、工作和活动能力、精神运动性改变和精神性焦虑，这五个指标组成了Maier分项。我们看到，欣百达治疗一周，各项核心症状就得到明显改善，而且这种改善一直持续到研究结束。
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这张片子是欣百达对于焦虑症状的疗效。



大多数抑郁症患者都伴有一定程度的焦虑症状，他们会担心每一件事，比如抑郁症患者要比其他患者更仔细地研究药物说明书，来对照自己的疾病。我听说很多医生在处方抗抑郁药时都特地嘱咐患者不要去看产品说明书，因为这可能让患者获得不良暗示。



欣百达能有效地缓解这种抑郁症伴随的焦虑症状。您看在治疗第一周末，欣百达60毫克/天就能显著缓解患者的精神性焦虑。

2007年2月欣百达在美国获得了广泛性焦虑(GAD)的适应症，进一步证明了欣百达对于焦虑的疗效。

而对焦虑的作用是欣百达广谱情绪作用的一个表现。
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Of course there is “no free launch”, meaning that adding more mechanisms almost always means adding more mechanism-related side effects. 

这是欣百达在治疗期间常见的不良反应。
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KEY POINT

以前在应用SSRI类药物治疗时，如果患者出现胃肠道反应，我们一般会建议把药物与食物同服。这种办法主要是基于临床经验。

最近度洛西汀进行了一项临床研究，观察了度洛西汀30mg每天一次，30mg每天二次和60mg每天一次的恶心发生率。结果发现：如果不与食物同服，60mg每天一次的恶心发生率几乎为30mg的2倍，但如果与食物同服，60mg QD的恶心发生率明显降低，与30mg相似。



Taking duloxetine with food reduces rates of nausea across 3 different doses. 



BACKGROUND

Nausea is a very common treatment-emergent adverse event, so patient education on nausea is important in order to help patients stay adherent during the first few weeks of treatment.



REFERENCE

Data on file, Eli Lilly and Company.
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除恶心以外，度洛西汀的安全性还是很好的。它对血压/心率/QT间期的影响都很小。
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对性功能的影响比帕罗西汀要少，尤其对女性患者的影响比帕罗西汀要明显少得多
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SLIDE PURPOSE

To summarise the key conclusions and provide delegates with take home messages
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