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2025 年 4 月 2 日，在线发表于《Nature》杂志（doi: 10.1038/s41586 - 025 - 08800 - x）上的一项研究引发广泛关注。该研究由斯坦福大学医学院初级保健与人口健康部的 Markus Eyting、Min Xie 等团队完成。
研究聚焦于带状疱疹疫苗对痴呆的影响。通过自然实验，团队试图探究两者之间的关系。从研究结果来看，发现了一些值得注意的现象。有网友 Placida kingstoni 指出，在观察痴呆诊断与年龄的关系时，似乎结果仅对女性成立，且仅对截止日期前一年出生的女性成立。若去除这部分女性的四个数据点，整体数据的线性趋势会有所不同。该网友期望能看到更细致的数据分解，以剖析疫苗与痴呆之间假设关系的因果要素，比如不同群体（截止日期前后、接种 / 未接种疫苗）中，痴呆诊断在带状疱疹诊断之后出现的比例，以及两者之间的平均间隔时间。同时，该网友还提出女性因带状疱疹就诊时，是否会因顺带处理其他常规预约，而延迟下一次医疗保健预约，进而影响痴呆诊断率。
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网友 Phyllanthus warnockii 也发表了看法，认为论文很有趣，对网友 1 的评论表示深思。他指出痴呆诊断概率存在明显的潜在趋势，作者拟合出的后不连续趋势呈水平状，让人有些费解。大约在 + 120 周处，存在一个几乎与所谓疫苗效果一样大的明显不连续性。回顾来看，潜在趋势似乎相当线性，该网友认为在模型中对其进行外推，而非像作者那样改变斜率，或许会很有意思。此外，该网友通过提取数据进行建模发现，疫苗效果虽变小且显著性降低，但依然存在。同时，实际接种疫苗的显著效果（图 5b）也值得关注，似乎整体人群效果由接种疫苗者驱动。不过，该网友表示遗憾未能在论文或补充材料中找到未接种疫苗者的类似图表。
https://pubpeer.com/publications/22DDAD89B13AB621BB8661D78C910D#0
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A natural experiment on the effect of herpes zoster
vaccination on dementia
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Abstract

Neurotropic herpesviruses may be implicated in the development of demential 225,
Moreover, vaccines may have important off-target immunological effects®Z52. Here we aim
to determine the effect of live-attenuated herpes zoster vaccination on the occurrence of
dementia diagnoses. To provide causal as opposed to correlationakevidence, we take

advantage of the fact that, in Wales, eligibility for the zoster vaccine was determined on the
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This is a fascinating study, and well deserved to be published in Nature. Since no study could possibly do
everything all at once, the following isn't  criticism of the present paper, but rather a desire for further study of
this dataset.
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When ook at the relationship between dementia diagnosis and age, it seems that not only is the result only true
for women, but it only seems to be true for women born in the year before the cut off date. In the sense that if we
removed their four datapoints we could happily fit everything with the same linear trend. This makes me keen to
see amore structured disaggregation of the data to break down the hypothetical relationship between
vaccination and dementia into its causal pieces. I'm not sure what the researchers' proposed causal graph would
ook like but for instance I'd been keen to see what fraction of the dementia diagnoses in each population
(pre/post cut off and vaxed/non-vaxxed) came after a shingles diagnosis and what was the average time between
the two events? Since the relationship between age and dementia s so steep, it would only take a small offset of
diagnosis time to create a large outcome in dementia rate difference, so is there any possibility of something like
the women who came for a shingles appointment getting another routine appointment out of the way and

therefore delaying their next health care appointment

, not skipping it but delaying it?).

Interesting stuff! R AMS - Pubpeer




