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1 Introduction

This supplement provides additional information about the citing collection formed by Narayan et al.
[2012]. For all directly citing articles it contains a literal transcription of every text fragment in which
Narayan et al. [2012] is cited in Sections 2 and 3. As explained in the main text, those articles are divided
over the 2014 and 2015 collections with accompanying networks. The official retraction [Narayan et al.,
2014] is absent from the 2014 set on the ground that, at the time, Scopus had not yet included this paper
in their list of papers citing Narayan et al. [2012]. Also the paper that prompted the retraction, Newton
et al. [2014], has been left out.

2 Results for the 2014 citing collection

We list the quotations, preceded by the number of the reference to Narayan et al. [2012] if the references
are numbered. The quotation or quotations are enclosed in double quotes and are followed by a page
number if page numbers are defined, or by “(e-pub)” of a digital-only publication of a journal that
numbers articles rather than pages.
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†Bioinformatics Laboratory and Seed Lab, Laboratory of Plant Physiology, both at Wageningen University, Wageningen, the
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2.1 Reviews

Cha and Kim [2013] (ref. 39) “In the most recent study, Sirt2 was shown to play a pivotal role in pro-
grammed necrosis through the deacetylation of Receptor-Interacting Protein 1 (RIP1), and that
Sirt2 inhibitor may be useful as a novel therapy in ischemic stroke and myocardial infarction (39).”
(p. 430)

Chakraborty and George Priya Doss [2013] (ref. 133) “Another study with Sirt2 -/- mice or wild-type
mice, has shown that management with particular inhibitor of SIRT2 of the hearts of Sirt2 -/- mice
or wild-type mice, can protect against ischaemic injury. Taken together, these results suggest that
SIRT2 act as an important regulator of programmed necrosis. It is also pointed out that these
deacetylase inhibitors might represent an original approach to defend against the diseases such
as necrotic injuries, including ischaemic stroke and myocardial infarction [133].” (p. 670)

Christofferson et al. [2014] (ref. 103) “SIRT2, a NAD-dependent cytosolic deacetylase that removes acetyl
groups from their substrates, is required for necroptosis (103). Treatment with a SIRT2 deacety-
lase inhibitor, AGK2, can block RIP1-RIP3 complex formation and cell death after necroptotic
stimulation, and Sirt2−/− cells are resistant to necroptosis. SIRT2 binds to the RHIM domain of
RIP3, but RIP1 is the substrate of SIRT2. SIRT2 promotes the deacetylation of K530 of RIP1, which
is directly involved in interacting with RIP3 and is adjacent to the RIP1 RHIM domain. RIP1 is
basally acetylated, but the levels of acetylation are reduced in necroptotic cells. Although RIP1
κ530A, a constitutively deacetylated mutant, forms a complex with RIP3, such formation is not
sufficient for the cells to undergo necroptosis (103). Thus, the functional significance of com-
plex IIb formation may be for RIP3 to deliver SIRT2 to RIP1 to mediate the deacetylation of RIP1.”
(p. 137)

Giampietri et al. [2014] (ref. 20) “Recently the activity of the NAD-dependent deacetylating enzyme
SIRT2 has been found to be implicated in the RIP1-mediated recruitment of RIP3 and the necro-
some formation [20].” (e-pub)

Kaczmarek et al. [2013] “The activity of the NAD-dependent deacetylating enzyme SIRT2 (Narayan et
al., 2012) has been implicated in the RIPK1- mediated recruitment of RIPK3 and the formation of
complex IIb (Figure 1).” (p. 210; in the figure, Narayan et al. [2012] does not appear)

Li et al. [2013a] “Interestingly, recent studies found that programmed necrosis has relationships with
the NAD-dependent deacetylase SIRT2 (Narayan et al., 2012). SIRT2 binds constitutively to the C-
terminal RHIM domain of RIP3. However, it is not clear whether the RHIM domain is sufficient for
the interaction between the two proteins. Deletion or siRNA knockdown of SIRT2 can block the
formation of the RIP1/RIP3 complex in mice. SIRT2 regulates RIP1 acetylation via deacetylation
at Lys530 of RIP1, which promotes RIP1/RIP3 complex formation in TNF-induced necrosis. When
SIRT2 is inhibited by a specific pharmacological inhibitor AGK2, ischemic injury in the heart and
the brain is reduced in mice (Narayan et al., 2012).” (p. 146–147)

Liddy et al. [2013] (ref. 70) “SIRT2 deacetylase inhibition is protective against I/R injury, because SIRT2
binds receptor interacting protein-3 (RIP3), which is part of a necrosis-promoting complex stim-
ulated by tumor necrosis factor α [70].” (e-pub)

Martínez-Redondo and Vaquero [2013] (ref. 175) “Other remarkable sirtuin substrates are cyclophilin
D and RIP1. Both are involved in necrotic cell death but are activated by the deacetylation activity
of SIRT3 and SIRT2, respectively.175,176” (p. 157)

Menzies and Auwerx [2013] “Recent evidence has also linked SIRT2 with a potential role in cardiac
protection from ischemic injury (Narayan et al. 2012).” (p. 102)

Morgan and Liu [2013] (ref. 83) “The RIP1-RIP3 complex formation is also apparently negatively reg-
ulated by the acetylation of RIP1 on lysine 530, which is near its RHIM domain, and thus, the
deacetylation of RIP1 must be carried out by the RIP3-binding deacetylase SIRT2 for necrosis to
proceed (83).” (p. 264)
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Moriwaki and Chan [2013] “A recent study found that RIP1 was acetylated at Lys530 (Narayan et al.
2012). Deacetylation by sirtuin2 (SIRT2), which constitutively binds to RIP3, facilitated TNF-
induced necrosis. These results suggest that one of the early events that stabilize the RIP1–RIP3
necrosome could be SIRT2-mediated deacetylation of RIP1. More work is required to confirm the
role of SIRT2 and RIP1 acetylation in physiological necrosis.” (p. 1643)

Mouchiroud et al. [2013] “Furthermore, SIRT2 deacetylates phosphoenolpyruvate carboxykinase to con-
trol gluconeogenesis (Jiang et al., 2011) and was recently shown to deacetylate the receptor-
interacting protein-1, and thereby serve as a critical component of the tumor necrosis factor α-
mediated programmed necrosis pathway (Narayan et al., 2012).” (p. 399)

Nikoletopoulou et al. [2013] (ref. 130) “Recent findings indicate that SIRT2 is also involved in the reg-
ulation of necroptosis [130]. SIRT2 associates with RIP3 and mediates RIP1 deacetylation in re-
sponse to TNFα stimulation. As a consequence, RIP1 and RIP3 directly interact and form com-
plex II, triggering necroptosis [130]. These early observations suggest a functional link between
autophagy and necroptosis. However, much still remains to be uncovered about the molecular
mechanisms underlying the complex interplay between these two processes.” (p. 3456)

Starke et al. [2014] (ref. 18) “TNF-α binding to the more physiologically active of its receptors, TNF re-
ceptor 2, also results in inflammation and apoptosis via activation of NFκB and cFos/Jun-induced
factors (Fig. 1) [15–18].” (p. 270)

“TNF-α also plays an important role in inflammatory states through its role as a facilitator of
apoptosis, via upregulation of the Fas-associated death domain (FADD) pathway [15], and necro-
sis and necroptosis through the receptor-interacting protein pathway and production of cathep-
sin and reactive oxygen species [15, 18, 22].” (p. 270)

Webster et al. [2014] (ref. 52) “Sirt2 also has nuclear and cytosolic targets, and in contrast to Sirt1, the
depletion of Sirt2 has ameliorative effects against multiple stressors [50-52].” (p. 526)

Wu et al. [2014] “Mechanisms of tumor suppression by sirtuins initially focused on their ability to halt
the cell cycle, inactivate oncogenic transcription factors, and promote DNA repair, but more re-
cent studies have shown that their effects on energy metabolism may be equal, if not more im-
portant, for tumor suppression (Figure 2; Csibi et al., 2013; Finley et al., 2011; Firestein et al., 2008;
Herranz et al., 2010; Jeong et al., 2013; Kim et al., 2010; Narayan et al., 2012; Oberdoerffer et al.,
2008; Sebastián et al., 2012; Serrano et al., 2013).” (p. 14) (In Figure 2, SIRT2 does not appear and,
hence, the Narayan paper is not relevant for the Figure.)

“There is evidence that SIRT2, the cytosolic sirtuin, is also a tumor suppressor. Deletion of Sirt2
results in spontaneous tumorigenesis in the liver and accelerates the 7,12-dimethylbenz(a)anthracene
(DMBA)/12-O-tetradecanoylphorbol-13-acetate model of skin cancer (Narayan et al., 2012; Ser-
rano et al., 2013). One mechanism is likely to be cell cycle control, as SIRT2 deacetylates and reg-
ulates CDH1 and CDC20, members of the anaphase-promoting complex (Narayan et al., 2012).”
(p. 15)

“Sirt2 deletion causes spontaneous tumorigenesis in mice (Narayan et al., 2012)” (p. 15, in the
table)

Yu et al. [2013] (ref. 54) “Acetylation of RIPK1 lysine 530 by NAD-dependent deacetylase sirtuin (SIRT2)
modulated RIPK1–RIPK2 complex formation and TNF-α-stimulated necroptosis [54].” (p. 885)

Yuan et al. [2013] (ref. 242) “RIP1 is required for programmed necrosis242” (in table 2 on p. 1402)

2.2 Original contributions

Bauer et al. [2013] (ref. 62) “Another example where none of the applied VS tools could obtain good
benchmark results was the NAD-dependent deacetylase sirtuin-2 (SIRT2). The inhibition of SIRT2
was recently reported to have neuroprotective function.61 Narayan et al. also showed that SIRT2
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was involved in the regulation of necrosis.62 This highlights the importance of SIRT2 as a promis-
ing target.” (p. 1456) (This paper is about a software tool and sirtuins are just an example.)

Cai et al. [2014] (ref. 13) “Other proteins including CYLD and SIRT2 are also suggested to play a role in
the formation of the necrosome12,13.” (p. 55, Introduction)

Disch et al. [2013] (ref. 12) “Modulating sirtuin activity,3 either through overexpression (activation) or
knockdown (inhibition), has been proposed to be beneficial in numerous disease states includ-
ing those related to metabolism,4 cancer,5,6 neurodegeneration,7−−9 inflammation,10,11 and is-
chemic injury.12” (p. 3666, Introduction)

Kragh et al. [2014] “The increased IκBα protein in our MSA mouse model could also represent a re-
sponse to oxidative stress that has been demonstrated to inhibit the ubiquitination of phospho-
rylated IκBα otherwise destined for degradation (Kalita et al., 2011; Narayan et al., 2012). Irre-
spective of mechanism, our results suggest the strong reduction of NF-κB activation in α-syn
expressing SH-SY5Y cells could be the result of an increased IκBα expression (Yuan et al., 2008).”
(p. 180, Discussion)

“SIRT2 dependent deacetylation of RIP-1 kinase changes TNF-R signaling from an activator of
protective NF-κB signaling to an inducer of necrosis (Narayan et al., 2012). SIRT2 inhibition is
neuroprotective in some PD models (Outeiro et al., 2007) and α-syn aggregate-dependent sensi-
tization to SIRT2 activity could play a functional role in oligodendroglial MSA models where FAS
dependent signaling is turned into a cytotoxic path (Kragh et al., 2013).” (p. 182, Discussion)

Li et al. [2013b] (ref. 23) “However, opposing evidence show that Sirt2 absence sensitizes cells to apop-
totic stimuli via regulating p53 [21,22]. Recently, Sirt2 was evidenced in the process of necrosis
via binding to RIP3 and deacetylating RIP1 [23]. Those works also strongly challenge the work of
He et al. [13].” (p. 665, Discussion])

Li et al. [2013c] (ref. 10) “For examples, a latest study has indicated that SIRT2 mediates TNF-α-induced
programmed necrosis and myocardial ischemia-reperfusion injury [10]” (p. 36, Introduction)

“Some studies have also indicated that SIRT2 is amediator of cell death, whichmaybecomea ther-
apeutic target for such diseases as PD and myocardial ischemia: A latest study has indicated that
SIRT2 plays a key role in TNF- α-induced programmed necrosis and that AGK2 was shown to
attenuate myocardial ischemia-reperfusion injury [10]” (p. 39, Discussion)

Li et al. [2013d] (ref. 6) “The function of Sirtuin family proteins is complex, which includes regulation
of the oxidative stress, cell survival, metabolism, aging and longevity [4-6].” (p. 9, Introduction)

“Recent data have revealed another important biological function of SIRT2, namely a regulator of
necroptosis[6].” (p. 12, Discussion)

Nomura et al. [2014] (ref. 38) “Although little is known aboput how this complex formation is regu-
lated, it was recently reported that RIP1–RIP3 complex formation requires RIP1 deacetylation by
NAD-dependent deacetylase SIRT2 (38).” (p. 1064, Discussion)

Pais et al. [2013] “The receptor-interacting protein 1 (RIP-1), which is also involved in inflammatory
signalling pathways, was also found to be a SIRT2 substrate. The deacetylation of RIP-1 by SIRT2
stabilizes the RIP-1–RIP-3 protein complex required for TNF-induced cell death in fibroblasts
(Narayan et al, 2012). Altogether, these results provide evidence that SIRT2 deacetylates impor-
tant regulators of inflammation such as NF-κB and RIP-1.” (p. 2604, Introduction)

“The increased caspase-3 activity and apoptosis in SIRT2-deficient cells contrast other findings
obtained in fibroblasts where reduction in SIRT2 levels or activity was protective towards TNF-
induced cell death (Rothgiesser et al, 2010a; Narayan et al, 2012). Curiously, the SIRT2 inhibitor
AGK2 was recently shown to induce apoptosis in another microglial cell line, BV2 (Li et al, 2013).”
(p. 2612, Discussion)
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“This could be because NF-κB activation through TLR3, contrary to the other TLRs, is dependent
on RIP-1 (Meylan et al, 2004), another recently identified target of SIRT2 (Narayan et al, 2012).”
(p. 2612, Discussion)

Petrilli et al. [2013] (ref. 14) “SIRT2 is mainly cytoplasmic and its known substrates include: α-tubulin,
partitioning defective 3 homolog (PAR3), p53, K-RAS, histone H4K16, forkhead Box O1 and 3a
(FOXO1 and 3a) and RIP1 [9-14].” (p. 2354–2355, Introduction)

“Additionally, tumor necrosis factor alpha (TNF-α) was shown to activate necroptosis via deacety-
lation of receptor-interacting protein 1 (RIP1) by receptor-interacting protein 3 (RIP3) bound
SIRT2 allowing the formation of a stable complex in L929 and Jurkat T cells [14].” (p. 2359, Dis-
cussion)

Ramakrishnan et al. [2014] (ref. 21) “Sirt2, the primary cytoplasmic sirtuin, has been attributed tumor
suppressor functions and a role in maintaining genome integrity as well as a role in programmed
necrosis (20-22).” (p. 6055, Introduction)

Sayd et al. [2014b] (ref. 14) “More recently another member of the sirtuin family, SIRT2, has got much
attention due to its involvement in programmed necrosis [14].” (p. 104, Introduction)

“A very recent report has noteworthy placed SIRT2 at the core of programmed necrosis [14]. In
GSCs, blockade of SIRT2 expression or enzymatic activity did not counteract resveratrol-induced
necrosis, suggesting that in that case necrosis is likely the result of a disordered catastrophic re-
sponse of the cells to severe energy depletion.” (p. 111, Discussion)

Taes et al. [2013] (ref. 7) “However, these enzymes have several other functions in the cell. For instance,
Sirt2 has recently been suggested to play a role in programmed necrosis (7).” (p. 1783, Introduc-
tion)

“Furthermore, as Sirt2 has been recently shown to play a pivotal role in programmed necrosis (7),
our data indicate that this type of cell death does not contribute to the process of neurodegener-
ation such as seen in the SOD1G93A model of ALS.” (p. 1788, Discussion)

Vitner et al. [2014] (ref. 45) “Paraffin sections were incubated with an antibody to Ripk3 (ref. 45) [...]
rabbit antibody to RIPK3 (ref. 45) [...]” (online methods, no page number)

Wu et al. [2013] (ref. 34) “In the effort to seek novel molecules involved in necroptosis, NAD-dependent
deacetylase sirtuin-2 (SIRT2), phosphoglycerate mutase family member 5 (PGAM5) and mixed
lineage kinase domain-like protein (Mlkl) have been recently revealed as key signaling factors in
necroptosis [18, 32, 34-36].” (p. 995, Introduction)

Yamagata et al. [2014] “For instance, the SIRT2-catalyzed deacetylation of a-tubulin (Inoue et al., 2007;
North et al., 2003) and histone H4 (North et al., 2003; Vaquero et al., 2006) functions in the reg-
ulation of cell-cycle progression, and its deacetylation of receptor-interacting protein 1 (RIP1) is
responsible for the modulation of RIP1-RIP3 complex formation and thus regulates programmed
necrosis (Narayan et al., 2012).” (p. 345, Introduction)

Yan et al. [2013] (ref. 17) “By contrast, the reperfused MI affected primarily the epicardial layer while
the endocardial layers were spared [14-18].” (p. 29, Results)

2.3 Note

Zhou and Yuan [2012] is mentioned here for completeness only. The note is in fact a summary of the
Narayan paper and there is no sense in picking out passages that specifically address the Narayan paper.

3 Results for the 2015 citing collection

We list here those papers that are not already member of the 2014 citing collection.
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3.1 Reviews

Bae et al. [2014] “Moreover, it has been suggested that cylindromatosis (CYLD) and sirtuin-2 (SIRT2)
are responsible for necroptosis (Moquin et al. 2013; Narayan et al. 2012).” (p. 692)

“Amid efforts to understand the role of sirtuin-2 (SIRT2), RIP3 was serendipitously revealed as
a candidate protein of interacting with it through immunoprecipitation and mass spectroscopic
analyses (Narayan et al. 2012).” (p. 692)

“Also, a well-known SIRT2 inhibitor AGK2 was employed as a pharmacological inhibitor to con-
firm the engagement of SIRT2 in TNFα-mediated programmed necrosis (Narayan et al. 2012).”
(p. 694)

Cho [2014] (ref. 21) “It has also been published that the NAD-dependent deacetylase, SIR2, is involved
in the regulation of TNF-mediated programmed necrosis (21). It not only recruits RIP3, but also
catalyzes the deacetylation of RIP1 to allow it to be in a stable conformation, forming a necrotic
complex.” (p. 1402)

Jouan-Lanhouet et al. [2014] (ref. 62) “On the other hand, necrosome formation and necroptosis in-
duction appear to be positively regulated by CYLD, SIRT2, RIPK3 kinaseactivity and MLKL [61–
63], but the role of SIRT2 was recently questioned [64].” (p. 4) Reference 64 is Newton et al. [2014].

Lee et al. [2014] “SIRT2 is located primarily in the cytoplasm and has functions in cell cycle regulation,
oligodendrocyte differentiation, and programmed cell death (Dryden et al., 2003; Li et al., 2007b;
Narayan et al., 2012).” (p. 26)

Nührenberg et al. [2014] “Although Sirt4-null and Sirt5-null mice lack cardiac alterations (Haigis et al.
2006; Lombard et al. 2007), Sirt1, Sirt2, Sirt3, and Sirt7 are indispensable for cardiac development
and function (Cheng et al. 2003; Narayan et al. 2012; Sundaresan et al. 2009; Vakhrusheva et al.
2008).” (p. 591–592)

“[Sirt2] Protects heart from ischemic injury (Narayan et al. 2012)” (p. 594, Table 3)

Roth and Chen [2014] (ref. 140) “Most recently, SIRT2 is shown to regulate programmed necrosis by
targeting receptor-interacting proteins.140” (p. 1614)

Sayd et al. [2014a] (ref. 25) “De plus, SIRT2 déacétyle la sérine/thréonine kinase RIP1 (receptor-interacting
protein 1) au niveau de la lysine 530 [25]. Il en résulte la formation du complexe RIP1-RIP3 qui
active la mort cellulaire par nécrose en réponse au facteur TNF-α (tumor necrosis factor-α). Sur
la base de ces différentes observations, la stimulation de l’activité de SIRT2 pourrait constituer
la base de nouvelles approches thérapeutiques pour induire la nécrose de cellules tumorales.”
(p. 534)

Translation (by the current authors): “Moreover, SIRT2 deacetylates the serine/threonine kinase
RIP1 [...] at Lys530 [25]. This results in the formation of the complex RIP1-RIP3 which activates
cell death through necrosis in response to TNF-α. On the basis of these different observations,
the stimulation of the activity of SIRT2 may constitute the basis of new therapeutic approaches
for inducing necrosis of tumor cells.”

Shao et al. [2014] (ref. 74) “It is reported that Sirt2 inhibition prevents formation of receptor-interacting
protein 1 (RIP1) to receptor-interacting protein 3 (RIP3) complex required for programmed necro-
sis and reduces myocardial ischemia/reperfusion injury[74], but this result has been questioned
recently[75]. The same group retracted this study owing to failure of reproducing an in vitro re-
quirement for Sirt2 in TNF-α-mediated necroptosis, but Sirt2 and RIP3 were again confirmed to
interact and it was believed that the absence of Sirt2 protects against ischemic myocardial in-
jury[76].” (p. 655) These authors are aware of both Newton et al. [2014] (their ref. 75) and the
retraction itself (their ref. 76).
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Van Meter et al. [2014] (ref. 44) “Less is currently known about the remaining mammalian sirtuin genes.
SIRT2 is predominantly localized in the cytoplasm, but can shuttle to the nucleus under stress. In
the cytoplasm SIRT2 deacetylates RIP1 to promote programmed necrosis among other known
functions [44].” (p. 183)

Wagner and Hirschey [2014] “However, sirtuin ablation is not always pathogenic. For example, mice
lacking SIRT2 are markedly protected from ischemic injury (Narayan et al., 2012).” (p. 5)

3.2 Original contributions

Buler et al. [2014] (ref. 56) “Because of these apparently conflicting findings reported in the literature,
the significance of SIRT2 induction for metformin action on glucose tolerance is currently difficult
to assess. Furthermore, SIRT2 maintains genome integrity, represses tumor formation, and is
necessary for programmed necrosis (56, 57). Consequently, SIRT2 induction corresponds well
with the antitumor properties of metformin (58, 59).” (p. 3234, Discussion)

Chen et al. [2015] (ref. 18) “A role for SIRT2 in mediating programmed necrosis, and a possible ame-
lioration of necrotic injuries, including those that result from ischemic stroke and myocardial
infarction, by inhibition of SIRT2 enzyme activity has been proposed but remains controversial
[18, 19].” (Results, e-pub)

“Although our preclinical efficacy test of AK7 in a mouse model of ALS yielded negative results,
this finding is consistent with the less defined and potentially conflicting roles of SIRT2 in ALS
[17]. Moreover, treatment with AK7 was not beneficial in mouse model of stroke, where a ther-
apeutic role of SIRT2 inhibition has been proposed but remains controversial [18, 19].” (Discus-
sion, e-pub)

These authors were aware of the paper by Newton et al. [2014] but not of the actual retraction.

Nie et al. [2014] (ref. 6) “SIRT2 has been shown to play seemingly paradoxical roles in cell survival:
SIRT2 has been indicated as a key mediator of programmed necrosis [6]; and SIRT2 inhibition
has been shown to produce beneficial effects in models of Parkinson’s disease (PD) and Hunting-
ton’s disease (HD) [7, 8].” (p. 166, Introduction)

“Multiple studies have also suggested contrasting roles of SIRT2 inhibition in cell death under
various conditions: SIRT2 inhibition has been shown to produce beneficial effects in models of
PD, HD [7, 8] and ischemic myocardial damage [6].” (p. 169, Discussion)

(The references 7 and 8 are not relevant for the present research.)

Pan et al. [2014] (ref. 38) “Alternatively, to confirm the necroptosis during HIV-1 infection, cell viability
assay, which has been used by other groups, was used and also confirmed the HIV-1-induced
necroptosis [38,39] [...].” (e-pub, Results)

Pantazi et al. [2014] (ref. 54) “[...] sirtinol is less potent to prevent the protection provided by PC [is-
chemic preconditioning]. This fact may be attributed to its additional inhibitory effect on SIRT2;
given that in recent studies, inhibition of SIRT2 has been found to be protective [54,55], the re-
sults obtained after sirtinol treatment might be the consequence of the inhibition of both SIRT2
(possible protective effect) and SIRT1 (detrimental effect).” (p. 500, Discussion)

Qiao et al. [2014] (ref. 27) “The hearts of SIRT2 knockout mice, and wild-type mice treated with a spe-
cific pharmacological inhibitor of SIRT2, show marked protection from ischaemic injury [27].”
(p. 383, Discussion)

Vieira et al. [2014] “While the precise mechanism by which RIP1 and RIP3 induce necroptosis is not
fully understood it is known that their kinase activity is important for this process (Cho et al., 2009;
He et al., 2009; Zhang et al., 2009) and recently it was shown that their interaction is regulated
by sirtuin2 (SIRT2)-dependent RIP1 deacetylation (Narayan et al., 2012). Nevertheless, the events

7



that trigger the assembly of the necrosome in the context of cerebral ischemia are not yet known.”
(p. 27, Introduction)

“Necroptosis has been demonstrated to be a relevant mechanism of cell death both in neurons
(Li et al., 2008; Wang et al., 2012) as well as non-neuronal systems (Smith et al., 2007; Upton et
al., 2010; Linkermann et al., 2012; Narayan et al., 2012; Simenc and Lipnik-Stangelj, 2012).” (p. 31,
Discussion)

Viringipurampeer et al. [2014] (ref. 44) “Most recently, SIRT2 has been shown to regulate the deacety-
lation of RIP1, which is required for stable RIP1-RIP3 complex formation through RIP homotypic
interaction motifs, and this deacetylation is RIP3-dependent process.44” (p. 673, Discussion)

Yoo et al. [2015] (ref. 35) “In myocardial ischemia, the genetic and pharmacological inhibition of SIRT2
was shown to protect the heart from ischemic damage.35” (p. 75, Discussion)

3.3 Note

Parthasarathy et al. [2014] (ref. 11) “Narayan et al., in their previous reports, presented the role of
SIRT2 which is an enzyme involved in mediating the complex formation. The activity of SIRT2
is dependent on its cofactor NAD+ [11]. The lower levels of NAD+ indicated higher acetylation
of α-tubulin which further leads to increased perinuclear localization of mitochondria in cells.
Yet, little is understood about the role of microtubules in mitochondria-mediated inflammasome
activation.” (p. 697–698)
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