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July 31, 20201st Editorial Decision

July 31, 2020 

Re: Life Science Alliance manuscript  #LSA-2020-00804-T 

Dr. Gopal P. Sapkota 
University of Dundee 
MRC Protein Phosphorylat ion and Ubiquitylat ion Unit  
School of Life Sciences 
Dow Street 
Dundee, Scot land DD1 5EH 
United Kingdom 

Dear Dr. Sapkota, 

Thank you for submit t ing your manuscript  ent it led "IMiDs induce FAM83F degradat ion via an
interact ion with CK1α to at tenuate Wnt signalling" to Life Science Alliance, which was now
assessed by two referees, whose reports are copied below. 

Referees appreciate the analysis, but  they also raise significant concerns that need to be
addressed for publicat ion in this journal. For example, referees would like an explanat ion as to why
FAM83F is select ively recognized by IMiDs and they raise concerns regarding data presentat ion
and stat ist ical analyses. We find the reports construct ive and informed, and believe that addressing
referee concerns will st rengthen the manuscript . 

Given these posit ive recommendat ions, we would like to invite you to revise your manuscript  with
the understanding that the referee concerns (as in their reports) must be fully addressed and their
suggest ions taken on board. Please address all referee concerns in a complete point-by-point
response. Acceptance of the manuscript  will depend on a posit ive outcome of a second round of
review, and we require strong support  from referees for publicat ion here. 

In our view these revisions should typically be achievable in around 3 months. However, we are
aware that many laboratories cannot funct ion fully during the current COVID-19/SARS-CoV-2
pandemic and therefore encourage you to take the t ime necessary to revise the manuscript  to the
extent requested above. We will extend our 'scoping protect ion policy' to the full revision period
required. If you do see another paper with related content published elsewhere, nonetheless
contact  me immediately so that we can discuss the best way to proceed. 

To upload the revised version of your manuscript , please log in to your account:
ht tps://lsa.msubmit .net/cgi-bin/main.plex 
You will be guided to complete the submission of your revised manuscript  and to fill in all necessary
informat ion. Please get in touch in case you do not know or remember your login name. 

We would be happy to discuss the individual revision points further with you should this be helpful. 

While you are revising your manuscript , please also at tend to the below editorial points to help
expedite the publicat ion of your manuscript . Please direct  any editorial quest ions to the journal
office. 



The typical t imeframe for revisions is three months. Please note that papers are generally
considered through only one revision cycle, so strong support  from the referees on the revised
version is needed for acceptance. 

When submit t ing the revision, please include a let ter addressing the reviewers' comments point  by
point . 

We hope that the comments below will prove construct ive as your work progresses. 

Thank you for this interest ing contribut ion to Life Science Alliance. We are looking forward to
receiving your revised manuscript . 

Sincerely, 

Reilly Lorenz 
Editorial Office Life Science Alliance 
Meyerhofstr. 1 
69117 Heidelberg, Germany 
t  +49 6221 8891 414 
e contact@life-science-alliance.org 
www.life-science-alliance.org 

--------------------------------------------------------------------------- 

A. THESE ITEMS ARE REQUIRED FOR REVISIONS 

-- A let ter addressing the reviewers' comments point  by point . 

-- An editable version of the final text  (.DOC or .DOCX) is needed for copyedit ing (no PDFs). 

-- High-resolut ion figure, supplementary figure and video files uploaded as individual files: See our
detailed guidelines for preparing your product ion-ready images, ht tp://www.life-science-
alliance.org/authors 

-- Summary blurb (enter in submission system): A short  text  summarizing in a single sentence the
study (max. 200 characters including spaces). This text  is used in conjunct ion with the t it les of
papers, hence should be informat ive and complementary to the t it le and running t it le. It  should
describe the context  and significance of the findings for a general readership; it  should be writ ten in
the present tense and refer to the work in the third person. Author names should not be ment ioned.

B. MANUSCRIPT ORGANIZATION AND FORMATTING: 

Full guidelines are available on our Instruct ions for Authors page, ht tp://www.life-science-
alliance.org/authors 

We encourage our authors to provide original source data, part icularly uncropped/-processed
electrophoret ic blots and spreadsheets for the main figures of the manuscript . If you would like to
add source data, we would welcome one PDF/Excel-file per figure for this informat ion. These files
will be linked online as supplementary "Source Data" files. 



***IMPORTANT: It  is Life Science Alliance policy that if requested, original data images must be
made available. Failure to provide original images upon request will result  in unavoidable delays in
publicat ion. Please ensure that you have access to all original microscopy and blot  data images
before submit t ing your revision.*** 

--------------------------------------------------------------------------- 

Reviewer #2 (Comments to the Authors (Required)): 

Casein Kinase 1 alpha (CK1α) is a known substrate of the thalidomide immunomodulatory imide
drugs that recruit  neo-substrates to the cereblon-containing ubiquit in ligase. Since the authors
have found that FAM83 family members interacts strongly with CK1α, here they invest igate if the
IMiDs influence FAM83 protein stability. They find FAM83F is a target, perhaps even better than
CK1α, and they demonstrate that IMiD-induced degradat ion of FAM83F requires interact ion with
CK1α. Conversely, FAM83G protects CK1α from degradat ion. The studies are well controlled, the
manuscript  is well writ ten, and the conclusions are supported by the data. This is a valuable
contribut ion to our understanding of the funct ion of IMiDs and the regulat ion of CK1α and the
FAM83 family. 

My only suggest ion is again, plunger plots should be replaced with scatter plots to allow the reader
to see the data. 

Reviewer #3 (Comments to the Authors (Required)): 

IMiDs induce FAM83F degradat ion via an interact ion with CK1α to at tenuate Wnt 
Signalling 
This manuscript  deals with the property of IMiDs to bind to CRBN, a substrate for the ubiquit inat ion
machinery (more specifically Cul4A), and, by binding to other cellular components, recruit  them a
"neo-substrates" and drive their degradat ion. 
Building on knowledge that IMiD drugs can lead to casein kinase alpha ubiquit inat ion, and that the
FAM83 family binds CK1alpha, the authors ident ify FMA83F as neo-substrate for two IMiD drugs.
The authors show in a second submit ted manuscript  that  FAM83F is a potent iator of Wnt signalling
through its ability to sequester CK1a. Thus, its IMiD-induced degradat ion could potent ially
downregulate Wnt signalling in cancer. Yet, CK1a is in fact  poorly degraded in response to IMiD
treatment in most cancer cell lines. The authors propose that this is due to the protect ive act ion of
another member of the family, FAM83G, which is not targeted by IMiDs. More generally, they
propose a model where IMiD efficiency at  inducing degradat ion of CK1a depends on the type and
level FAM83 proteins expressed. Thus, the high efficiency in mult iple myeloma, which express only
traces of these proteins. 
While the study is in most aspects well done and coherent, I have a few comments and queries. 
1) FAM83F is supposed to be recognized indirect ly by IMiD, via CK1a. I then don't  understand why
FAM83G would not be recognized. It  would be unfortunate if this result  may be due to other
parameters (expression levels? Differences in accessibility of the FAM83-CK1a complex?). This
seems to be an important issue, since these parameters may be context-dependent, and thus
FAM83G may well be degraded in other cell types. The same goes obviously for other members of
the family. 
2) In my view, one of the most striking observat ions of this study is the clear difference between the



poor degradat ion of CK1a in most cell lines (except MV4.11), in comparison to the very strong
degradat ion of FAM83F. These results should be more clearly highlighted and discussed. 
3) One serious issue: Stats are absent from most blot  quant ificat ions, including those from Fig.1 on
which the whole work is based. Without proper stat ist ical analysis, these quant ificat ions have lit t le
value. 
4) Along the same lines, in those panels where stats are included, one sees p values of 0.08 and
0.058, as well as several cases with a single * (p<0.05). Although it  is completely fine to show such
values, it  is very dangerous to extract  conclusions out of such data. There is very good literature
explaining how "weak" is the significance of a p=0.05. 
5) The choice of DLD-1 celles, which have a mutated APC, as model to test  the impact on Wnt
pathway is interest ing for potent ial therapeut ic applicat ions, but biologically, the rat ionale is unclear.
One would wish a) a detailed rat ionale which will take into account the known composit ion/funct ion
of the Axin-APC complex and of the posit ion of CK1a in this context . b) Verificat ion of the effect  on
Wnt signalling in a cell line with a funct ional pathway. 
6) Figure 2: The IF signals are very weak, in part icular for CK1α. Please increase contrast  and
perhaps show the CK1a channel in gray scale for better visualizat ion.



1st Authors' Response to Reviewers            October 30, 2020

Responses to reviewer’s comments: The reviewer’s comments are italicised, and our 
responses appear as non-italicised fonts. New data and figures are indicated with bold face 
fonts. 

LSA-2020-00804-T: IMiDs induce FAM83F degradation via an interaction with CK1α to 

attenuate Wnt signalling 

--------------------------------------------------------------------------- 

Reviewer #2 
Casein Kinase 1 alpha (CK1α) is a known substrate of the thalidomide immunomodulatory 
imide drugs that recruit neo-substrates to the cereblon-containing ubiquitin ligase. Since the 
authors have found that FAM83 family members interacts strongly with CK1α, here they 
investigate if the IMiDs influence FAM83 protein stability. They find FAM83F is a target, 
perhaps even better than CK1α, and they demonstrate that IMiD-induced degradation of 
FAM83F requires interaction with CK1α. Conversely, FAM83G protects CK1α from 
degradation. The studies are well controlled, the manuscript is well written, and the 
conclusions are supported by the data. This is a valuable contribution to our understanding 
of the function of IMiDs and the regulation of CK1α and the FAM83 family. 

My only suggestion is again, plunger plots should be replaced with scatter plots to allow the 
reader to see the data. 

Response: We thank the reviewer for the positive review of our manuscript. We have taken 

the reviewer’s suggestion on board and replaced all plunger plots with scatter plots, which 

illustrate all individual data points with an overlay of the mean and standard deviation. 

Reviewer #3 

This manuscript deals with the property of IMiDs to bind to CRBN, a substrate for the 
ubiquitination machinery (more specifically Cul4A), and, by binding to other cellular 
components, recruit them a "neo-substrates" and drive their degradation. 

Building on knowledge that IMiD drugs can lead to casein kinase alpha ubiquitination, and 
that the FAM83 family binds CK1alpha, the authors identify FAM83F as neo-substrate for 
two IMiD drugs. The authors show in a second submitted manuscript that FAM83F is a 
potentiator of Wnt signalling through its ability to sequester CK1a. Thus, its IMiD-induced 
degradation could potentially downregulate Wnt signalling in cancer. Yet, CK1a is in fact 
poorly degraded in response to IMiD treatment in most cancer cell lines. The authors 
propose that this is due to the protective action of another member of the family, FAM83G, 
which is not targeted by IMiDs. More generally, they propose a model where IMiD efficiency 
at inducing degradation of CK1a depends on the type and level FAM83 proteins expressed. 
Thus, the high efficiency in multiple myeloma, which express only traces of these proteins. 

While the study is in most aspects well done and coherent, I have a few comments and 
queries. 

1) FAM83F is supposed to be recognized indirectly by IMiD, via CK1a. I then don't
understand why FAM83G would not be recognized. It would be unfortunate if this result may
be due to other parameters (expression levels? Differences in accessibility of the FAM83-



CK1a complex?). This seems to be an important issue, since these parameters may be 
context-dependent, and thus FAM83G may well be degraded in other cell types. The same 
goes obviously for other members of the family. 

Response: We thank the reviewer for an in-depth and constructive appraisal of our 

manuscript. To address the potential cell line dependency of IMiD-induced FAM83 

degradation, we have added data from a further six cell lines (Supplementary Figure 1) to 

complement the previously tested six cell lines (Figure 1C) and except for FAM83F, we did 

not identify any other FAM83 protein degraded by the IMiD compounds. Additionally, we 

have confirmed that the interaction between FAM83G and CK1α is unaffected by IMiD 

treatment (Response Figure 1). We performed FAM83G immunoprecipitations in HCT116 

wild-type and FAM83G-/- cells following pomalidomide treatment and observed no change in 

the interaction between FAM83G and CK1α. Therefore, we have no evidence that FAM83G 

can be degraded by IMiD compounds despite a robust FAM83G-CK1α interaction. Based on 

our data we cannot make any assumptions regarding the potential IMiD-induced degradation 

of FAM83A, FAM83C or FAM83E, as we have yet to identify robust antibodies which 

recognise these proteins. However, a report from Donovan K.A. et al that detailed a 

comprehensive proteomic screen to identify novel targets of IMiD-inducible protein 

degradation in multiple cell lines including human embryonic stem cells, neuroblastoma and 

multiple myeloma derived cell lines [1], found a significant reduction of FAM83F protein 

abundance after treatment with multiple IMiD compounds but no other FAM83 protein was 

shown to be degraded upon IMiD treatment in these cell lines, suggesting that other FAM83 

proteins are spared from degradation. We have now referenced this study in the discussion 

section with the following text: “The specific degradation of FAM83F and the absence of 

degradation of other FAM83 proteins, after treatment with IMiD compounds, has been 

corroborated by quantitative mass spectrometry [1].” Whether all FAM83 proteins, especially 

FAM83G, are recruited to CRBN upon IMiD treatment through CK1α but are prevented from 

ubiquitylation possibly due to inaccessible surface Lys residues resulting from the nature of 

the specific FAM83-CK1α complex remains unresolved but could be likely. On the other 

hand, the nature of FAM83-CK1α might preclude CK1α from being recognised by CRBN 

upon IMiD treatment. We discuss these possibilities in the Discussion section. We attempted 

to analyse endogenous CRBN IPs for interaction with CK1α, FAM83F, ZFP91 and FAM83G 

in the presence of IMiDs but were unable to detect any proteins, not even the positive 

controls (CK1α, FAM83F, and ZFP91). Nonetheless, a study in which interactors of 

overexpressed CRBN upon lenalidomide treatment were analysed by mass spectrometry, 

identified FAM83G and CK1α among the most abundant proteins, suggesting that FAM83G-

CK1α complex is likely to be recruited by CRBN upon IMiD treatment [2]. Excitingly, this 

raises the possibility that unique variants of IMiDs, that modulate the positioning of the 

CRBN-recruited FAM83-CK1α complexes, might be able to target other FAM83-CK1α 

complexes resulting in ubiquitylation and degradation of either FAM83 or CK1α, or even 

both. For example, in the case of the FAM83G-CK1α complex, knocking down either 

component results in the destabilisation of the other [3]. 



Response Figure 1: Pomalidomide treatment does not affect the interaction between 

FAM83G and CK1α. Lysates from HCT116 wild-type and FAM83G-/- cells treated with 10 

μM pomalidomide for 24 h, were subjected to immunoprecipitation with anti-FAM83G 

antibody. Input lysates and FAM83G IP elutes were resolved on SDS-PAGE and subjected 

to western blotting with indicated antibodies.  

2) In my view, one of the most striking observations of this study is the clear difference
between the poor degradation of CK1a in most cell lines (except MV4.11), in comparison to
the very strong degradation of FAM83F. These results should be more clearly highlighted
and discussed.

Response: We agree with the reviewer and we have endeavoured to highlight this point 

throughout. Nonetheless, we feel it is important to explain this absence of robust IMiD-

induced CK1α degradation in many cell lines given what we know about the existence of 

eight FAM83-CK1α complexes that define a context for CK1α in different cells, and we 

highlight this in our manuscript as well.  

We have expanded our discussion section to highlight the observed differences in CK1α 

degradation between cell lines with the addition of the following text: “We propose that the 

efficiency of CK1 degradation is rather influenced by the relative abundance of FAM83 

proteins. We observe substantial lenalidomide-induced CK1 degradation in MV4.11 cells, 

which lack expression of several FAM83 proteins, but not in any other cell line which display 

higher abundance of FAM83 proteins. Therefore, we hypothesise that lenalidomide can 

facilitate the degradation of the non-FAM83 bound pool of CK1α as well as the FAM83F-

bound pool and thus the abundance of other FAM83 proteins in cells may be used as 

predicting biomarkers for levels of IMiD-induced CK1 degradation, which may inform the 

use of lenalidomide for targeting CK1.” 



3) One serious issue: Stats are absent from most blot quantifications, including those from
Fig.1 on which the whole work is based. Without proper statistical analysis, these
quantifications have little value.

Response: We thank the reviewer for bringing this to our attention. We have added 

statistical analyses to all quantification plots. 

4) Along the same lines, in those panels where stats are included, one sees p values of 0.08
and 0.058, as well as several cases with a single * (p<0.05). Although it is completely fine to
show such values, it is very dangerous to extract conclusions out of such data. There is very
good literature explaining how "weak" is the significance of a p=0.05.

Response: We thank the reviewer for highlighting this important point. We have adjusted 

the text regarding descriptions of borderline significant p-values to highlight whether the data 

is statistically significant. Specifically, we have added following text when discussing Figures 

5E&F which contains a p-value of 0.05: “However, it must be noted that these changes in 

protein abundance are only slight and not statistically significant, which is unsurprising as 

CK1α exists in multiple protein complexes, including in other FAM83-CK1α complexes.” 

5) The choice of DLD-1 cells, which have a mutated APC, as model to test the impact on
Wnt pathway is interesting for potential therapeutic applications, but biologically, the
rationale is unclear. One would wish a) a detailed rationale which will take into account the
known composition/function of the Axin-APC complex and of the position of CK1a in this
context. b) Verification of the effect on Wnt signalling in a cell line with a functional pathway.

Response: The reasons for choosing DLD-1 cells were two-fold: Firstly, they expressed 

detectable levels of FAM83F protein which was not apparent among other cells we scanned. 

Secondly, as discussed by the reviewer, DLD-1 cells contain an Apc mutation and display 

hyperactive Wnt signalling. FAM83F modulates Wnt signalling. Given the prevalence of Apc 

mutations in colorectal cancer (CRC), investigating the impact of FAM83F-CK1α degradation 

by IMiDs on Wnt signalling in DLD-1 cells could potentially inform whether IMiDs could 

reduce Wnt signalling in cells with Apc mutant backgrounds. We have added the following 

text to explain our rationale on page 9: “Hyperactivated Wnt signalling caused by a 

truncation of adenomatous polyposis coli (Apc) is a hallmark of colorectal cancer initiation 

and thus we sought to determine if IMiD-induced FAM83F degradation could dampen down 

Wnt signalling in DLD-1 cells, which harbour a truncated Apc mutant protein [4].” 

The reviewer raises an important question regarding Wnt signalling biology which is 

ultimately affected in these Apc mutant cells. Regarding the Axin-Apc complex in DLD-1 

cells, it has been demonstrated that truncation of Apc results in the loss of multiple β-catenin 

and Axin binding sequences but interestingly truncated Apc can still interact with 

components of the β-catenin destruction complex; specifically Axin, β-catenin and GSK-3β 

[5]. Whilst the interaction with CK1α was not assessed in this publication, the 

phosphorylation of β-catenin at serine 45 by CK1α is still observed in DLD-1 cells containing 

mutant Apc [4], indicating that the β-catenin destruction complex is still functional, to some 

extent, in DLD-1 cells. It has recently been shown that Apc truncations can prevent the 

recruitment of the β-catenin destruction complex to the local Wnt3A signal in CRC cells [6]. 

However, whilst recruitment of Apc, Axin and GSK-3β to the Wnt3A signal was impaired in 



DLD-1 cells, CK1α was still able to localise to this local Wnt3A signal albeit at lower levels 

compared to cells containing wild-type Apc [6]. This suggests that the localisation of CK1α in 

Wnt signalling may be in part regulated by factors other than the β-catenin destruction 

complex, which we hypothesise to be the FAM83 proteins [7]. 

The detailed role of FAM83F-CK1α in mediating Wnt signalling is described in a separate 

manuscript, which was co-submitted to Life Science Alliance and should have been made 

available to the reviewer [7]. Nonetheless, for clarity we have added the following in the 

Discussion section: “Whilst there are benefits to testing the ability of IMiD-induced FAM83F 

degradation to attenuate Wnt signalling in cells containing Wnt activating mutations, the 

presence of truncated Apc adds increased complexity. Apc is a key component of the β-

catenin destruction complex which regulates the canonical Wnt signalling pathway by 

regulating levels of the effector protein, β-catenin, and is required for Wnt signalosome 

formation following Wnt ligand binding [6, 8]. The presence of an Apc truncation mutation 

disrupts this complex to such an extent as to increase Wnt signalling but not completely 

abolish the complex, so that in DLD-1 cells, truncated Apc can still interact with other 

components of the β-catenin destruction complex and phosphorylation of β-catenin (S45) by 

CK1α is still present [4, 5]. Therefore, there are caveats to be considered when evaluating 

Wnt signalling effects induced by removal of FAM83F-CK1α complexes in these cell lines.” 

To test if pomalidomide could reduce Wnt signalling in cells which have no known mutations 

within the Wnt signalling pathway, we treated HaCaT, HEK-293 and A549 cells with 

pomalidomide and measured Axin2 mRNA expression and FAM83F protein degradation 

(Figure 7C&D). Pomalidomide treatment reduces FAM83F protein levels and significantly 

reduces basal Axin2 transcript abundance in HaCaT cells with no changes detected 

following Wnt3A-CM exposure. Pomalidomide treatment increased Axin2 transcripts in HEK-

293 cells treated with L-CM but not Wnt3A-CM. This is likely a consequence of the modest 

CK1α degradation observed in HEK-293 cells (Figure 7D). There was no reduction in Axin2 

transcripts observed in A549 cells after exposure to L-CM or Wnt3A-CM. Interestingly, 

neither A549 cells nor HEK-293 cells contain detectable levels of FAM83F protein 

suggesting that the reduction of Axin2 by pomalidomide appears to require FAM83F protein 

in cells. 

6) Figure 2: The IF signals are very weak, in particular for CK1α. Please increase contrast
and perhaps show the CK1a channel in gray scale for better visualization.

Response: We have adjusted the contrast of both the GFP and CK1α channels to improve 

visualisation. 
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December 8, 20201st Revision - Editorial Decision

December 8, 2020 

RE: Life Science Alliance Manuscript  #LSA-2020-00804-TR 

Dr. Gopal P. Sapkota 
University of Dundee 
MRC Protein Phosphorylat ion and Ubiquitylat ion Unit  
School of Life Sciences 
Dow Street 
Dundee, Scot land DD1 5EH 
United Kingdom 

Dear Dr. Sapkota, 

Thank you for submit t ing your revised manuscript  ent it led "IMiDs induce FAM83F degradat ion via
an interact ion with CK1α to at tenuate Wnt signalling". We would be happy to publish your paper in
Life Science Alliance pending final revisions necessary to meet our formatt ing guidelines. 

Along with the points listed below, please also at tend to the following, 
-please add callouts for Figure 8A, 8B, and 8C
-please reformat the reference style to 10 authors et  al

If you are planning a press release on your work, please inform us immediately to allow informing our
product ion team and scheduling a release date. 

To upload the final version of your manuscript , please log in to your account:
ht tps://lsa.msubmit .net/cgi-bin/main.plex 
You will be guided to complete the submission of your revised manuscript  and to fill in all necessary
informat ion. Please get in touch in case you do not know or remember your login name. 

To avoid unnecessary delays in the acceptance and publicat ion of your paper, please read the
following informat ion carefully. 

A. FINAL FILES:

These items are required for acceptance. 

-- An editable version of the final text  (.DOC or .DOCX) is needed for copyedit ing (no PDFs). 

-- High-resolut ion figure, supplementary figure and video files uploaded as individual files: See our
detailed guidelines for preparing your product ion-ready images, ht tps://www.life-science-
alliance.org/authors 

-- Summary blurb (enter in submission system): A short  text  summarizing in a single sentence the
study (max. 200 characters including spaces). This text  is used in conjunct ion with the t it les of
papers, hence should be informat ive and complementary to the t it le. It  should describe the context
and significance of the findings for a general readership; it  should be writ ten in the present tense



and refer to the work in the third person. Author names should not be ment ioned. 

B. MANUSCRIPT ORGANIZATION AND FORMATTING:

Full guidelines are available on our Instruct ions for Authors page, ht tps://www.life-science-
alliance.org/authors 

We encourage our authors to provide original source data, part icularly uncropped/-processed
electrophoret ic blots and spreadsheets for the main figures of the manuscript . If you would like to
add source data, we would welcome one PDF/Excel-file per figure for this informat ion. These files
will be linked online as supplementary "Source Data" files. 

**Submission of a paper that does not conform to Life Science Alliance guidelines will delay the
acceptance of your manuscript .** 

**It  is Life Science Alliance policy that if requested, original data images must be made available to
the editors. Failure to provide original images upon request will result  in unavoidable delays in
publicat ion. Please ensure that you have access to all original data images prior to final
submission.** 

**The license to publish form must be signed before your manuscript  can be sent to product ion. A
link to the electronic license to publish form will be sent to the corresponding author only. Please
take a moment to check your funder requirements.** 

**Reviews, decision let ters, and point-by-point  responses associated with peer-review at  Life
Science Alliance will be published online, alongside the manuscript . If you do want to opt out of
having the reviewer reports and your point-by-point  responses displayed, please let  us know
immediately.** 

Thank you for your at tent ion to these final processing requirements. Please revise and format the
manuscript  and upload materials within 7 days. 

Thank you for this interest ing contribut ion, we look forward to publishing your paper in Life Science
Alliance. 

Sincerely, 

Shachi Bhatt , Ph.D. 
Execut ive Editor 
Life Science Alliance 
ht tps://www.lsajournal.org/ 
Tweet @SciBhatt  @LSAjournal 

------------------------------------------------------------------------------ 
Reviewer #3 (Comments to the Authors (Required)): 

The authors have sat isfactorily answered all queries. The revised manuscript  presents a high
quality study of an interest ing regulatory mechanism. 
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University of Dundee 
MRC Protein Phosphorylat ion and Ubiquitylat ion Unit  
School of Life Sciences 
Dow Street 
Dundee, Scot land DD1 5EH 
United Kingdom 

Dear Dr. Sapkota, 

Thank you for submit t ing your Research Art icle ent it led "IMiDs induce FAM83F degradat ion via an
interact ion with CK1α to at tenuate Wnt signalling". It  is a pleasure to let  you know that your
manuscript  is now accepted for publicat ion in Life Science Alliance. Congratulat ions on this
interest ing work. 

The final published version of your manuscript  will be deposited by us to PubMed Central upon
online publicat ion. 

Your manuscript  will now progress through copyedit ing and proofing. It  is journal policy that authors
provide original data upon request. 

Reviews, decision let ters, and point-by-point  responses associated with peer-review at  Life Science
Alliance will be published online, alongside the manuscript . If you do want to opt out of having the
reviewer reports and your point-by-point  responses displayed, please let  us know immediately. 

***IMPORTANT: If you will be unreachable at  any t ime, please provide us with the email address of
an alternate author. Failure to respond to rout ine queries may lead to unavoidable delays in
publicat ion.*** 

Scheduling details will be available from our product ion department. You will receive proofs short ly
before the publicat ion date. Only essent ial correct ions can be made at  the proof stage so if there
are any minor final changes you wish to make to the manuscript , please let  the journal office know
now. 

DISTRIBUTION OF MATERIALS: 
Authors are required to distribute freely any materials used in experiments published in Life Science
Alliance. Authors are encouraged to deposit  materials used in their studies to the appropriate
repositories for distribut ion to researchers. 

You can contact  the journal office with any quest ions, contact@life-science-alliance.org 

Again, congratulat ions on a very nice paper. I hope you found the review process to be construct ive
and are pleased with how the manuscript  was handled editorially. We look forward to future excit ing



submissions from your lab. 

Sincerely, 

Shachi Bhatt , Ph.D. 
Execut ive Editor 
Life Science Alliance 
ht tps://www.lsajournal.org/ 
Tweet @SciBhatt  @LSAjournal 
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