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789:;7<�=>?@A77ABCDECF�GHF�BHIJKELEMHDLN�OHPMQHNHRS�LDT�UPJHVKFCWCEEMDR�VELFECT�XMEY�EQJNZE[UPLIJNC�\]�̂KDDMDR�L�VMDRNC�QHDQCDEFLEMHD_FCVJHDVC�QLNQKNLEMHDUPLIJNC�[]�̂KDDMDR�L�VCFMCV�HG�QHDQCDEFLEMHD_FCVJHDVC�IHTCNV�GHF�L�VMDRNC�LVVLSUPLIJNC�̀]�aNHEEMDR�QHDQCDEFLEMHD_FCVJHDVC�IHTCNMDR�HD�EFLDVQFMJEMHDLN�VMRDLEKFCVUPLIJNC�b]�̂KDDMDR�EQJN_NMcC�IKNEM_QHDQCDEFLEMHD�FCVJHDVC�TLEL�XMEYHKE�L�TLELdLVCQHDDCQEMHDeTfKVEICDEVgHFILNMhLEMHDiA77>@?�j7kl7Am�n>7o�789:p>7<OYC�JLQcLRC�EQJNZE[�QHDELMDV�EYC�QHFC�QHDQCDEFLEMHD_FCVJHDVC�GKDQEMHDLNMES�HG�EYC�JLQcLRC�EQJN�qOYCOHPBLVE�aMJCNMDCr�dKMNE�EH�JFHQCVV�LNN�HG�EYC�OHPBLVE�YMRY_EYFHKRYJKE�VQFCCD�qsOtr�TLEL�LE�EYC�ut�UaevwKQY�HG�EYC�FCVE�HG�EYC�QHTC�MD�EQJN�MV�KVCT�EH�TH�TLEL�JFHQCVVMDRx�DHFILNMhLEMHDx�LDT�TLELdLVCVEHFLRCv�yC�XLDECT�EH�FCKVC�EYC�QHFC�QHDQCDEFLEMHD_FCVJHDVC�QHTC�GHF�HEYCF�JFHfCQEVx�LDT�LTTCPECDVMHDV�EH�MEx�XYMQY�XLV�EYC�HFMRMD�HG�EYC�QKFFCDE�JLQcLRC�z{|}~�z�v�OYC�ILMD�VCE�HG�CPECDVMHDVXLV�EH�MDQNKTC�LNN�HG�EYC�QHDQCDEFLEMHD_FCVJHDVC�IHTCNV�EYLE�LFC�QHDELMDCT�MD�EYC�JFHRFLI�w�UPJFCVVv�OYCVC�MDQNKTC�CPJHDCDEMLN�LDT�JHXCF�GKDQEMHDV�MD�LTTMEMHD�EH�EYC�HFMRMDLN�sMNNx�RLMD_NHVVLDT�QHDVELDE�IHTCNVv�eTTMEMHDLNNSx�XC�XLDECT�EH�MDQNKTC��w��q�CDQYILFc��HVC�wHTCNMDRr�HKEJKEVxXYMQY�MV�VMIJNS�TCZDMDR�L��CDQYILFc�̂CVJHDVC�q�w r̂�NC�CN�LDT�VCEEMDR�EYC��w��EH�EYC�QHDQCDEFLEMHDXYCFC�EYC�QKF�C�QFHVVCV�EYC��w �̂NC�CNv��DC�ZDLN�LTTMEMHD�XLV�EH�NCE�EYC�YMEQLNN��LNKC�dC�L�QHDEMDKHKVDKIdCF�FLDRMDR�GFHI���EH�\v�OYMV��MRDCEEC�TCVQFMdCV�VHIC�GKDQEMHDLNMES�HG�EYC�z{|}~�z��JLQcLRC�XMEYL�GCX�VMIJNC�CPLIJNCVv��k�9:A������@@>@?�k�j>@?:A�8�@8A@7lk7>�@�lAj9�@jA�8k:8�:k7>�@eNN�QLNQKNLEMHDV�KVC�EYC�GKDQEMHD�{��{���|�����XYMQY�YLV�VC�CFLN�cCS�MDJKEVv�OYC�ZFVE�VCE�LFC�JKE�MDEHL�DLICT�NMVE�QLNNCT��FHX�]{��{�_�L��CQEHF�HG�QHDQCDEFLEMHDV�qDHE�NHR�QHDQCDEFLEMHDVr���|�_�L��CQEHF�HG�FCVJHDVCVx�HG�EYC�VLIC�NCDREY�LV�{��{v�gHEC�EYLE�FCJNMQLECV�LFC�LNNHXCTxMvCv�EYCFC�QLD�dC�IKNEMJNC�JLMFV�HG�QHDQ�LDT�FCVJ�XMEY�EYC�VLIC�QHDQCDEFLEMHD��LNKCv

tzurlind
Sticky Note
Include link to BMDExpress so users can easily make the jump.

tzurlind
Sticky Note
and polynomial, right?

tzurlind
Sticky Note
Is the hitcall between 0 and 1 like a probability you get from monte carlo sampling of the parameters? It would be useful to have another sentence to describe how tcplfit2 gets away from the binary hitcalls.

ZZHAO
Sticky Note
added polynomial

ZZHAO
Sticky Note
Completed set by ZZHAO

ZZHAO
Sticky Note
Let me know which link to use here

ZZHAO
Sticky Note
added "hitcall is a product of three probs." Let me know if we want to explain what that three probabilities are here or link to paper that explains it
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789:;;<�=>?@�?@�=>A�BCDEA�=>C=�=>A�FA@GHI@A�JE@=�AKLAAM�NAOHFA�C�C�LEFBA�LCI�NA�LCDDAM�C�>?=P�QHFRHKSC@=T�=>?@�?@�E@ECDDU�@HJA�JED=?GDA�V=UG?LCDDU�WX�HO�=>A�JAM?CI�CN@HDE=A�MAB?C=?HI�VYZ[\X�CFHEIMNC@AD?IA�OHF�=>A�DH]A@=�=]H�LHILAI=FC=?HIP�R>A�E@AF�?@�OFAA�=H�JĈA�H=>AF�L>H?LA@_̀ab�<�=>?@�?@�=>A�JAM?CI�HO�=>A�NC@AD?IAT�CIM�]?DD�E@ECDDU�NA�@A=�=H�cAFHP�dO�IH=T�=>A�AI=?FA�FA@GHI@A@AF?A@�]?DD�NA�@>?O=AM�NU�=>?@�CJHEI=P:eafb<�R>?@�?@�HIA�@=CIMCFM�MAB?C=?HI�HO�=>A�IH@A�CFHEIM�=>A�NC@AD?IAP�R>A�YZg�BCDEA�h:eafbi_̀jkf7lmaP�R>A�MAOCED=�_̀jkf7lma�?@�nPWopPR>A�D?@=�j:q�LCI�CD@H�>CBA�H=>AF�HG=?HICD�ADAJAI=@�]>?L>�]?DD�NA�?ILDEMAM�?I�=>A�HE=GE=P�R>A@A�LCI�NATOHF�?I@=CILAT�=>A�ICJA�HO�=>A�L>AJ?LCD�VHF�H=>AF�?MAI=?rAF@X�HF�=>A�ICJA�HO�=>A�C@@CU�NA?Is�JHMADAMPR]H�H=>AF�GCFCJA=AF@�J?s>=�NA�E@AMP�R>A�rF@=�?@�C�YHHDACI�7:e9tu9fP�dO�Rgvw�V=>A�MAOCED=T�CIMFALHJJAIMAM�E@CsAXT�=>A�>?=LCDD�FA=EFIAM�]?DD�NA�C�LHI=?IEHE@�BCDEA�NA=]AAI�x�CIM�nP�R>A�H=>AF�?@b:yzm:9P�dO�=>?@�?@�@A=�=H�Rgvw�VMAOCED=�?@�Q[{|wXT�C�GDH=�HO�=>A�LEFBA�]?DD�NA�sAIAFC=AMP�R>A�E@AF�LCICD@H�@ADAL=�HIDU�C�@EN@A=�HO�=>A�JHMAD@�=H�NA�FEIP�R>A�AKCJGDA�NADH]�>C@�CDD�HO�=>A�GH@@?NDA�HIA@?ILDEMAMP�=>A�JHMAD�7ef9�CD]CU@�IAAM@�=H�NA�?ILDEMAMP�QHF�@HJA�CGGD?LC=?HI@T�]A�AKLDEMA�=>A�}emfJHMADPRH�FEI�C�@?JGDA�AKCJGDAT�E@A�=>A�OHDDH]?Is�LHMA�~��7:e7����muf9�y���y��y������������������jafz����muf9���y��y��y��y��y��y����y����j:q���muf9�7:e7���7:e7��jafz���jafz��_̀ab������789:;;������:eafb���y��el̀a��f:̀a�7tàu7lm����jaf����7:e7�afz�:ja�j:q�;u9̀:bamf���7��7ef9����tumm����}emf����z:m������z:m������z:q����a�z�����a�z��������������������������������������������a�z�����a�z����7:e9tu9f������b:yzm:9���

tzurlind
Sticky Note
Does this bmed assume the user has already zero-centered their data through normalization?

tzurlind
Sticky Note
Is this supposed to be noise?

tzurlind
Sticky Note
Does this mean if the user specifies the "fitmodels" keyword, they must include "cnst" in this vector? If that's true, I would make that explicit right here. Otherwise, you could add a test to "concRespCore" which checks to make sure "cnst" is present in the "fitmodels" vector.

ZZHAO
Sticky Note
tcplfit2_core does check for the presence of cnst model

ZZHAO
Sticky Note
Completed set by ZZHAO

ZZHAO
Sticky Note
edited the parameter definition

ZZHAO
Sticky Note
my understanding: if it's 0 it assumes the data is already zero-centered, if it's not user should input the median so the function will shift resp by this number to make them zero-centered

ZZHAO
Sticky Note
typo fixed

ZZHAO
Sticky Note
Completed set by ZZHAO
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789�:;<=;<�:>�<8?@�A;B�C?DD�E9�F�GF<F�>AFH9�C?<8�:B9�A:CI�@;HHFA?J?BK�<89�A9@;D<@�>:A�<89�C?BB?BKH:G9DLMNOPQRS�TU�VWXXYXZ�O�[S\YS[�]̂�_]X_SX̀\ÒY]Xa\S[Q]X[S�P]bSR[]̂\�O�[YXZRS�O[[Oc789�?B=;<�GF<F�>:A�<8?@�9dFH=D9�?@�<Fe9B�>A:H�:B9�:>�<89�7:dfg�h7i�F@@Fj@I�>:A�9@<A:K9B�A9k9=<:A�lmnoFK:B?@<�Fk<?p?<jL�789�GF<F�?@�>A:H�<89�Hkq�<FED9�?B�<89�GF<FEF@9�rstruvwxyI�C8?k8�?@�<89�EFke�9BG�>:Auz{|L�78?@�9dFH=D9�C?DD�A;B�}�k89H?kFD@�:;<�:>�<89�g~~�<8F<�FA9�?BkD;G9G�?B�<89�GF<F�@9<I�FBG�C?DDkA9F<9�=D:<@�>:A�<89@9L�789�=D:<<?BK�A:;<?B9�zwsz���{�|wu�?@�@:H9C8F<�K9B9A?kI�FBG�C9�FB<?k?=F<9�<8F<;@9A@�C?DD�HFe9�<89?A�:CB�p9A@?:B�:>�<8?@L�7:�A;B�<8?@�9dFH=D9I�;@9�<89�>:DD:C?BK�k:G9�������������������������r|������x�u���z�����u����|w�x��r|���r|��

tzurlind
Sticky Note
Figure could use a legend

tzurlind
Sticky Note
Would it pay to also display the "res" object here just to give the user an idea of what the "concRespCore" output looks like?

tzurlind
Sticky Note
If this example is running mc3 data, it's probably good to point out that conc data have already been normalized and the resp data have been transformed as well. Just to make sure the user understands the fits are not being run on raw data.

ZZHAO
Sticky Note
the figure does have a legend but it's cut off by the sizing. Let we know what to do

ZZHAO
Sticky Note
printed the 'res' output. To make the format consistent I moved the call to DT library here and use DT for all the printed tabular result 

ZZHAO
Sticky Note
added sentences to clarify that
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��7�89:�;<�=�>�?�@�ABCD�EFB�:G9�<HF:8��IJKLMN�OP�LMNQRISNTMKIRJU�V�WXYZ[��IRST\]̂QLMNQIJKLMN[[��������������LMNQ_̀NIaVbQcde[d_MNVbQfdfdede[[��7�D9:9BgCh9�:G9�i=jkABF;hD�l=BC=:CFh��̂T_L�OP�_bcm_bcnJIobOV�PedpNTqLpr��s_MK�OP�_MKQ̂T_L[��IRTqK�OP�qKQ̂T_L[��bt̂Ì �̀OP�cus_MK��7�89H9j:�8C?�8=g<H98v�wF:9�:G=:�:G9B9�g=x�i9�gFB9�:G=h�Fh9�8=g<H9�<BFj9889D�EFB�=�ACl9h�jG9gCj=H��qL]KSJ]q̂�OP�tR]ytTQ_bcnqL]K[��qL]KSJ]q̂�OP�qL]KSJ]q̂mz{|r��}~�QqL]K����qL]KSJ]q̂[������7�89H9j:�:G9�D=:=�EFB��;8:�:GC8�8=g<H9����̂T_L�OP�_bcm]qSTJT_TR̂Q_bcnqL]KdqL]K[dr����7��G9�D=:=�ECH9�G=8�8:FB9D�jFhj9h:B=:CFh�Ch�HFA���EFBg��8F�EC?�:G=:����bIRb�OP�z�uûT_LnJIob����NTqL�OP�̂T_LnNTqL����7�<;HH�F;:�=HH�FE�:G9�jG9gCj=H�CD9h:CEC9B8�=hD�:G9�h=g9�FE�:G9�=88=x����K̂\q]K�OP�̂T_LmzdpK̂\q]Kpr����bMqNR�OP�̂T_LmzdpbMqNRpr����RM_T�OP�̂T_LmzdpRM_Tpr����MqqMU�OP�̂T_LmzdpMqqMUpr����7�jB9=:9�:G9�BF��Fi�9j:����NIa�OP�J]q̂QbIRb�V�bIRbd�NTqL�V�NTqLd�s_TK�V��d�bt̂Ì �̀V�bt̂Ì d̀�IRTqK�V�IRTqKdMqqMUVMqqMUdK̂\q]KVK̂\q]KdbMqNRVbMqNRdRM_TVRM_T[����7�B;h�:G9�jFhj9h:B=:CFh�B98<Fh89�gFD9HChA�EFB�=�8ChAH9�8=g<H9����NTq�OP�bIRbXTqL�INTQNIad̀]̂_IKTJq�V�bQpbRq̂pd�p�]JJpd�poRJqpd�pLIJUzpd�pLIJUepd�pLIapd�pT\Lepd�pT\Lcpd������������������������������������������pT\Lfpd�pT\L�p[dbIR̂�]̂q�V�Wd�M]bb�V��ds]K]NTb̂]IRMJV�[����7�<HF:�:G9�B98;H:8����bIRbXTqL�JÎQNTqdU_]RVPz�dU_M\Vz��[���
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789�:;<=>�?@ABCD==@�EDF9�?G9�H9E<=?�H;:E�B8�D�>D?D�IHDJ9�98>�9KA;H?�?G9E9�I;H�I<H?G9H�D8D=@EBEL�M;<C;<=>�H9J;F9�?G9�A=;??B8N�I<8C?B;8�IH;J�?G9�C<HH98?�=;;A�D8>�GDF9�D�=;;A�?GD?�H9D>�IH;J�?G9�;F9HD==H9E<=?E�>D?D�IHDJ9�D8>�;8=@�A=;?�E9=9C?9>�H9E<=?E�O9LNL�?G;E9�:B?G�EBN8BPCD8?�H9EA;8E9EQLRSTUVWX�YZ�[W\]]̂_̀�a\_aX_]bT]̂\_cbXdV\_dX�U\eXŴ_̀�\_]bT_dab̂V]̂\_TW�d̂̀ _T]fbXdgG9�B8A<?�>D?D�I;H�?GBE�9KDJA=9�C;8?DB8E�h�EBN8D?<H9E�I;H�;89�CG9JBCD=�B8�D�?HD8ECHBA?;JBCE�>D?D�E9?LgGBE�>D?D�E9?�BE�D�EDJA=9�IH;J�?G9�EBN8D?<H9�EC;HB8N�J9?G;>�?GD?�AH;FB>9E�?G9�C<?;ij�;89�E?D8>DH>>9FBD?B;8j�D8>�?G9�C;8C98?HD?B;8kH9EA;8E9�>D?DL�gG9�9KDJA=9�B==<E?HD?9E�?:;�lB8>E�;I�A=;?E�DFDB=Dm=9�B8nopqrsntL�u8�?G9�CD==�?;�ovwoxyzp{v|y}~j�?G9�DHN<J98?��v�pqvn�BE�E9?�?;��x��j�:GBCG�AH;FB>9E�DEBJA=9�A=;?�EG;:B8N�H9E<=?E�;I�D==�?G9�>Bi9H98?�C<HF9�P??B8N�J9?G;>EL��9K?j�<?B=B�B8N�?G9�I<8C?B;8ovwoxyzp�qvn}~�AH;FB>9E�D�J;H9�B8I;HJD?BF9�A=;?�I;H�?G9�:B88B8N�J;>9=L��������������������������������qs�|�|�}zn|sw�|~�����������������������������������������������������n�}�zs�w�n�|yz�~���������� ����¡�¢�£���������������������vq�p�|�¤¥�p�|}wv�|y��vwq��¦��x��~��vw�y§sn}p�|}vq�p�|~~��������������p�|}̈r|v©¦o}ª«t~«̈�|¦o}¬«¬«t«t~~��������������®���̄���������������� �����°±²}s�³́�µ¶w|v©}zs�w�n�|yz~~·���������� ����� ����������|v©�¦�qszn}ovwo¦�z�w�̈y|so}zn|̧zpqsn}zs�w�n�|yz¹s«�ovwo�º«�»»¼�~¹¹µºº~«���������������|yzp¦�z�w�̈y|so}zn|̧zpqsn}zs�w�n�|yz¹s«�|yzp�º«�»»¼�~¹¹µºº~«����������������̈y�¦½«���������������o�nvrr¦zs�w�n�|yz¹s«�o�nvrr�º«���������������vwyz�¦zs�w�n�|yz¹s«�vwyz��º«���������������w�̈y¦zs�w�n�|yz¹s«�w�̈y�º«����������������zz��¦zs�w�n�|yz¹s«�zs�w�n�|y�º~������� ���������������¾������������������¿À������������������Á����v�n�¦�ovwoxyzp{v|y}|v©«ovwnÂsnz¦Ã«�v�pqvn¦�~����³°}s¦¦µ~·������|yz�¤¥�v�n����ÄÅÆÇÅ·������|yz�¤¥�|�sw����n��r|�̈y}|yz«v�n~����Ä��Ä

tzurlind
Sticky Note
Displaying the dataframe (or a part of the dataframe) here would be helpful so users can see what they will get once they complete the analysis.

tzurlind
Sticky Note
The 6 different "signatures" is like having 6 different assay endpoints for a given chemical, right? If so, it would be good to clarify that here. I could see a user getting the hang of fitting endpoint responses and then get here and go what is a signature?

ZZHAO
Sticky Note
the current loop is overwriting the result each time so if I display the last output, it would just look the same as the result in example 1. This paragraph suggest user can save the results to a data frame instead of overwriting them. Let me know if we want to leave it as-is or change anything. 

ZZHAO
Sticky Note
edited the sentence
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��7�89:�;<�=�>�?�@�ABCD�EFB�:G9�<HF:8��IJKLMN�OP�LMNQRISNTMKIRJU�V�WXYZ[��IRST\]̂QLMNQIJKLMN[[��������������LMNQ_̀NIaVbQcde[d_MNVbQfdfdede[[��7�<HF:�B98;H:8�;8CgA�hiFgij98<kHF:hl@gD�<HF::CgA�F<:CFgm��nopQ]�qr�stRNIaQNTu[[v����bIRbXTuLwJÎQNTux]dydU_]RVPsdU_M\Vs[��z
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tzurlind
Sticky Note
Up to this point, we assume the independent (conc) and dependent (resp) data for fitting are all essentially at the mc3 level, right? Therefore, examples 1-3 represent the fitting functionality for preprocessed conc-response data. Example 4 now shows how we can go from raw assay data through all the tcpl levels using just tcplfit2. This is the example that essentially replaces tcplLite for a researcher who wants to analyze their assay using the EPA way while avoiding the mysql overhead, right?This isn't really a suggestion, but just a reality check from me as I go through the examples to make sure I'm on the right track. If I'm off with this interpretation, it could impact some of the suggestions I've had so far.

ZZHAO
Sticky Note
Completed set by ZZHAO
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tzurlind
Sticky Note
I would add a sentence to define cval vs. rval, i.e., cval represents any necessary transformation of the raw data prior to normalization such as log-transformation or multiplication by some factor.

ZZHAO
Sticky Note
edited the text
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iEGVKFg�j�DG�jk�GU�hl�BFDCKBN mCBcKGTN j n h d RB̀D
o CBNPQHTJDFBgj HTJDKPJW�DEB�CBNPGFNB�SW�pjl CBNPQJGgn DIqB�DEB�JGg�SINB�n�GU�DEB�CBNPGFNBr CBNPQHTJDns HTJDKPJW�DEB�CBNPGFNB�SW�nst CBNPQUO OIJOTJIDB�CBNPGFNB�IN�UGJMpOEIFgBjj ScIJQIPKMQFVJJNQHBM PJIDBpVKNB�SINBJKFB�SINBM�GF�FBTDCIJ�ODCJ�HBMKIFcIJTB
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iEGVKFg�j�DG�n�GU�n�BFDCKBN mCBcKGTN j RB̀D: µ́¶:?·̧ ¶=̧ : µ́¶:?·̧ ¹̧º́j SHIMQIBKMQJGVOGFOQDVBJJN SHIM�SINBM�GF�DVG�JGVBND�OGFOBFDCIDKGF�GUDCBIDHBFD�VBJJNn SHIMQIBKMQJGVOGFOQFVBJJN SHIM�SINBM�GF�DVG�JGVBND�OGFOBFDCIDKGF�GU�FVBJJN
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tzurlind
Sticky Note
This "res" is the same format as the "res" from Example 3, right? Therefore, the user can then use "concRespPlot" to visulaize the fits? If so, I would add a final sentence about how "res" can be used to visualize fits and the winning the model for each compound.If not, how can a user generate the same visualizations from example 3 using output from tcplfit2_core/tcplhit2_core?

ZZHAO
Sticky Note
I added they can use the plot chunk from example 3 to visualize fits from this table too
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