S1 Table.  Experimental evidence supporting interactions between nodes of CARENET. 
	Interaction
	Evidence
	References

	AHK → AHP

	AHK transfers phosphate residues to AHP as part of multistep phosphorelay activated by cytokinin
	(Hwang and Sheen, 2001)

	AHP6 –| AHP 


	ahp6 partially recovers the mutant phenotype of the CK receptor mutant wol.


	(Mahonen et al., 2006)

	AHPs→RRB

	AHP1, AHP2, and AHP3 interact with ARR1 in yeast two-hybrid assays.

AHP2 interacts with ARR2 and ARR10 in yeast two-hybrid assays.
	(Hwang and Sheen, 2001)
(Suzuki et al., 1998)

	ARF –| IPT
	Application of auxin inhibits transcription of IPT2 
	


(Tanaka et al., 2006) ADDIN EN.CITE 

	ARF –| RRA

	The ARR7 and ARR15 transcripts are reduced in inflorescence stems treated with auxin. 

Transcription of ARR7 and ARR15 levels is elevated in apices of the arf5/mp mutant.
	


(Zhao et al., 2010) ADDIN EN.CITE 


	ARF → CKXs
	Analysis of Arabidopsis microarray gene expression data showed that IAA-activates transcription of AtCKX1 and AtCKX6 (2.9- and 7.9-fold respectively). 
	(Werner et al., 2006)

	ARF → STM
	Ectopic expression of STM rescues monopteros (arf5) phenotype 
	


(Ckurshumova et al., 2014) ADDIN EN.CITE 

	ARF(MP)→TMP5
	A basic helix–loop–helix transcription factor TMP5 (TARGET of MONOPTEROS 5) is the direct target of Auxin-dependent transcription factor (ARF5) MONOPTEROS.
	


(Schlereth et al., 2010) ADDIN EN.CITE 

	ARF → PXY
	Treatment with auxin trafficking inhibitor NPA induced transcription of ARF1, 4, 5, 11/19, and PXY.
	


(Suer et al., 2011) ADDIN EN.CITE  

	ARF→AHP6
	Microarray data show that AHP6 is downregulated in mp mutant seedlings.

Incubation with IAA for 2 hrs causes a 10-fold increase in AHP6 expression in roots.
	


(Schlereth et al., 2010) ADDIN EN.CITE 



(Bishopp et al., 2011) ADDIN EN.CITE 

	ARF→ATHB8 
	Expression of PIN1:GFP and DR5rev::GFP precede ATHB8::GUS expression in developing leaves.

AtHB8 transcription is responsive to auxin. Mutation of a functional auxin response sequence in the ATHB8 promoter abrogates auxin responsiveness.
	(Donner et al., 2009)

	BR –| STM1
	Transcription of STM is suppressed in plants exoressing constitutively active BRI1 and activated in bri1.
	


(Sun et al., 2010) ADDIN EN.CITE 

	BR–|BIN2
	Phosphorylation of BIN2 by BR effector BRI1 inhibits activity of BIN2.
	(Clouse, 2002)

	BIN2–|BZR1
	Phosphorylation of BZR1 by BIN2 triggers BZR1 degradation.
	(Clouse, 2002)

	BZR1→ATHB8
	In bri1 the level of ATHB-8 transcription is reduced by 50%. 

In the cross of bri1-116 and dominant-positive bzr1-1D the ATHB-8 transcription is rescued by 25%. BZR1 is BRI1-dependent transcription factor.
	


(Sun et al., 2010) ADDIN EN.CITE 

	BZR1→WRKY
	Y831F dominant-positive BRI1 up-regulates WRKY48.
WRKY12 is down-regulated in bri1.
	


(Oh et al., 2011) ADDIN EN.CITE 



(Sun et al., 2010) ADDIN EN.CITE 

	CK→AHKs

(as part of the MSP) 


	AHKs contains a receiver domain.

AHK2 and AHK3 complement yeast mutants in a cytokinin-dependent manner.

AHK4 (wol/cre) mutant lacks cytokinin responses.

AHK4 binds active CKs in yeast assays.

Plant carrying different combinations of AHK2, AHK3 and AHK4 mutant alleles show CK deficiency phenotypes.
	(Hwang and Sheen, 2001)
(D'Agostino et al., 2000)
(Sheen, 2002)
(Suzuki et al., 2001)



(Hutchison et al., 2006; Nishimura et al., 2004) ADDIN EN.CITE 

	CKX –| CK
	Ectopic overexpression of CKXs results in decreased both endogenous CK levels and sensitivity to exogenous CKs.

CKXs (1-7) catalyze the irreversible degradation of CKs.
	


(Pernisova et al., 2009) ADDIN EN.CITE 



(Bartrina et al., 2011; Werner et al., 2003) ADDIN EN.CITE 

	DELLA –| BZR1
	Association of DELLA with BZR1 inhibits binding of BZR1 to DNA
	(Xu et al., 2013)

	Endocytosis –| PIN
	Endocytosis increases PIN internalization leading to reduction of PIN at the plasma membrane
	


(Paciorek et al., 2005) ADDIN EN.CITE 

	ERF→WOX4
	Ethylene over-production mutant eto1 exhibits enhanced radial growth.

Inhibition of ethylene signaling in erf109 erf018 double mutant results in transcriptional down-regulation of WOX4.
Ethylene promotes secondary growth in poplar
	(Etchells et al., 2012)



(Love et al., 2009) ADDIN EN.CITE 

	Ethylene → ERF
	Binding if ethylene to the receptors leads to transcriptional up-regulation of ERFs.
	(Merchante et al., 2013)

	GA → GID1
	GID1 becomes activated upon GA binding
	(Xu et al., 2013)

	GA → IAA
	GA promotes PIN1 transcription in proximal xylem cells
	(Bjorklund et al., 2007)

	GID1 –| DELLA
	GID1 promotes degradation of DELLA
	(Xu et al., 2013)

	IAA –| DELLA
	Auxin inhibits accumulation of DELLA
	(Xu et al., 2013)

	IAA –| Endocytosis
	IAA and 2,4-D inhibited Brefeldin A-induced internalization of plasmalemma integral or associated proteins PIN1, PIN2, PIN4, H+-ATPase, and water channel PIP2.
	


(Paciorek et al., 2005) ADDIN EN.CITE  

	IAA → ARF 
	IAA de-represses a family of transcription factors ARFs through degradation of IAA/AUX proteins. 
	
 ADDIN EN.CITE 
(Hardtke and Berleth, 1998; Peer, 2013)


	IPT → CK
	Overexpression of AtIPT4 or AtIPT8 confers cytokinin-independent shoot formation on calli, and overexpression of AtIPT1, 3, 4, 5, 7, or 8 causes increased iP-type cytokinin levels in planta.

The rate-limiting step of CK biosynthesis is catalyzed by enzymes encoded by the IPT gene family.
	


(Kamada-Nobusada and Sakakibara, 2009; Sakakibara, 2006; Sun et al., 2003; Werner et al., 2006) ADDIN EN.CITE 

	LHW → TMO5
	TMO5 and LHW work as a dimer to promote transcription of LOG3/4.
	


(De Rybel et al., 2013; Ohashi-Ito et al., 2014) ADDIN EN.CITE 

	LOG3/4→CK
	LONELY GUY3/4 are isoforms of the enzyme responsible for the final biosynthesis step of cytokinin.
	(Kuroha et al., 2009)

	PIN –| IAA
	Accumulation of PIN on the plasma membrane increases auxin efflux from the cells
	


(Paciorek et al., 2005) ADDIN EN.CITE 

	PXY → WOX4
	WOX4 transcript is upregulated rapidly after exogenous application or over-epxression of TDIF in a TDR-dependent manner.

This rapid activation of WOX4 expression is not observed in the tdr-1 mutant (also known as pxy-5).
	


(Etchells et al., 2013; Hirakawa et al., 2010) ADDIN EN.CITE 

	PXY → BIN2
	PXY interacts with GSK3s (BIN2) at the plasma membrane and activates BIN2 in a TDIF-dependent manner
	


(Kondo et al., 2014) ADDIN EN.CITE 

	RRA –| AHP 


	Higher order mutants of RRA (A-type Arabidopsis Response Regulator) show increased sensitivity to CK.

Spatial patterns of RRA transcription and CK response are consistent with partially redundant function of these genes in CK signaling. RRA decreases RRB6::LUC. 
	


(Hwang and Sheen, 2001; To et al., 2007) ADDIN EN.CITE 

	RRB –| AHP6

RRB → IPT
	Both links were proposed by Benitez and Hejatko as an essential interaction that maintains identity of xylem, cambium, and phloem.
	


(Benitez and Hejatko, 2013) ADDIN EN.CITE 

	RRB → CKX
	Ectopic expression of constitutively active ARR2 promotes transcription of cytokinin oxidase CKX3 gene (AT5G56970)
	(Hass et al., 2004)

	RRB → ERF
	ARR2 binds to ERF1 promoter and ectopic expression of ARR2 causes 20 folds up-regulation of ERF1 promoter activity. Transcription of ERF1 is reduced in arr2.
	(Hass et al., 2004)

	RRB → RRA
	Constitutively active RRB promotes transcription of RRA.
	(Hass et al., 2004)

	RRB→PIN
	PIN transcription is inhibited in roots treated with cytokinin; the level of PIN in a rrb mutant allele upon treatment with cytokinin remains higher than in the wild type plants.

RRB stimulates vacuolar degradation of PIN
	⁠(Dello Ioio et al., 2008)



(Marhavy et al., 2011) ADDIN EN.CITE 

	STM –| LHW
	Over-expression of Poplar homologue of STM (ARBORNOX1 ) inhibits transcription of LHW
	(Liu et al., 2015)

	STM → CKX
	Over-expression of Poplar homologue of STM (ARBORNOX1) promotes transcription of Cytokinin Oxidase 5.
	(Liu et al., 2015)

	TDIF → PXY


	Small peptides of the CLE family (CLE41, 44 and CLE42) act as tracheary elements differentiation inhibitors in both Zinnia and Arabidopsis. 
Plants homozygous for tdr are insensitive to TDIF.
TDIF binds to the leucine-reach repeats of PXY
	
 ADDIN EN.CITE 
(Etchells and Turner, 2010; Hirakawa et al., 2008; Ito et al., 2006; Whitford et al., 2008)

(Zhang et al., 2016)

	TMO5 → LOG3
	Dimer of TMO5-LHW promote transcription of LOG3 and LOG4.
	


(De Rybel et al., 2013) ADDIN EN.CITE 

	WRKY –| CKX
	Transcription of CKX is up-regulated in two wrky12 knock-down alleles.
	(Wang et al., 2010)

	WRKY → ERF
	ERF4 gene is down-regulated in a wrky allele of Medicago truncatula WRKY12 homologue.
	(Wang et al., 2010)
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