
S1 

 

Supplementary Information 

 

Copper free Heck-Cassar-Sonogashira and Suzuki-Miyaura Reactions of Aryl 

Chlorides: a Sustainable Approach 

 

Chiara Palladino, Tommaso Fantoni,* Lucia Ferrazzano, Alessandra Tolomelli and Walter Cabri* 

Tolomelli-Cabri Lab, Center for Chemical Catalysis, Department of Chemistry ñGiacomo Ciamicianò 

University of Bologna, via Selmi, 2 ï 40126 

 

Tommaso Fantoni* - E-mail: tommaso.fantoni3@unibo.it 

Walter Cabri* - E-mail: walter.cabri@unibo.it 

 

 

 

 

 

 

 Number of Pages                  100 

 

 

 

                                                              Number of Schemes                0 

 

 

 

                                                              Number of Figures                  10 

 

 

 

                                                              Number of Tables                    8 

 

 

  

mailto:tommaso.fantoni3@unibo.it
mailto:walter.cabri@unibo.it


S2 

 

Table of Contents: 
 

1. General Information ................................................................................................................................... 3 

2. General Procedures .................................................................................................................................... 4 

3. Calculation of TON, PMI and PMIr .......................................................................................................... 7 

4. Base Screening in the SM coupling ......................................................................................................... 11 

5. SM Scope with Cs2CO3 and K2CO3 ......................................................................................................... 13 

6. Selectivity Studies ................................................................................................................................... 14 

7. PdCl2(sSPhos)2 Reduction ........................................................................................................................ 15 

8. Compound Characterization .................................................................................................................... 18 

9. Calculation of Relative Response Factor (RRF) ...................................................................................... 29 

10. Computational Methods ........................................................................................................................... 32 

11. NMR Spectra ........................................................................................................................................... 71 

12. References .............................................................................................................................................. 100 

 

 

  



S3 

 

1. General Information 

Commercial reagents (reagent grade, >99%) were used as received without additional purification.  

Solvents (cyclohexane (Cy), dichloromethane (DCM), methyl-tert-butyl ether (MTBE), N-

hydroxyethylpyrrolidone (HEP), toluene, 2-methyltetrahydrofuran (2-MeTHF), isobutylacetate (IBA), 

isopropyl alcohol (IPA) and deuterated N,N-Dimethylformamide (DMF-d7)) are commercially available and 

were used after degassing. 

1H NMR, 13C NMR and 31P NMR spectra were recorded with an Agilent-Technologies-Varian INOVA 400 

MHz and 100 MHz instrument 1H/19F/X 5 mm PFG ATB Broadband Probe, VT, single, double and triple 

resonance, z-axis pulsed field gradients, serves broadband probe and customized variable temperature ï 5 mm 

Broadband probe. NMR multiplicities are abbreviated as follows: s = singlet, d = doublet, t = triplet, q = 

quartet, spt = septet, m = multiplet, bs = broad signal. Coupling constants J are given in Hz. All 1H and 13C 

chemical shifts are calibrated to residual proto-solvents. 

HPLC-UV analysis were recorded with an Agilent 1260 InfinityLab instrument. Column: Zorbax® SB-C18; 

particle size 5 µm; pore size 100 Å; length 250 mm, internal diameter: 4.6 mm. Mobile phase A: H2O, mobile 

phase B: ACN. Gradient (Time(min), %B): 0, 30; 8, 80; 22, 80; 24, 10; 30, 10; flow 0.5 mL min-1column 

temperature 30°C; injection volume: 20 µL. 

NE-1010 Higher Pressure Syringe Pump used to perform slow-addition of acetylenes in the Heck-Cassar-

Sonogashira cross-coupling reactions. 

Mass Spectrometry analysis were recorded on a QTRAP 3200 mass spectrometer in ESI+ mode. 

Spectrometer ICP-OES AGILENT 5110 was used to determine the concentration of Pd in the solution. Power: 

1200 W; Auxiliary gas: Argon (1.0 L minī1); nebulizer gas: nitrogen (0.7 L minī1); peristaltic pump speed: 12 

rpm. Samples for ICP-OES were digested with 8 mL HNO3/HCl (1:3) using a microwave digestion system 

held at 175 °C for 10 minutes. The volume of the digests was then made up to 50 mL with de-ionized water 

before analysis by ICP-OES. Calibration standards for the quantification of the digested samples were prepared 

in 5% HNO3. Palladium standards from Faggi Enrico and 2'-Dicyclohexylphosphino-2,6-dimethoxy-3-

sulfonato-1,1'-biphenyl hydrate sodium (sSPhos) from Chemieliva Pharmaceutical Co., Ltd. 
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2. General Procedures 

2.1. General procedure for Heck-Cassar cross-coupling with aryl chlorides1: 

2.1.1. Heck-Cassar reactions with 2 mol% of catalyst 

 

 

 Procedure: 

 

 

Figure S1: NE-1010 Higher Pressure Syringe Pump used to perform slow-addition of acetylenes 

 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, the palladium pre-catalyst Pd(ACN)2Cl2 (0.02 

mmol, 2 mol%, 5.2 mg), sSPhos, (0.06 mmol ,6 mol%, 30.8 mg) were dissolved in HEP and water as co-

solvent in a 7/3 ratio. The other reagents were then added in the following order: TMG (126.9 mg, 138.0 µL, 

1.1 mmol, 1.1 equiv) and aryl chloride (1.0 mmol, 1.0 equiv). The reaction mixture was heated to 80-90°C 

with an oil bath and alkyne (from 1.05 to 1.5 equiv) was added slowly with a syringe pump over the course of 

the reaction; the conversion was evaluated through HPLC-UV analysis at 210 nm considering the appropriate 

RRF (see Chapter 9 for RRF calculation). At reaction completion, the mixture was extracted with an 

appropriate organic solvent (3x1 mL). The collected organic phases were concentrated under reduced pressure. 

The reaction crude was purified, when necessary, by flash chromatography (eluents and isolated yields 

specified below in Compound Characterization section). 
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2.1.2. Heck-Cassar reactions with 0.2-0.4 mol% of catalyst 

 

Preparation of stock solution of the HCS catalyst: 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, palladium pre-catalyst Pd(ACN)2Cl2 (0.02 

mmol, 5.2 mg) and ligand sSPhos, (0.06 mmol, 30.8 mg) were dissolved in 2 mL of HEP/water(30%) solution. 

The mixture was stirred for 5 min at room temperature. A yellow-orange solution was obtained for subsequent 

HCS reactions (stock solution is stable and can be used even after one week). 

 

Procedure: 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, 200 µL of the stock solution (0.2 mol% of 

palladium catalyst) was added along with the amount of HEP/water (30%) solution needed to achieve the 

desired concentration. The other reagents were then added in the following order: Cs2CO3 (358 mg, 1.1 mmol, 

1.1 equiv) and aryl chloride (1.0 mmol, 1.0 equiv). The reaction mixture was heated to 80-90°C with an oil 

bath and alkyne (1.05 mmol, 1.05 equiv) was added slowly with a syringe pump over the course of the reaction; 

the conversion was evaluated through HPLC-UV analysis at 210 nm considering the appropriate RRF (see 

Chapter 9 for RRF calculation). At reaction completion, the mixture was extracted with an appropriate organic 

solvent (3x1 mL). The collected organic phases were concentrated under reduced pressure. The reaction crude 

was purified, when necessary, by flash chromatography (eluents and isolated yields specified below in 

Compound Characterization section). 

 

2.2. General procedure for Suzuki-Miyaura cross-coupling1 

 

Preparation of stock solution of the SM catalyst: 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, palladium pre-catalyst Pd(ACN)2Cl2 (0.04 

mmol, 10.4 mg) and ligand sSPhos, (0.12 mmol, 61.6 mg) were dissolved in 4 mL of HEP/water(40%) 

solution. The mixture was stirred for 5 min at room temperature. A yellow-orange solution was obtained for 

subsequent SM reactions (stock solution is stable and can be used even after one week) 
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Procedure  

 
To an oven-dried 10 mL Schlenk purged under N2 atmosphere, 50 µL of the stock solution (0.05 mol% of 

palladium catalyst) was added along with the amount of HEP/water (40%) solution needed to achieve the 

desired concentration. The other reagents were then added in the following order:base (1.1 mmol, 1.1 equiv), 

aryl chloride (1.0 mmol, 1.0 equiv) and boronic acid (1.05 mmol, 1.05 equiv). The reaction mixture was heated 

to the desired temperature with an oil bath and maintained at this temperature under stirring; the conversion 

was evaluated through HPLC-UV analysis at 210 nm considering the appropriate RRF (see Chapter 9 for RRF 

calculation). At reaction completion, the mixture was extracted with an appropriate organic solvent (3x1 mL). 

The collected organic phases were concentrated under reduced pressure. The product was isolated without 

need of purification (yields specified below in Compound Characterization section). 

 

 

2.3. Recycling protocol for HC S coupling1 

 

After complete conversion of the desired reaction (monitored with HPLC-UV at 210 nm), the mixture was 

extracted three times under N2 with an appropriate organic solvent, not miscible with the HEP/water solution 

(Cy, MTBE, toluene, 2-MeTHF, IBA and IPA). The organic layer was removed with a syringe, another portion 

of base, aryl chloride and acetylene (slowly over the curse of the reaction) were added to the HEP/water phase 

and another catalytic cycle was performed at 80-90°C. The conversion of the new cycle of reaction was 

monitored by the previously mentioned analysis. The organic phases obtained from the different cycles were 

combined, distilled to recover the organic solvent, and the residue purified, when necessary, by flash 

chromatography (yields and recycles are reported in Table 2). 

 

 

2.4. Thermomorphic protocol for HCS coupling 

 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, palladium pre-catalyst Pd(ACN)2Cl2 (0.02 

mmol, 2 mol%, 5.2 mg), sSPhos, (0.06 mmol ,6 mol%, 30.8 mg) were dissolved in HEP and water as co-

solvent. The other reagents were then added in the following order: TMG (126.9 mg, 138.0 µL, 1.1 mmol, 1.1 

equiv) and aryl chloride (1.0 mmol, 1.0 equiv). The reaction mixture was heated to 90°C with an oil bath and 

phenylacetylene 2a (1.7.2 mg, 115.3 µL, 1.05 mmol, 1.05 equiv) was added slowly with a syringe pump over 

the course of the reaction in 0.5 mL of toluene or IBA in a HEP/water/toluene or HEP/water/IBA 7/3/5 ratio; 
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the conversion was evaluated through HPLC-UV analysis at 210 nm considering the appropriate RRF (see 

Chapter 9 for RRF calculation). At reaction completion, by simply cooling the reaction mixture at room 

temperature, the separation of toluene (or IBA) containing the product 3a occurred, that was simply extracted 

with a syringe. It was possible to recycle the catalyst and the HEP/water solution three times. The organic 

phases obtained from the different cycles were combined, distilled to recover the organic solvent, and the 

residue purified by flash chromatography (yields and recycles are reported in Table 2). 

 

 

 

3. Calculation of TON, PMI and PMIr  

Turnover number (TON): 

TON can be calculated by the ratio between the yield of the product at the end of the cycle, and the percentage 

of the mmol of catalyst divided from the number of the cycle.2  

 

Ὕὕὔ 
ὥὺὩὶὥὫὩ ώὭὩὰὨ 

Ϸ άάέὰ ὲ ὧώὧὰὩϳ
 

 

Complete Environmental Factor (cEF)3  

The general environmental factor for an entire API process is computed by the ratio between the total mass of 

waste generated in the synthetic scheme and the mass of the isolated product. The simple environmental factor 

(sEF) neglects the solvents and water, and it is usually applied at the stage of initial research. This is the reason 

why, for an industrial point of view, it is better to use the complete environmental factor (cEF), that includes 

all the components utilized for the entire synthesis including solvents and water: 

 

ὧὉὊ 
Вάὥίί έὪ ύὥίὸὩ

άὥίί έὪ ὭίέὰὥὸὩὨ ὴὶέὨόὧὸ
 
Вάὥίί έὪ άὥὸὩὶὭὥὰίάὥίί έὪ ὭίέὰὥὸὩὨ ὴὶέὨόὧὸ

άὥίί έὪ ὭίέὰὥὸὩὨ ὴὶέὨόὧὸ
 

 

 

Process Mass Intensity (PMI)4  

The process mass intensity (PMI) is defined as the ratio between the total mass of materials and the mass of 

the isolated product. 

 

ὖὓὍ 
Вάὥίί έὪ άὥὸὩὶὭὥὰί

άὥίί έὪ ὭίέὰὥὸὩὨ ὴὶέὨόὧὸ
ὧὉὊρ 
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Recovery of HEP, and Pd 

 

3.1. Recovery of HEP and Pd in the HCS cross-coupling with 2 mol% 

At the given time, the reaction was cooled at rt, extracted with cyclohexane and the HEP/water phase 

containing the catalyst was recycled. 

After the final cycle, product 3 was again extracted with cyclohexane and the combined organic extracts were 

distilled and the product could be recovered without further purification. The reaction mixture, containing 

HEP/water, conjugated TMG acid and the catalyst complex, was treated with sodium formate (0.15 mmol, 

10.0 mg) for 1h at 60°C to generate palladium black. At reaction completion, the mixture was filtered out with 

the aid of charcoal (30 mg) and the palladium metal was recovered. The filtrate was distilled under reduced 

pressure to recover HEP in 95% yield. 

 

Table S1: Example of PMI calculation on the optimized HCS reaction on 5 mmol scale  

Reagents 
Single run 

(mg) 
5 cycles (g)a 

5 cycles and final 

recovery (g)b 

% of 

recovery 

1a 563 2.8 2.8 - 

2a 536 2.68 2.68 - 

TMG 633 3.17 3.17 - 

Pd(ACN)2Cl2 25.5 0.025 0.0025 90 

sSPhos 154 0.154 0.154 - 

HEP 4000 4.0 0.2 95 

Water 1500 1.5 300 - 

Sodium formate - - 0.01 - 

Charcoal - - 0.03 - 

Cyclohexanec 11685 58.4 58.4 95 

3ad 870 4.2 4.2 - 

PMI 21 - - - 

PMI after 

Pd/sSPhos and 

HEP/water 

recycle 

- 18.1 - - 

PMI after final 

recovery of Pd, 

HEP, Cy 

- - 3.3 - 

aPMI calculated after 5 cycles and recycle of Pd complex and HEP/water. bPMI calculated after 5 cycles and 

recycle of Pd complex, HEP/water and final recovery of Pd metal, HEP and cyclohexane. cThe organic phases 

obtained from the different cycles were combined and distilled to recover 95% of cyclohexane. It is possible 

to distill the cyclohexane also after each cycle. dProduct 3a obtained without need of purification. 
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3.2. Recovery of HEP and Pd in the HCS cross-coupling with 0.2 mol% 

 

At the given time, the reaction was cooled at rt, extracted with cyclohexane achieving product 3a with 93% 

yield with no need of purification. The reaction mixture, containing HEP/water, conjugated Cs2CO3 acid and 

the catalyst complex, was treated with sodium formate (0.1 mmol, 10.0 mg) for 1h at 60°C in order to generate 

palladium black. At reaction completion, the mixture was filtered out with the aid of charcoal (60 mg) and the 

palladium metal was recovered. The filtrate was distilled under reduced pressure to recover HEP in 95% yield. 

 

 

Table S2: Example of PMI calculation on the direct HCS reaction on 10 mmol scale  

Reagents 
Single run 

(g) 

Single run and final 

recovery (g)b 

% of 

recovery 

1a 1.12 1.12 - 

2a 1.07 1.07 - 

Cs2CO3 3.58 3.58 - 

Pd(ACN)2Cl2 0.005 0.0005 90 

sSPhos 0.03 0.03 - 

HEP 3.2 0.16 95 

Water 1.2 0.12 - 

Sodium formate - 0.01 - 

Charcoal - 0.06 - 

Cyclohexanec 9.3 0.46 95 

3ad 1.7 1.7 - 

PMIa 11.1 - - 

PMI after 

Pd/sSPhos and 

HEP/water 

recycle 

- - - 

PMI after final 

recovery of Pd, 

HEP, Cy 

- 4.4 - 

aPMI calculated considering all the reagents used without recovery. bPMI calculated after final recovery of Pd 

metal, HEP and cyclohexane. cThe organic phases obtained from the different cycles were combined and 

distilled to recover 95% of cyclohexane. dProduct 3a obtained without need of purification. 
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3.3. Recovery of HEP and Pd in the SM cross-coupling with 0.05 mol% 

 

At the given time, the reaction was cooled at rt, extracted with cyclohexane achieving product 6a and 6k both 

with 95% yield with no need of purification. The reaction mixture, containing HEP/water, conjugated base 

(K2CO3 or Cs2CO3 acid and the catalyst complex, was treated with sodium formate (0.1 mmol, 10.0 mg) for 

1h at 60°C in order to generate palladium black. At reaction completion, the mixture was filtered out with the 

aid of charcoal (60 mg) and the palladium metal was recovered. The filtrate was distilled under reduced 

pressure to recover HEP in 95% yield. 

 

 

Table S3. Example of PMI calculation on the SM reaction of Scheme 4 with 10 mmol scale 

Reagents 
Single run 

(g) 

Single run and final 

recovery (g)b 

% of 

recovery 

1a 1.1 1.1 - 

5a 1.2 1.2 - 

Cs2CO3 3.57 3.57 - 

Pd(ACN)2Cl2 0.001 0.0001 90 

sSPhos 0.007 0.007 - 

HEP 6.8 0.34 95 

Water 4 4 - 

Sodium 

formate 
- 0.01 - 

Charcoal - 0.06 - 

Cyclohexanec 23.4 1.16 95 

6ad 1.47 1.47 - 

PMIa 27.2 - - 

PMI after final 

recovery of Pd, 

HEP, Cy 

- 7.7 - 

aPMI calculated considering all the reagents used without recovery. bPMI calculated after final recovery of Pd 

metal, HEP and cyclohexane. cThe organic phases obtained from the different cycles were combined and 

distilled to recover 95% of cyclohexane. dProduct 6a obtained without need of purification. 
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Table S4. Example of PMI calculation on the SM reaction of Scheme 5 with 10 mmol scale 

Reagents 
Single 

run (g) 

Single run and final 

recovery (mg)b 
% of recovery 

1g 1.1 1.1 - 

5e 1.56 1.56 - 

Cs2CO3 3.57 3.57 - 

Pd(ACN)2Cl2 0.001 0.0001 90 

sSPhos 0.007 0.007 - 

HEP 6.8 0.34 95 

Water 4 4 - 

Sodium formate - 0.01 - 

Charcoal - 0.06 - 

Cyclohexanec 23.4 1.16 95 

6kd 2.24 2.24 - 

PMIa 18.0 - - 

PMI after final 

recovery of Pd, 

HEP, Cy 

- 5.3 - 

aPMI calculated considering all the reagents used without recovery. bPMI calculated after final recovery of Pd 

metal, HEP and cyclohexane. cThe organic phases obtained from the different cycles were combined and 

distilled to recover 95% of cyclohexane. dProduct 6k obtained without need of purification. 

 

 

 

4. Base Screening in the SM coupling 

 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, an aliquot of the stock solution was added 

along with the amount of HEP/water (40%) solution needed to achieve the desired concentration. The other 

reagents were then added in the following order: base (1.1 mmol, 1.1 equiv), chlorobenzene (50.6 µL, 1.0 

mmol, 1.0 equiv) and phenyl boronic acid (1.05 or 1.2 equiv, see the following table). The reaction mixture 

was heated at the desired temperature with an oil bath and maintained at this temperature under stirring; the 

conversion was evaluated through HPLC-UV analysis at 210 nm considering the appropriate RRF (see Chapter 

9 for RRF calculation).  
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Table S5. Base screening in SM coupling 

Entry  
Conc. 

(M)  

Pd 

(mmol%) 

R-B(OH)2 

(equiv) 
Base 

T 

(°C) 

Time 

(h) 

Conv.  

(%)  

1 1.0 0.1 1.2 Cs2CO3 45 16 100 

2 1.0 0.2 1.05 Cs2CO3 45 16 100 

3 1.0 0.1 1.2 K2CO3 45 16 63 

4 1.0 0.2 1.05 K2CO3 45 16 100 

5 0.5 0.1 1.2 K2CO3 45 16 100 

6 1.0 0.1 1.2 Na2CO3 45 16 51 

7 1.0 0.2 1.05 Na2CO3 45 16 100 

8 0.5 0.1 1.2 Na2CO3 45 16 76 

9 1.0 0.1 1.2 K3PO4 45 16 38 

10 1.0 0.2 1.05 K3PO4 45 16 100 

11 0.5 0.1 1.2 K3PO4 45 16 67 

12 1.0 0.05 1.05 Cs2CO3 60 8 100 

13 1.0 0.05 1.05 K2CO3 60 16 85 

14 0.5 0.05 1.05 K2CO3 60 16 87 

15 1.0 0.05 1.05 Na2CO3 60 16 83 

16 0.5 0.05 1.05 Na2CO3 60 16 85 

17 1.0 0.05 1.05 K3PO4 60 16 76 

18 0.5 0.05 1.05 K3PO4 60 16 79 

19 1.0 0.05 1.05 Cs2CO3 90 4 100 

20 1.0 0.05 1.05 K2CO3 90 4 100 

21 1.0 0.05 1.05 Na2CO3 90 4 88 

22 1.0 0.05 1.05 K3PO4 90 4 84 
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5. SM Scope with Cs2CO3 and K2CO3 

 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, an aliquot of the stock solution was added 

along with the amount of HEP/water (40%) solution needed to achieve the desired concentration. The other 

reagents were then added in the following order: Cs2CO3 (1.1 mmol, 357 mg, 1.1 equiv) or K2CO3 (1.1 mmol, 

152.1 mg, 1.1 equiv), aryl chloride 1a-1n (1.0 mmol, 1.0 equiv) and aryl boronic acid 5a-5d (1.05 mmol, 1.05 

equiv). The reaction mixture was heated at the desired temperature with an oil bath and maintained at this 

temperature under stirring; the conversion was evaluated through HPLC-UV analysis at 210 nm considering 

the appropriate RRF (see Chapter 9 for RRF calculation). At reaction completion, the mixture was extracted 

with an appropriate organic solvent (3x1 mL). The collected organic phases were concentrated under reduced 

pressure. The product was isolated without need of purification (yields specified below in Compound 

Characterization section). 
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6. Selectivity Studies 

6.1. One-pot HCS-HCS cross-coupling reactions 

  

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, palladium pre-catalyst Pd(ACN)2Cl2 (0.02 

mmol, 2 mol%, 5.2 mg), sSPhos, (0.06 mmol ,6 mol%, 30.4 mg) were dissolved in HEP and water as co-

solvent. The other reagents were then added in the following order: TMG (126.7 mg, 138.0 µL, 1.1 mmol, 1.1 

equiv), 1-chloro-3-iodobenzene 7 (238.4 mg, 123.8 µL, 1.0 mmol, 1.0 equiv) and alkyne 2b (92.5 mg, 106.6 

µL, 1.1 mmol, 1,1 equiv). The reaction mixture was heated to 60°C with an oil bath and the conversion was 

evaluated through HPLC-UV analysis at 210 nm. After 2h, intermediate 8 was achieved with a complete 

conversion and a selectivity >99%. The mixture was then heated to 90°C, TMG (1.1 equiv) was directly added 

and phenylacetylene 2a was added slowly in 4h with a syringe pump in order to achieve product 9 with 95% 

of conversion. The mixture was extracted with IBA (3x5 mL). The collected organic phases were concentrated 

under reduced pressure. The reaction crude was purified by flash chromatography (eluents and isolated yields 

specified below in Compound Characterization section). 

 

6.2. One-pot HCS-SM cross-coupling reactions 

 

 

To an oven-dried 10 mL Schlenk purged under N2 atmosphere, palladium pre-catalyst Pd(ACN)2Cl2 (0.02 

mmol, 2 mol%, 5.2 mg), sSPhos, (0.06 mmol, 6 mol%, 30.4 mg) were dissolved in HEP and water as co-

solvent. The other reagents were then added in the following order: TMG (126.7 mg, 138.0 µL, 1.1 mmol, 1.1 

equiv), 1-chloro-3-iodobenzene 7 (238.4 mg, 123.8 µL, 1.0 mmol, 1.0 equiv) and alkyne 2b (92.5 mg, 106.6 

µL, 1.1 mmol, 1,1 equiv). The reaction mixture was heated to 60°C with an oil bath and the conversion was 

evaluated through HPLC-UV analysis at 210 nm. After 2h, intermediate 8 was achieved with a complete 

conversion and a selectivity >99%. The mixture was then heated to 90°C, Cs2CO3 (358.4 mg, 1.1 mmol, 1.1 

equiv) and phenyl boronic acid 5a (128.0 mg, 1.05 mmol, 1.05 equiv) were directly added to the solution. The 

reaction was complete in 1h giving product 10 with a complete conversion. The mixture was extracted with 
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IBA (3x5 mL). The collected organic phases were concentrated under reduced pressure in order to achieve 

compound 10 without need of purification. 

7. PdCl2(sSPhos)2 Reduction  

To an oven-dried 20 mL Schlenk purged under nitrogen atmosphere, the pre-catalyst PdCl2(ACN)2 (3.37 mg, 

0.013 mmol, 1.0 equiv), the ligand sSPhos (13.32 mg, 0.026 mmol, 2.0 equiv) and Cs2CO3 (21.18 mg, 0.065 

mmol, 5.0 equiv) were dissolved in DMF-d7 (0.4 mL) and HEP/H2O (ratio 7:3, 0.2 mL). The reaction was 

stirred at 60°C and after 10 minutes the 31P NMR spectrum was collected (A). Chlorobenzene (6.6 µL, 0.026 

mmol, 5 equiv) was added and the reaction stirred at 60°C for 30 minutes (B). The chemical shift of 

ArPd(sSPhos)Cl at 44.81 ppm and the shape of the signal is in line with the chemical shift of ArPd(SPhos)Cl 

in toluene reported by Barder et al.5 The disappearance of the signals at 64.24 ppm and at 63.02 ppm confirmed 

that the reduction process occurred. 

 

Figure S2: 31P NMR spectra of the reduction of PdCl2(sSPhos)2 in DMF-d7/HEP/H2O with Cs2CO3 5 equiv at 

60°C (A) and after the addition of Ar-Cl (5 equiv) (B). 
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To further demonstrate that HEP plays a fundamental role in the Pd(II) reduction process, the previous reaction 

was repeated in only DMF-d7 as solvent. To an oven-dried 20 mL Schlenk purged under nitrogen atmosphere, 

the pre-catalyst PdCl2(ACN)2 (3.37 mg, 0.013 mmol, 1.0 equiv), the ligand sSPhos (13.32 mg, 0.026 mmol, 

2.0 equiv) and Cs2CO3 (21.18 mg, 0.065 mmol, 5.0 equiv) were dissolved in DMF-d7 (0.6 mL) and the reaction 

was stirred at 60°C. After 10 minutes the 31P NMR spectra was collected.  

 

Figure S3: 31P NMR spectrum of the reduction of PdCl2(sSPhos)2 in DMF-d7 with Cs2CO3 5 equiv at 60°C. 

 

As reference, the following spectra show the chemical shifts of the pre-catalyst PdCl2(sSPhos)2, the ligand 

sSPhos and OsSPhos: 

 

Figure S4: 31P NMR spectrum of PdCl2(sSPhos)2 in DMF-d7/HEP/H2O. PdCl2(ACN)2 (3.37 mg, 0.013 mmol, 

1 equiv) and sSPhos (13.32 mg, 0.026 mmol, 2 equiv) were dissolved in DMF-d7 (0.4 mL) and HEP/H2O (ratio 

7:3, 0.2 mL).  
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Figure S5: 31P NMR spectrum of sSPhos in DMF-d7/HEP/H2O. 

 

 

Figure S6: 31P NMR spectrum of OsSPhos in DMF-d7/HEP/H2O. The spectrum shows an unknown peak 

present also in the previous spectra. 
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8. Compound Characterization 

Yields of the HCS reactions reported considering the single run of the entries in Table 3 

 

1,2-diphenylacetylene, 3a 

 

 

The product 3a is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

White solid (93% yield), extraction solvent: Cy 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.58 ï 7.56 (m, 4H), 7.39 ï 7.36 (m, 6H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 131.27, 128.00, 127.91, 122.94, 89.04. 

Anal. Calcd. for C14H10: C, 94.33; H, 5.67; found: C, 94.62; H, 5.69. 

 

1-nitro-4-(phenylethynyl)benzene, 3b 

 

 

The product 3b is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Yellow solid (94% yield), extraction solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 8.19 ï 8.17 (m, 2H), 7.64 ï 7.62 (m, 2H), 7.56 ï 7.53 (m, 2H), 7.38 ï 

7.36 (m, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 146.95, 132.27, 131.84, 130.22, 129.28, 128.57, 123.58, 122.10, 94.75, 

87.59. 

Anal. Calcd. for C14H9NO2: C, 75.33; H, 4.06; N, 6.27; found: C, 75.26; H, 4.06; N, 6.27.  

 

1-nitro-3-(phenylethynyl)benzene, 3c 

 

 

The product 3c is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Yellow solid (95% yield), extraction solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 8.36 ï 8.35 (m, 1H), 8.17 ï 8,15 (d, 1H, J = 8.2 Hz), 7.82 ï 7.80 (d, 1H, 

J = 7.7 Hz), 7.53 ï 7.49 (m, 3H), 7.40 ï 7.38 (m, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 148.11, 137.19, 131.77, 129.35, 129.06, 128.53, 126.28, 125.10, 122.84, 

122.19, 91.92, 86.91. 

Anal. Calcd. for C14H9NO2: C, 75.33; H, 4.06; N, 6.27; found: C, 75.14; H, 4.06; N, 6.26.  
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4-(phenylethynyl)benzonitrile, 3d 

 

 

The product 3d is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Yellow solid (93% yield); extraction solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.66ï 7.61 (m, 4H), 7.57 ï 7.55 (m, 2H), 7.40 ï 7.38 (m, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 132.05, 132.02, 131.77, 129.10, 128.49, 128.23, 122.21, 118.50, 111.45, 

93.76, 87.70. 

Anal. Calcd. for C14H9N: C, 88.64; H, 4.46; N, 6.89; found C, 88.69; H, 4.38; N, 6.92. 

 

 

1-methoxy-4-(phenylethynyl)benzene, 3e 

 

 

The product 3e is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

White solid (90% yield), extraction solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.55 ï 7.49 (m, 4H), 7.37 ï 7.33 (m, 3H), 6.91 ï 6.89 (m, 2H), 3.84 (s, 

3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 159.60, 133.02, 131.42, 128.28, 127.90, 123.58, 115.36, 113.98, 89.35, 

88.05, 55.26. 

Anal. Calcd. for C15H12O: C, 86.51; H, 5.81; found: C, 86.72; H, 5.81. 

 

 

1-methyl-4-(phenylethynyl)benzene, 3f 

 

 

The product 3f is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

White solid (91% yield), extraction solvent: Cy 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.57 ï 7.54 (m, 2H), 7.47 ï 7.45 (d, J = 8.1 Hz, 2H), 7.38 ï 7.34 (m, 3H), 

7.19 ï 7.17 (d, J = 7.9 Hz, 2H), 2.40 (s, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 138.36, 131.53, 131.48, 129.09, 128.29, 128.04, 89.55, 88.71, 21.49. 

Anal. Calcd. for C15H12: C, 93.79; H, 6.21; found: C, 93.57, H: 6.23. 
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2-methyl-4-phenylbut-3-yn-2-ol, 3g 

 

 

The product 3g is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Yellow oil (90% yield); extraction solvent: tBuOAc and purification by flash chromatography (Cy/EtOAc = 

95/5). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.44 ï 7.42 (m, 2H), 7.31 ï 7.29 (m, 3H), 2.53 (s, OH), 1.64 (s, 6H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 131.23, 127.83, 127.81, 122.37, 93.50, 81.69, 65.17, 31.08.  

Anal. Calcd. for C11H12O: C, 82.46; H, 7.55; found: C, 82.78; H, 7.54. 

 

 

N,N-dimethyl-3-phenylprop-2-yn-1-amine, 3h 

 

 

The product 3h is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Colourless liquid (91% yield); extraction solvent: tBuOAc and purification by flash chromatography 

(Cy/EtOAc = 95/5). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.45 ï 7.43 (m, 2H), 7.30 ï 7.28 (m, 3H), 3.47 (s, 2H), 2.37 (s, 6H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 131.27, 127.82, 127.59, 122.80, 84.86, 84.13, 48.15, 43.81. 

Anal. Calcd. for C11H13N: C, 82.97; H, 8.23; N, 8.80; found: C, 82.99; H, 8.22; N, 8.77. 

 

 

3-(4-nitrophenyl)prop-2-yn-1-ol, 3i 

 

 

The product 3i is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Yellow oil (90% yield); extraction solvent: tBuOAc and purification by flash chromatography (Cy/EtOAc = 

95/5). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 8.21 ï 8.18 (dd, J = 8.0, 4.0 Hz, 2H), 7.60 ï 7.57 (dd, J = 8.0, 4.0 Hz, 

2H), 4.55 (s, 2H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 147.25, 132.39, 129.41, 123.57, 92.46, 83.81, 51.49. 

Anal. Calcd. for C9H7NO3: C, 61.02; H, 3.98; N, 7.91; O, 27.09; found: C, 61.11; H, 3.95; N, 7.87; O, 28.1. 
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1-(hept-1-yn-1-yl)-4-nitrobenzene, 3j 

 

 

The product 3j is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Yellow oil (90% yield); extraction solvent: Cy and Purification by flash chromatography (Cy 100%). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 8.16 ï 8.14 (dd, J = 8.0, 4.0 Hz, 2H), 7.52 ï 7.50 (dd, J = 8.0, 4.0 Hz, 

2H), 2.46 ï 2.43 (t, J = 12.0 Hz, 2H), 1.66 ï 1.60 (m, 2H), 1.48 ï 1.34 (m, 4H), 0.95 ï 0.91 (t, J = 12.0 Hz, 

3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 146.53, 132.19, 131.20, 123.43, 96.79, 79.25, 31.08, 28.08, 22.16, 19.50, 

13.93. 

Anal. Calcd. for C13H15NO2: C, 71.87; H, 6.96; N, 6.45; O, 14.73; found: C, 71.93; H, 6.92; N, 6.50; O, 14.69. 

 

 

1-(2-(phenylethynyl)phenyl)ethan-1-one, 3k 

 

 

The product 3k is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

Yellow oil (94% yield); extraction solvent: tBuOAc and purification by flash chromatography (Cy/EtOAc = 

95/5). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.77 ï 7.75 (d, J = 8.0 Hz, 1H), 7.64 ï 7.62 (d, J = 8.0 Hz, 1H), 7.56 ï 

7.55 (m, 2H), 7.49 ï 7.47 (t, J = 4.0 Hz, 1H), 7.42 ï 7.37 (m, 4H), 2.80 (s, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 200.35, 140.76, 133.91, 131.54, 131.34, 128.80, 128.73, 128.49, 128.31, 

122.91, 121.71, 95.06, 88.53, 30.01. 

Anal. Calcd. for C16H12O: C, 87.25; H, 5.49; O, 7.26; found C, 87.28; H, 5.52; O, 7.24 

 

 

1,2,3,4,5-pentafluoro-6-(phenylethynyl)benzene, 3l 

 

 

The product 3l is prepared by general procedure for Heck-Cassar cross-coupling (Chapter 2.1.). 

White solid (92% yield); extraction solvent: Cy and purification by flash chromatography (Cy 100%). 
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1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.59 ï 7.57 (m, 2H), 7.42 ï 7.38 (m, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 147.1 (dm, JF-C = 250 Hz), 141.4 (dm, JF-C = 250 Hz), 137.6 (dm, JF-C = 

250 Hz), 131.90, 129.64, 128.52, 121.55, 101.55 (m), 100.31, 73.04 (m). 

Anal. Calcd. for C14H5F5: C, 62.70; H, 1.88; F, 35.42; found C, 62.71; H, 1.31; F, 35.40 

 

methyl 5-(phenylethynyl)thiophene-2-carboxylate, 3m 

 

 

The product 3m is prepared by general procedure for Heck-Cassar-Sonogashira cross-coupling (Chapter 2.1.). 

Yellow solid (93% yield); Extraction solvent: tBuOAc; Purification by flash chromatography (Cy/EtOAc = 

90/10). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.70 (d, 1H, J = 3.9 Hz), 7.55 ï 7.53 (m, 2H), 7.38 (m, 3H), 7.23 (d, 1H, 

J = 3.9 Hz), 3.91 (s, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 162.03, 133.79, 133.32, 132.14, 131.62, 130.05, 129.06, 128.49, 122.20, 

95.62, 91.99, 52.34. 

Anal. Calcd. for C14H10O2S: C, 69.40; H, 4.16; O, 13.21; S, 13.23; found: C, 68.87; H, 4.01; O, 13.29; S, 13.40. 

 

7-chloro-4-(phenylethynyl)quinoline, 3n 

 

 

The product 3n is prepared by general procedure for Heck-Cassar-Sonogashira cross-coupling (Chapter 2.1.). 

White solid (90% yield); Extraction solvent: tBuOAc; Purification by flash chromatography (Cy/EtOAc = 

95/5). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) ŭ 8.90 (d, J = 4.5 Hz, 1H), 8.30 (d, J = 8.9 Hz, 1H), 8.13 (d, J = 2.1 Hz, 

1H), 7.71 ï 7.63 (m, 2H), 7.61 ï 7.54 (m, 2H), 7.44 (dd, J = 5.1, 1.9 Hz, 3H). 

13C NMR (100 MHz, CDCl3) ŭ 150.85, 148.50, 135.87, 132.00, 129.88, 129.58, 128.81, 128.65, 128.19, 

127.43, 126.18, 123.64, 121.98, 99.20, 84.60. 

Anal. Calcd. for C17H10ClN: C, 77.42; H, 3.82; Cl, 13.44; N, 5.31; found: C, 77.54; H, 3.76; Cl, 13.63; N, 5.22 
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2-(phenylethynyl)pyridine, 3o 

 

 

The product 3o is prepared by general procedure for Heck-Cassar-Sonogashira cross-coupling (Chapter 2.1.). 

Yellow oil (91% yield); Extraction solvent: tBuOAc; Purification by flash chromatography (Cy/EtOAc = 95/5). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) ŭ 7.70 ï 7.67 (m, 1H), 7.61 (m, 2H), 7.54 (d, J = 8.1 Hz, 1H), 7.38, (m, 

3H), 7.26 ï 7.23 (m, 1H). 

13C NMR (100 MHz, CDCl3) ŭ 150.09, 143.50, 136.17, 132.07, 128.99, 128.41, 127.18, 122.76, 122.29, 89.25, 

88.62. 

Anal. Calcd. for C13H9N: C, 87.12; H, 5.06; N, 7.82; found: C, 87.09; H, 5.09; N, 7.87. 

 

2-methyl-4-(perfluorophenyl)but-3-yn-2-ol, 3p 

 

 

The product 3p is prepared by general procedure for Heck-Cassar-Sonogashira cross-coupling (Chapter 2.1.). 

Yellow solid (91% yield); Extraction solvent: tBuOAc; Purification by flash chromatography (Cy/EtOAc = 

80/20). 

1H NMR (400 MHz, CDCl3) ŭ (ppm) ŭ 1.65 (s, 6H). 

13C NMR (151 MHz, CDCl3) ŭ 147.11 ï 145.33 (dm, JF-C = 168,0 Hz), 141.22 ï 139.60 (dm, JF-C = 173,0 Hz), 

137.40 ï 135.76 (dm, JF-C = 164,0 Hz), 105.35, 98.61, 65.41, 64.78, 30.01. 

Anal. Calcd. for C11H7F5O: C, 52.81; H, 2.82; F, 37.97; O, 6.40; found: C, 52.72; H, 2.98; F, 37.90; O, 6.54 

 

 

4-(3-aminophenyl)-2-methylbut-3-yn-2-ol, 3q 

 

 

The product 3q is prepared by general procedure for Heck-Cassar-Sonogashira cross-coupling (Chapter 2.1.). 

Pale yellow solid (52%); Extraction solvent: tBuOAc; Purification by flash chromatography (Cy/EtOAc = 

90/10) 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.08 (t, J = 7.8 Hz, 1H), 6.83 (d, J = 7.6 Hz, 1H), 6.75 (s, 1H), 6.64 (d, J 

= 8.0 Hz, 1H), 3.67 (s, NH2), 2.21 (s, OH), 1.61 (s, 6H). 
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13C NMR (100 MHz, CDCl3) ŭ (ppm) 146.13, 129.15, 123.38, 122.03, 117.91, 115.28, 93.17, 82.26, 65.53, 

31.47. 

Anal. Calcd for C11H12NO: C, 75.40; H, 7.48; N, 7.99; found: C, 75.50; H, 7.43; N, 7.95; 

 

Yields of the SM reactions reported considering Scheme 4 

 

1,1'-biphenyl, 6a 

 

 

The product 6a is prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

White solid (95% yield); extraction solvent: Cy 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.69 ï 7.66 (m, 4H), 7.54 ï 7.49 (m, 4H), 7.44 ï 7.40 (m, 2H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 141.28, 128.80, 127.29, 127.21. 

Anal. Calcd. for C12H10: C, 93.46; H, 6.54; found: C, 93.37; H, 6.62. 

 

4-methoxy-1,1'-biphenyl, 6b-6e 

 

 

The products 6b-6e are prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

White solid (90 and 92% yield); extraction solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.58 ï 7.52 (m, 4H), 7.45 ï 7.41 (m, 2H), 7.33 ï 7.29 (m, 1H), 7.00 ï 

6.98 (m, 2H), 3.87 (s, 3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm)159.11, 140.81, 133.76, 128.68, 128.12, 126.71, 126.62, 114.17, 55.32. 

Anal. Calcd. for C13H12O: C, 84.75; H, 6.57; O, 8.68; found: C, 84.77; H, 6.51; O, 8.70. 

 

4-methyl-1,1'-biphenyl, 6c-6f 

 

 

The products 6c-6f are prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

White solid (94 and 93% yield), extraction solvent: Cy 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.68 ï 7.66 (m, 2H), 7.60 ï 7.58 (m, 2H), 7.53 ï 7.49 (m, 2H), 7.43 ï 

7.39 (m, 1H), 7.35 ï 7.33 (d, J = 7.8 Hz, 2H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 141.22, 138.44, 137.06, 129.57, 128.79, 127.04, 127.02, 21.14. 

Anal. Calcd. for C13H12: C, 92.81; H, 7.19; found: C, 92.75; H, 7.23. 
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3,4,5-trifluoro-1,1'-biphenyl, 6d 

 

 

The product 6d is prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

White solid (92% yield); extraction solvent: Cy 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.53 ï 7.42 (m, 5H), 7.22 ï 7.18 (m, 2H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 152.72 ï 152.58 (dd, JC-F
 = 9.9, 4.2 Hz), 150.25 ï 150.11 (dd, JC-F

 = 10.1, 

4.4 Hz), 140.63 ï 140.32 (t, JC-F = 15.1 Hz), 138.17 ï 137.43 (m), 137.45 ï 137.25 (m), 129.06, 128.37, 126.81, 

111.10 ï 110.88 (dd, JC-F
 = 16.1, 6.0 Hz). 

Anal. Calcd. for C12H7F3: C, 69.23; H, 3.39; F, 27.38; found: C, 69.20; H, 3.45; F, 27.44.  

 

2-nitro-1,1'-biphenyl, 6g 

 

 

The product 6g is prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

Yellow oil (95% yield); extraction solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.89ï 7.87 (dd, J = 8.0, 1.3 Hz, 1H), 7.65 ï 7.61 (td, J = 7.6, 1.3 Hz, 1H), 

7.52 ï 7.44 (m, 5H), 7.38 ï 7.35 (m, 2H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 149.32, 137.42, 136.32, 132.31, 131.97, 128.70, 128.24, 128.20, 127.91, 

124.06. 

Anal. Calcd. for C12H9NO2: C, 72.35; H, 4.55; N, 7.03; O, 16.06; found: C, 72.39; H, 4.52; N, 7.01; O, 16.09. 

 

4-nitro-1,1'-biphenyl, 6h 

 

 

The product 6h is prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

Yellow solid (94% yield); extraction solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 8.32 ï 8.30 (m, 2H), 7.76 ï 7.74 (m, 2H), 7.65 (m, 2H), 7.54 ï 7.46 (m, 

3H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 147.61, 147.07, 138.75, 129.16, 128.89, 127.80, 127.36, 124.08. 

Anal. Calcd. for C12H14: C, 72.35; H, 4.55; N, 7.03; O, 16.06; found: C, 72.25; H, 4.61; N, 7.07; O, 15.9. 
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[1,1'-biphenyl]-2-carbaldehyde, 6i 

 

 

The product 6i is prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

Colorless oil (95% yield), extractions solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 9.88 (s, 1H), 7.94 ï 7.92 (J= 8.0 Hz, d, 1H), 7.54-7.52 (m, 1H), 7.40 ï 

7.33 (m, 5H), 7.28-7.27 (m, 2H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 192.42, 145.97, 137.77, 133.74, 133.57, 130.79, 130.12, 128.45, 128.14, 

127.79, 127.58 

Anal. Calcd. for C13H10O, C, 85.69; H, 5.53; O, 8.78; found 85.70; H, 5.51; O, 8.76 

 

2-phenylpyridine, 6j 

 

 

The product 6j is prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.1.). 

Colourless oil (93% yield). Extraction solvent: tBuOAc. 

1H NMR (400 MHz, CDCl3) ŭ (ppm) ŭ 8.71 (d, J = 3.5 Hz, 1H), 8.01 (d, J = 8.4 Hz, 2H), 7.75 (m, 2H), 7.50 ï 

7.42 (m, 3H), 7.23 (m, 1H). 

13C NMR (100 MHz, CDCl3) ŭ 156.44, 148.63, 138.37, 135.70, 127.91, 127.71, 125.88, 121.05, 119.53. 

Anal. Calcd. for C11H9N: C, 85.13; H, 5.85; N, 9.03; found: C, 85.16; H, 5.89; N, 9.01 

 

4'-chloro-2-nitro-1,1'-biphenyl, 6k 

 

 

The product 6k is prepared by general procedure for Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

Yellow solid (95% yield); extractions solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.90 ï 7.87 (dd, J = 8.1, 1.3 Hz, 1H), 7.65 ï 7.61 (td, J = 7.6, 1.3 Hz, 

1H), 7.53 ï 7.49 (m, 1H), 7.43 ï 7.39 (m, 3H), 7.27 ï 7.25 (m, 2H). 
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13C NMR (100 MHz, CDCl3) ŭ (ppm) 149.03, 135.95, 135.15, 134.41, 132.55, 131.85, 129.30, 128.89, 128.61, 

124.25. 

Anal. Calcd. for C12H8ClNO2: C, 61.69; H, 3.45; Cl, 15.17; N, 5.99; O, 13.69; found: C, 61.74; H, 3.38; Cl, 

15.13; N, 6.04; O, 13.74. 

 

3',4',5'-trifluoro-2-nitro-1,1'-biphenyl, 6l 

 

 

The product 6l is prepared by general procedure Suzuki-Miyaura cross-coupling (Chapter 2.2.). 

Yellow solid (97% yield); extractions solvent: Cy 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.96 ï 7.93 (dd, J = 8.1, 1.3 Hz, 1H), 7.69 ï 7.65 (td, J = 7.5, 1.3 Hz, 

1H), 7.60 ï 7.55 (dt, J = 7.8, 1.5 Hz, 1H), 7.41 ï 7.39 (dd, J = 7.6, 1.5 Hz, 1H), 6.97 ï 6.94 (m, 2H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 152.41 ï 152.27 (dd, JF = 10.3, 4.2 Hz), 149.92 ï 149.77 (dd, JF = 10.1, 

4.4 Hz), 148.68, 141.19 ï 140.89 (t, JF = 15.1 Hz), 138.68 ï 138.38 (t, JF = 15.1 Hz), 133.51 ï 133.46 (m), 

132.79, 131.63, 129.37, 124.49, 112.68 ï 112.46 (dd, JF = 16.1, 6.0 Hz). 

Anal. Calcd. for C12H6F3NO2: C, 56.93; H, 2.39; F, 22.51; N, 5.53; O, 12.64; found: C, 56.98; H, 2.35; F, 

22.46; N, 5.61; O, 12.60. 

 

2-methyl-4-(3-(phenylethynyl)phenyl)but-3-yn-2-ol, 9 

 

 

The product 9 is prepared by one-pot Heck-Cassar cross-coupling (Chapter 4.1.). 

Yellow oil (92% yield); extractions solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.63 (s, 1H), 7.56 ï 7.53 (m, 2H), 7.49 ï 7.47 (m, 1H), 7.40 ï 7.30 (m, 

5H), 1.65 (s, 6H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 134.68, 131.62, 131.29, 128.47, 128,37, 123.53, 123.08, 122.98, 94.39, 

89.94, 88.47, 81.35, 65.58, 31.43. 

Anal. Calcd. for C19H16O: C, 87.66; H, 6.20; O, 6.15; found: C, 87.61; H, 6.29; O, 6.14. 
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4-([1,1'-biphenyl]-3-yl)-2-methylbut-3-yn-2-ol, 10 

 

The product 10 is prepared by a one-pot Heck-Cassar and Suzuki-Miyaura cross-coupling (Chapter 4.2.). 

Yellow oil (96% yield); extractions solvent: tBuOAc 

1H NMR (400 MHz, CDCl3) ŭ (ppm) 7.72 ï 7.55 (m, 4H), 7.49 ï 7.38 (m, 5H), 1.70 (s, 6H). 

13C NMR (100 MHz, CDCl3) ŭ (ppm) 141.34, 140.32, 130.45, 128.89, 128.79, 127.66, 127.11, 123.30, 94.13, 

82.21, 65.70, 31.57. 

Anal. Calcd. for C17H16O: C, 86.40; H, 6.82; O, 6.77; found: C, 86.44; H, 6.74; O, 6.81. 
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9. Calculation of Relative Response Factor (RRF) 

 

In HPLC with UV-DAD, the response of the detector is the absorbance of the compound at a fixed wavelength. 

Exploiting the Lambert-Beer law, it is possible to evaluate the RRF.  

 

ὃ ὰ Ͻὧ Ͻ ‐ 

 

Where: 

Ů is the molar attenuation coefficient or absorptivity (corresponding to the absorbance of a 1M solution).  

c is expressed in molarity (mol/L). 

The response factor, in analytical chemistry, is defined as the ratio between the molar concentration of a 

compound being analyzed and the response of the detector to that compound. In this way, the calculation of 

RRF is described below: 
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Thus, considering two substances in which one is the product (B) and the second is the reagent (A), the RRF 

is: 
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Table S6: Calculation of RRF between chlorobenzene 1a and diphenylacetylene 3a at several concentrations 

Concentration (M) Chlorobenzene area (mAu) Diphenylacetylene area (mAu) RRF æRRF 

0,0025 2142.2 5633.3 2.63 

2.59 0,0005 438.7 1126.4 2.57 

0,00025 256.0 658.6 2.57 

 

Figure S7: HPLC-UV spectrum of equimolar mixture of chlorobenzene 1a and diphenylacetylene 3a at 0.0025 

M concentration 

 

 

Table S7: Calculation of RRF between chlorobenzene 1a and biphenyl 6a at several concentrations 

Concentration (M) Chlorobenzene area (mAu) Biphenyl area (mAu) RRF æRRF 

0,0025 1923.8 4230.5 2.19 

2.23 0,0005 496.3 1124.2 2.26 

0,00025 351.0 790.1 2.25 

 

Figure S8: HPLC-UV spectrum of equivuimolar mixture of chlorobenzene 1a and biphenyl 6a at 0.0025 M 

concentration 
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Table S8: Calculation of RRF between diphenylacetylene 3a and 1,4-diphenyl-1-buten-3-yne 4a 

at several concentrations. 

 

Concentration (M) Diphenylacetylene area (mAu) 1,4-diphenyl-1-buten-3-yne area (mAu) RRF æRRF 

0,0025 75423.4 59859.8 1.26 

1,24 
0,0005 17645.2 13573.2 1.30 

0,00025 7982.4 6597.0 1.21 

0,000025 3426.5 2879.4 1.19 

 

 

Figure S9: HPLC-UV spectrum of equivuimolar mixture of diphenylacetylene 3a and 1,4-diphenyl-1-buten-

3-yne 4 at 0.0005 M concentration. 

  












































































































































