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Table S1: Inclusion and exclusion criteria for sub studies 

Sub study 1: Almonertinib 

Inclusion criteria  

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the following types of gene mutation: 

EGFR exon 19 deletion mutation, exon 21 L858R substitution mutation, exon 20 

T790M substitution mutation, fresh biopsy specimens must be obtained before 

enrollment and detected with Next-generation sequencing whole exome test (NGS, 

WES, partner company), or panel test of peripheral blood samples before enrollment 

to obtain the following gene mutations: EGFR exon 19 deletion mutation, exon 21 

L858R substitution mutation, 20 exon Sub-T790M substitution mutation. If either 

of the two specimens shows the above-mentioned variation, the patients will be 

included in the current group. 

2) If the results of genetic testing at any time in previous tissues or peripheral blood 

suggest: EGFR19 exon deletion mutation, 21 exon L858R substitution mutation, 20 

exon T790M substitution mutation with the following methods: ARMS, PCR / 

digital PCR (digital PCR), NGS; enrollment screening can be started and fresh 

biopsy tissue specimens and peripheral blood specimens must be obtained for 

second-generation sequencing whole exome testing (NGS, WES, cooperative 

company) before enrollment. If freshly obtained tissues and peripheral blood 

specimens do not has the corresponding detectable actionable alterations, patients 

can be given the study drug according to the treatment plan, and be evaluated and 

followed up according to the visit arrangement, collecting safety and efficacy data, 

etc. The case will not be included in the sample size, and one more case meeting the 

enrollment criteria should be recruited. 

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2020-044543:e044543. 11 2021;BMJ Open, et al. Wang S



3) Patients with stable brain metastasis would be enrolled in almonertinib group. After 

resistance from dacomitinib, if T790M mutation was identified, patients will be 

enrolled in almonertinib. 

 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

according to the following criteria: 

1) Previously received other EGFR-TKI treatment (gefitinib, erlotinib, dacomitinib, 

and other drugs with the same mechanism of action, including clinical trials); 

2) The KRAS mutation confirmed or known by the central or local laboratory using 

approved or validated test methods; 

3) Patients who have received the following drugs within 2 weeks 

a. Potent CYP3A inhibitors (including but not limited to atazanavir, clarithromycin, 

indinavir, itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, Saquinavir, 

Talinomycin, Acetomycin, Voriconazole, Grapefruit, Grapefruit Juice) 

b. Strong CYP3A inducers (including but not limited to carbamazepine, phenobarbital, 

phenytoin, rifabutin, rifampicin, St. John's wort) 

CYP3A substrates with narrow therapeutic index (including but not limited to 

alfentanil, cyclosporine, dihydroergotamine, ergotamine, fentanyl, pimozide, 

quinidine, sirolimus, Tacrolimus). 

Sub study 2: Dacomitinib 

Inclusion criteria 

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the type of gene variation required for sub-

study: EGFR exon 19 deletion mutation and exon 21 L858R substitution mutation, 

fresh biopsy tissue samples must be obtained before enrollment and tested using 

next-generation sequencing whole exome test (NGS, WES, partner company). Or, 
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the panel test of peripheral blood specimens before enrollment obtained the 

following gene mutation: EGFR exon 19 deletion mutation and exon 21 L858R 

substitution mutation. If either of the two specimens shows the above-mentioned 

variation, the patients can be included in the group. 

2) If the results of genetic testing at any time in previous tissues or peripheral blood 

suggest EGFR19 exon deletion mutation and 21 exon L858R substitution mutation 

with the following methods: ARMS, PCR/digital PCR (digital PCR), NGS; 

enrollment screening can be started and fresh biopsy tissue specimens and peripheral 

blood specimens must be obtained for second-generation sequencing whole exome 

testing (NGS, WES, cooperative company) before enrollment. If freshly obtained 

tissues and peripheral blood specimens do not has the corresponding detectable 

actionable alterations, patients can be given the study drug according to the treatment 

plan, and be evaluated and followed up according to the visit arrangement, collecting 

safety and efficacy data, etc. The case will not be included in the sample size, and 

one more case meeting the enrollment criteria should be recruited. 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

according to the following criteria: 

1) Previous treatment with EGFR-TKI (gefitinib, erlotinib, osimertinib, and other 

drugs with the same mechanism of action, including clinical trials); 

2) The center or local laboratory confirms or is known to be positive for T790M 

mutation, KRAS mutation, or C-MET amplification using approved or validated test 

methods; 

3) Patients who have received the following drugs within 2 weeks 

c. Potent CYP3A inhibitors (including but not limited to atazanavir, clarithromycin, 

indinavir, itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, Saquinavir, 

Talinomycin, Acetomycin, Voriconazole, Grapefruit, Grapefruit Juice) 

d. Strong CYP3A inducers (including but not limited to carbamazepine, phenobarbital, 

phenytoin, rifabutin, rifampicin, St. John's wort) 
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4) CYP3A substrates with narrow therapeutic index (including but not limited to 

alfentanil, cyclosporine, dihydroergotamine, ergotamine, fentanyl, pimozide, 

quinidine, sirolimus, Tacrolimus). 

Sub study 3: Alectinib 

Inclusion criteria 

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the type of gene variation required for sub-

study: ALK fusion gene is positive, fresh biopsy tissue samples must be obtained 

before enrollment and tested with next generation sequencing whole exome test 

(NGS, WES, partner company). Or, the panel test of peripheral blood specimens 

before enrollment obtained the following gene alterations: ALK fusion gene 

positive. If either of the two specimens shows the above-mentioned variation, the 

patients can be included in the group. 

2) If the results of genetic testing at any stage of previous tissues or peripheral blood 

suggest that ALK fusion gene positive detected with the following methods: RT-

PCR, FISH, ALK-Vantena-IHC, NGS; the patient can start enrollment screening. 

However, it is necessary to obtain fresh biopsy tissue specimens and peripheral 

blood specimens before enrollment and get detected with second-generation whole 

exome sequencing (NGS, WES). If freshly obtained tissues and peripheral blood 

specimens do not has the corresponding detectable actionable alterations, patients 

can be given the study drug according to the treatment plan, and be evaluated and 

followed up according to the visit arrangement, collecting safety and efficacy data, 

etc. The case will not be included in the sample size, and one more case meeting the 

enrollment criteria should be recruited. 

3) Patients with stable brain metastasis would be enrolled in alectinib group. After 

resistance to crizotinib, patients will be enrolled in alectinib. 
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Exclusion criteria 

1) Received crizotinib or other ALK-TKI (including clinical trial medication) 

treatment; 

2) Patients who have received the following drugs within 2 weeks 

3) Potent CYP3A inhibitors (including but not limited to atazanavir, clarithromycin, 

indinavir, itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, Saquinavir, 

Talinomycin, Acetomycin, Voriconazole, Grapefruit, Grapefruit Juice) 

4) Strong CYP3A inducers (including but not limited to carbamazepine, phenobarbital, 

phenytoin, rifabutin, rifampicin, St. John's wort) 

5) CYP3A substrates with narrow therapeutic index (including but not limited to 

alfentanil, cyclosporine, dihydroergotamine, ergotamine, fentanyl, pimozide, 

quinidine, sirolimus, Tacrolimus). 

Sub study 4: Crizotinib 

Inclusion criteria 

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the type of gene variation required for sub-

study: ALK fusion gene positive, C-MET amplification or C-MET 14 exon skip 

mutation, and ROS-1 fusion gene positive, fresh biopsy tissue samples must be 

obtained before enrollment and tested/screened using  next-generation sequencing 

whole exome test (NGS, WES, partner company) Or, the panel test of peripheral 

blood specimens before enrollment obtained the following gene mutation: C-MET 

amplification or C-MET 14 exon skip mutation, and ROS-1 fusion gene positive. If 

either of the two specimens shows the above-mentioned variation, the patients can 

be included in the group. 

2) If the results of genetic testing at any stage of previous tissues or peripheral blood 

suggest that ALK fusion gene positive, C-MET amplification or C-MET 14 exon 

skip mutation, and ROS-1 fusion gene positive with the following methods: RT-

PCR, FISH, ALK-Vantena-IHC; C-MET amplification using the following 
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detection methods: RT-PCR, FISH, NGS-RNA; C-MET mutations using the 

following detection methods: ARMS, PCR / Digital PCR (digital PCR), NGS; the 

patient can start enrollment screening. However, it is necessary to obtain fresh 

biopsy tissue specimens and peripheral blood specimens before enrollment and get 

detected with second-generation whole exome sequencing (NGS, WES).  If freshly 

obtained tissues and peripheral blood specimens do not has the corresponding 

detectable actionable alterations, patients can be given the study drug according to 

the treatment plan, and be evaluated and followed up according to the visit 

arrangement, collecting safety and efficacy data, etc. The case will not be included 

in the sample size, and one more case meeting the enrollment criteria should be 

recruited. 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

according to the following criteria 

1) Patients who have received any ALK-TKI/CMET inhibitors or ROS1 inhibitors in 

the past; 

2) Patients who have received the following drugs within 2 weeks 

3) Potent CYP3A inhibitors (including but not limited to atazanavir, clarithromycin, 

indinavir, itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, (Saquinavir, 

telithromycin, acetocin, voriconazole, grapefruit, grapefruit juice) 

4) Strong CYP3A inducer (including but not limited to carbamazepine, phenobarbital, 

phenytoin, rifabutin, rifampicin, St. John's wort) 

5) CYP3A substrate with narrow therapeutic index (including but not limited to 

alfentanil, cyclosporine, dihydroergotamine, ergotamine, fentanyl, pimozide, 

quinidine, sirolimus, Tacrolimus) 

Sub study 5: Pyrotinib 

Inclusion criteria 
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In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the type of gene variation required for sub-

study: HER-2 exon mutation 19 or 20 (insertion mutation or point mutation) and 

HER-2 amplification, fresh biopsy tissue samples must be obtained before 

enrollment and tested/screened using next-generation whole exome sequencing 

(NGS, WES, partner company) Or, the panel test of peripheral blood specimens 

before enrollment obtained the following gene mutation: HER-2 exon mutation 19 

or 20 (insertion mutation or point mutation) and HER-2 amplification. If either of 

the two specimens shows the above-mentioned variation, the patients can be 

included in the group. 

2) If the results of genetic testing at any stage of previous tissues or peripheral blood 

suggest that BRAF V600 mutation, and the detection method is ARMS, PCR / digital 

PCR (digital PCR), NGS, the patient can start enrollment screening. However, it is 

necessary to obtain fresh biopsy tissue specimens and peripheral blood specimens 

before enrollment and get detected with second-generation whole exome sequencing 

(NGS, WES).  If freshly obtained tissues and peripheral blood specimens do not 

has the corresponding detectable actionable alterations, patients can be given the 

study drug according to the treatment plan, and be evaluated and followed up 

according to the visit arrangement, collecting safety and efficacy data, etc. The case 

will not be included in the sample size, and one more case meeting the enrollment 

criteria should be recruited. 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

according to the following criteria 

1) Have received anti-HER-2 or target drugs including HER-2, such as pyrotinib, 

apatinib, afatinib and herceptin; 

2) Patients who have received the following drugs within 2 weeks 
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3) Potent CYP3A inhibitors (including but not limited to atazanavir, clarithromycin, 

indinavir, itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, Saquinavir, 

Talinomycin, Acetomycin, Voriconazole, Grapefruit, Grapefruit Juice) 

4) Strong CYP3A inducers (including but not limited to carbamazepine, phenobarbital, 

phenytoin, rifabutin, rifampicin, St. John's wort) 

5) CYP3A substrates with narrow therapeutic index (including but not limited to 

alfentanil, cyclosporine, dihydroergotamine, ergotamine, fentanyl, pimozide, 

quinidine, sirolimus, Tacrolimus). 

Sub study 6: Vemurafenib 

Inclusion criteria 

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If there are no previous genetic test results suggesting the type of gene variation 

required for sub-study: BRAF V600 mutation, fresh biopsy tissue samples must be 

obtained before enrollment and the next-generation sequencing whole exome test 

(NGS, WES, partner company) must be performed. Or the panel test of peripheral 

blood samples before enrollment obtained BRAF V600 mutation. If either of the two 

specimens detects the above-mentioned variation, and both can be confirmed to be 

included in the group. 

2) If the results of genetic testing at any stage of previous tissues or peripheral blood 

suggest that BRAF V600 mutation, and the detection method is ARMS, PCR / digital 

PCR (digital PCR), NGS, the patient can start enrollment screening. However, it is 

necessary to obtain fresh biopsy tissue specimens and peripheral blood specimens 

before enrollment and get detected with second-generation whole exome sequencing 

(NGS, WES).  If freshly obtained tissues and peripheral blood specimens do not 

has the corresponding detectable actionable alterations, patients can be given the 

study drug according to the treatment plan, and be evaluated and followed up 

according to the visit arrangement, collecting safety and efficacy data, etc. The case 
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will not be included in the sample size, and one more case meeting the enrollment 

criteria should be recruited. 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

from the group according to the following criteria: 

3) Previous treatment with specific MEK inhibitors and BRAF inhibitors (including 

clinical trials); 

4) Past or present retinal diseases such as central retinal vein occlusion (RVO) and 

retinal pigment epithelium detachment (RPED). 

5) Appendices for patients who are receiving intravenous or oral drugs that affect the 

CYP isoenzymes (strong inducers and inhibitors of CYP2C9 and CYP2C19) that are 

prohibited and cannot be stopped 1 week before and during the study. 

6) The screening period of ECG QT interval is 450 msec, or there is a history of 

congenital long QT syndrome; 

Sub study 7: Niraparib 

Inclusion criteria 

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the type of genetic variation required for 

the sub-study: BRAC1 / 2 mutation, a 10mL blood sample must be obtained for 

germline BRCA testing and a tumor sample must be obtained for sBRCA and HRRm 

testing (archived Paraffin-embedded tumor tissue block [preferred], if the tissue 

block cannot be obtained, 15 unstained sections of 5 μm are required) and the 

BRCA1/2 mutation must be detected by NGS. If either of the two specimens detects 

the above-mentioned variation, the patients can be included in the group. 

2) If the results of genetic testing at any stage of previous tissues or peripheral blood 

suggest that the BRCA1/2 mutation, and the detection method is NGS, the patient 

can start enrollment screening. However, it is necessary to obtain fresh biopsy tissue 
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specimens and peripheral blood specimens before enrollment and get detected with 

second-generation whole exome sequencing (NGS, WES).  If freshly obtained 

tissues and peripheral blood specimens do not has the corresponding detectable 

actionable alterations, patients can be given the study drug according to the treatment 

plan, and be evaluated and followed up according to the visit arrangement, collecting 

safety and efficacy data, etc. The case will not be included in the sample size, and 

one more case meeting the enrollment criteria should be recruited. 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

from the group according to the following criteria: 

1) Have received any previous PARP inhibitor (including olaparib, niraparib et al.) 

treatment. 

2) Combined use known potent (eg phenobarbital, Enzalutamide, phenytoin, 

rifampicin, rifabutin, rifapentine, carbamazepine, nevirapine and St. John's wort) or 

intermediate-acting CYP3A inducer (Eg. Bosentan, Efavirenz, Modafinil). Before 

taking niraparib. Before taking Olaparib, patients must have been off 

of taking Enzalutamide or phenobarbital for 5 weeks, or for 3 weeks 

for the other drugs. 

3) Received allogeneic bone marrow transplantation or double umbilical cord blood 

transplantation (dUCBT). 

4) Received whole blood transfusion 120 days before enrolling in the study. 

Sub study 8: Palbociclib 

Inclusion criteria 

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the type of gene variation required for sub-

study: CDKN2A mutation, fresh biopsy tissue samples must be obtained before 

enrollment and tested using next-generation sequencing whole exome test (NGS, 
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WES, partner company) or the paneled test of peripheral blood specimens before 

enrollment indicates CDNK2A mutation. If either of the two specimens shows the 

above-mentioned variation, the patients can be included in the group. 

2) If the results of genetic testing at any time in previous tissues or peripheral blood 

suggest CDNK2A mutation with NGS; enrollment screening can be started and fresh 

biopsy tissue specimens and peripheral blood specimens must be obtained for 

second-generation sequencing whole exome testing (NGS, WES, cooperative 

company) before enrollment. If freshly obtained tissues and peripheral blood 

specimens do not has the corresponding detectable actionable alterations, patients 

can be given the study drug according to the treatment plan, and be evaluated and 

followed up according to the visit arrangement, collecting safety and efficacy data, 

etc. The case will not be included in the sample size, and one more case meeting the 

enrollment criteria should be recruited. 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

according to the following criteria 

1) Previously received CDK4 / 6 inhibitor drugs; 

2) Within 7 days before randomization, the patient was treated with the following 

drugs: 

a. Foods or drugs known to be CYP3A4 inhibitors (i.e., amprenavir, atazanavir, 

popprevir, clarithromycin, conivartan, delavirdine, diltiazem, erythromycin, furfur 

Sanavir, indinavir, itraconazole, ketoconazole, lopinavir, miberadil, miconazole, 

nefazodone, nelfinavir, posaconazole, ritoxazole (Navir, Saquinavir, Telarevir, 

Talinomycin, Verapamil, Voriconazole and grapefruit or grapefruit juice);  

b. Drugs known to be CYP3A4 inducers (i.e., carbamazepine, felbamate, nevirapine, 

phenobarbital, phenytoin, primidone, rifabutin, rifampin, rifapentine, and St. John 

Grass); 

3) The patient is using drugs known to prolong the QT interval. 
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a. Machine-readable QTc> 480 msec (based on the average of three ECGs), family 

history or personal history of long QT or short QT syndrome, history of Brugada 

syndrome or known history of prolonged QTc interval or tip torsion (TdP) 

b. Uncontrolled electrolyte disturbances, which can be combined with prolonged QTc 

drugs (eg, hypocalcemia, hypokalemia, hypomagnesemia). 

Sub study 9: Imatinib 

Inclusion criteria 

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) If no previous genetic test results indicate the type of gene variation required for sub-

study: C-KIT mutation, fresh biopsy tissue samples must be obtained before 

enrollment and tested/screened using next-generation sequencing whole exome test 

(NGS, WES, partner company) or the panel test of peripheral blood specimens 

before enrollment indicates C-KIT mutation. If either of the two specimens shows 

the above-mentioned variation, the patients can be included in the group. 

2) If the results of genetic testing at any time in previous tissues or peripheral blood 

suggest C-KIT mutation with NGS; enrollment screening can be started and fresh 

biopsy tissue specimens and peripheral blood specimens must be obtained for 

second-generation sequencing whole exome testing (NGS, WES, cooperative 

company) before enrollment. If freshly obtained tissues and peripheral blood 

specimens do not has the corresponding detectable actionable alterations, patients 

can be given the study drug according to the treatment plan, and be evaluated and 

followed up according to the visit arrangement, collecting safety and efficacy data, 

etc. The case will not be included in the sample size, and one more case meeting the 

enrollment criteria should be recruited. 

Exclusion criteria 

In addition to the main program exclusion criteria, subjects still need to be excluded 

according to the following criteria: 

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2020-044543:e044543. 11 2021;BMJ Open, et al. Wang S



1) Previous treatment with C-KIT inhibitors (including clinical trials); 

2) Unresectable, recurrent or metastatic dermatofibrosarcoma (DFSP). 

Sub study 10: Sintilimab (PD-1 blockade) 

Inclusion criteria:  

In addition to the main program entry criteria, subjects must meet the following 

criteria: 

1) Patients who do not carry the following actionable alterations "EGFR mutation (19 

exon deletion mutation, L858R substitution mutation or T790M mutation), ALK 

gene fusion, ROS-1 gene fusion, MET gene amplification or mutation (D1010 

mutation, 14 extra Patients with exon mutation, Y1003 mutation), BRAF mutation 

(V600), BRCA1 / 2 mutation, HER-2 positive (mutation or overexpression or 

amplification), C-KIT mutation, CDK4 amplification or CDKN2A mutation. 

Exclusion criteria: 

1) Have active autoimmune diseases that require systemic treatment within the past 2 

years (ie, use of disease modifiers, corticosteroids, or immunosuppressive agents). 

Replacement therapy (for example, thyroxine, insulin, or physiological 

corticosteroid replacement therapy due to adrenal or pituitary insufficiency) that is 

not considered as systemic therapy is allowed. 

2) Previously received the following therapies: anti-PD-1, anti-PD-L1 or anti-PD-L2 

drugs or for another stimulation or synergistic inhibition of T cell receptors (eg. 

CTLA-4, OX-40, CD137) drug. 

3) There is an active infection in need of treatment, or the patient has had systemic anti-

infection drugs within one week before the first dose. 

4) Received previous radiotherapy within 2 weeks before the start of the trial treatment. 

The subject must have recovered from all radiotherapy-related toxicity, no 

corticosteroids are required, and no radiation pneumonitis has occurred. 

5) Live vaccines were given within 30 days before the first administration of the test 

drug. Live vaccines include but are not limited to the following: measles, mumps, 
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rubella, varicella/zoster (chickenpox), yellow fever, rabies, BCG vaccine, and 

typhoid vaccine. Because seasonal influenza vaccines for injection are usually 

inactivated virus vaccines, they are allowed to be used; however, intranasal influenza 

vaccines (for example, FluMist®) are live attenuated vaccines and are therefore not 

allowed. 

Sub study: Niraparib plus sintilimab (PD-1 inhibitor) 

Inclusion criteria: 

1) Patients with advanced rare solid tumors who developed secondary drug resistance 

in the niraparib monotherapy group 

2) After tumor progression, patients provide tissue samples for re-biopsy at the 

puncture site (optional) or peripheral blood samples for WES detection of NGS, and 

no other actionable alterations can be found. 

Exclusion criteria: 

1) Intolerable side effects of niraparib treatment; 

2) Rapid disease progression after resistance to niraparib (investigator's judgment)；

Have active autoimmune diseases that require systemic treatment within the past 2 

years (ie. use of disease modifiers, corticosteroids, or immunosuppressive agents). 

Replacement therapy (for example, thyroxine, insulin, or physiological 

corticosteroid replacement therapy due to adrenal or pituitary insufficiency) that is 

not considered as systemic therapy is allowed; 

3) Previously received the following therapies: anti-PD-1, anti-PD-L1 or anti-PD-L2 

drugs or for another stimulation or synergistic inhibition of T cell receptors (eg. 

CTLA-4, OX-40, CD137) drug; 

4) There is an active infection in need of treatment, or the patient has had systemic anti-

infection drugs within one week before the first dose; 

6) Received previous radiotherapy within 2 weeks before the start of the trial treatment. 

The subject must have recovered from all radiotherapy-related toxicity, no 

corticosteroids are required, and no radiation pneumonitis has occurred; 
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5) Live vaccines were given within 30 days before the first administration of the test 

drug. Live vaccines include but are not limited to the following: measles, mumps, 

rubella, varicella/zoster (chickenpox), yellow fever, rabies, BCG vaccine, and 

typhoid vaccine. Because seasonal influenza vaccines for injection are usually 

inactivated virus vaccines, they are allowed to be used; however, intranasal influenza 

vaccines (for example, FluMist®) are live attenuated vaccines and are therefore not 

allowed. 

Sub study 12: Palbociclib plus atezolizumab  

Inclusion criteria 

1) Patients with advanced rare solid tumors who developed secondary drug resistance 

in the palbociclib monotherapy group 

2) After tumor progression, patients provide tissue samples for re-biopsy at the 

puncture site (optional) or peripheral blood samples for WES detection of NGS, and 

no other actionable alterations can be found; 

Exclusion criteria 

1) Intolerable side effects of palbociclib treatment; 

2) Rapid disease progression after resistance to palbociclib (investigator's judgment); 

3) Have active autoimmune diseases that require systemic treatment within the past 2 

years (ie, use of disease modifiers, corticosteroids, or immunosuppressive agents). 

Replacement therapy (for example, thyroxine, insulin, or physiological 

corticosteroid replacement therapy due to adrenal or pituitary insufficiency) that is 

not considered as systemic therapy is allowed. 

4) Previously received the following therapies: anti-PD-1, anti-PD-L1 or anti-PD-L2 

drugs or for another stimulation or synergistic inhibition of T cell receptors (eg. 

CTLA-4, OX-40, CD137) drug. 

5) There is an active infection in need of treatment, or the patient has had systemic anti-

infection drugs within one week before the first dose. 
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6) Received previous radiotherapy within 2 weeks before the start of the trial treatment. 

The subject must have recovered from all radiotherapy-related toxicity, no 

corticosteroids are required, and no radiation pneumonitis has occurred. 

7) Live vaccines were given within 30 days before the first administration of the test 

drug. Live vaccines include but are not limited to the following: measles, mumps, 

rubella, varicella/zoster (chickenpox), yellow fever, rabies, BCG vaccine, and 

typhoid vaccine. Because seasonal influenza vaccines for injection are usually 

inactivated virus vaccines, they are allowed to be used; however, intranasal influenza 

vaccines (for example, FluMist®) are live attenuated vaccines and are therefore not 

allowed. 

Sub study 13: Vemurafenib combined with atezolizumab 

Inclusion criteria 

1) Patients with advanced rare solid tumors who developed secondary drug resistance 

in the vemurafenib monotherapy group 

2) After tumor progression patients provide tissue samples for re-biopsy at the puncture 

site (optional) or peripheral blood samples for WES detection of NGS, and no other 

actionable alterations can be found 

Exclusion criteria 

1) Intolerable side effects of vemurafenib treatment; 

2) Rapid disease progression after resistance to vemurafenib (assessed by 

investigators); 

3) Have active autoimmune diseases that require systemic treatment within the past 2 

years (ie, use of disease modifiers, corticosteroids, or immunosuppressive agents). 

Replacement therapy (for example, thyroxine, insulin, or physiological 

corticosteroid replacement therapy due to adrenal or pituitary insufficiency) that is 

not considered as systemic therapy is allowed. 
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4) Previously received the following therapies: anti-PD-1, anti-PD-L1 or anti-PD-L2 

drugs or for another stimulation or synergistic inhibition of T cell receptors (eg. 

CTLA-4, OX-40, CD137) drug. 

5) There is an active infection in need of treatment, or the patient has had systemic anti-

infection drugs within one week before the first dose. 

6) Received previous radiotherapy within 2 weeks before the start of the trial treatment. 

The subject must have recovered from all radiotherapy-related toxicity, no 

corticosteroids are required, and no radiation pneumonitis has occurred. 

7) Live vaccines were given within 30 days before the first administration of the test 

drug. Live vaccines include but are not limited to the following: measles, mumps, 

rubella, varicella/zoster (chickenpox), yellow fever, rabies, BCG vaccine, and 

typhoid vaccine. Because seasonal influenza vaccines for injection are usually 

inactivated virus vaccines, they are allowed to be used; however, intranasal influenza 

vaccines (for example, FluMist®) are live attenuated vaccines and are therefore not 

allowed. 
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