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OVID Search strategy

1. Ipilimumab.ab,kf,ti. 
2. Tremelimumab.ab,kf,ti.
3. Pidilizumab.ti,kf,ti.
4. Yervoy.ab,kf,ti. 
5. Opdivo.ab,kf,ti. 
6. Nivolumab.ab,kf,ti. 
7. Pembrolizumab.ab,kf,ti.
8. Keytruda.ab,kf,ti. 
9. Tecentriq.ab,kf,ti. 
10. Atezolizumab.ab,kf,ti.
11. Durvalumab.ab,kf,ti. 
12. Imfinzi.ab,kf,ti. 
13. Avelumab.ab,kf,ti.
14. Bavencio.ab,kf,ti. 
15. Cemiplimab.ab,kf,ti.
16. Libtayo.ab,kf,ti. 
17. Jemperli.ab,kf,ti.
18. Dostarlimab.ab,kf,ti.
19. or/1-18
20. (cancer* or neoplas* or tumor* or tumour* or carcinoma* or metasta* or leukemi* or leukaemi* or lymphoma*or myeloma* or sarcoma* or melanoma*).ab,kf,ti. 
21. (randomized controlled trial or controlled clinical trial).pt. or randomized.ab. or placebo.ab. or clinical trials as topic.sh. or randomly.ab. or trial.ti. 
22. exp animals/ not humans.sh. 
23. 21 not 22 
24. 19 and 20 and 23 
25. remove duplicates from 24

ClinicalTrials.gov Search Strategy

AREA[ResultsFirstSubmitDate] NOT MISSING AND AREA[StudyType] EXPAND[Term] COVER[FullMatch] "Interventional" AND AREA[InterventionSearch] ( Ipilimumab OR Tremelimumab OR Pidilizumab OR Nivolumab OR Pembrolizumab OR Atezolizumab OR Durvalumab OR Avelumab OR Cemiplimab OR Dostarlimab )


[bookmark: _Toc156746905]Appendix B.1. Statistical methods

All outcomes were dichotomous, and therefore we analyzed these data based on the number of events and the number of participants at risk in the intervention arms. We used these data to calculate the odds ratio (OR), where an OR lower than one corresponds to a safety benefit associated with the control group. 

[bookmark: _heading=h.gjdgxs]Network meta-analysis
We conducted NMAs of clinical trials to compare all interventions, namely ICIs, conventional therapy, placebo, and their combinations, in patients with any type of cancer. We used a Markov Chain Monte Carlo method in R using the gemtc package.(1) We analyzed data using log ORs and used a binomial likelihood and cloglog link. 

[bookmark: _heading=h.30j0zll]Prior distributions
For all models, vague prior distributions were used for all trial baselines and for relative treatment or class effects (normal (0,1002)). For random treatment effects models, a minimally informative uniform prior distribution was used for the between-study heterogeneity parameter. For exchangeable-class models, a uniform (0, 5) prior distribution was used for the within-class standard deviation.(2)

Where the number of studies per comparison is small (usually less than 5), empirically informative prior distributions for the heterogeneity parameter are recommended.(3,4) Therefore, we conducted these analyses using the empirically estimated meta-epidemiological distributions log normal (-3.23, 1.79).(3,4) 

[bookmark: _heading=h.1fob9te][bookmark: _Toc103844549][bookmark: _Toc104298106]Model fit and choice

We chose a model and considering it as the primary analysis for NMA using the following strategy:
1. Begin with consistency models (with random and fixed treatment effects). If both fit well (i.e., posterior mean of residual deviance is close to the number of data points), choose the model with the lowest deviance information criterion (DIC) (if the difference is less than 3, choose the fixed effect model) and stop. In this review we did not proceed past this point. 
2. If the fixed treatment effect-fixed class model does not fit well, try the fixed treatment effect-random class model – assess fit, compare to models in the first step here, and choose the model with the lowest DIC.
3. If neither of the models in the first or second step fit well, try also random treatment effects with random class model. Choose a final model based on DIC but interpret with caution if model fit is poor.
4. Compare results of random class models to the equivalent treatment level model (i.e., no class), if networks are connected.

[bookmark: _heading=h.3znysh7][bookmark: _Toc103844550][bookmark: _Toc104298107]Unit of analysis issues

Our unit of analysis is study-level data, preferability from intention-to-treat analyses. Participants were used as the unit of analysis to eliminate the risk of multiple participants counting (i.e., number of participants with at least one event). 

[bookmark: _heading=h.2et92p0][bookmark: _Toc103844551][bookmark: _Toc104298108]Dealing with missing data

Where data were missing, we used the available information (e.g., standard error, 95% confidence interval, or exact P value) to algebraically recover the missing data.(5)
[bookmark: _heading=h.tyjcwt][bookmark: _Toc103844552]
[bookmark: _Toc104298109]Assessment of heterogeneity
[bookmark: _heading=h.3dy6vkm]
Pairwise meta-analysis 
We used I2 to measure heterogeneity between trials within comparisons.(6)
[bookmark: _heading=h.1t3h5sf]
[bookmark: _Toc103844553][bookmark: _Toc104298110]Assessment of transitivity 

We summarized the key clinical and methodological characteristics that could potentially modify the treatment effects across trials. We tabulated and presented them to compare the characteristics and identify possible sources of clinical and methodological heterogeneity.

[bookmark: _Toc103844554][bookmark: _Toc104298111]Assessment of inconsistency and statistical consistency 

We assessed consistency by comparing the model fit and between-trial heterogeneity from NMA models versus those from an unrelated mean effects (inconsistency) model.(7) This was used as an omnibus test for inconsistency. We further created nodesplit models for each outcome. 

[bookmark: _heading=h.4d34og8][bookmark: _Toc103844555][bookmark: _Toc104298112]Assessment of reporting biases
[bookmark: _heading=h.2s8eyo1]
Pairwise meta-analysis 
We assessed the possibility of reporting bias through visual inspection of funnel plot asymmetry, and Peter’s test, provided that 10 or more studies per outcome were available.(8)
[bookmark: _heading=h.17dp8vu]
Network meta-analysis 
We aimed to minimize reporting bias from unpublished trials or selective outcome reporting by using a broad search strategy, and by checking references of included trials and relevant systematic reviews. For each outcome, we estimated and presented the proportion of trials that contributed to the NMA.

[bookmark: _heading=h.3rdcrjn][bookmark: _Toc103844556][bookmark: _Toc104298113]Data synthesis
We performed statistical analysis using R (version 4.0.5).
[bookmark: _heading=h.26in1rg]
Pairwise meta‐analysis
[bookmark: _heading=h.lnxbz9]We pooled data in situations where two or more trials provided data for the same comparison by applying the Sidik-Jonkman method.(9,10) We conducted data synthesis using a random‐effects model by default, independently of the presence or lack of considerable statistical heterogeneity, owing to the variety of disease subtypes that we intended to analyze.

[bookmark: _heading=h.35nkun2]Network meta-analysis
[bookmark: _heading=h.1ksv4uv]For each outcome, we constructed a network diagram to display the treatment comparisons for which direct evidence was available. We used this network diagram to examine the symmetry and geometry of the data, with node sizes corresponding to the number of participants receiving an intervention and connection sizes corresponding to the number of trials within a given comparison. When performing a network meta-analysis, we relied on the assumptions of transitivity (i.e., if drug B is superior to drug A, and drug C is superior to drug B, it is assumed that drug C is superior to drug A).(2)

We performed all analyses using 100,000 iterations after a burn-in of 10,000. To assess model convergence, we assessed Gelman-Rubin-Brooks plots and the potential scale reduction factors. In case of convergence, the potential scale reduction factor should gradually shrink down to zero with increasing numbers of interactions and should at least be below 1.05 in the end.(11) To rank the treatments for each outcome, we used the surface under the cumulative ranking curve (SUCRA).(12)

We synthetized our results by comparing the effect of each intervention with conventional therapy. Additionally, we assessed the absolute rate of each outcome, as rates per 10,000 patients. These estimates were calculated in accordance with the GRADE methodology.(13)

[bookmark: _Toc103844557][bookmark: _Toc104298114]Additional analyses
We conducted meta-regressions for outcomes with at least 40 trials to test for the impact of possible confounders. We tested the impact of arm-level overall survival, arm-level progression-free survival, overall trial-level risk of bias, and arm-level percentage of female participants. 


[bookmark: _Ref103874165][bookmark: _Toc103874352][bookmark: _Toc156746906]Figure B.1. Flowchart of study selection 
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Population
· A Randomized, Double-Blind, Placebo-Controlled Study of a Single Dose of Pembrolizumab in HIV-Infected Patients (Clinical Trial Registration No. NCT03367754). clinicaltrials.gov. Retrieved 13 December 2021, from https://clinicaltrials.gov/ct2/show/NCT03367754
· Reck, M., Mok, T. S. K., Nishio, M., Jotte, R. M., Cappuzzo, F., Orlandi, F., Stroyakovskiy, D., Nogami, N., Rodríguez-Abreu, D., Moro-Sibilot, D., Thomas, C. A., Barlesi, F., Finley, G., Lee, A., Coleman, S., Deng, Y., Kowanetz, M., Shankar, G., Lin, W., … Socinski, M. A. (2019). Atezolizumab plus bevacizumab and chemotherapy in non-small-cell lung cancer (IMpower150): Key subgroup analyses of patients with EGFR mutations or baseline liver metastases in a randomised, open-label phase 3 trial. The Lancet Respiratory Medicine, 7(5), 387–401. https://doi.org/10.1016/S2213-2600(19)30084-0
· Reilley, M. J., Bailey, A., Subbiah, V., Janku, F., Naing, A., Falchook, G., Karp, D., Piha-Paul, S., Tsimberidou, A., Fu, S., Lim, J., Bean, S., Bass, A., Montez, S., Vence, L., Sharma, P., Allison, J., Meric-Bernstam, F., & Hong, D. S. (2017). Phase I clinical trial of combination imatinib and ipilimumab in patients with advanced malignancies. Journal for ImmunoTherapy of Cancer, 5(1), 35. https://doi.org/10.1186/s40425-017-0238-1
· Schadendorf, D., Dummer, R., Hauschild, A., Robert, C., Hamid, O., Daud, A., van den Eertwegh, A., Cranmer, L., O’Day, S., Puzanov, I., Schachter, J., Blank, C., Salama, A., Loquai, C., Mehnert, J. M., Hille, D., Ebbinghaus, S., Kang, S. P., Zhou, W., & Ribas, A. (2016). Health-related quality of life in the randomised KEYNOTE-002 study of pembrolizumab versus chemotherapy in patients with ipilimumab-refractory melanoma. European Journal of Cancer, 67, 46–54. https://doi.org/10.1016/j.ejca.2016.07.018

Intervention
· A Pilot Study to Test the Feasibility and Immunologic Impact of Sipuleucel-T (Provenge) Administered With or Without Anti-PD-1 mAb (CT-011) and Low Dose Cyclophosphamide in Men With Advanced Castrate-Resistant Prostate Cancer (Clinical Trial Registration No. NCT01420965). clinicaltrials.gov. Retrieved 13 December 2021, from https://clinicaltrials.gov/ct2/show/NCT01420965
· Berman, D., Parker, S. M., Siegel, J., Chasalow, S. D., Weber, J., Galbraith, S., Targan, S. R., & Wang, H. L. (2010). Blockade of cytotoxic T-lymphocyte antigen-4 by ipilimumab results in dysregulation of gastrointestinal immunity in patients with advanced melanoma. Cancer Immunity, 10, 11.
· Pakkala, S., Higgins, K., Chen, Z., Sica, G., Steuer, C., Zhang, C., Zhang, G., Wang, S., Hossain, M. S., Nazha, B., Beardslee, T., Khuri, F. R., Curran, W., Lonial, S., Waller, E. K., Ramalingam, S., & Owonikoko, T. K. (2020). Durvalumab and tremelimumab with or without stereotactic body radiation therapy in relapsed small cell lung cancer: A randomized phase II study. Journal for ImmunoTherapy of Cancer, 8(2), e001302. https://doi.org/10.1136/jitc-2020-001302
· Schoenfeld, J. D., Hanna, G. J., Jo, V. Y., Rawal, B., Chen, Y.-H., Catalano, P. S., Lako, A., Ciantra, Z., Weirather, J. L., Criscitiello, S., Luoma, A., Chau, N., Lorch, J., Kass, J. I., Annino, D., Goguen, L., Desai, A., Ross, B., Shah, H. J., … Haddad, R. I. (2020). Neoadjuvant Nivolumab or Nivolumab Plus Ipilimumab in Untreated Oral Cavity Squamous Cell Carcinoma: A Phase 2 Open-Label Randomized Clinical Trial. JAMA Oncology, 6(10), 1563. https://doi.org/10.1001/jamaoncol.2020.2955
· Thibault, C., Elaidi, R., Vano, Y.-A., Rouabah, M., Braychenko, E., Helali, I., Audenet, F., & Oudard, S. (2020). Open-label phase II to evaluate the efficacy of NEoadjuvant dose-dense MVAC In cOmbination with durvalumab and tremelimumab in muscle-invasive urothelial carcinoma: NEMIO. Bulletin Du Cancer, 107(5), eS8–eS15. https://doi.org/10.1016/S0007-4551(20)30281-2
· Tintelnot, J., Goekkurt, E., Binder, M., Thuss-Patience, P., Lorenzen, S., Knorrenschild, J. R., Kretzschmar, A., Ettrich, T., Lindig, U., Jacobasch, L., Pink, D., Al-Batran, S.-E., Hinke, A., Hegewisch-Becker, S., Nilsson, S., Bokemeyer, C., & Stein, A. (2020). Ipilimumab or FOLFOX with Nivolumab and Trastuzumab in previously untreated HER2-positive locally advanced or metastatic EsophagoGastric Adenocarcinoma—The randomized phase 2 INTEGA trial (AIO STO 0217). BMC Cancer, 20(1), 503. https://doi.org/10.1186/s12885-020-06958-3
· Zhou, Q., Chen, M., Wu, G., Chang, J.-H., Jiang, O., Cui, J.-W., Han, G., Lin, Q., Fang, J., Chen, G.-Y., & Wu, Y.-L. (2020). GEMSTONE-301: A phase III clinical trial of CS1001 as consolidation therapy in patients with locally advanced/ unresectable (stage III) non-small cell lung cancer (NSCLC) who did not have disease progression after prior concurrent/sequential chemoradiotherapy. Translational Lung Cancer Research, 9(5), 2008–2015. https://doi.org/10.21037/tlcr-20-608

Comparator
· A Phase IIa, Open-Label, Multi-Center, Multi-Cohort, Immune-Modulated Study of Selected Small Molecules (Gefitinib, AZD9291, or Selumetinib + Docetaxel) or a 1st Immune-Mediated Therapy (IMT; Tremelimumab) With a Sequential Switch to a 2nd IMT (MEDI4736) in Patients With Locally Advanced or Metastatic Non-Small-Cell Lung Cancer (Stage IIIB-IV) (Clinical Trial Registration No. NCT02179671). clinicaltrials.gov. Retrieved 13 December 2021, from https://clinicaltrials.gov/ct2/show/NCT02179671
· Adra, N., Einhorn, L. H., Althouse, S. K., Ammakkanavar, N. R., Musapatika, D., Albany, C., Vaughn, D., & Hanna, N. H. (2018). Phase II trial of pembrolizumab in patients with platinum refractory germ-cell tumors: A Hoosier Cancer Research Network Study GU14-206. Annals of Oncology, 29(1), 209–214. https://doi.org/10.1093/annonc/mdx680
· Armand, P., Engert, A., Younes, A., Fanale, M., Santoro, A., Zinzani, P. L., Timmerman, J. M., Collins, G. P., Ramchandren, R., Cohen, J. B., De Boer, J. P., Kuruvilla, J., Savage, K. J., Trneny, M., Shipp, M. A., Kato, K., Sumbul, A., Farsaci, B., & Ansell, S. M. (2018). Nivolumab for Relapsed/Refractory Classic Hodgkin Lymphoma After Failure of Autologous Hematopoietic Cell Transplantation: Extended Follow-Up of the Multicohort Single-Arm Phase II CheckMate 205 Trial. Journal of Clinical Oncology, 36(14), 1428–1439. https://doi.org/10.1200/JCO.2017.76.0793
· Balar, A. V., Galsky, M. D., Rosenberg, J. E., Powles, T., Petrylak, D. P., Bellmunt, J., Loriot, Y., Necchi, A., Hoffman-Censits, J., Perez-Gracia, J. L., Dawson, N. A., van der Heijden, M. S., Dreicer, R., Srinivas, S., Retz, M. M., Joseph, R. W., Drakaki, A., Vaishampayan, U. N., Sridhar, S. S., … IMvigor210 Study Group. (2017). Atezolizumab as first-line treatment in cisplatin-ineligible patients with locally advanced and metastatic urothelial carcinoma: A single-arm, multicentre, phase 2 trial. Lancet (London, England), 389(10064), 67–76. https://doi.org/10.1016/S0140-6736(16)32455-2
· Bauml, J. M., Mick, R., Ciunci, C., Aggarwal, C., Davis, C., Evans, T., Deshpande, C., Miller, L., Patel, P., Alley, E., Knepley, C., Mutale, F., Cohen, R. B., & Langer, C. J. (2019). Pembrolizumab After Completion of Locally Ablative Therapy for Oligometastatic Non–Small Cell Lung Cancer: A Phase 2 Trial. JAMA Oncology, 5(9), 1283. https://doi.org/10.1001/jamaoncol.2019.1449
· Bochner, B. H. (2017). Re: Atezolizumab in Patients with Locally Advanced and Metastatic Urothelial Carcinoma who have Progressed Following Treatment with Platinum-based Chemotherapy: A Single-arm, Multicenter, Phase 2 Trial. European Urology, 71(2), 299–300. https://doi.org/10.1016/j.eururo.2016.10.012
· Brufsky, A., Kim, S. B., Zvirbule, Ž., Eniu, A., Mebis, J., Sohn, J. H., Wongchenko, M., Chohan, S., Amin, R., Yan, Y., McNally, V., Miles, D., & Loi, S. (2021). A phase II randomized trial of cobimetinib plus chemotherapy, with or without atezolizumab, as first-line treatment for patients with locally advanced or metastatic triple-negative breast cancer (COLET): Primary analysis. Annals of Oncology, 32(5), 652–660. https://doi.org/10.1016/j.annonc.2021.01.065
· Chatterjee, M., Turner, D. C., Felip, E., Lena, H., Cappuzzo, F., Horn, L., Garon, E. B., Hui, R., Arkenau, H.-T., Gubens, M. A., Hellmann, M. D., Dong, D., Li, C., Mayawala, K., Freshwater, T., Ahamadi, M., Stone, J., Lubiniecki, G. M., Zhang, J., … Fløtten, Ø. (2016). Systematic evaluation of pembrolizumab dosing in patients with advanced non-small-cell lung cancer. Annals of Oncology, 27(7), 1291–1298. https://doi.org/10.1093/annonc/mdw174
· Cho, J., Kim, H. S., Ku, B. M., Choi, Y.-L., Cristescu, R., Han, J., Sun, J.-M., Lee, S.-H., Ahn, J. S., Park, K., & Ahn, M.-J. (2019). Pembrolizumab for Patients With Refractory or Relapsed Thymic Epithelial Tumor: An Open-Label Phase II Trial. Journal of Clinical Oncology, 37(24), 2162–2170. https://doi.org/10.1200/JCO.2017.77.3184
· Chung, H. C., Arkenau, H.-T., Lee, J., Rha, S. Y., Oh, D.-Y., Wyrwicz, L., Kang, Y.-K., Lee, K.-W., Infante, J. R., Lee, S. S., Kemeny, M., Keilholz, U., Melichar, B., Mita, A., Plummer, R., Smith, D., Gelb, A. B., Xiong, H., Hong, J., … Safran, H. (2019). Avelumab (anti–PD-L1) as first-line switch-maintenance or second-line therapy in patients with advanced gastric or gastroesophageal junction cancer: Phase 1b results from the JAVELIN Solid Tumor trial. Journal for ImmunoTherapy of Cancer, 7(1), 30. https://doi.org/10.1186/s40425-019-0508-1
· Cloughesy, T. F., Mochizuki, A. Y., Orpilla, J. R., Hugo, W., Lee, A. H., Davidson, T. B., Wang, A. C., Ellingson, B. M., Rytlewski, J. A., Sanders, C. M., Kawaguchi, E. S., Du, L., Li, G., Yong, W. H., Gaffey, S. C., Cohen, A. L., Mellinghoff, I. K., Lee, E. Q., Reardon, D. A., … Prins, R. M. (2019). Neoadjuvant anti-PD-1 immunotherapy promotes a survival benefit with intratumoral and systemic immune responses in recurrent glioblastoma. Nature Medicine, 25(3), 477–486. https://doi.org/10.1038/s41591-018-0337-7
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	Trial Title
	Date of publication
	Masking
	Mean age
	Age standard deviation
	N Female
	N Total
	Site of primary tumor
	Stage

	ABC
	2018
	Open-label
	-
	-
	12
	60
	Melanoma Brain Metastasis
	Stage IV

	ARTIC-Substudy-A
	2019
	Open-label
	-
	-
	197
	595
	Non-Small Cell Lung Cancer
	Locally advanced; Metastatic

	ARTIC-Substudy-B
	2019
	Open-label
	-
	-
	197
	595
	Non-Small Cell Lung Cancer
	Locally advanced; Metastatic

	ATTRACTION‑2
	2019
	Double-blind
	-
	-
	145
	493
	Gastric or Gastroesophageal Junction
	unresectable advanced or recurrent

	CA184-041
	2012
	Double-blind
	-
	-
	85
	334
	Non-Small Cell Lung Cancer
	Stage IIIb or IV

	CA184-043
	2016
	Double-blind
	67.6
	7.56
	0
	799
	Prostate
	Metastatic

	CA184-095
	2016
	Double-blind
	69
	0
	0
	602
	Prostate
	Metastatic

	CA184-104
	2016
	Double-blind
	63.7
	8.47
	114
	749
	Non-Small Cell Lung Cancer
	Stage IV; Recurrent

	CA184-153
	2019
	Double-blind
	60.3
	7.61
	24
	204
	Squamous Non-Small Cell Lung Cancer
	Stage IV; Recurrent

	CA184-162
	2015
	Open-label
	-
	-
	37
	114
	Gastric or Gastroesophageal Junction
	Locally advanced; Metastatic

	CA184-243
	2015
	Open-label
	62.7
	10.2
	7
	23
	Melanoma
	Stage III or IV

	CASPIAN
	2021
	Open-label
	62.6
	8.35
	229
	805
	Small Cell Lung Cancer
	Stage III or IV

	CheckMate 017
	2016
	Open-label
	63.3
	8.36
	64
	272
	Squamous Non-Small Cell Lung Cancer
	Stage IIIb or IV

	CheckMate 025
	2016
	Open-label
	61.3
	10.66
	202
	821
	Renal Cell Carcinoma
	Advanced; Metastatic

	CheckMate 026
	2017
	Open-label
	63.1
	9.94
	209
	541
	Non-Small Cell Lung Cancer
	Stage IV; Recurrent

	CheckMate 037
	2017
	Open-label
	59.2
	13.59
	144
	405
	Melanoma
	Advanced

	CheckMate 057
	2016
	Open-label
	61.6
	9.53
	263
	582
	Non-Small Cell Lung Cancer
	Advanced

	CheckMate 066
	2016
	Double-blind
	62.7
	12.83
	172
	418
	Melanoma
	Stage III or IV

	CheckMate 067
	2017
	Double-blind
	59.6
	13.69
	335
	945
	Melanoma
	Stage III or IV

	CheckMate 069
	2016
	Double-blind
	63.7
	10.74
	47
	142
	Melanoma
	Stage III or IV

	CheckMate 078
	2019
	Open-label
	59.1
	8.77
	107
	504
	Non-Small Cell Lung Cancer
	Advanced; Metastatic

	CheckMate 141
	2017
	Open-label
	59.1
	10.43
	61
	361
	Head and Neck
	Stage III or IV

	CheckMate 143
	2018
	Open-label
	-
	-
	9
	20
	Glioblastoma
	Stage IV; Recurrent

	CheckMate 143 Cohort 2
	2020
	Open-label
	-
	-
	134
	369
	Glioblastoma
	Stage IV; Recurrent

	CheckMate 214
	2018
	Open-label
	60.9
	9.93
	288
	1096
	Renal Cell Carcinoma
	Metastatic; Advanced

	CheckMate 238
	2021
	Double-blind
	54
	13.42
	379
	906
	Melanoma
	Stage IIIb–c or IV

	CheckMate 331
	2020
	Open-label
	61.6
	8.8
	218
	569
	Small Cell Lung Cancer
	Relapsed

	CheckMate 451
	2019
	Double-blind
	63.9
	8.5
	302
	834
	Small Cell Lung Cancer
	Extensive

	CheckMate 743
	2021
	Open-label
	68.2
	9.1
	138
	605
	Mesothelioma
	Unresectable

	CheckMate 9LA
	2020
	Open-label
	-
	9.4
	215
	719
	Non-Small Cell Lung Cancer
	Metastatic

	CONDOR
	2018
	Open-label
	-
	-
	47
	267
	Head and Neck
	Recurrent; Metastatic

	DANUBE
	2021
	Open-label
	66.5
	9.6
	253
	1032
	Urothelial
	Unresectable locally advanced; Metastatic

	EAGLE
	2019
	Open-label
	59.4
	9.86
	118
	736
	Head and Neck
	Recurrent; Metastatic

	EORTC 18071
	2014
	Double-blind
	51.1
	12.86
	362
	951
	Melanoma
	Stage III

	GeparNuevo
	2019
	Double-blind
	-
	-
	174
	174
	Triple Negative Breast Cancer
	Nonmetastatic invasive

	I-SPY
	2020
	Open-label
	-
	-
	270
	270
	Breast
	Early-Stage (II or III)

	IMblaze370
	2019
	Open-label
	57.8
	11.1
	145
	363
	Colorectal
	Unresectable locally advanced; Metastatic

	IMmotion150
	2017
	Open-label
	60.3
	10.6
	75
	305
	Renal Cell Carcinoma
	Metastatic

	IMMUNED
	2020
	Double-blind
	-
	-
	72
	167
	Melanoma
	Stage IV; Resected

	IMpassion031
	2021
	Double-blind
	50.2
	12.4
	333
	333
	Triple Negative Breast Cancer
	Primary invasive

	IMpassion130
	2021
	Double-blind
	54.9
	12.2
	899
	902
	Triple Negative Breast Cancer
	Unresectable locally advanced; Metastatic

	IMpower110
	2021
	Open-label
	63.4
	8.8
	176
	572
	Non-Small Cell Lung Cancer
	Stage IV

	IMpower130
	2019
	Open-label
	64
	9.3
	308
	723
	Non-Small Cell Lung Cancer
	Stage IV

	IMpower132
	2020
	Open-label
	62.6
	9.4
	194
	578
	Non-Small Cell Lung Cancer
	Metastatic

	IMpower133
	2019
	Double-blind
	63.7
	8.9
	142
	403
	Small Cell Lung Cancer
	Extensive

	IMpower150
	2020
	Open-label
	62.8
	9.3
	482
	1202
	Non-Small Cell Lung Cancer
	Stage IV

	IMspire150
	2020
	Double-blind
	53.6
	14.1
	215
	514
	Melanoma
	Stage IV; Unresectable IIIc

	IMspire170
	2020
	Open-label
	63.6
	13
	176
	446
	Melanoma
	Locally advanced; Unresectable; Metastatic

	IMvigor130
	2020
	Double-blind
	-
	-
	297
	1213
	Urothelial
	Metastatic

	IMvigor211
	2018
	Open-label
	66
	9.4
	213
	931
	Urothelial
	Advanced; Metastatic

	JAVELIN Bladder 100
	2020
	Open-label
	67.44
	9.4
	159
	700
	Urothelial
	Unresectable locally advanced; Metastatic

	JAVELIN Gastric 100
	2021
	Open-label
	60.7
	11.36
	168
	499
	Gastric or Gastroesophageal Junction
	Unresectable locally advanced; Metastatic

	JAVELIN Gastric 300
	2018
	Open-label
	59.5
	12.31
	104
	371
	Gastric or Gastroesophageal Junction
	Locally advanced; Metastatic

	JAVELIN Lung 200
	2018
	Open-label
	62.7
	9.81
	250
	792
	Non-Small Cell Lung Cancer
	Stage IIIb or IV

	JAVELIN Ovarian 100
	2019
	Open-label
	57.86
	11.05
	998
	998
	Ovarian Cancer
	Stage III or IV

	JAVELIN Ovarian 200
	2019
	Open-label
	60.3
	10.32
	566
	566
	Ovarian Cancer
	Refractory

	KATE2
	2019
	Double-blind
	53.9
	10.3
	200
	202
	HER2-Positive Breast Cancer
	Locally advanced; Metastatic

	KEYNOTE-006
	2016
	Open-label
	60.3
	14.1
	337
	834
	Melanoma
	Advanced

	KEYNOTE-010
	2017
	Open-label
	62
	9.7
	399
	1034
	Non-Small Cell Lung Cancer
	Advanced

	KEYNOTE-021
	2017
	Open-label
	61.8
	9.5
	147
	267
	Non-Small Cell Lung Cancer
	Stage IIIb or IV

	KEYNOTE-024
	2017
	Open-label
	64.2
	9.8
	118
	305
	Non-Small Cell Lung Cancer
	Stage IV

	KEYNOTE-040
	2018
	Open-label
	60.2
	9.2
	83
	495
	Head and Neck
	Recurrent; Metastatic

	KEYNOTE-042
	2019
	Open-label
	62.8
	9.7
	372
	1274
	Non-Small Cell Lung Cancer
	Locally advanced; Metastatic

	KEYNOTE-045
	2017
	Open-label
	65.5
	9.7
	140
	542
	Urothelial
	Metastatic; Locally advanced; Unresectable

	KEYNOTE-048
	2020
	Open-label
	61
	9.7
	147
	882
	Head and Neck
	Recurrent; Metastatic

	KEYNOTE-054
	2019
	Double-blind
	53.8
	13.9
	391
	1019
	Melanoma
	Stage III

	KEYNOTE-061
	2018
	Open-label
	60.2
	11.9
	182
	592
	Gastric or Gastroesophageal Junction
	Metastatic; Locally advanced; Unresectable

	KEYNOTE-062
	2020
	Double-blind
	60.5
	12
	209
	763
	Gastric or Gastroesophageal Junction
	Advanced

	KEYNOTE-119
	2020
	Open-label
	52
	11.3
	620
	622
	Triple Negative Breast Cancer
	Metastatic

	KEYNOTE-144
	2019
	Open-label
	62.1
	9.69
	37
	73
	Pancreas
	Metastatic

	KEYNOTE-177
	2020
	Open-label
	-
	-
	154
	307
	Colorectal
	Stage IV

	KEYNOTE-181
	2019
	Open-label
	62.3
	9.5
	84
	628
	Esophageal or Esophagogastric Junction
	Metastatic; Locally advanced; Unresectable

	KEYNOTE-183
	2019
	Open-label
	65.9
	9.6
	94
	251
	Multiple Myeloma
	Relapsed; Refractory

	KEYNOTE-185
	2019
	Open-label
	74.3
	6
	166
	310
	Multiple Myeloma
	Stage I, II or III

	KEYNOTE-189
	2018
	Double-blind
	63.1
	9.3
	253
	616
	Non-Small Cell Lung Cancer
	Metastatic

	KEYNOTE-240
	2020
	Double-blind
	65.2
	10.8
	75
	413
	Hepatocellular Carcinoma
	Stage C; Stage B

	KEYNOTE-355
	2020
	Double-blind
	-
	-
	847
	847
	Breast (triple negative)
	locally recurrent inoperable or metastatic

	KEYNOTE-407
	2019
	Double-blind
	64.9
	8.7
	104
	559
	Squamous Non-small Cell Lung Cancer
	Metastatic

	KEYNOTE-590
	2021
	Double-blind
	62.4
	9.5
	124
	749
	Esophageal
	Locally advanced; Metastatic

	KEYNOTE-598
	2021
	Double-blind
	64.1
	9.1
	174
	568
	Non-Small Cell Lung Cancer
	Metastatic

	KEYNOTE-604
	2020
	Double-blind
	64.7
	8.3
	159
	453
	Small Cell Lung Cancer
	Stage IV

	MDX010-20
	2011
	Double-blind
	56.2
	-
	275
	676
	Melanoma
	Unresectable; Stage III or IV

	MYSTIC
	2019
	Open-label
	63.7
	9.74
	346
	1118
	Non-Small Cell Lung Cancer
	Stage IV

	NCT00324155
	2014
	Double-blind
	57
	13.61
	201
	502
	Melanoma
	Metastatic

	NCT01450761
	2016
	Double-blind
	61.9
	8.78
	311
	954
	Small Cell Lung Cancer
	Extensive

	NCT01471197
	2014
	Open-label
	62.3
	7.54
	3
	8
	Non-Small Cell Lung Cancer
	Recurrent; Metastatic

	NCT01843374
	2017
	Double-blind
	65.6
	9.1
	137
	571
	Mesothelioma
	Unresectable

	NCT02243371
	2019
	Open-label
	63.4
	8.6
	32
	93
	Pancreas
	Metastatic

	NCT02340975
	2020
	Open-label
	59.4
	12.9
	30
	113
	Gastric or Gastroesophageal Junction
	Recurrent; Metastatic

	NCT02498600
	2020
	Open-label
	NR
	NR
	100
	100
	Ovarian Cancer
	Recurrent; Persistent

	NCT02558894
	2018
	Open-label
	61.5
	9.49
	31
	65
	Pancreas
	Metastatic

	NCT02775903
	2020
	Open-label
	74.6
	6.7
	84
	213
	Acute Myeloid Leukemia or Acute Myelodysplastic Syndromes
	-

	OAK
	2017
	Open-label
	62.8
	9.5
	467
	1225
	Non-Small Cell Lung Cancer
	Stage IIIb/IV; Recurrent

	PACIFIC
	2019
	Double-blind
	62.9
	8.99
	213
	713
	Non-Small Cell Lung Cancer
	Stage III; Unresectable

	POPLAR
	2017
	Open-label
	61.6
	9.3
	118
	287
	Non-Small Cell Lung Cancer
	Metastatic; Advanced

	PROLUNG
	2020
	Open-label
	60.01
	12.5
	46
	78
	Non-Small Cell Lung Cancer
	Locally advanced
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	Trial Title
	Arm 1
	Arm 1 n
	Arm 2
	Arm 2 n
	Arm 3
	Arm 3 n
	Arm 4
	Arm 4 n

	ABC
	nivolumab + ipilimumab 1 mg/kg + 3 mg/kg Q3W 4 cycles then nivolumab 3 mg/kg Q2W
	35
	nivolumab 3 mg/kg Q2W
	25
	-
	-
	-
	-

	ARTIC-Substudy-A
	durvalumab 10 mg/kg Q2W
	62
	chemotherapy
	64
	-
	-
	-
	-

	ARTIC-Substudy-B
	durvalumab + tremelimumab  20 mg/kg + 1 mg/kg Q4W 4 cycles then durvalumab 10 mg/kg Q2W
	174
	chemotherapy
	118
	durvalumab 10 mg/kg Q2W
	117
	tremelimumab 10 mg/kg Q4W for 24 weeks then Q12W
	60

	ATTRACTION‑2
	nivolumab 3 mg/kg Q2W
	330
	placebo
	163
	-
	-
	-
	-

	CA184-041
	ipilimumab + chemotherapy 10 mg/kg Q3W 4 cycles then Q12W
	113
	ipilimumab + chemotherapy (phased) 10 mg/kg Q3W 4 cycles then Q12W
	109
	placebo + chemotherapy
	109
	-
	-

	CA184-043
	ipilimumab + radiation therapy 10 mg/kg Q3W 4 cycles then Q12W
	393
	placebo + radiation therapy
	396
	-
	-
	-
	-

	CA184-095
	ipilimumab 10 mg/kg Q3W 4 cycles then Q12W
	400
	placebo
	202
	-
	-
	-
	-

	CA184-104
	ipilimumab + chemotherapy 10 mg/kg Q3W 4 cycles then Q12W
	479
	placebo + chemotherapy
	477
	-
	-
	-
	-

	CA184-153
	ipilimumab + chemotherapy 10 mg/kg Q3W during induction then Q12W
	148
	placebo + chemotherapy
	147
	-
	-
	-
	-

	CA184-162
	chemotherapy (lead-in) + ipilimumab 10 mg/kg Q3W 4 cycles then Q12W
	57
	chemotherapy (lead-in) + chemotherapy
	45
	-
	-
	-
	-

	CA184-243
	ipilimumab 3 mg/kg Q3W 4 cycles
	18
	chemotherapy
	5
	-
	-
	-
	-

	CASPIAN
	durvalumab + chemotherapy 1500 mg Q3W 4 cycles
	268
	chemotherapy
	269
	-
	-
	-
	-

	CheckMate 017
	nivolumab 3 mg/kg Q2W
	135
	chemotherapy
	137
	-
	-
	-
	-

	CheckMate 025
	nivolumab 3 mg/kg Q2W
	410
	chemotherapy
	411
	-
	-
	-
	-

	CheckMate 026
	nivolumab 3 mg/kg Q2W
	271
	chemotherapy
	270
	-
	-
	-
	-

	CheckMate 037
	nivolumab 3 mg/kg Q2W
	272
	chemotherapy
	133
	-
	-
	-
	-

	CheckMate 057
	chemotherapy NA
	290
	nivolumab 3 mg/kg Q2W
	292
	-
	-
	-
	-

	CheckMate 066
	nivolumab 3 mg/kg Q2W
	210
	chemotherapy
	208
	-
	-
	-
	-

	CheckMate 067
	nivolumab + placebo 3 mg/kg Q2W
	316
	nivolumab + ipilimumab 1 mg/kg + 3 mg/kg Q3W 4 cycles then nivolumab 3 mg/kg Q2W
	314
	ipilimumab + placebo 3 mg/kg Q3W 4 cycles
	315
	-
	-

	CheckMate 069
	nivolumab + ipilimumab 1 mg/kg + 3 mg/kg Q3W 4 cycles then nivolumab 3 mg/kg Q2W
	95
	placebo + ipilimumab 3 mg/kg Q3W 4 cycles
	47
	-
	-
	-
	-

	CheckMate 078
	nivolumab 3 mg/kg Q2W
	338
	chemotherapy
	166
	-
	-
	-
	-

	CheckMate 141
	nivolumab 3 mg/kg Q2W
	240
	chemotherapy
	121
	-
	-
	-
	-

	CheckMate 143
	nivolumab 3 mg/kg Q2W
	10
	nivolumab + ipilimumab 1 mg/kg + 3 mg/kg Q3W 4 cycles then nivolumab 3 mg/kg Q2W
	10
	-
	-
	-
	-

	CheckMate 143 Cohort 2
	nivolumab 3 mg/kg Q2W
	184
	bevacizumab
	185
	-
	-
	-
	-

	CheckMate 214
	nivolumab + ipilimumab 3 mg/kg + 1 mg/kg Q3W 4 cycles then nivolumab 3 mg/kg Q2W
	550
	sunitinib
	546
	-
	-
	-
	-

	CheckMate 238
	nivolumab 3 mg/kg Q2W
	453
	ipilimumab 10 mg/kg Q3W 4 cycles then Q12W
	453
	-
	-
	-
	-

	CheckMate 331
	nivolumab 240mg Q2W
	284
	chemotherapy
	285
	-
	-
	-
	-

	CheckMate 451
	placebo NA
	275
	nivolumab 240 mg Q2W
	280
	nivolumab + ipilimumab 1 mg/kg + 3 mg/kg Q3W 4 cycles then nivolumab 240 mg Q2W
	279
	-
	-

	CheckMate 743
	nivolumab + ipilimumab 3 mg/kg Q2W + 1 mg/kg Q6W
	303
	chemotherapy
	302
	-
	-
	-
	-

	CheckMate 9LA
	nivolumab + ipilimumab + chemotherapy 360 mg Q3W + 1 mg/kg Q6W
	358
	chemotherapy
	349
	-
	-
	-
	-

	CONDOR
	durvalumab 10 mg/kg Q2W 12 months
	67
	tremelimumab 10 mg/kg Q4W 7 cycles then Q12W
	67
	durvalumab + tremelimumab 20 mg/kg + 1 mg/kg Q4W 4 cycles then durvalumab 10 mg/kg Q2W
	133
	-
	-

	DANUBE
	durvalumab 1.5 g Q4W
	346
	durvalumab + tremelimumab 1.5 g + 75 mg Q4W 4 cycles then durvalumab 1.5 g Q4W
	342
	chemotherapy
	344
	-
	-

	EAGLE
	durvalumab + tremelimumab 20 mg/kg + 1 mg/kg Q4W 4 cycles then durvalumab 10 mg/kg Q2W
	247
	durvalumab 10 mg/kg Q2W
	240
	chemotherapy
	249
	-
	-

	EORTC 18071
	ipilimumab 10 mg/kg Q3W 4 cycles then Q12W
	475
	placebo
	476
	-
	-
	-
	-

	GeparNuevo
	durvalumab + chemotherapy 1500 mg Q4W
	88
	placebo + chemotherapy
	86
	-
	-
	-
	-

	I-SPY
	pembrolizumab + chemotherapy 200 mg Q3W
	69
	chemotherapy
	201
	-
	-
	-
	-

	IMblaze370
	atezolizumab 1200 mg Q3W
	183
	atezolizumab + cobimetinib 1200 mg Q3W
	90
	regorafenib
	90
	-
	-

	IMmotion150
	atezolizumab + bevacizumab 1200 mg Q3W
	101
	atezolizumab 1200 mg Q3W
	103
	sunitinib
	101
	-
	-

	IMMUNED
	nivolumab + ipilimumab 1 mg/kg + 3 mg/kg Q3W 4 cycles then nivolumab 3 mg/kg Q2W
	56
	nivolumab + placebo 3 mg/kg Q2W
	59
	placebo
	52
	-
	-

	IMpassion031
	atezolizumab + chemotherapy 840 mg Q2W then 1200 mg Q3W 11 cycles
	165
	placebo + chemotherapy
	168
	-
	-
	-
	-

	IMpassion130
	atezolizumab + chemotherapy 840 mg Q2W
	451
	placebo + chemotherapy
	451
	-
	-
	-
	-

	IMpower110
	chemotherapy NA
	287
	atezolizumab 1200 mg Q3W
	285
	-
	-
	-
	-

	IMpower130
	atezolizumab + chemotherapy 1200 mg Q3W
	483
	chemotherapy
	240
	-
	-
	-
	-

	IMpower132
	chemotherapy NA
	286
	atezolizumab + chemotherapy 1200 mg Q3W
	292
	-
	-
	-
	-

	IMpower133
	atezolizumab + chemotherapy 1200 mg Q3W
	201
	placebo + chemotherapy
	202
	-
	-
	-
	-

	IMpower150
	atezolizumab + chemotherapy 1200 mg Q3W
	400
	chemotherapy
	400
	-
	-
	-
	-

	IMspire150
	atezolizumab + vemurafenib + cobimetinib 840 mg Q2W
	256
	placebo + vemurafenib + cobimetinib
	255
	-
	-
	-
	-

	IMspire170
	pembrolizumab 200 mg Q3W
	224
	atezolizumab + cobimetinib 840 mg Q2W
	222
	-
	-
	-
	-

	IMvigor130
	atezolizumab + chemotherapy 1200 mg Q3W
	451
	atezolizumab 1200 mg Q3W
	362
	placebo + chemotherapy
	400
	-
	-

	IMvigor211
	atezolizumab 1200 mg Q3W
	467
	chemotherapy
	464
	-
	-
	-
	-

	JAVELIN Bladder 100
	avelumab 10 mg/kg Q2W
	350
	no intervention
	350
	-
	-
	-
	-

	JAVELIN Gastric 100
	avelumab 10 mg/kg Q2W
	249
	chemotherapy
	250
	-
	-
	-
	-

	JAVELIN Gastric 300
	avelumab 10 mg/kg Q2W
	186
	chemotherapy
	185
	-
	-
	-
	-

	JAVELIN Lung 200
	avelumab 10 mg/kg Q2W
	396
	chemotherapy
	265
	-
	-
	-
	-

	JAVELIN Ovarian 100
	avelumab + chemotherapy (phased) 10 mg/kg Q2W 24 months
	332
	avelumab + chemotherapy 10 mg/kg Q3W 24 months
	331
	chemotherapy
	335
	-
	-

	JAVELIN Ovarian 200
	avelumab 10 mg/kg Q2W
	188
	avelumab + chemotherapy 10 mg/kg Q2W
	188
	chemotherapy
	190
	-
	-

	KATE2
	atezolizumab + trastuzumab emtansine  1200 mg Q3W
	133
	placebo + trastuzumab emtansine
	69
	-
	-
	-
	-

	KEYNOTE-006
	ipilimumab 3 mg/kg Q3W 4 cycles
	278
	pembrolizumab 10 mg/kg Q2W 24 months
	279
	pembrolizumab 10 mg/kg Q3W 24 months
	277
	-
	-

	KEYNOTE-010
	pembrolizumab 2 mg/kg Q3W 24 months
	345
	pembrolizumab 10 mg/kg Q3W 24 months
	343
	chemotherapy
	343
	-
	-

	KEYNOTE-021
	pembrolizumab + chemotherapy 200 mg Q3W
	60
	chemotherapy
	63
	-
	-
	-
	-

	KEYNOTE-024
	pembrolizumab 200 mg Q3W
	154
	chemotherapy
	151
	-
	-
	-
	-

	KEYNOTE-040
	pembrolizumab 200 mg Q3W 35 cycles
	247
	chemotherapy
	248
	-
	-
	-
	-

	KEYNOTE-042
	pembrolizumab 200 mg Q3W
	637
	chemotherapy
	637
	-
	-
	-
	-

	KEYNOTE-045
	pembrolizumab 200 mg Q3W 35 cycles
	270
	chemotherapy
	272
	-
	-
	-
	-

	KEYNOTE-048
	pembrolizumab 200 mg Q3W
	301
	pembrolizumab + chemotherapy 200 mg Q3W
	281
	chemotherapy + cetuximab
	300
	-
	-

	KEYNOTE-054
	pembrolizumab 200 mg Q3W
	514
	placebo
	505
	-
	-
	-
	-

	KEYNOTE-061
	pembrolizumab 200 mg Q3W 35 cycles
	296
	chemotherapy
	296
	-
	-
	-
	-

	KEYNOTE-062
	pembrolizumab 200 mg Q3W
	256
	pembrolizumab + chemotherapy 200 mg Q3W
	257
	placebo + chemotherapy
	250
	-
	-

	KEYNOTE-119
	pembrolizumab 200 mg Q3W
	212
	chemotherapy
	310
	-
	-
	-
	-

	KEYNOTE-144
	acalabrutinib NA
	37
	pembrolizumab + acalabrutinib 200 mg Q3W
	40
	-
	-
	-
	-

	KEYNOTE-177
	pembrolizumab 200 mg Q3W
	153
	chemotherapy
	154
	-
	-
	-
	-

	KEYNOTE-181
	pembrolizumab 200 mg Q3W
	314
	chemotherapy
	314
	-
	-
	-
	-

	KEYNOTE-183
	pembrolizumab + pomalidomide + dexametasone 200 mg Q3W
	122
	placebo + pomalidomide + dexametasone
	123
	-
	-
	-
	-

	KEYNOTE-185
	pembrolizumab + lenalidomide + dexamethasone 200 mg Q3W 18 cycles
	156
	lenalidomide + dexamethasone
	154
	-
	-
	-
	-

	KEYNOTE-189
	pembrolizumab + chemotherapy 200 mg Q3W
	405
	placebo + chemotherapy
	202
	-
	-
	-
	-

	KEYNOTE-240
	pembrolizumab 200 mg Q3W
	278
	placebo
	135
	-
	-
	-
	-

	KEYNOTE-355
	pembrolizumab + chemotherapy 200 mg Q3W
	566
	placebo + chemotherapy
	281
	-
	-
	-
	-

	KEYNOTE-407
	pembrolizumab + chemotherapy 200 mg Q3W 35 cycles
	278
	placebo + chemotherapy
	280
	-
	-
	-
	-

	KEYNOTE-590
	pembrolizumab + chemotherapy 200 mg Q3W
	373
	placebo + chemotherapy
	376
	-
	-
	-
	-

	KEYNOTE-598
	pembrolizumab + ipilimumab 200 mg Q3W + 1 mg/kg Q6W
	284
	pembrolizumab + placebo 200 mg Q3W
	284
	-
	-
	-
	-

	KEYNOTE-604
	pembrolizumab + chemotherapy 200 mg Q3W
	228
	placebo + chemotherapy
	225
	-
	-
	-
	-

	MDX010-20
	ipilimumab + gp100 Melanoma Peptide Vaccine 3 mg/kg Q3W
	403
	gp100 Melanoma Peptide Vaccine
	136
	-
	-
	-
	-

	MYSTIC
	durvalumab 20 mg/kg Q4W
	374
	durvalumab + tremelimumab 20 mg/kg + 1 mg/kg Q4W 4 cycles then durvalumab 20 mg/kg Q4W
	372
	chemotherapy
	372
	-
	-

	NCT00324155
	ipilimumab + chemotherapy 10 mg/kg Q3W 4 cycles then Q12W
	250
	placebo + chemotherapy
	252
	-
	-
	-
	-

	NCT01450761
	ipilimumab + chemotherapy 10 mg/kg Q3W 4 cycles then Q12W
	478
	placebo + chemotherapy
	476
	-
	-
	-
	-

	NCT01471197
	ipilimumab 10 mg/kg Q3W 4 cycles then Q12W
	6
	chemotherapy
	2
	-
	-
	-
	-

	NCT01843374
	placebo NA
	189
	tremelimumab 10 mg/kg
	382
	-
	-
	-
	-

	NCT02243371
	nivolumab + chemotherapy + GVAX Pancreas Vaccine + CRS-207 3 mg/kg Q3W
	51
	chemotherapy + GVAX Pancreas Vaccine + CRS-207
	42
	-
	-
	-
	-

	NCT02340975
	durvalumab + tremelimumab 20 mg/kg + 1 mg/kg Q4W 4 cycles then durvalumab 10 mg/kg Q2W
	27
	durvalumab 10 mg/kg Q2W
	24
	tremelimumab 10mg/kg Q4W
	12
	-
	-

	NCT02498600
	nivolumab 3 mg/kg Q2W
	49
	nivolumab + ipilimumab 3 mg/kg + 1 mg/kg Q3W 4 cycles then nivolumab 3 mg/kg Q2W
	51
	-
	-
	-
	-

	NCT02558894
	durvalumab + tremelimumab 1.5 g + 1 mg/kg Q4W 4 cycles then durvalumab 1.5 g Q4W
	33
	durvalumab 1.5 g Q4W
	32
	-
	-
	-
	-

	NCT02775903
	durvalumab + chemotherapy 1500 mg Q3W
	42
	chemotherapy
	42
	durvalumab + chemotherapy 1500 mg Q3W
	64
	chemotherapy
	65

	OAK
	atezolizumab 1200 mg Q3W
	612
	chemotherapy
	613
	-
	-
	-
	-

	PACIFIC
	durvalumab 10 mg/kg Q2W 12 months
	476
	placebo
	237
	-
	-
	-
	-

	POPLAR
	chemotherapy NA
	144
	atezolizumab 1200 mg Q3W
	143
	-
	-
	-
	-

	PROLUNG
	pembrolizumab + chemotherapy 200 mg Q3W
	40
	chemotherapy
	38
	-
	-
	-
	-



[bookmark: _Toc156746912]Table B.2.3. Patients per cancer type, trial characteristics.
	Type of cancer
	Number of trials
	Number pf Participants

	Acute myeloid leucemia/Acute Myelodysplastic Syndromes
	1
	213

	Breast
	7
	3,350

	Colorectal
	2
	670

	Esophageal/Gastric/GE junction
	9
	4,322

	Glioblastoma
	2
	389

	Head and neck 
	5
	2,741

	Hepatocellular
	1
	413

	Melanoma
	15
	8,008

	Mesothelioma
	2
	1,176

	Multiple Myeloma
	2
	561

	Non-Small Cell Lung Cancer
	28
	17,014

	Ovarian cancer
	3
	1664

	Pancreas
	3
	231

	Prostate
	2
	1,401

	Renal cell carcinoma
	3
	2,222

	Small Cell Lung Cancer
	6
	4,018

	Urothelial
	5
	4,418



[bookmark: _Ref102212004][bookmark: _Toc103844591][bookmark: _Toc104298149][bookmark: _Toc105678273][bookmark: _Toc156746913]Table B.3. Risk of bias assessment
	Trial
	Random sequence generation
	Allocation concealment
	Performance bias
	Detection bias
	Attrition bias
	Selective reporting bias
	Overall risk of bias

	ABC
	Low
	Low
	High
	High
	Unclear
	High
	High

	ARTIC-Substudy-A
	Low
	Low
	High
	Low
	High
	High
	High

	ARTIC-Substudy-B
	Low
	Low
	High
	Low
	High
	Low
	High

	ATTRACTION‑2
	Low
	Low
	Low
	Low
	Unclear
	Low
	Low

	CA184-041
	Low
	Unclear
	Low
	Low
	Low
	Low
	High

	CA184-043
	Low
	Low
	Low
	Low
	High
	Low
	Low

	CA184-095
	Low
	Unclear
	High
	Unclear
	Low
	Low
	High

	CA184-104
	Low
	Unclear
	Low
	Low
	Low
	Low
	High

	CA184-153
	Unclear
	Unclear
	Low
	Unclear
	Unclear
	Low
	High

	CA184-162
	Low
	Unclear
	High
	Unclear
	Low
	Low
	High

	CA184-243
	Unclear
	Unclear
	High
	High
	Unclear
	High
	Low

	CASPIAN
	Low
	Low
	High
	Unclear
	Unclear
	Low
	High

	Checkmate 017
	Low
	Low
	High
	Unclear
	Unclear
	Low
	High

	Checkmate 025
	Low
	Unclear
	High
	Unclear
	Low
	Low
	High

	Checkmate 026
	Low
	Unclear
	High
	Unclear
	Low
	Low
	High

	Checkmate 037
	Low
	Low
	High
	Low
	Low
	High
	Low

	Checkmate 057
	Low
	Low
	High
	Unclear
	Low
	Low
	Low

	Checkmate 066
	Low
	Unclear
	Low
	Low
	Low
	Low
	High

	Checkmate 067
	Low
	Low
	Low
	Low
	Low
	Low
	High

	Checkmate 069
	Low
	Low
	Low
	Low
	Low
	Low
	High

	Checkmate 078
	Low
	Low
	High
	Unclear
	Unclear
	Low
	High

	Checkmate 141
	Low
	Unclear
	High
	Unclear
	High
	Low
	High

	Checkmate 143
	Low
	Unclear
	High
	Low
	Low
	High
	Low

	Checkmate 143 Cohort 2
	Low
	Low
	High
	High
	Unclear
	High
	High

	Checkmate 214
	Low
	Unclear
	High
	Low
	High
	High
	High

	Checkmate 238
	Low
	Low
	Low
	Low
	Low
	High
	High

	Checkmate 331
	Low
	Low
	High
	Low
	High
	Low
	High

	Checkmate 451
	Low
	Low
	Low
	Low
	Unclear
	Low
	High

	Checkmate 743
	Low
	Low
	High
	Unclear
	High
	Low
	High

	Checkmate 9LA
	Low
	Low
	High
	Low
	High
	High
	High

	CONDOR
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	DANUBE
	Low
	Low
	High
	Low
	Low
	High
	High

	EAGLE
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	EORTC 18071
	Low
	Low
	Low
	Low
	High
	Low
	High

	Geparnuevo
	Low
	Unclear
	Low
	Low
	High
	High
	Low

	I-SPY
	Low
	High
	High
	Unclear
	Unclear
	High
	High

	Imblaze370
	Low
	Low
	High
	Low
	Low
	High
	High

	Imblaze370
	Low
	Low
	High
	Low
	Low
	High
	High

	Immotion150
	Low
	Unclear
	High
	Unclear
	Low
	High
	High

	IMMUNED
	Low
	Low
	Low
	Low
	Unclear
	High
	High

	Impassion031
	Low
	Low
	Low
	Low
	Low
	Low
	Low

	Impassion130
	Low
	Low
	Low
	Low
	Low
	Low
	Low

	Impower110
	Low
	Low
	High
	Unclear
	Unclear
	Low
	High

	Impower130
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	Impower132
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	Impower133
	Low
	Unclear
	Low
	Low
	Unclear
	Low
	High

	Impower150
	Low
	Unclear
	High
	Unclear
	Unclear
	Low
	High

	Imspire150
	Low
	Low
	Low
	Low
	Low
	High
	High

	Imspire170
	Low
	Low
	High
	Unclear
	High
	High
	Low

	Imvigor130
	Low
	Low
	Low
	Low
	High
	High
	High

	Imvigor211
	Low
	High
	High
	Unclear
	High
	Low
	High

	JAVELIN Bladder 100
	Low
	Unclear
	High
	Low
	Unclear
	High
	High

	JAVELIN Gastric 100
	Low
	High
	High
	Unclear
	Low
	Low
	High

	JAVELIN Lung 200
	Low
	Unclear
	High
	Unclear
	Low
	Low
	High

	JAVELIN Ovarian 100
	Low
	Low
	High
	Unclear
	Unclear
	Low
	High

	KATE2
	Low
	Low
	High
	Unclear
	High
	Low
	Low

	KEYNOTE-006
	Low
	Low
	High
	Unclear
	High
	Low
	High

	KEYNOTE-010
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	KEYNOTE-021
	Low
	Low
	High
	Low
	Low
	High
	High

	KEYNOTE-024
	Low
	Unclear
	High
	Low
	Unclear
	Low
	High

	KEYNOTE-040
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	KEYNOTE-042
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	KEYNOTE-045
	Low
	Unclear
	High
	Unclear
	Low
	Low
	High

	KEYNOTE-048
	Low
	Low
	High
	Unclear
	Low
	High
	High

	KEYNOTE-054
	Low
	Unclear
	Low
	Low
	Low
	Low
	High

	KEYNOTE-061
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	KEYNOTE-062
	Low
	Low
	High
	Low
	Low
	Low
	High

	KEYNOTE-119
	Unclear
	Unclear
	High
	High
	Unclear
	Unclear
	High

	KEYNOTE-144
	Low
	Low
	High
	High
	Low
	Unclear
	High

	KEYNOTE-177
	Low
	High
	High
	Low
	Low
	High
	High

	KEYNOTE-181
	Low
	Low
	High
	Unclear
	Unclear
	Low
	High

	KEYNOTE-183
	Low
	Low
	High
	Low
	Low
	Unclear
	High

	KEYNOTE-185
	Low
	High
	High
	Low
	Low
	High
	High

	KEYNOTE-189
	Low
	Low
	Low
	Low
	High
	Low
	Low

	KEYNOTE-240
	Low
	Low
	High
	Low
	Unclear
	Low
	High

	KEYNOTE-355
	Low
	Low
	Low
	Low
	Unclear
	Low
	Low

	KEYNOTE-407
	Low
	Low
	Low
	Low
	High
	Low
	Low

	KEYNOTE-590
	Low
	Low
	Low
	Unclear
	Low
	Low
	Low

	KEYNOTE-598
	Low
	Low
	Low
	Low
	Low
	High
	High

	KEYNOTE-604
	Low
	Low
	Low
	Low
	Unclear
	High
	High

	MDX010-20
	Unclear
	Unclear
	Low
	Low
	High
	Low
	High

	MYSTIC
	Low
	Low
	High
	Low
	Low
	Low
	High

	NCT00324155
	Low
	Low
	Low
	Low
	Low
	Low
	Low

	NCT01450761
	Low
	Low
	Low
	Low
	Low
	Low
	Low

	NCT01471197
	Low
	High
	High
	Low
	Low
	Low
	High

	NCT01843374
	Low
	Low
	Low
	Low
	High
	Low
	High

	NCT02243371
	Low
	Unclear
	High
	High
	Unclear
	Unclear
	High

	NCT02340975
	Unclear
	Unclear
	High
	Unclear
	Low
	Low
	High

	NCT02498600
	Low
	Low
	High
	Unclear
	High
	Low
	High

	NCT02558894
	Low
	Low
	High
	High
	Unclear
	Unclear
	High

	NCT02775903
	Unclear
	Low
	High
	High
	Unclear
	Unclear
	High

	OAK
	Low
	High
	High
	Unclear
	Low
	Low
	High

	PACIFIC
	Low
	Low
	Low
	Unclear
	Low
	High
	High

	PACIFIC
	Low
	Low
	Low
	Unclear
	Low
	High
	High

	POPLAR
	Low
	Low
	High
	Unclear
	Low
	Low
	High

	PROLUNG
	Low
	Unclear
	High
	Unclear
	Unclear
	Low
	High


[bookmark: _Ref102213794]
[bookmark: _Toc103844592][bookmark: _Toc104298150][bookmark: _Toc105678274][bookmark: _Toc156746914]Figure B.2. Network plots based on individual treatments
[bookmark: _Toc156746915]Figure B.2.1. Network plot for individual treatments, pneumonitis
[image: A blue and white diagram

Description automatically generated]
(A) Network plot showing comparisons in serious pneumonitis between nodes (grey circles), each representing an intervention. The size of each node is proportional to the total number of participants assigned to the intervention. The width of each connecting line is proportional to the number of studies performing head-to-head comparisons between the two nodes. (B) League table showing the comparative safety profile of each intervention in terms of this outcome. Values in each cell refer to odds ratios and corresponding 95% credible intervals. The interventions are ordered alphabetically. Significant results are in bold. (C) Estimated absolute event rates for each intervention, expressed as rate per 10,000 patients, with corresponding 95% confidence intervals and SUCRA, expressed as a percentage, with higher values indicating a higher certainty that an intervention is superior in terms of the risk of this outcome.




[bookmark: _Toc156746916]Figure B.2.2. Network plot for individual treatments, colitis
[image: A blue and white diagram

Description automatically generated with medium confidence]

(A) Network plot showing comparisons in serious colitis between nodes (grey circles), each representing an intervention. The size of each node is proportional to the total number of participants assigned to the intervention. The width of each connecting line is proportional to the number of studies performing head-to-head comparisons between the two nodes. (B) League table showing the comparative safety profile of each intervention in terms of this outcome. Values in each cell refer to odds ratios and corresponding 95% credible intervals. The interventions are ordered alphabetically. Significant results are in bold. (C) Estimated absolute event rates for each intervention, expressed as rate per 10,000 patients, with corresponding 95% confidence intervals and SUCRA, expressed as a percentage, with higher values indicating a higher certainty that an intervention is superior in terms of the risk of this outcome.



[bookmark: _Toc156746917]Figure B.2.3. Network plot for individual treatments, hepatitis
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Description automatically generated]

(A) Network plot showing comparisons in serious hepatitis between nodes (grey circles), each representing an intervention. The size of each node is proportional to the total number of participants assigned to the intervention. The width of each connecting line is proportional to the number of studies performing head-to-head comparisons between the two nodes. (B) League table showing the comparative safety profile of each intervention in terms of this outcome. Values in each cell refer to odds ratios and corresponding 95% credible intervals. The interventions are ordered alphabetically. Significant results are in bold. (C) Estimated absolute event rates for each intervention, expressed as rate per 10,000 patients, with corresponding 95% confidence intervals and SUCRA, expressed as a percentage, with higher values indicating a higher certainty that an intervention is superior in terms of the risk of this outcome.


[bookmark: _Toc156746918]Figure B.2.4. Network plot for individual treatments, hypophysitis
[image: A diagram of a network

Description automatically generated]
(A) Network plot showing comparisons in serious hypophysitis between nodes (grey circles), each representing an intervention. The size of each node is proportional to the total number of participants assigned to the intervention. The width of each connecting line is proportional to the number of studies performing head-to-head comparisons between the two nodes. (B) League table showing the comparative safety profile of each intervention in terms of this outcome. Values in each cell refer to odds ratios and corresponding 95% credible intervals. The interventions are ordered alphabetically. Significant results are in bold. (C) Estimated absolute event rates for each intervention, expressed as rate per 10,000 patients, with corresponding 95% confidence intervals and SUCRA, expressed as a percentage, with higher values indicating a higher certainty that an intervention is superior in terms of the risk of this outcome.



[bookmark: _Toc156746919]Figure B.3. Network plots based on treatment modalities
[bookmark: _Toc103874361][bookmark: _Toc156746920]Figure B.3.1. Network plot for treatment modalities, overall immune-related serious adverse events.
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[bookmark: _Ref102329809][bookmark: _Toc103874362][bookmark: _Toc156746921]Figure B.3.2. Network plot for treatment modalities, pneumonitis.
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[bookmark: _Ref102330099][bookmark: _Toc103874363][bookmark: _Toc156746922]Figure B.3.3. Network plot, treatment modalities, myocarditis.
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[bookmark: _Ref102331244][bookmark: _Toc103874364][bookmark: _Toc156746923]Figure B.3.4. Network plot, treatment modalities, colitis.
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[bookmark: _Ref102332269][bookmark: _Ref102332254][bookmark: _Toc103874365][bookmark: _Toc156746924]Figure B.3.5. Network plot, treatment modalities, nephritis
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[bookmark: _Ref102333255][bookmark: _Toc103874366][bookmark: _Toc156746925]Figure B.3.6. Network plot, treatment modalities, pancreatitis
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[bookmark: _Ref102333286][bookmark: _Toc103874367][bookmark: _Toc156746926]Figure B.3.7. Network plot, treatment modalities, hepatitis.
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[bookmark: _Toc103874368][bookmark: _Toc156746927]Figure B.3.8. Network plot, treatment modalities, hypophysitis.
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[bookmark: _Ref102628804][bookmark: _Toc103844600][bookmark: _Toc104298158][bookmark: _Toc105678282][bookmark: _Toc156746928]Table B.4. Model fit for each outcome
[bookmark: _Toc103874369][bookmark: _Toc156746929]Table B.4.1. Network meta-analysis models, individual interventions, overall immune-related serious adverse events.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	206
	206
	206

	Posterior mean residual deviance
	330.01
	218,86
	213,2

	pD
	116.3
	143,42
	149,34

	DIC
	446.31
	362,28
	362,54

	Tau
	-
	0,81
	0,89

	SD
	-
	0,8
	0,88

	SD 95% CrI lower bound
	-
	0,57
	0,61

	SD 95% CrI upper bound
	-
	1,09
	1,22


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation.

[bookmark: _Ref101456871][bookmark: _Toc103871830][bookmark: _Toc156746930]Table B.4.2. Network meta-analysis models, individual interventions, pneumonitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	177
	177
	177

	Posterior mean residual deviance
	239.7
	192.09
	181.71

	pD
	103.31
	109.64
	116.69

	DIC
	343.01
	301.73
	298.41

	Tau
	-
	0.68
	0.86

	SD
	-
	0.69
	0.85

	SD 95% CrI lower bound
	-
	0.26
	0.46

	SD 95% CrI upper bound
	-
	1.08
	1.31


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 

[bookmark: _Toc103871831][bookmark: _Toc156746931]Table B.4.3. Network meta-analysis models, individual interventions, myocarditis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	45
	45
	45

	Posterior mean residual deviance
	40.97
	42.59
	38.93

	pD
	28.3
	23.33
	23.62

	DIC
	69.28
	65.92
	62.55

	Tau
	-
	0.29
	1.39

	SD
	-
	0.21
	1.2

	SD 95% CrI lower bound
	-
	0.04
	0.07

	SD 95% CrI upper bound
	-
	1.01
	3.79


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 

[bookmark: _Toc103871832][bookmark: _Toc156746932]Table B.4.4. Network meta-analysis models, individual interventions, colitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	174
	174
	174

	Posterior mean residual deviance
	183.15
	176.04
	163.9

	pD
	104.26
	93.75
	99.02

	DIC
	287.4
	269.8
	262.93

	Tau
	-
	0.22
	0.31

	SD
	-
	0.18
	0.28

	SD 95% CrI lower bound
	-
	0.04
	0.02

	SD 95% CrI upper bound
	-
	0.59
	0.81


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 

[bookmark: _Toc103871833][bookmark: _Toc156746933]Table B.4.5. Network meta-analysis models, individual interventions, nephritis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	84
	84
	84

	Posterior mean residual deviance
	72.47
	71.64
	71

	pD
	52.35
	42.34
	44.88

	DIC
	124.82
	113.99
	115.88

	Tau
	-
	0.22
	0.48

	SD
	-
	0.17
	0.38

	SD 95% CrI lower bound
	-
	0.03
	0.01

	SD 95% CrI upper bound
	-
	0.66
	1.43


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 

[bookmark: _Toc103871834][bookmark: _Toc156746934]Table B.4.6. Network meta-analysis models, individual interventions, pancreatitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	89
	89
	89

	Posterior mean residual deviance
	96.42
	90.04
	86.1

	pD
	56.01
	46.78
	50.71

	DIC
	152.43
	136.82
	136.81

	Tau
	-
	0.25
	0.61

	SD
	-
	0.19
	0.54

	SD 95% CrI lower bound
	-
	0.04
	0.02

	SD 95% CrI upper bound
	-
	0.74
	1.62


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 


[bookmark: _Toc103871835][bookmark: _Toc156746935]Table B.4.7. Network meta-analysis models, individual interventions, hepatitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	140
	140
	140

	Posterior mean residual deviance
	132
	133.96
	129.95

	pD
	83.06
	69.96
	74.64

	DIC
	215.05
	203.92
	204.6

	Tau
	-
	0.21
	0.37

	SD
	-
	0.17
	0.31

	SD 95% CrI lower bound
	-
	0.03
	0.02

	SD 95% CrI upper bound
	-
	0.59
	1.03


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 

[bookmark: _Toc103871836][bookmark: _Toc156746936]Table B.4.8. Network meta-analysis models, individual interventions, hypophysitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	112
	112
	112

	Posterior mean residual deviance
	87.68
	91.08
	93.38

	pD
	65.14
	53.56
	56.69

	DIC
	152.82
	144.65
	150.06

	Tau
	-
	0.2
	0.36

	SD
	-
	0.16
	0.29

	SD 95% CrI lower bound
	-
	0.03
	0.01

	SD 95% CrI upper bound
	-
	0.55
	1.08


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation.

[bookmark: _Ref102214082][bookmark: _Toc103844609][bookmark: _Toc104298167][bookmark: _Toc105678291][bookmark: _Toc156746937]Figure B.4. Pairwise meta-analyses
[bookmark: _Toc103874370][bookmark: _Toc156746938][bookmark: _Hlk156747177]Figure B.4.1. Pairwise meta-analysis, overall immune-related serious adverse events
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[bookmark: _Toc103874371][bookmark: _Toc156746939]Figure B.4.2. Pairwise meta-analysis, pneumonitis.
[image: Timeline

Description automatically generated]
[image: A picture containing box and whisker chart

Description automatically generated]



[bookmark: _Toc103874372][bookmark: _Toc156746940]Figure B.4.3. Pairwise meta-analyses, myocarditis.
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[bookmark: _Toc103874373][bookmark: _Toc156746941]Figure B.4.4. Pairwise meta-analyses, colitis.
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[bookmark: _Toc103874374][bookmark: _Toc156746942]Figure B.4.5. Pairwise meta-analyses, nephritis.
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[bookmark: _Toc103874375][bookmark: _Toc156746943]Figure B.4.6. Pairwise meta-analyses, pancreatitis.
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[bookmark: _Toc103874376][bookmark: _Toc156746944]Figure B.4.7. Pairwise meta-analyses, hepatitis.
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[bookmark: _Toc103874377][bookmark: _Toc156746945]Figure B.4.8. Pairwise meta-analyses, hypophysitis.
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[bookmark: _Ref102628824][bookmark: _Toc103844618][bookmark: _Toc104298176][bookmark: _Toc105678300][bookmark: _Toc156746946]Figure B.5. Nodesplit figures
[bookmark: _Toc103874378][bookmark: _Toc156746947]Figure B.5.1. Nodesplit figure, overall immune-related serious adverse events
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[bookmark: _Toc103874379][bookmark: _Toc156746948]Figure B.5.2. Nodesplit figure, pneumonitis.
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[bookmark: _Toc103874380][bookmark: _Toc156746949]Figure B.5.3. Nodesplit figure, myocarditis.
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[bookmark: _Toc103874381][bookmark: _Toc156746950]Figure B.5.4. Nodesplit figure, colitis.
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[bookmark: _Toc103874382][bookmark: _Toc156746951]Figure B.5.5. Nodesplit figure, nephritis.
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[bookmark: _Toc103874383][bookmark: _Toc156746952]Figure B.5.6. Nodesplit figure, pancreatitis.
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[bookmark: _Toc103874384][bookmark: _Toc156746953]Figure B.5.7. Nodesplit figure, hepatitis.
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[bookmark: _Toc103874385][bookmark: _Toc156746954]Figure B.5.8. Nodesplit figure, hypophysitis.
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[bookmark: _Ref103782676][bookmark: _Toc103844627][bookmark: _Toc104298185][bookmark: _Toc105678309][bookmark: _Toc156746955]Table B.5. Meta regression models and model fit according to treatment modalities

The following analyses were based on the treatment modalities, though only for networks with at least 40 trials, as smaller networks are not adequately powered to detect interaction effects. However, we present model fit statistics for outcomes where the meta-regression analyses were not conducted. 



[bookmark: _Toc103871837][bookmark: _Toc156746956]Table B.5.1. Network meta-analysis regression models, treatment modalities, overall immune-related serious adverse events.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model
	OS regression model
	PFS regression model
	Bias regression model
	Female regression model

	Data points
	206
	206
	206
	145
	160
	206
	206

	Posterior mean residual deviance
	361.88
	208.95
	206.26
	146.6
	164.36
	206.36
	209.15

	pD
	105.77
	143.83
	147.1
	107.55
	119.95
	161.34
	151.16

	DIC
	467.66
	352.78
	353.36
	254.15
	284.31
	365.82
	360.31

	Tau
	-
	0.91
	0.98
	0.96
	0.96
	1.16
	1.00

	SD
	-
	0.91
	0.97
	0.95
	0.94
	1.13
	0.99

	SD 95% CrI lower bound 
	-
	0.68
	0.72
	0.66
	0.66
	0.98
	0.74

	SD 95% CrI upper bound 
	-
	1.19
	1.3
	1.32
	1.32
	1.48
	1.31

	Beta
	-
	-
	-
	0.16
	0.16
	-0.5
	0.23

	Beta 95% CrI lower bound
	-
	-
	-
	-0.7
	-0.7
	-1.72
	-0.49

	Beta 95% CrI upper bound
	-
	-
	-
	1.06
	1.06
	0.64
	0.96


CrI, credible interval. DIC, deviance information criterion. OS, overall survival. PFS, progression-free survival. SD, standard deviation. 



[bookmark: _Toc103871838][bookmark: _Toc156746957]Table B.5.2. Network meta-analysis regression models, treatment modalities, pneumonitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model
	OS regression model
	PFS regression model
	Bias regression model
	Female regression model 

	Data points
	177
	177
	177
	177
	144
	177
	177

	Posterior mean residual deviance
	245.01
	184.86
	175.9
	182.49
	147.69
	182.57
	183.05

	pD
	93.32
	107.78
	112.07
	121.2
	100.8
	120.9
	121.14

	DIC
	338.33
	292.64
	287.97
	303.69
	248.49
	303.46
	304.2

	Tau
	-
	0.78
	0.93
	1.00
	1.04
	0.99
	0.99

	SD
	-
	0.78
	0.91
	0.99
	1.03
	0.97
	0.98

	SD 95% CrI lower bound 
	-
	0.41
	0.55
	0.6
	0.62
	0.59
	0.59

	SD 95% CrI upper bound 
	-
	1.18
	1.37
	1.48
	1.57
	1.47
	1.47

	Beta
	-
	-
	-
	-0.03
	0.07
	-0.47
	-0.12

	Beta 95% CrI lower bound
	-
	-
	-
	-0.94
	-0.97
	-1.69
	-1.06

	Beta 95% CrI upper bound
	-
	-
	-
	0.9
	1.12
	0.68
	0.88


CrI, credible interval. DIC, deviance information criterion. OS, overall survival. PFS, progression-free survival. SD, standard deviation. 


[bookmark: _Toc103871839][bookmark: _Toc156746958]Table B.5.3. Network meta-analysis models, treatment modalities, myocarditis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	45
	45
	45

	Posterior mean residual deviance
	51.22
	45.59
	36.65

	pD
	27.87
	21.97
	22.75

	DIC
	79.09
	67.56
	59.4

	Tau
	-
	0.34
	1.78

	SD
	-
	0.24
	1.65

	SD 95% CrI lower bound 
	-
	0.04
	0.09

	SD 95% CrI upper bound 
	-
	1.25
	4.27


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 


[bookmark: _Toc103871840][bookmark: _Toc156746959]Table B.5.4. Network meta-analysis regression models, treatment modalities, colitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model
	OS regression model
	PFS regression model
	Bias regression model
	Female regression model

	Data points
	174
	174
	174
	174
	174
	174
	174

	Posterior mean residual deviance
	185.25
	170.52
	160.7
	168.63
	168.48
	167.68
	168.74

	pD
	93.27
	89.93
	96.54
	106.84
	106.91
	107.21
	107.86

	DIC
	278.51
	260.44
	257.24
	275.47
	275.39
	274.89
	276.6

	Tau
	-
	0.32
	0.56
	0.61
	0.62
	0.65
	0.66

	SD
	-
	0.27
	0.56
	0.61
	0.61
	0.63
	0.64

	SD 95% CrI lower bound 
	-
	0.04
	0.08
	0.04
	0.08
	0.11
	0.11

	SD 95% CrI upper bound 
	-
	0.81
	1.09
	1.23
	1.22
	1.25
	1.30

	Beta
	-
	-
	-
	-0.87
	-0.87
	-0.88
	-0.05

	Beta 95% CrI lower bound
	-
	-
	-
	-2.38
	-2.41
	-2.4
	-1.04

	Beta 95% CrI upper bound
	-
	-
	-
	0.45
	0.45
	0.46
	1.03


CrI, credible interval. DIC, deviance information criterion. OS, overall survival. PFS, progression-free survival. SD, standard deviation. 



[bookmark: _Toc103871841][bookmark: _Toc156746960]Table B.5.5. Network meta-analysis models, treatment modalities, nephritis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	84
	84
	84

	Posterior mean residual deviance
	79.4
	72.17
	66.59

	pD
	49.02
	40.62
	44.07

	DIC
	128.42
	112.79
	110.66

	Tau
	-
	0.29
	0.87

	SD
	-
	0.21
	0.72

	SD 95% CrI lower bound 
	-
	0.03
	0.03

	SD 95% CrI upper bound 
	-
	0.99
	2.57


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 



[bookmark: _Toc103871842][bookmark: _Toc156746961]Table B.5.6. Network meta-analysis models, treatment modalities, pancreatitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model

	Data points
	89
	89
	89

	Posterior mean residual deviance
	93.62
	87.1
	85.02

	pD
	50.12
	43.03
	47.57

	DIC
	143.74
	130.13
	132.59

	Tau
	-
	0.24
	0.54

	SD
	-
	0.19
	0.46

	SD 95% CrI lower bound 
	-
	0.03
	0.02

	SD 95% CrI upper bound 
	-
	0.75
	1.52


CrI, credible interval. DIC, deviance information criterion. SD, standard deviation. 



[bookmark: _Toc103871843][bookmark: _Toc156746962]Table B.5.7. Network meta-analysis regression models, treatment modalities, hepatitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model
	OS regression model
	PFS regression model
	Bias regression model
	Female regression model

	Data points
	135
	135
	135
	102
	112
	135
	135

	Posterior mean residual deviance
	137.61
	126.57
	116.27
	88.39
	99.19
	117.06
	125.09

	pD
	72.91
	64.42
	71.24
	62.62
	70.09
	83.72
	88.91

	DIC
	210.52
	190.99
	187.51
	151.01
	169.27
	200.78
	214

	Tau
	-
	0.32
	0.99
	1.3
	1.41
	1.39
	1.32

	SD
	-
	0.24
	0.97
	1.33
	1.46
	1.39
	1.29

	SD 95% CrI lower bound 
	-
	0.04
	0.06
	0.23
	0.3
	0.22
	0.33

	SD 95% CrI upper bound 
	-
	1.01
	2.1
	2.17
	2.18
	2.49
	2.37

	Beta
	-
	-
	-
	0.08
	-0.05
	-0.9
	0.84

	Beta 95% CrI lower bound
	-
	-
	-
	-1.87
	-1.6
	-4.07
	-0.75

	Beta 95% CrI upper bound
	-
	-
	-
	2.05
	1.5
	1.5
	2.74


CrI, credible interval. DIC, deviance information criterion. OS, overall survival. PFS, progression-free survival. SD, standard deviation. 


[bookmark: _Toc103871844][bookmark: _Toc156746963]Table B.5.8. Network meta-analysis regression models, treatment modalities, hypophysitis.
	
	Fixed effects model
	Random effects model
	Unrelated mean effect model
	OS regression model
	PFS regression model
	Bias regression model
	Female regression model

	Data points
	112
	112
	112
	78
	85
	112
	112

	Posterior mean residual deviance
	87.67
	80.43
	83.75
	58.89
	64.54
	82.44
	82.72

	pD
	60.39
	50.44
	53.80
	46.39
	50.51
	63.87
	53.90

	DIC
	148.06
	130.87
	137.54
	105.28
	115.05
	146.31
	136.62

	Tau
	-
	0.19
	0.40
	1.35
	1.18
	0.67
	0.87

	SD
	-
	0.16
	0.32
	1.40
	0.94
	0.66
	1.02

	SD 95% CrI lower bound 
	-
	0.03
	0.02
	0.07
	0.04
	0.22
	0.08

	SD 95% CrI upper bound 
	-
	0.54
	1.20
	2.50
	3.18
	1.10
	2.63

	Beta
	-
	-
	-
	1.30
	1.36
	-0.88
	0.84

	Beta 95% CrI lower bound
	-
	-
	-
	-2.11
	-2.15
	-4.09
	-0.75

	Beta 95% CrI upper bound
	-
	-
	-
	9.23
	8.2
	1.48
	2.72


CrI, credible interval. DIC, deviance information criterion. OS, overall survival. PFS, progression-free survival. SD, standard deviation. 

[bookmark: _Ref102214019][bookmark: _Toc103844636][bookmark: _Toc104298194][bookmark: _Toc105678318][bookmark: _Toc156746964]Table B.6. Assessment of publication bias
	Outcome
	Degrees of freedom
	P value

	Overall immune-related serious adverse events
	108
	0.08

	Pneumonitis
	91
	0.23

	Myocarditis
	19
	0.99

	Colitis
	89
	0.02

	Nephritis
	40
	0.36

	Pancreatitis
	43
	0.59

	Hepatitis
	67
	0.88

	Hypophysitis
	53
	0.31


Bold indicates statistical significance. 

[bookmark: _Ref102219094]
[bookmark: _Ref102653392][bookmark: _Toc103844637][bookmark: _Toc104298195][bookmark: _Toc105678319][bookmark: _Toc156746965]Table B.7. Network meta-analysis results

Below are presented the league tables for each outcome assessed, according to individual intervention, as well as the estimated absolute rate for each outcome, extrapolated according to the GRADE methodology. 

[bookmark: _Toc103871846][bookmark: _Toc156746966]Table B.7.1. League table, overall immune-related serious adverse events.
	Atezolizumab
	1.43 (0.53 to 3.72)
	4.59 (1.04 to 21.75)
	3.1 (0.44 to 24.35)
	0.55 (0.24 to 1.23)
	2.05 (0.54 to 7.62)
	1.6 (0.31 to 8.51)
	6.29 (1.62 to 24.92)
	7.64 (1.63 to 35.18)
	2.82 (0.98 to 8.31)
	5.41 (0.13 to 894.65)
	14.37 (4.79 to 42.98)
	3.36 (1.03 to 10.66)
	2.82 (1.02 to 7.47)
	2.37 (0.81 to 6.62)
	8.72 (1.21 to 62.6)
	0.57 (0.17 to 1.81)
	10.64 (2.21 to 53.75)

	0.7 (0.27 to 1.88)
	Atezolizumab plus Conventional Therapy
	3.19 (0.8 to 14.03)
	2.17 (0.34 to 16.01)
	0.39 (0.2 to 0.73)
	1.44 (0.42 to 4.94)
	1.12 (0.24 to 5.59)
	4.4 (1.28 to 15.93)
	5.36 (1.26 to 23.06)
	1.98 (0.79 to 5.18)
	3.76 (0.1 to 625.04)
	10.1 (3.85 to 26.53)
	2.36 (0.82 to 6.7)
	1.98 (0.85 to 4.44)
	1.65 (0.65 to 4.1)
	6.13 (0.9 to 40.64)
	0.4 (0.14 to 1.12)
	7.48 (1.73 to 34.69)

	0.22 (0.05 to 0.96)
	0.31 (0.07 to 1.25)
	Avelumab
	0.68 (0.11 to 4.27)
	0.12 (0.03 to 0.4)
	0.45 (0.09 to 2.19)
	0.35 (0.05 to 2.36)
	1.38 (0.26 to 6.97)
	1.68 (0.27 to 9.78)
	0.62 (0.14 to 2.5)
	1.18 (0.03 to 209.47)
	3.16 (0.71 to 12.71)
	0.74 (0.15 to 3.16)
	0.62 (0.15 to 2.27)
	0.52 (0.12 to 2.02)
	1.91 (0.21 to 16.43)
	0.12 (0.03 to 0.5)
	2.33 (0.37 to 14.2)

	0.32 (0.04 to 2.29)
	0.46 (0.06 to 2.97)
	1.46 (0.23 to 8.98)
	Avelumab plus Conventional Therapy
	0.18 (0.03 to 1.04)
	0.66 (0.08 to 5.1)
	0.51 (0.05 to 5.23)
	2.04 (0.24 to 16.13)
	2.46 (0.25 to 22.82)
	0.92 (0.12 to 6.22)
	1.78 (0.03 to 355.81)
	4.66 (0.62 to 32.19)
	1.09 (0.14 to 7.63)
	0.9 (0.13 to 5.7)
	0.75 (0.1 to 4.97)
	2.78 (0.21 to 35.16)
	0.18 (0.02 to 1.25)
	3.42 (0.36 to 32.13)

	1.8 (0.81 to 4.26)
	2.57 (1.36 to 5.08)
	8.23 (2.49 to 31.87)
	5.59 (0.96 to 38.09)
	Conventional Therapy
	3.69 (1.36 to 10.67)
	2.88 (0.71 to 12.59)
	11.37 (3.96 to 34.7)
	13.74 (3.84 to 52.37)
	5.09 (2.65 to 10.7)
	9.77 (0.28 to 1558.52)
	26 (12.74 to 55.12)
	6.1 (2.74 to 13.88)
	5.09 (2.94 to 8.87)
	4.26 (2.24 to 8.25)
	15.66 (2.66 to 95.23)
	1.03 (0.44 to 2.36)
	19.17 (5.21 to 78.77)

	0.49 (0.13 to 1.85)
	0.7 (0.2 to 2.36)
	2.23 (0.46 to 11.66)
	1.51 (0.2 to 12.72)
	0.27 (0.09 to 0.74)
	Durvalumab
	0.78 (0.13 to 4.66)
	3.07 (1.35 to 7.29)
	3.74 (0.74 to 18.56)
	1.39 (0.42 to 4.59)
	2.66 (0.06 to 469.61)
	7.05 (2.14 to 22.89)
	1.65 (0.44 to 6.04)
	1.38 (0.44 to 4.2)
	1.15 (0.34 to 3.86)
	4.24 (0.55 to 31.96)
	0.28 (0.09 to 0.83)
	5.24 (1.57 to 17.81)

	0.63 (0.12 to 3.24)
	0.9 (0.18 to 4.18)
	2.87 (0.42 to 19.74)
	1.95 (0.19 to 20.92)
	0.35 (0.08 to 1.41)
	1.28 (0.21 to 7.53)
	Durvalumab plus Conventional Therapy
	3.94 (0.65 to 24)
	4.76 (0.69 to 32.29)
	1.77 (0.36 to 8.74)
	3.41 (0.07 to 623.4)
	9.05 (1.75 to 44.51)
	2.11 (0.39 to 10.79)
	1.77 (0.36 to 7.95)
	1.49 (0.3 to 6.89)
	5.48 (0.53 to 52.55)
	0.36 (0.07 to 1.85)
	6.7 (0.93 to 50.09)

	0.16 (0.04 to 0.62)
	0.23 (0.06 to 0.78)
	0.73 (0.14 to 3.9)
	0.49 (0.06 to 4.21)
	0.09 (0.03 to 0.25)
	0.33 (0.14 to 0.74)
	0.25 (0.04 to 1.55)
	Durvalumab plus Tremelimumab
	1.21 (0.23 to 6.27)
	0.45 (0.13 to 1.57)
	0.86 (0.02 to 150.11)
	2.28 (0.65 to 7.75)
	0.53 (0.14 to 2.02)
	0.45 (0.13 to 1.42)
	0.37 (0.1 to 1.29)
	1.38 (0.17 to 10.75)
	0.09 (0.03 to 0.29)
	1.7 (0.55 to 5.17)

	0.13 (0.03 to 0.61)
	0.19 (0.04 to 0.79)
	0.59 (0.1 to 3.76)
	0.41 (0.04 to 4.03)
	0.07 (0.02 to 0.26)
	0.27 (0.05 to 1.34)
	0.21 (0.03 to 1.45)
	0.82 (0.16 to 4.33)
	Ipilimumab
	0.37 (0.11 to 1.28)
	0.72 (0.02 to 122.66)
	1.88 (0.6 to 5.98)
	0.44 (0.09 to 2.01)
	0.37 (0.09 to 1.4)
	0.31 (0.07 to 1.29)
	1.14 (0.13 to 9.96)
	0.07 (0.02 to 0.29)
	1.4 (0.23 to 8.94)

	0.35 (0.12 to 1.02)
	0.5 (0.19 to 1.26)
	1.61 (0.4 to 7.04)
	1.09 (0.16 to 8.11)
	0.2 (0.09 to 0.38)
	0.72 (0.22 to 2.39)
	0.56 (0.11 to 2.8)
	2.23 (0.64 to 7.77)
	2.71 (0.78 to 9.09)
	Nivolumab
	1.9 (0.05 to 308.83)
	5.09 (2.55 to 9.84)
	1.19 (0.4 to 3.38)
	1 (0.42 to 2.22)
	0.83 (0.31 to 2.09)
	3.09 (0.45 to 19.62)
	0.2 (0.08 to 0.49)
	3.74 (0.87 to 17.19)

	0.18 (0 to 7.42)
	0.27 (0 to 10.03)
	0.84 (0 to 38.79)
	0.56 (0 to 34.21)
	0.1 (0 to 3.58)
	0.38 (0 to 15.77)
	0.29 (0 to 14.39)
	1.16 (0.01 to 49.01)
	1.39 (0.01 to 65)
	0.53 (0 to 20.1)
	Nivolumab plus Conventional Therapy
	2.65 (0.02 to 104.38)
	0.61 (0 to 24.37)
	0.52 (0 to 19.65)
	0.44 (0 to 16.04)
	1.56 (0.01 to 89.22)
	0.1 (0 to 4.11)
	1.96 (0.01 to 94.6)

	0.07 (0.02 to 0.21)
	0.1 (0.04 to 0.26)
	0.32 (0.08 to 1.42)
	0.21 (0.03 to 1.62)
	0.04 (0.02 to 0.08)
	0.14 (0.04 to 0.47)
	0.11 (0.02 to 0.57)
	0.44 (0.13 to 1.53)
	0.53 (0.17 to 1.67)
	0.2 (0.1 to 0.39)
	0.38 (0.01 to 59.22)
	Nivolumab plus Ipilimumab
	0.23 (0.08 to 0.69)
	0.2 (0.09 to 0.43)
	0.16 (0.06 to 0.42)
	0.61 (0.09 to 3.92)
	0.04 (0.02 to 0.09)
	0.74 (0.18 to 3.33)

	0.3 (0.09 to 0.97)
	0.42 (0.15 to 1.21)
	1.36 (0.32 to 6.54)
	0.91 (0.13 to 7.27)
	0.16 (0.07 to 0.36)
	0.61 (0.17 to 2.27)
	0.47 (0.09 to 2.55)
	1.88 (0.49 to 7.35)
	2.26 (0.5 to 10.9)
	0.84 (0.3 to 2.52)
	1.63 (0.04 to 267.74)
	4.26 (1.45 to 12.88)
	Nivolumab plus Ipilimumab plus Conventional Therapy
	0.83 (0.31 to 2.23)
	0.7 (0.25 to 1.99)
	2.59 (0.37 to 18.64)
	0.17 (0.05 to 0.53)
	3.16 (0.68 to 16.06)

	0.35 (0.13 to 0.98)
	0.5 (0.23 to 1.18)
	1.62 (0.44 to 6.79)
	1.1 (0.18 to 7.82)
	0.2 (0.11 to 0.34)
	0.72 (0.24 to 2.3)
	0.57 (0.13 to 2.75)
	2.24 (0.7 to 7.54)
	2.71 (0.72 to 10.7)
	1 (0.45 to 2.37)
	1.93 (0.05 to 316.16)
	5.09 (2.3 to 11.73)
	1.2 (0.45 to 3.22)
	Pembrolizumab
	0.83 (0.38 to 1.86)
	3.09 (0.57 to 17.03)
	0.2 (0.08 to 0.47)
	3.77 (0.96 to 16.56)

	0.42 (0.15 to 1.23)
	0.61 (0.24 to 1.54)
	1.93 (0.5 to 8.57)
	1.33 (0.2 to 9.95)
	0.23 (0.12 to 0.45)
	0.87 (0.26 to 2.96)
	0.67 (0.15 to 3.38)
	2.68 (0.78 to 9.55)
	3.25 (0.77 to 14.32)
	1.2 (0.48 to 3.19)
	2.29 (0.06 to 379.44)
	6.12 (2.36 to 16.2)
	1.43 (0.5 to 4.06)
	1.2 (0.54 to 2.6)
	Pembrolizumab plus Conventional Therapy
	3.71 (0.57 to 24.14)
	0.24 (0.08 to 0.67)
	4.52 (1.05 to 21.42)

	0.11 (0.02 to 0.83)
	0.16 (0.02 to 1.11)
	0.52 (0.06 to 4.85)
	0.36 (0.03 to 4.71)
	0.06 (0.01 to 0.38)
	0.24 (0.03 to 1.8)
	0.18 (0.02 to 1.87)
	0.72 (0.09 to 5.81)
	0.88 (0.1 to 7.88)
	0.32 (0.05 to 2.24)
	0.64 (0.01 to 123.31)
	1.65 (0.25 to 11)
	0.39 (0.05 to 2.74)
	0.32 (0.06 to 1.77)
	0.27 (0.04 to 1.76)
	Pembrolizumab plus Ipilimumab
	0.07 (0.01 to 0.43)
	1.23 (0.14 to 11.29)

	1.76 (0.55 to 5.9)
	2.5 (0.89 to 7.37)
	8.03 (2 to 36.81)
	5.46 (0.8 to 42.95)
	0.97 (0.42 to 2.27)
	3.58 (1.2 to 11.28)
	2.8 (0.54 to 15.35)
	11.11 (3.4 to 39.32)
	13.42 (3.44 to 55.48)
	4.96 (2.03 to 13.31)
	9.57 (0.24 to 1619.62)
	25.21 (10.99 to 62.13)
	5.93 (1.87 to 19.36)
	4.95 (2.13 to 11.81)
	4.13 (1.48 to 11.9)
	15.36 (2.32 to 105.64)
	Placebo or No Intervention
	18.67 (4.81 to 81.92)

	0.09 (0.02 to 0.45)
	0.13 (0.03 to 0.58)
	0.43 (0.07 to 2.7)
	0.29 (0.03 to 2.8)
	0.05 (0.01 to 0.19)
	0.19 (0.06 to 0.64)
	0.15 (0.02 to 1.07)
	0.59 (0.19 to 1.8)
	0.72 (0.11 to 4.37)
	0.27 (0.06 to 1.15)
	0.51 (0.01 to 93.53)
	1.35 (0.3 to 5.69)
	0.32 (0.06 to 1.47)
	0.27 (0.06 to 1.04)
	0.22 (0.05 to 0.95)
	0.81 (0.09 to 7.27)
	0.05 (0.01 to 0.21)
	Tremelimumab


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance. 


[bookmark: _Toc103871847][bookmark: _Toc156746967]Table B.7.2. Estimated absolute event rate, overall immune-related serious adverse events.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	119 (54 to 279)

	Atezolizumab plus Conventional Therapy
	170 (90 to 331)

	Avelumab
	525 (165 to 1,769)

	Avelumab plus Conventional Therapy
	363 (64 to 2,044)

	Durvalumab
	242 (90 to 671)

	Durvalumab plus Conventional Therapy
	190 (47 to 782)

	Durvalumab plus Tremelimumab
	712 (260 to 1,896)

	Ipilimumab
	848 (252 to 2,610)

	Nivolumab
	331 (175 to 673)

	Nivolumab plus Conventional Therapy
	618 (18 to 9,131)

	Nivolumab plus Ipilimumab
	1,492 (791 to 2,710)

	Nivolumab plus Ipilimumab plus Conventional Therapy
	395 (181 to 856)

	Pembrolizumab
	331 (194 to 564)

	Pembrolizumab plus Conventional Therapy
	279 (148 to 527)

	Pembrolizumab plus Ipilimumab
	955 (176 to 3,911)

	Ipilimumab plus conventional therapy 
	421 (174 to 1,007)

	Tremelimumab
	1,144 (339 to 3,469)



[bookmark: _Ref102218850][bookmark: _Ref102328673]

[bookmark: _Toc103871848][bookmark: _Toc156746968]Table B.7.3. League table, pneumonitis.
	Atezolizumab
	1.13 (0.39, 3.38)
	3.14 (0.56, 21.47)
	2.5 (0.2, 39.72)
	0.63 (0.25, 1.56)
	1.71 (0.39, 7.94)
	1.41 (0.24, 8.98)
	3.71 (0.84, 18.2)
	4.29 (1.01, 19.85)
	0.58 (0.13, 2.7)
	3.06 (0.97, 10.87)
	2.84 (0.04, 566.99)
	8.65 (2.26, 36.44)
	1.06 (0.13, 8.54)
	3.31 (1.06, 10.55)
	1.99 (0.6, 6.7)
	7.21 (0.99, 54.4)
	0.89 (0.21, 3.5)
	1.51 (0.15, 13.69)

	0.88 (0.30 to 2.60)
	Atezolizumab plus Conventional Therapy
	2.77 (0.53 to 17.45)
	2.26 (0.19 to 31.45)
	0.56 (0.26 to 1.15)
	1.52 (0.39 to 6.15)
	1.22 (0.22 to 6.94)
	3.27 (0.81 to 14.21)
	3.79 (0.99 to 15.7)
	0.51 (0.12 to 2.14)
	2.68 (0.96 to 8.44)
	2.4 (0.03 to 438.15)
	7.58 (2.2 to 28.22)
	0.95 (0.13 to 7.27)
	2.94 (1.05 to 8.15)
	1.77 (0.59 to 5.19)
	6.36 (0.92 to 42.98)
	0.8 (0.21 to 2.75)
	1.33 (0.14 to 10.81)

	0.32 (0.05 to 1.77)
	0.36 (0.06 to 1.88)
	Avelumab
	0.82 (0.07 to 9.09)
	0.2 (0.04 to 0.86)
	0.55 (0.07 to 3.54)
	0.44 (0.05 to 3.8)
	1.17 (0.15 to 8.07)
	1.37 (0.19 to 8.99)
	0.18 (0.02 to 1.27)
	0.98 (0.16 to 5.18)
	0.87 (0.01 to 185.66)
	2.75 (0.4 to 16.49)
	0.34 (0.03 to 3.82)
	1.07 (0.18 to 5.17)
	0.63 (0.1 to 3.26)
	2.28 (0.2 to 22.4)
	0.29 (0.04 to 1.56)
	0.47 (0.03 to 5.5)

	0.39 (0.03 to 4.93)
	0.44 (0.03 to 5.18)
	1.22 (0.11 to 14.65)
	Avelumab plus Conventional Therapy
	0.25 (0.02 to 2.57)
	0.68 (0.04 to 9.65)
	0.55 (0.03 to 9.43)
	1.45 (0.09 to 21.33)
	1.68 (0.11 to 23.49)
	0.23 (0.01 to 3.18)
	1.2 (0.09 to 14.42)
	1.08 (0.01 to 305.58)
	3.41 (0.23 to 44.35)
	0.42 (0.02 to 8.31)
	1.3 (0.09 to 15.18)
	0.78 (0.05 to 9.03)
	2.82 (0.13 to 51.88)
	0.35 (0.02 to 4.42)
	0.58 (0.02 to 12.98)

	1.59 (0.65 to 4.04)
	1.79 (0.87 to 3.88)
	4.95 (1.17 to 27.09)
	4.05 (0.39 to 52.23)
	Conventional Therapy
	2.72 (0.87 to 9)
	2.19 (0.48 to 10.84)
	5.86 (1.84 to 21.24)
	6.81 (2.23 to 23.06)
	0.93 (0.28 to 3.13)
	4.83 (2.35 to 11.57)
	4.31 (0.07 to 737.54)
	13.64 (5.19 to 41)
	1.71 (0.26 to 11.37)
	5.26 (2.68 to 10.83)
	3.15 (1.48 to 7.01)
	11.4 (1.95 to 67.36)
	1.43 (0.49 to 3.86)
	2.4 (0.28 to 17.34)

	0.58 (0.13 to 2.56)
	0.66 (0.16 to 2.59)
	1.83 (0.28 to 13.77)
	1.48 (0.10 to 23.67)
	0.37 (0.11 to 1.14)
	Durvalumab
	0.8 (0.12 to 5.62)
	2.15 (0.82 to 5.93)
	2.48 (0.55 to 12.07)
	0.34 (0.06 to 1.78)
	1.77 (0.47 to 7.2)
	1.59 (0.02 to 293.9)
	5.01 (1.16 to 22.46)
	0.63 (0.07 to 5.69)
	1.94 (0.53 to 6.93)
	1.16 (0.28 to 4.61)
	4.16 (0.5 to 32.64)
	0.52 (0.14 to 1.72)
	0.88 (0.11 to 5.68)

	0.72 (0.12 to 4.33)
	0.82 (0.14 to 4.46)
	2.28 (0.26 to 21.53)
	1.81 (0.11 to 34.59)
	0.46 (0.09 to 2.09)
	1.25 (0.18 to 8.52)
	Durvalumab plus Conventional Therapy
	2.67 (0.36 to 19.6)
	3.13 (0.45 to 21.94)
	0.42 (0.06 to 2.94)
	2.2 (0.39 to 13.13)
	1.95 (0.02 to 409.78)
	6.22 (0.98 to 40.44)
	0.77 (0.07 to 9.3)
	2.4 (0.43 to 12.7)
	1.44 (0.25 to 7.95)
	5.09 (0.49 to 54)
	0.65 (0.09 to 3.93)
	1.08 (0.08 to 13.49)

	0.27 (0.06 to 1.20)
	0.31 (0.07 to 1.23)
	0.85 (0.12 to 6.5)
	0.69 (0.05 to 10.91)
	0.17 (0.05 to 0.54)
	0.47 (0.17 to 1.22)
	0.37 (0.05 to 2.75)
	Durvalumab plus Tremelimumab
	1.15 (0.24 to 5.88)
	0.16 (0.03 to 0.83)
	0.82 (0.2 to 3.38)
	0.73 (0.01 to 141.27)
	2.33 (0.51 to 10.74)
	0.29 (0.03 to 2.68)
	0.9 (0.22 to 3.32)
	0.54 (0.12 to 2.16)
	1.93 (0.22 to 15.49)
	0.24 (0.06 to 0.9)
	0.41 (0.05 to 2.38)

	0.23 (0.05 to 0.98)
	0.26 (0.06 to 1.01)
	0.73 (0.11 to 5.24)
	0.60 (0.04 to 9.29)
	0.15 (0.04 to 0.45)
	0.40 (0.08 to 1.82)
	0.32 (0.05 to 2.24)
	0.87 (0.17 to 4.24)
	Ipilimumab
	0.14 (0.02 to 0.7)
	0.71 (0.23 to 2.2)
	0.64 (0.01 to 124.38)
	2 (0.63 to 6.63)
	0.25 (0.03 to 2.3)
	0.77 (0.23 to 2.51)
	0.46 (0.11 to 1.77)
	1.68 (0.21 to 12.18)
	0.21 (0.05 to 0.7)
	0.35 (0.03 to 3.07)

	1.73 (0.38 to 7.73)
	1.95 (0.47 to 8.10)
	5.41 (0.79 to 42.96)
	4.39 (0.31 to 71.70)
	1.08 (0.32 to 3.59)
	2.96 (0.56 to 16.16)
	2.37 (0.34 to 17.52)
	6.37 (1.21 to 36.85)
	7.37 (1.44 to 40.19)
	Ipilimumab plus Conventional Therapy
	5.22 (1.31 to 23.29)
	4.68 (0.06 to 926.74)
	14.84 (3.14 to 74.25)
	1.85 (0.2 to 17.25)
	5.72 (1.43 to 23.23)
	3.41 (0.81 to 14.17)
	12.3 (1.44 to 104.34)
	1.55 (0.31 to 7.29)
	2.58 (0.23 to 26.17)

	0.33 (0.09 to 1.03)
	0.37 (0.12 to 1.04)
	1.02 (0.19 to 6.43)
	0.83 (0.07 to 11.31)
	0.21 (0.09 to 0.43)
	0.57 (0.14 to 2.11)
	0.45 (0.08 to 2.58)
	1.21 (0.30 to 4.95)
	1.40 (0.45 to 4.29)
	0.19 (0.04 to 0.76)
	Nivolumab
	0.89 (0.01 to 155.85)
	2.81 (1.09 to 7.37)
	0.35 (0.04 to 2.62)
	1.09 (0.39 to 2.79)
	0.65 (0.21 to 1.87)
	2.35 (0.33 to 14.97)
	0.3 (0.08 to 0.87)
	0.49 (0.05 to 3.77)

	0.37 (0.00 to 26.45)
	0.42 (0.00 to 29.54)
	1.16 (0.01 to 99.27)
	0.92 (0.00 to 125.2)
	0.23 (0.00 to 15.32)
	0.63 (0.00 to 47.28)
	0.51 (0.00 to 44.56)
	1.37 (0.01 to 107.95)
	1.57 (0.01 to 124.15)
	0.21 (0.00 to 16.83)
	1.12 (0.01 to 82.92)
	Nivolumab plus Conventional Therapy
	3.19 (0.02 to 238.19)
	0.39 (0 to 38.89)
	1.23 (0.01 to 85.81)
	0.73 (0 to 51.04)
	2.6 (0.01 to 245.74)
	0.33 (0 to 24.42)
	0.53 (0 to 59.99)

	0.12 (0.03 to 0.44)
	0.13 (0.04 to 0.45)
	0.36 (0.06 to 2.50)
	0.29 (0.02 to 4.34)
	0.07 (0.02 to 0.19)
	0.20 (0.04 to 0.86)
	0.16 (0.02 to 1.02)
	0.43 (0.09 to 1.98)
	0.50 (0.15 to 1.59)
	0.07 (0.01 to 0.32)
	0.36 (0.14 to 0.91)
	0.31 (0.00 to 56.89)
	Nivolumab plus Ipilimumab
	0.12 (0.01 to 1.05)
	0.39 (0.12 to 1.17)
	0.23 (0.06 to 0.79)
	0.84 (0.11 to 5.84)
	0.1 (0.03 to 0.34)
	0.17 (0.02 to 1.48)

	0.94 (0.11 to 7.44)
	1.06 (0.14 to 7.94)
	2.91 (0.26 to 35.53)
	2.38 (0.12 to 54.55)
	0.58 (0.09 to 3.80)
	1.60 (0.18 to 14.65)
	1.30 (0.11 to 14.97)
	3.46 (0.37 to 33.94)
	4.01 (0.43 to 37.37)
	0.54 (0.06 to 5.10)
	2.84 (0.38 to 23.10)
	2.56 (0.03 to 616.51)
	8.06 (0.96 to 69.34)
	Nivolumab plus Ipilimumab plus Conventional Therapy
	3.09 (0.41 to 22.72)
	1.86 (0.24 to 14.12)
	6.68 (0.5 to 87.29)
	0.84 (0.09 to 6.79)
	1.39 (0.08 to 21.39)

	0.30 (0.10 to 0.96)
	0.34 (0.12 to 0.95)
	0.94 (0.19 to 5.68)
	0.77 (0.07 to 10.57)
	0.19 (0.09 to 0.37)
	0.52 (0.14 to 1.89)
	0.42 (0.08 to 2.33)
	1.11 (0.30 to 4.48)
	1.29 (0.40 to 4.44)
	0.17 (0.04 to 0.70)
	0.92 (0.36 to 2.59)
	0.81 (0.01 to 147.21)
	2.59 (0.85 to 8.65)
	0.32 (0.04 to 2.44)
	Pembrolizumab
	0.6 (0.23 to 1.56)
	2.15 (0.42 to 11.07)
	0.27 (0.09 to 0.74)
	0.46 (0.05 to 3.47)

	0.50 (0.15 to 1.67)
	0.57 (0.19 to 1.69)
	1.58 (0.31 to 9.96)
	1.28 (0.11 to 18.49)
	0.32 (0.14 to 0.68)
	0.86 (0.22 to 3.57)
	0.70 (0.13 to 4.03)
	1.86 (0.46 to 8.20)
	2.16 (0.57 to 8.80)
	0.29 (0.07 to 1.24)
	1.53 (0.54 to 4.85)
	1.37 (0.02 to 248.49)
	4.32 (1.26 to 16.06)
	0.54 (0.07 to 4.25)
	1.67 (0.64 to 4.39)
	Pembrolizumab plus Conventional Therapy
	3.6 (0.56 to 23.66)
	0.45 (0.13 to 1.55)
	0.76 (0.08 to 6.26)

	0.14 (0.02 to 1.03)
	0.16 (0.02 to 1.09)
	0.44 (0.04 to 4.95)
	0.35 (0.02 to 7.82)
	0.09 (0.01 to 0.51)
	0.24 (0.03 to 1.99)
	0.20 (0.02 to 2.02)
	0.52 (0.06 to 4.55)
	0.6 (0.08 to 4.87)
	0.08 (0.01 to 0.69)
	0.43 (0.07 to 3.06)
	0.38 (0.00 to 84.17)
	1.19 (0.17 to 9.37)
	0.15 (0.01 to 1.99)
	0.47 (0.09 to 2.39)
	0.28 (0.04 to 1.80)
	Pembrolizumab plus Ipilimumab
	0.13 (0.02 to 0.83)
	0.21 (0.01 to 2.85)

	1.11 (0.30 to 4.62)
	1.26 (0.36 to 4.72)
	3.50 (0.64 to 24.39)
	2.86 (0.23 to 44.69)
	0.7 (0.26 to 2.04)
	1.92 (0.58 to 6.92)
	1.54 (0.25 to 10.73)
	4.14 (1.12 to 17.15)
	4.79 (1.42 to 19.07)
	0.65 (0.14 to 3.25)
	3.38 (1.15 to 12.06)
	3.05 (0.04 to 563.37)
	9.56 (2.91 to 37.47)
	1.19 (0.15 to 10.73)
	3.69 (1.35 to 11.01)
	2.22 (0.65 to 7.99)
	7.96 (1.21 to 57.48)
	Placebo or No Intervention
	1.67 (0.21 to 12.51)

	0.66 (0.08 to 7.12)
	0.75 (0.09 to 7.37)
	2.13 (0.18 to 30.12)
	1.72 (0.08 to 47.09)
	0.42 (0.06 to 3.61)
	1.14 (0.18 to 9.49)
	0.93 (0.07 to 13.3)
	2.41 (0.42 to 19.97)
	2.89 (0.33 to 30.39)
	0.39 (0.04 to 4.42)
	2.05 (0.27 to 19.97)
	1.89 (0.02 to 453.86)
	5.79 (0.68 to 58.63)
	0.72 (0.05 to 12.33)
	2.2 (0.29 to 19.93)
	1.32 (0.16 to 12.97)
	4.8 (0.35 to 74.13)
	0.6 (0.08 to 4.87)
	Tremelimumab


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance.


[bookmark: _Toc103871849][bookmark: _Toc156746969]Table B.7.4. Estimated absolute event rate, pneumonitis.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	44 (18 to 112)

	Atezolizumab plus Conventional Therapy
	50 (24 to 107)

	Avelumab
	137 (32 to 706)

	Avelumab plus Conventional Therapy
	112 (10 to 1,278)

	Durvalumab
	75 (24 to 246)

	Durvalumab plus Conventional Therapy
	61 (13 to 295)

	Durvalumab plus Tremelimumab
	161 (51 to 562)

	Ipilimumab
	187 (62 to 608)

	Ipilimumab plus Conventional Therapy
	26 (7 to 87)

	Nivolumab
	133 (65 to 314)

	Nivolumab plus Conventional Therapy
	119 (1 to 6,743)

	Nivolumab plus Ipilimumab
	368 (143 to 1,032)

	Nivolumab plus Ipilimumab plus Conventional Therapy
	47 (7 to 309)

	Pembrolizumab
	145 (74 to 295)

	Pembrolizumab plus Conventional Therapy
	87 (41 to 193)

	Pembrolizumab plus Ipilimumab
	310 (54 to 1,590)

	Tremelimumab
	66 (7 to 464)




[bookmark: _Toc103871850][bookmark: _Toc156746970]Table B.7.5. League table, myocarditis.
	Atezolizumab
	0.08 (0 to 14.48)
	0.94 (0 to 4532.66)
	0.02 (0 to 1)
	0.17 (0 to 113.47)
	0.07 (0 to 44.72)
	0 (0 to 1.61)
	0.01 (0 to 5.38)
	0.07 (0 to 56.07)
	0.07 (0 to 17.04)
	0.01 (0 to 1.45)
	0.03 (0 to 3.47)
	0.11 (0 to 72.64)
	0.01 (0 to 1.01)

	13.31 (0.07 to 16991.40)
	Atezolizumab plus Conventional Therapy
	11.37 (0.07 to 27980.68)
	0.22 (0.01 to 1.91)
	2.46 (0.02 to 377.44)
	1 (0.01 to 192.26)
	0.01 (0 to 6.43)
	0.13 (0 to 18.33)
	1 (0.01 to 214.33)
	1.04 (0.02 to 41.37)
	0.19 (0.01 to 2.7)
	0.44 (0.01 to 9.09)
	1.48 (0.01 to 269.45)
	0.07 (0 to 2.6)

	1.06 (0.00 to 2985.66)
	0.09 (0.00 to 13.95)
	Avelumab
	0.02 (0 to 0.97)
	0.2 (0 to 98.85)
	0.08 (0 to 42.64)
	0 (0 to 1.28)
	0.01 (0 to 5.09)
	0.08 (0 to 58.01)
	0.09 (0 to 12.66)
	0.01 (0 to 1.58)
	0.04 (0 to 3.91)
	0.12 (0 to 62.14)
	0.01 (0 to 1.14)

	63.39 (1.00 to 60238.08)
	4.58 (0.52 to 110.27)
	52.38 (1.03 to 105566.77)
	Conventional Therapy
	11.38 (0.4 to 1114.91)
	4.73 (0.08 to 542.91)
	0.07 (0 to 17.97)
	0.67 (0 to 53.79)
	4.85 (0.08 to 724.32)
	4.98 (0.37 to 100.22)
	0.9 (0.09 to 6.43)
	2.15 (0.3 to 17.38)
	7.43 (0.15 to 939.49)
	0.37 (0.01 to 6.98)

	5.81 (0.01 to 15106.60)
	0.41 (0.00 to 45.40)
	5.11 (0.01 to 15962.24)
	0.09 (0.00 to 2.48)
	Durvalumab
	0.4 (0 to 149.69)
	0.01 (0 to 0.98)
	0.05 (0 to 16.63)
	0.4 (0 to 163.65)
	0.42 (0 to 42.61)
	0.07 (0 to 3.78)
	0.18 (0 to 10.3)
	0.61 (0 to 223.66)
	0.03 (0 to 3.19)

	14.56 (0.02 to 34341.93)
	1.00 (0.01 to 158.93)
	13.02 (0.02 to 47732.35)
	0.21 (0.00 to 12.43)
	2.50 (0.01 to 968.11)
	Durvalumab plus Conventional Therapy
	0.01 (0 to 15.99)
	0.13 (0 to 51.75)
	1.04 (0 to 493.97)
	1.04 (0.01 to 151.06)
	0.18 (0 to 16.49)
	0.45 (0 to 36.34)
	1.6 (0 to 726.85)
	0.07 (0 to 10.91)

	1513.00 (0.62 to 36138287.58)
	83.8' (0.16 to 455250.68)
	1341.64 (0.78 to 71529202.75)
	15.03 (0.06 to 46180.66)
	184.92 (1.02 to 837464.07)
	92.95 (0.06 to 797563.53)
	Durvalumab plus Tremelimumab
	9.78 (0 to 154090.11)
	82.7 (0.06 to 983757.81)
	84.84 (0.13 to 384135.58)
	13.73 (0.03 to 52071.44)
	34.66 (0.09 to 132117.91)
	132.94 (0.1 to 1322779.52)
	5.91 (0.01 to 28661.51)

	123.79 (0.19 to 373009.90)
	7.81 (0.05 to 2430.67)
	105.09 (0.20 to 501754.13)
	1.50 (0.02 to 244.97)
	19.44 (0.06 to 15888.38)
	7.80 (0.02 to 8004.94)
	0.10 (0.00 to 211.04)
	Nivolumab
	7.74 (0.02 to 9525.55)
	6.96 (0.26 to 856.64)
	1.3 (0.01 to 225.54)
	3.32 (0.03 to 683.04)
	12.57 (0.04 to 7018.27)
	0.58 (0 to 97.75)

	14.55 (0.02 to 38593.27)
	1.00 (0.00 to 178.01)
	12.83 (0.02 to 61280.80)
	0.21 (0.00 to 11.83)
	2.49 (0.01 to 971.82)
	0.96 (0.00 to 535.20)
	0.01 (0.00 to 15.41)
	0.13 (0.00 to 51.96)
	Nivolumab plus Conventional Therapy
	1.03 (0 to 150.17)
	0.17 (0 to 18.36)
	0.43 (0 to 42.41)
	1.5 (0 to 866.15)
	0.07 (0 to 11.12)

	14.06 (0.06 to 19237.13)
	0.96 (0.02 to 48.6)
	11.11 (0.08 to 31835.59)
	0.20 (0.01 to 2.67)
	2.36 (0.02 to 396.61)
	0.96 (0.01 to 189.46)
	0.01 (0.00 to 7.65)
	0.14 (0.00 to 3.88)
	0.97 (0.01 to 238.53)
	Nivolumab plus Ipilimumab
	0.18 (0.01 to 3.37)
	0.43 (0.01 to 10.36)
	1.5 (0.01 to 244.13)
	0.08 (0 to 1.4)

	76.09 (0.69 to 107696.53)
	5.36 (0.37 to 188.34)
	67.98 (0.63 to 170000.59)
	1.11 (0.16 to 11.13)
	13.5 (0.26 to 1908.13)
	5.61 (0.06 to 981.14)
	0.07 (0.00 to 34.98)
	0.77 (0.00 to 79.98)
	5.76 (0.05 to 1083.25)
	5.7 (0.30 to 185.16)
	Pembrolizumab
	2.4 (0.19 to 43.85)
	8.29 (0.35 to 608.81)
	0.44 (0.02 to 5.37)

	29.74 (0.29 to 39611.14)
	2.27 (0.11 to 77.36)
	26.99 (0.26 to 59845.00)
	0.46 (0.06 to 3.33)
	5.60 (0.10 to 786.27)
	2.22 (0.03 to 390.57)
	0.03 (0.00 to 11.44)
	0.30 (0.00 to 38.13)
	2.30 (0.02 to 459.02)
	2.32 (0.10 to 85.79)
	0.42 (0.02 to 5.21)
	Pembrolizumab plus Conventional Therapy
	3.62 (0.05 to 516.21)
	0.17 (0 to 5.06)

	9.06 (0.01 to 23327.67)
	0.67 (0.00 to 72.96)
	8.31 (0.02 to 31799.89)
	0.13 (0.00 to 6.77)
	1.63 (0.00 to 626.32)
	0.62 (0.00 to 284.9)
	0.01 (0.00 to 9.54)
	0.08 (0.00 to 23.98)
	0.67 (0.00 to 286.52)
	0.67 (0.00 to 70.03)
	0.12 (0.00 to 2.89)
	0.28 (0.00 to 20.16)
	Pembrolizumab plus Ipilimumab
	0.05 (0 to 2.88)

	195.4 (0.99 to 365605.47)
	13.66 (0.39 to 946.08)
	176.27 (0.88 to 521075.49)
	2.68 (0.14 to 73.97)
	34.34 (0.31 to 7892.49)
	13.93 (0.09 to 3508.60)
	0.17 (0.00 to 130.43)
	1.73 (0.01 to 225.50)
	13.8 (0.09 to 4698.06)
	12.95 (0.72 to 518.92)
	2.26 (0.19 to 52.33)
	5.88 (0.20 to 227.71)
	20.56 (0.35 to 3578.22)
	Placebo or No Intervention


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance.


[bookmark: _Toc103871851][bookmark: _Toc156746971]Table B.7.6. Anticipated absolute event rate, myocarditis.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	1,127 (20 to 9,917)

	Atezolizumab plus Conventional Therapy
	90 (10 to 1,809)

	Avelumab
	949 (20 to 9,952)

	Durvalumab
	222 (8 to 6,908)

	Durvalumab plus Conventional Therapy
	93 (1 to 5,210)

	Durvalumab plus Tremelimumab
	1 (0 to 347)

	Nivolumab
	13 (0 to 973)

	Nivolumab plus Conventional Therapy
	96 (1 to 5,920)

	Nivolumab plus Ipilimumab
	98 (7 to 1,672)

	Pembrolizumab
	18 (1 to 127)

	Pembrolizumab plus Conventional Therapy
	42 (6 to 336)

	Pembrolizumab plus Ipilimumab
	146 (3 to 6,531)





[bookmark: _Toc103871852][bookmark: _Toc156746972]Table B.7.8. League table, colitis.
	Atezolizumab
	2.15 (0.55 to 8.53)
	6.72 (0.67 to 133.36)
	1.75 (0.09 to 59.17)
	0.43 (0.14 to 1.28)
	1.07 (0.14 to 8.35)
	1.2 (0.1 to 20.48)
	6.12 (1.05 to 45.68)
	5 (1.24 to 18.41)
	7.3 (1.53 to 34.08)
	0.69 (0.17 to 2.56)
	8.38 (2 to 33.39)
	1.98 (0.21 to 27.62)
	1.22 (0.34 to 4.14)
	1.51 (0.39 to 5.72)
	8.32 (0.89 to 127.94)
	0.1 (0.02 to 0.54)
	12.55 (1.8 to 103.49)

	0.47 (0.12 to 1.82)
	Atezolizumab plus Conventional Therapy
	3.03 (0.36 to 62.73)
	0.81 (0.04 to 27.01)
	0.21 (0.07 to 0.51)
	0.5 (0.07 to 3.84)
	0.55 (0.05 to 8.73)
	2.89 (0.49 to 20.32)
	2.32 (0.67 to 7.23)
	3.29 (0.85 to 14.08)
	0.32 (0.09 to 1.07)
	3.88 (1.07 to 13.27)
	0.91 (0.11 to 12.62)
	0.57 (0.18 to 1.63)
	0.71 (0.2 to 2.31)
	3.94 (0.45 to 52.6)
	0.05 (0.01 to 0.22)
	5.82 (0.86 to 46.19)

	0.15 (0.01 to 1.50)
	0.33 (0.02 to 2.75)
	Avelumab
	0.27 (0.01 to 7.21)
	0.07 (0 to 0.46)
	0.16 (0.01 to 2.42)
	0.17 (0.01 to 5.19)
	0.95 (0.03 to 13.18)
	0.75 (0.04 to 6.09)
	1.08 (0.06 to 9.52)
	0.1 (0.01 to 0.86)
	1.23 (0.06 to 10.84)
	0.3 (0.01 to 6.26)
	0.19 (0.01 to 1.45)
	0.23 (0.01 to 1.88)
	1.28 (0.04 to 28.27)
	0.02 (0 to 0.14)
	1.93 (0.07 to 28.97)

	0.57 (0.02 to 11.02)
	1.24 (0.04 to 22.63)
	3.7 (0.14 to 147.06)
	Avelumab plus Conventional Therapy
	0.25 (0.01 to 3.71)
	0.6 (0.01 to 17.14)
	0.68 (0.01 to 29.46)
	3.55 (0.08 to 97.45)
	2.81 (0.09 to 49.9)
	4.16 (0.12 to 75.16)
	0.39 (0.01 to 6.97)
	4.7 (0.15 to 84.29)
	1.14 (0.03 to 38.44)
	0.69 (0.02 to 11.5)
	0.87 (0.03 to 14.69)
	4.92 (0.1 to 169.64)
	0.06 (0 to 1.18)
	7.01 (0.17 to 218.3)

	2.31 (0.78 to 7.34)
	4.88 (1.97 to 14.18)
	14.81 (2.18 to 273.33)
	4.02 (0.27 to 118.02)
	Conventional Therapy
	2.41 (0.5 to 15.31)
	2.73 (0.32 to 37.26)
	13.92 (3.59 to 83.06)
	11.38 (5.55 to 24.99)
	16.25 (6.81 to 48.73)
	1.56 (0.75 to 3.59)
	18.87 (8.81 to 47.34)
	4.49 (0.68 to 50.46)
	2.81 (1.59 to 5.08)
	3.47 (1.69 to 7.46)
	19.36 (2.83 to 228.46)
	0.24 (0.06 to 0.8)
	29.16 (5.95 to 183.61)

	0.94 (0.12 to 6.95)
	2.01 (0.26 to 14.57)
	6.16 (0.41 to 174.89)
	1.67 (0.06 to 76.02)
	0.42 (0.07 to 2.01)
	Durvalumab
	1.13 (0.07 to 23.12)
	5.65 (1.95 to 20.92)
	4.64 (0.67 to 27.85)
	6.74 (0.85 to 46.44)
	0.65 (0.09 to 3.73)
	7.74 (1.07 to 50.69)
	1.84 (0.13 to 35.61)
	1.15 (0.17 to 6.36)
	1.41 (0.2 to 8.3)
	7.94 (0.56 to 141.46)
	0.1 (0.01 to 0.7)
	11.74 (2.97 to 51.25)

	0.84 (0.05 to 9.92)
	1.81 (0.11 to 18.92)
	5.78 (0.19 to 188.73)
	1.48 (0.03 to 75.86)
	0.37 (0.03 to 3.13)
	0.88 (0.04 to 15.29)
	Durvalumab plus Conventional Therapy
	4.99 (0.3 to 88.86)
	4.19 (0.27 to 41.28)
	6.02 (0.38 to 68.34)
	0.57 (0.04 to 5.75)
	6.94 (0.46 to 73.01)
	1.65 (0.07 to 41.96)
	1.03 (0.07 to 9.54)
	1.27 (0.08 to 12.52)
	7.11 (0.28 to 178.36)
	0.09 (0 to 1.06)
	10.24 (0.55 to 192.48)

	0.16 (0.02 to 0.95)
	0.35 (0.05 to 2.04)
	1.05 (0.08 to 29.61)
	0.28 (0.01 to 11.87)
	0.07 (0.01 to 0.28)
	0.18 (0.05 to 0.51)
	0.2 (0.01 to 3.34)
	Durvalumab plus Tremelimumab
	0.82 (0.12 to 3.82)
	1.17 (0.16 to 6.85)
	0.11 (0.02 to 0.52)
	1.37 (0.2 to 6.92)
	0.32 (0.02 to 5.3)
	0.2 (0.03 to 0.89)
	0.24 (0.04 to 1.2)
	1.35 (0.1 to 22.21)
	0.02 (0 to 0.1)
	2.04 (0.73 to 5.58)

	0.2 (0.05 to 0.81)
	0.43 (0.14 to 1.50)
	1.34 (0.16 to 24.47)
	0.36 (0.02 to 11.4)
	0.09 (0.04 to 0.18)
	0.22 (0.04 to 1.49)
	0.24 (0.02 to 3.69)
	1.22 (0.26 to 8.3)
	Ipilimumab
	1.44 (0.44 to 5.29)
	0.14 (0.07 to 0.26)
	1.66 (0.96 to 3.17)
	0.4 (0.05 to 4.78)
	0.25 (0.12 to 0.49)
	0.31 (0.11 to 0.82)
	1.69 (0.24 to 21.16)
	0.02 (0.01 to 0.06)
	2.53 (0.44 to 18.29)

	0.14 (0.03 to 0.65)
	0.30 (0.07 to 1.18)
	0.92 (0.11 to 17.45)
	0.24 (0.01 to 8.01)
	0.06 (0.02 to 0.15)
	0.15 (0.02 to 1.18)
	0.17 (0.01 to 2.62)
	0.85 (0.15 to 6.33)
	0.7 (0.19 to 2.25)
	Ipilimumab plus Conventional Therapy
	0.1 (0.03 to 0.32)
	1.16 (0.3 to 4.07)
	0.27 (0.03 to 3.5)
	0.17 (0.05 to 0.49)
	0.21 (0.06 to 0.66)
	1.17 (0.13 to 16.6)
	0.01 (0 to 0.07)
	1.77 (0.25 to 13.9)

	1.45 (0.39 to 5.77)
	3.15 (0.93 to 10.9)
	9.91 (1.17 to 187.63)
	2.59 (0.14 to 82.81)
	0.64 (0.28 to 1.34)
	1.54 (0.27 to 11.31)
	1.74 (0.17 to 26.08)
	8.79 (1.92 to 62.04)
	7.26 (3.8 to 13.92)
	10.37 (3.14 to 38.51)
	Nivolumab
	12.07 (6.26 to 25.82)
	2.91 (0.36 to 35.02)
	1.79 (0.76 to 3.98)
	2.22 (0.77 to 6.12)
	12.26 (1.62 to 155.73)
	0.15 (0.04 to 0.52)
	18.27 (3.19 to 136.65)

	0.12 (0.03 to 0.50)
	0.26 (0.08 to 0.94)
	0.81 (0.09 to 15.49)
	0.21 (0.01 to 6.89)
	0.05 (0.02 to 0.11)
	0.13 (0.02 to 0.93)
	0.14 (0.01 to 2.18)
	0.73 (0.14 to 4.9)
	0.6 (0.32 to 1.04)
	0.86 (0.25 to 3.28)
	0.08 (0.04 to 0.16)
	Nivolumab plus Ipilimumab
	0.24 (0.03 to 2.93)
	0.15 (0.06 to 0.33)
	0.18 (0.06 to 0.51)
	1.02 (0.13 to 12.8)
	0.01 (0 to 0.04)
	1.52 (0.25 to 11.06)

	0.51 (0.04 to 4.86)
	1.1 (0.08 to 9.39)
	3.38 (0.16 to 105.29)
	0.88 (0.03 to 39.33)
	0.22 (0.02 to 1.48)
	0.54 (0.03 to 7.49)
	0.61 (0.02 to 15.17)
	3.16 (0.19 to 40.13)
	2.52 (0.21 to 19.72)
	3.69 (0.29 to 32.13)
	0.34 (0.03 to 2.74)
	4.21 (0.34 to 34.55)
	Nivolumab plus Ipilimumab plus Conventional Therapy
	0.62 (0.05 to 4.56)
	0.77 (0.06 to 6.05)
	4.3 (0.2 to 88.54)
	0.05 (0 to 0.5)
	6.46 (0.35 to 86.85)

	0.82 (0.24 to 2.97)
	1.76 (0.61 to 5.47)
	5.37 (0.69 to 100.18)
	1.44 (0.09 to 44.75)
	0.36 (0.2 to 0.63)
	0.87 (0.16 to 5.87)
	0.97 (0.1 to 14.53)
	4.98 (1.12 to 32.4)
	4.05 (2.03 to 8.51)
	5.81 (2.02 to 19.86)
	0.56 (0.25 to 1.31)
	6.71 (3.05 to 17.29)
	1.6 (0.22 to 19.1)
	Pembrolizumab
	1.25 (0.53 to 2.83)
	6.76 (1.12 to 76.53)
	0.09 (0.02 to 0.27)
	10.31 (1.88 to 70.45)

	0.66 (0.17 to 2.59)
	1.41 (0.43 to 5.02)
	4.35 (0.53 to 86.12)
	1.16 (0.07 to 37.47)
	0.29 (0.13 to 0.59)
	0.71 (0.12 to 4.94)
	0.79 (0.08 to 12.21)
	4.09 (0.83 to 25.39)
	3.26 (1.23 to 8.95)
	4.68 (1.5 to 17.59)
	0.45 (0.16 to 1.29)
	5.45 (1.95 to 17.2)
	1.3 (0.17 to 15.9)
	0.8 (0.35 to 1.87)
	Pembrolizumab plus Conventional Therapy
	5.54 (0.75 to 71.89)
	0.07 (0.01 to 0.26)
	8.5 (1.41 to 58.99)

	0.12 (0.01 to 1.13)
	0.25 (0.02 to 2.23)
	0.78 (0.04 to 25.55)
	0.2 (0.01 to 9.82)
	0.05 (0 to 0.35)
	0.13 (0.01 to 1.80)
	0.14 (0.01 to 3.54)
	0.74 (0.05 to 9.57)
	0.59 (0.05 to 4.23)
	0.85 (0.06 to 7.92)
	0.08 (0.01 to 0.62)
	0.98 (0.08 to 7.68)
	0.23 (0.01 to 4.9)
	0.15 (0.01 to 0.89)
	0.18 (0.01 to 1.33)
	Pembrolizumab plus Ipilimumab
	0.01 (0 to 0.11)
	1.49 (0.09 to 20.44)

	9.66 (1.85 to 58.58)
	20.4 (4.57 to 116.4)
	64.29 (6.96 to 1475.64)
	17.66 (0.84 to 638.39)
	4.1 (1.26 to 16.82)
	10.24 (1.43 to 98.38)
	11.68 (0.94 to 218.33)
	59.64 (9.93 to 523.73)
	47.06 (16.36 to 187.7)
	69.75 (15.22 to 398.99)
	6.47 (1.92 to 28.03)
	78.66 (24.55 to 349.65)
	19.19 (2.00 to 294.02)
	11.54 (3.74 to 47.35)
	14.28 (3.8 to 69)
	82.02 (8.9 to 1295.65)
	Placebo or No Intervention
	122.53 (18.58 to 1100.58)

	0.08 (0.01 to 0.56)
	0.17 (0.02 to 1.16)
	0.52 (0.03 to 14.91)
	0.14 (0 to 5.94)
	0.03 (0.01 to 0.17)
	0.09 (0.02 to 0.34)
	0.10 (0.01 to 1.80)
	0.49 (0.18 to 1.37)
	0.4 (0.05 to 2.25)
	0.57 (0.07 to 3.97)
	0.05 (0.01 to 0.31)
	0.66 (0.09 to 3.96)
	0.15 (0.01 to 2.84)
	0.1 (0.01 to 0.53)
	0.12 (0.02 to 0.71)
	0.67 (0.05 to 11.52)
	0.01 (0 to 0.05)
	Tremelimumab


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance.



[bookmark: _Toc103871853][bookmark: _Toc156746973]Table B.7.9. Anticipated absolute event rate, colitis.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	46 (15 to 144)

	Atezolizumab plus Conventional Therapy
	96 (39 to 276)

	Avelumab
	288 (43 to 3,539)

	Avelumab plus Conventional Therapy
	79 (5 to 1,912)

	Durvalumab
	48 (10 to 297)

	Durvalumab plus Conventional Therapy
	54 (6 to 694)

	Durvalumab plus Tremelimumab
	271 (71 to 1,427)

	Ipilimumab
	222 (109 to 476)

	Ipilimumab plus Conventional Therapy
	315 (134 to 889)

	Nivolumab
	31 (15 to 71)

	Nivolumab plus Ipilimumab
	364 (173 to 866)

	Nivolumab plus Ipilimumab plus Conventional Therapy
	89 (13 to 918)

	Pembrolizumab
	55 (31 to 100)

	Pembrolizumab plus Conventional Therapy
	69 (33 to 147)

	Pembrolizumab plus Ipilimumab
	373 (56 to 3,140)

	Tremelimumab
	552 (117 to 2,689)





[bookmark: _Toc103871854][bookmark: _Toc156746974]Table B.7.10. League table, nephritis.
	Atezolizumab
	1.28 (0.19 to 10.41)
	0.42 (0 to 204.58)
	0.02 (0 to 0.45)
	0.07 (0 to 4.37)
	0.04 (0 to 2.27)
	0.08 (0 to 3.39)
	0.02 (0 to 1.04)
	0.03 (0 to 1.26)
	0.04 (0 to 2.49)
	0.06 (0 to 22.09)
	0.07 (0 to 2.22)
	0.02 (0 to 0.64)
	0.28 (0 to 120.92)
	0.02 (0 to 1.37)
	0.63 (0 to 419.35)

	0.78 (0.10 to 5.18)
	Atezolizumab plus Conventional Therapy
	0.33 (0 to 115.71)
	0.01 (0 to 0.24)
	0.06 (0 to 2.54)
	0.03 (0 to 1.27)
	0.06 (0 to 1.85)
	0.01 (0 to 0.54)
	0.02 (0 to 0.73)
	0.03 (0 to 1.4)
	0.05 (0 to 15.73)
	0.06 (0 to 1.27)
	0.01 (0 to 0.39)
	0.22 (0 to 89.13)
	0.01 (0 to 0.8)
	0.46 (0 to 270.25)

	2.39 (0.00 to 990.66)
	3.03 (0.01 to 1255.10)
	Avelumab
	0.04 (0 to 1.36)
	0.15 (0 to 12.6)
	0.07 (0 to 7)
	0.17 (0 to 8.48)
	0.04 (0 to 2.99)
	0.07 (0 to 3.49)
	0.1 (0 to 6.15)
	0.15 (0 to 66.07)
	0.17 (0 to 6.55)
	0.04 (0 to 1.87)
	0.68 (0 to 276.89)
	0.04 (0 to 1.48)
	1.43 (0 to 810.61)

	54.87 (2.24 to 6101.96)
	68.47 (4.15 to 7323.23)
	24.19 (0.74 to 3906.28)
	Conventional Therapy
	3.82 (0.49 to 57.19)
	2 (0.18 to 28.28)
	4.37 (0.7 to 26.62)
	1.08 (0.11 to 10.68)
	1.72 (0.31 to 9.56)
	2.47 (0.3 to 19.9)
	3.65 (0.09 to 501.72)
	3.93 (1.21 to 14.73)
	1.08 (0.29 to 3.95)
	16.22 (0.27 to 3331.08)
	1.12 (0.04 to 14.41)
	35.51 (0.41 to 9224.82)

	14.17 (0.23 to 2543.67)
	17.99 (0.39 to 3351.62)
	6.79 (0.08 to 1218.26)
	0.26 (0.02 to 2.05)
	Durvalumab
	0.51 (0.06 to 3.06)
	1.09 (0.05 to 19.58)
	0.27 (0.01 to 6.51)
	0.43 (0.02 to 7.34)
	0.63 (0.02 to 13.36)
	0.94 (0.01 to 178.81)
	1.03 (0.06 to 13.55)
	0.27 (0.01 to 3.41)
	4.1 (0.03 to 1337.76)
	0.27 (0 to 8.2)
	8.5 (0.16 to 1539.8)

	27.63 (0.44 to 5279.87)
	35.25 (0.79 to 6264.29)
	13.81 (0.14 to 2545.70)
	0.50 (0.04 to 5.55)
	1.97 (0.33 to 15.56)
	Durvalumab plus Tremelimumab
	2.11 (0.1 to 46.1)
	0.53 (0.02 to 16.25)
	0.82 (0.04 to 17.63)
	1.2 (0.04 to 30.59)
	1.92 (0.02 to 393.3)
	1.94 (0.11 to 32.31)
	0.52 (0.03 to 8.06)
	8.14 (0.06 to 2508.34)
	0.53 (0.01 to 19.38)
	16.9 (0.34 to 3204.7)

	13.30 (0.30 to 1773.25)
	16.18 (0.54 to 2378.70)
	5.82 (0.12 to 1069.05)
	0.23 (0.04 to 1.42)
	0.92 (0.05 to 21.04)
	0.47 (0.02 to 10.33)
	Ipilimumab
	0.24 (0.01 to 4.55)
	0.42 (0.05 to 2.37)
	0.58 (0.05 to 5.05)
	0.86 (0.01 to 141.95)
	0.9 (0.17 to 5.41)
	0.25 (0.03 to 2.09)
	3.86 (0.05 to 830.5)
	0.27 (0.01 to 2.96)
	8.26 (0.06 to 2970.72)

	52.43 (0.97 to 8347.66)
	68.83 (1.84 to 9989.27)
	22.64 (0.33 to 5376.88)
	0.93 (0.09 to 8.70)
	3.66 (0.15 to 115.67)
	1.90 (0.06 to 61.01)
	4.11 (0.22 to 67.23)
	Ipilimumab plus Conventional Therapy
	1.59 (0.1 to 28.12)
	2.26 (0.11 to 48.51)
	3.72 (0.04 to 616.44)
	3.74 (0.28 to 49.45)
	0.99 (0.07 to 12.99)
	15.17 (0.16 to 4466.51)
	0.99 (0.02 to 28.89)
	34.05 (0.23 to 12491.48)

	32.20 (0.79 to 4637.58)
	41.43 (1.37 to 5964.64)
	15.32 (0.29 to 2977.93)
	0.58 (0.10 to 3.25)
	2.35 (0.14 to 46.38)
	1.22 (0.06 to 25.40)
	2.41 (0.42 to 19.11)
	0.63 (0.04 to 10.36)
	Nivolumab
	1.41 (0.16 to 13.08)
	2.13 (0.04 to 389.38)
	2.35 (0.33 to 17.03)
	0.59 (0.08 to 5.64)
	9.53 (0.13 to 2190.76)
	0.64 (0.02 to 11.07)
	20.9 (0.16 to 6963.41)

	23.99 (0.40 to 3643.84)
	30.20 (0.71 to 4753.35)
	10.20 (0.16 to 2088.82)
	0.41 (0.05 to 3.35)
	1.59 (0.07 to 42.34)
	0.83 (0.03 to 22.45)
	1.72 (0.20 to 18.69)
	0.44 (0.02 to 9.45)
	0.71 (0.08 to 6.23)
	Nivolumab plus Ipilimumab
	1.54 (0.02 to 274.59)
	1.6 (0.17 to 16.99)
	0.43 (0.04 to 5.17)
	6.79 (0.07 to 2103.45)
	0.44 (0.01 to 10.01)
	15.72 (0.1 to 4537.09)

	16.12 (0.05 to 5054.17)
	20.18 (0.06 to 6542.29)
	6.72 (0.02 to 3018.31)
	0.27 (0.00 to 11.20)
	1.06 (0.01 to 93.54)
	0.52 (0.00 to 46.9)
	1.16 (0.01 to 70.87)
	0.27 (0.00 to 23.74)
	0.47 (0.00 to 26.55)
	0.65 (0 to 43.35)
	Nivolumab plus Ipilimumab plus Conventional Therapy
	1.08 (0.01 to 55.73)
	0.29 (0 to 16.05)
	4.11 (0.01 to 2742.81)
	0.27 (0 to 27.16)
	8.76 (0.02 to 5455.73)

	14.42 (0.45 to 1752.45)
	17.77 (0.79 to 2167.83)
	6.04 (0.15 to 970.16)
	0.25 (0.07 to 0.83)
	0.97 (0.07 to 17.22)
	0.52 (0.03 to 9.19)
	1.11 (0.18 to 5.91)
	0.27 (0.02 to 3.52)
	0.43 (0.06 to 3.01)
	0.63 (0.06 to 5.88)
	0.93 (0.02 to 141.83)
	Pembrolizumab
	0.27 (0.06 to 1.26)
	3.97 (0.08 to 728.7)
	0.29 (0.01 to 2.98)
	8.95 (0.09 to 2852.57)

	53.20 (1.55 to 5935.34)
	67.14 (2.54 to 7548.77)
	23.32 (0.53 to 4167.99)
	0.93 (0.25 to 3.45)
	3.66 (0.29 to 72.00)
	1.91 (0.12 to 34.78)
	4.07 (0.48 to 33.27)
	1.01 (0.08 to 13.81)
	1.68 (0.18 to 12.87)
	2.31 (0.19 to 27.1)
	3.50 (0.06 to 549.34)
	3.73 (0.79 to 18.11)
	Pembrolizumab plus Conventional Therapy
	15.29 (0.24 to 3198.81)
	1.07 (0.03 to 16.74)
	33.54 (0.34 to 9191.12)

	3.58 (0.01 to 1197.06)
	4.54 (0.01 to 1395.11)
	1.46 (0.00 to 921.4)
	0.06 (0.00 to 3.66)
	0.24 (0.00 to 32.67)
	0.12 (0.00 to 15.64)
	0.26 (0.00 to 19.20)
	0.07 (0.00 to 6.30)
	0.10 (0.00 to 7.79)
	0.15 (0 to 13.7)
	0.24 (0.00 to 143.43)
	0.25 (0.00 to 12.7)
	0.07 (0.00 to 4.18)
	Pembrolizumab plus Ipilimumab
	0.06 (0 to 6.52)
	2.07 (0 to 1848.94)

	59.19 (0.73 to 12747.91)
	75.68 (1.25 to 14943.04)
	23.11 (0.67 to 5147.35)
	0.89 (0.07 to 27.65)
	3.66 (0.12 to 247.36)
	1.90 (0.05 to 134.40)
	3.70 (0.34 to 130.66)
	1.01 (0.03 to 57.18)
	1.57 (0.09 to 58.85)
	2.27 (0.1 to 109.25)
	3.68 (0.04 to 1235.81)
	3.40 (0.34 to 111.61)
	0.93 (0.06 to 34.92)
	16.22 (0.15 to 5780.56)
	Placebo or No Intervention
	35.65 (0.19 to 17721.4)

	1.58 (0.00 to 969.20)
	2.16 (0.00 to 1311.44)
	0.70 (0.00 to 401.54)
	0.03 (0.00 to 2.46)
	0.12 (0.00 to 6.28)
	0.06 (0.00 to 2.97)
	0.12 (0.00 to 16.82)
	0.03 (0.00 to 4.42)
	0.05 (0.00 to 6.21)
	0.06 (0 to 10.45)
	0.11 (0.00 to 66.17)
	0.11 (0.00 to 11.62)
	0.03 (0.00 to 2.90)
	0.48 (0.00 to 334.49)
	0.03 (0.00 to 5.26)
	Tremelimumab


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance.

[bookmark: _Toc103871855][bookmark: _Toc156746975]Table B.7.11. Estimated absolute event rate, nephritis.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	267 (11 to 7,532)

	Atezolizumab plus Conventional Therapy
	331 (20 to 7,855)

	Avelumab
	119 (3 to 6,614)

	Durvalumab
	19 (2 to 278)

	Durvalumab plus Tremelimumab
	9 (0 to 139)

	Ipilimumab
	21 (3 to 131)

	Ipilimumab plus Conventional Therapy
	5 (0 to 53)

	Nivolumab
	8 (1 to 47)

	Nivolumab plus Ipilimumab
	12 (1 to 98)

	Nivolumab plus Ipilimumab plus Conventional Therapy
	18 (0 to 2,006)

	Pembrolizumab
	19 (6 to 73)

	Pembrolizumab plus Conventional Therapy
	5 (1 to 19)

	Pembrolizumab plus Ipilimumab
	80 (1 to 6,249)

	Tremelimumab
	174 (2 to 8,218)



[bookmark: _Toc103871856][bookmark: _Toc156746976]Table B.7.12. League table, pancreatitis.
	Atezolizumab
	0.55 (0.15 to 1.94)
	12.51 (0.47 to 1868.63)
	0.34 (0 to 314.77)
	0.58 (0.2 to 1.7)
	0.63 (0.05 to 8.31)
	1.63 (0.23 to 18.65)
	0.75 (0.12 to 4.45)
	1 (0.12 to 10.06)
	0.68 (0.1 to 4.73)
	1.08 (0.22 to 5.75)
	7.18 (0.33 to 567.99)
	0.84 (0.18 to 3.89)
	0.41 (0.05 to 2.68)
	0.21 (0.01 to 2.57)
	0.58 (0.01 to 17.56)

	1.82 (0.52 to 6.61)
	Atezolizumab plus Conventional Therapy
	21.94 (0.83 to 3703.27)
	0.62 (0 to 595.74)
	1.06 (0.37 to 3.12)
	1.14 (0.09 to 15.14)
	3.01 (0.41 to 31.37)
	1.33 (0.21 to 8.21)
	1.82 (0.21 to 19.72)
	1.24 (0.18 to 8.84)
	1.95 (0.41 to 10.28)
	13.19 (0.6 to 967.08)
	1.53 (0.33 to 6.88)
	0.74 (0.1 to 4.93)
	0.37 (0.02 to 4.6)
	1.07 (0.02 to 31.41)

	0.08 (0.00 to 2.13)
	0.05 (0.00 to 1.21)
	Avelumab
	0.03 (0 to 3.04)
	0.05 (0 to 1.04)
	0.05 (0 to 3.02)
	0.14 (0 to 6.01)
	0.06 (0 to 1.94)
	0.08 (0 to 3.31)
	0.05 (0 to 1.9)
	0.09 (0 to 2.57)
	0.57 (0 to 112.01)
	0.07 (0 to 1.82)
	0.03 (0 to 1.05)
	0.01 (0 to 0.59)
	0.04 (0 to 4.3)

	2.94 (0.00 to 15212.55)
	1.61 (0.00 to 7669.65)
	37.83 (0.33 to 133514.90)
	Avelumab plus Conventional Therapy
	1.69 (0 to 8693.52)
	1.9 (0 to 14434.28)
	5.22 (0 to 38720.29)
	2.09 (0 to 12749.88)
	3.13 (0 to 18787.73)
	1.95 (0 to 11260.84)
	3.07 (0 to 16542.79)
	24.86 (0.01 to 297322.59)
	2.49 (0 to 13837.69)
	1.23 (0 to 6951.41)
	0.59 (0 to 2995.65)
	1.76 (0 to 13299.62)

	1.73 (0.59 to 5.03)
	0.95 (0.32 to 2.73)
	20.85 (0.97 to 3114.55)
	0.59 (0.00 to 527.32)
	Conventional Therapy
	1.1 (0.11 to 11.14)
	2.85 (0.54 to 24.71)
	1.28 (0.28 to 5.46)
	1.72 (0.27 to 13.79)
	1.16 (0.24 to 5.96)
	1.84 (0.59 to 6.56)
	12.16 (0.7 to 840.1)
	1.42 (0.47 to 4.85)
	0.72 (0.13 to 3.17)
	0.36 (0.02 to 3.41)
	1.04 (0.02 to 25.11)

	1.59 (0.12 to 18.99)
	0.87 (0.07 to 11.18)
	20.53 (0.33 to 4572.08)
	0.53 (0.00 to 711.55)
	0.91 (0.09 to 8.79)
	Durvalumab
	2.61 (0.48 to 20.75)
	1.2 (0.07 to 15.89)
	1.6 (0.08 to 34.78)
	1.09 (0.06 to 16.94)
	1.69 (0.12 to 21.5)
	11.56 (0.29 to 1229.47)
	1.29 (0.11 to 17.21)
	0.64 (0.04 to 9.74)
	0.32 (0.01 to 7.36)
	0.93 (0.02 to 33.24)

	0.61 (0.05 to 4.26)
	0.33 (0.03 to 2.44)
	7.28 (0.17 to 1232.65)
	0.19 (0.00 to 210.99)
	0.35 (0.04 to 1.84)
	0.38 (0.05 to 2.10)
	Durvalumab plus Tremelimumab
	0.44 (0.03 to 4.33)
	0.59 (0.04 to 8.16)
	0.41 (0.03 to 4.24)
	0.64 (0.06 to 5.23)
	4.29 (0.12 to 338.54)
	0.49 (0.05 to 4)
	0.24 (0.02 to 2.45)
	0.12 (0 to 1.92)
	0.35 (0.01 to 8.85)

	1.34 (0.22 to 8.61)
	0.75 (0.12 to 4.68)
	16.94 (0.52 to 2772.69)
	0.48 (0.00 to 465.58)
	0.78 (0.18 to 3.52)
	0.84 (0.06 to 15.17)
	2.27 (0.23 to 29.25)
	Ipilimumab
	1.35 (0.12 to 17.7)
	0.94 (0.19 to 4.35)
	1.46 (0.35 to 6.85)
	9.96 (0.38 to 776.21)
	1.13 (0.21 to 6.28)
	0.55 (0.06 to 4.41)
	0.29 (0.01 to 3.39)
	0.78 (0.02 to 26.98)

	1.00 (0.10 to 8.33)
	0.55 (0.05 to 4.67)
	12.44 (0.30 to 2165.01)
	0.32 (0.00 to 346.30)
	0.58 (0.07 to 3.70)
	0.63 (0.03 to 12.22)
	1.68 (0.12 to 26.40)
	0.74 (0.06 to 8.07)
	Ipilimumab plus Conventional Therapy
	0.68 (0.05 to 7.84)
	1.08 (0.1 to 9.89)
	7.25 (0.2 to 675.18)
	0.83 (0.08 to 7.27)
	0.4 (0.03 to 4.52)
	0.2 (0.01 to 3.74)
	0.57 (0.01 to 24.68)

	1.47 (0.21 to 9.85)
	0.81 (0.11 to 5.44)
	18.66 (0.53 to 2677.12)
	0.51 (0.00 to 516.42)
	0.86 (0.17 to 4.13)
	0.92 (0.06 to 16.25)
	2.46 (0.24 to 33.92)
	1.06 (0.23 to 5.34)
	1.48 (0.13 to 19.90)
	Nivolumab
	1.57 (0.31 to 8.7)
	10.51 (0.36 to 833.61)
	1.23 (0.19 to 8.05)
	0.6 (0.06 to 5.63)
	0.31 (0.01 to 4.11)
	0.85 (0.01 to 31.24)

	0.93 (0.17 to 4.63)
	0.51 (0.10 to 2.47)
	11.42 (0.39 to 1729.22)
	0.33 (0.00 to 311.76)
	0.54 (0.15 to 1.70)
	0.59 (0.05 to 8.31)
	1.56 (0.19 to 17.51)
	0.69 (0.15 to 2.90)
	0.93 (0.10 to 10.09)
	0.64 (0.11 to 3.19)
	Nivolumab plus Ipilimumab
	6.61 (0.29 to 491.36)
	0.77 (0.16 to 3.74)
	0.38 (0.05 to 2.51)
	0.19 (0.01 to 2.19)
	0.56 (0.01 to 17.16)

	0.14 (0.00 to 3.03)
	0.08 (0.00 to 1.66)
	1.75 (0.01 to 443.21)
	0.04 (0.00 to 77.10)
	0.08 (0.00 to 1.42)
	0.09 (0.00 to 3.46)
	0.23 (0.00 to 8.03)
	0.10 (0.00 to 2.62)
	0.14 (0.00 to 5.07)
	0.10 (0.00 to 2.75)
	0.15 (0.00 to 3.49)
	Nivolumab plus Ipilimumab plus Conventional Therapy
	0.11 (0 to 2.75)
	0.06 (0 to 1.45)
	0.03 (0 to 1.27)
	0.07 (0 to 6.07)

	1.19 (0.26 to 5.61)
	0.66 (0.15 to 3.04)
	15.08 (0.55 to 2273.98)
	0.40 (0.00 to 390.77)
	0.70 (0.21 to 2.14)
	0.77 (0.06 to 9.32)
	2.05 (0.25 to 19.29)
	0.89 (0.16 to 4.66)
	1.21 (0.14 to 12.31)
	0.81 (0.12 to 5.39)
	1.29 (0.27 to 6.39)
	8.73 (0.36 to 638.82)
	Pembrolizumab
	0.5 (0.07 to 2.65)
	0.25 (0.01 to 2.35)
	0.71 (0.02 to 20.15)

	2.44 (0.37 to 18.92)
	1.35 (0.20 to 9.81)
	30.22 (0.95 to 6732.8)
	0.81 (0.00 to 1028.49)
	1.39 (0.32 to 7.60)
	1.56 (0.10 to 26.11)
	4.12 (0.41 to 59.81)
	1.81 (0.23 to 16.33)
	2.49 (0.22 to 34.44)
	1.65 (0.18 to 17.11)
	2.62 (0.40 to 21.27)
	17.91 (0.69 to 1629.37)
	1.99 (0.38 to 13.88)
	Pembrolizumab plus Conventional Therapy
	0.51 (0.02 to 7.82)
	1.46 (0.03 to 54.13)

	4.86 (0.39 to 106.76)
	2.69 (0.22 to 56.09)
	67.63 (1.71 to 12527.61)
	1.70 (0.00 to 2232.42)
	2.77 (0.29 to 54.81)
	3.17 (0.14 to 119.76)
	8.56 (0.52 to 243.61)
	3.49 (0.30 to 76.66)
	4.94 (0.27 to 184.12)
	3.28 (0.24 to 84.90)
	5.29 (0.46 to 120.47)
	37.05 (0.79 to 6401.00)
	3.98 (0.43 to 79.63)
	1.95 (0.13 to 51.24)
	Placebo or No Intervention
	2.67 (0.17 to 82.46)

	1.72 (0.06 to 89.47)
	0.94 (0.03 to 47.80)
	24.82 (0.23 to 6738.58)
	0.57 (0.00 to 1003.32)
	0.96 (0.04 to 43.81)
	1.07 (0.03 to 63.06)
	2.82 (0.11 to 141.83)
	1.28 (0.04 to 59.31)
	1.76 (0.04 to 121.12)
	1.17 (0.03 to 67.51)
	1.80 (0.06 to 95.05)
	13.87 (0.16 to 3240.93)
	1.41 (0.05 to 61.88)
	0.68 (0.02 to 35.13)
	0.37 (0.01 to 6.05)
	Tremelimumab


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance.


[bookmark: _Toc103871857][bookmark: _Toc156746977]Table B.7.13. Estimated absolute event rate, pancreatitis.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	17 (5 to 50)

	Atezolizumab plus Conventional Therapy
	9 (3 to 27)

	Avelumab
	204 (9 to 7,571)

	Avelumab plus Conventional Therapy
	5 (0 to 3,454)

	Durvalumab
	10 (1 to 110)

	Durvalumab plus Tremelimumab
	28 (5 to 241)

	Ipilimumab
	12 (2 to 54)

	Ipilimumab plus Conventional Therapy
	17 (2 to 136)

	Nivolumab
	11 (2 to 59)

	Nivolumab plus Ipilimumab
	18 (5 to 65)

	Nivolumab plus Ipilimumab plus Conventional Therapy
	120 (7 to 4,567)

	Pembrolizumab
	14 (4 to 48)

	Pembrolizumab plus Conventional Therapy
	7 (1 to 31)

	Tremelimumab
	10 (0 to 245)





[bookmark: _Toc103871858][bookmark: _Toc156746978]Table B.7.14. League table, hepatitis.
	Atezolizumab
	1.35 (0.52 to 3.62)
	7.34 (0.62 to 247.03)
	2.17 (0.08 to 100.87)
	1.08 (0.46 to 2.60)
	2.69 (0.35 to 29.72)
	4.8 (0.08 to 808.63)
	5.93 (0.92 to 59.87)
	6.91 (1.5 to 34.05)
	8.23 (1.59 to 70.78)
	2.84 (0.59 to 14.84)
	18.22 (3.79 to 102.58)
	13.29 (0.74 to 1066.43)
	5.99 (1.73 to 21.92)
	5.23 (1.29 to 23.14)
	9.84 (0.67 to 176.19)
	0.43 (0.03 to 3.05)
	2.53 (0.11 to 37.56)

	0.74 (0.28 to 1.93)
	Atezolizumab plus Conventional Therapy
	5.44 (0.49 to 168.12)
	1.61 (0.06 to 70.48)
	0.80 (0.37 to 1.65)
	1.97 (0.27 to 21.5)
	3.40 (0.06 to 646.60)
	4.43 (0.68 to 42.44)
	5.07 (1.21 to 22.63)
	6.12 (1.21 to 51.14)
	2.1 (0.47 to 9.92)
	13.53 (2.97 to 69.28)
	9.91 (0.53 to 713.65)
	4.46 (1.43 to 14.53)
	3.89 (1.02 to 15.42)
	7.29 (0.52 to 123.29)
	0.33 (0.02 to 2.13)
	1.85 (0.08 to 26.91)

	0.14 (0.00 to 1.62)
	0.18 (0.01 to 2.05)
	Avelumab
	0.30 (0.01 to 12.08)
	0.15 (0.00 to 1.50)
	0.37 (0.01 to 8.76)
	0.66 (0.00 to 174.73)
	0.83 (0.02 to 17.54)
	0.93 (0.03 to 12.21)
	1.16 (0.03 to 23.3)
	0.39 (0.01 to 5.4)
	2.52 (0.07 to 36.15)
	1.91 (0.02 to 224.2)
	0.83 (0.03 to 9.39)
	0.72 (0.02 to 9.37)
	1.31 (0.03 to 44.28)
	0.05 (0 to 0.89)
	0.32 (0 to 11.85)

	0.46 (0.01 to 12.11)
	0.62 (0.01 to 17.83)
	3.28 (0.08 to 196.99)
	Avelumab plus Conventional Therapy
	0.50 (0.01 to 13.27)
	1.27 (0.02 to 70.5)
	2.20 (0.01 to 805.98)
	2.86 (0.04 to 153.05)
	3.21 (0.07 to 100.81)
	4.02 (0.07 to 180.04)
	1.31 (0.03 to 40.69)
	8.46 (0.17 to 286.47)
	6.25 (0.05 to 1294.8)
	2.75 (0.07 to 77.01)
	2.52 (0.05 to 74.66)
	4.46 (0.06 to 315.46)
	0.18 (0 to 8.32)
	1.13 (0.01 to 80.68)

	0.93 (0.39 to 2.17)
	1.25 (0.61 to 2.68)
	6.77 (0.67 to 204.91)
	2.01 (0.08 to 83.27)
	Conventional Therapy
	2.46 (0.39 to 23.4)
	4.31 (0.08 to 782.05)
	5.43 (1.02 to 47.35)
	6.31 (1.75 to 24.08)
	7.67 (1.84 to 55.16)
	2.63 (0.7 to 11.12)
	16.77 (4.51 to 75.58)
	12.11 (0.78 to 901.03)
	5.54 (2.27 to 15.06)
	4.83 (1.62 to 15.84)
	9.09 (0.73 to 145.94)
	0.41 (0.03 to 2.3)
	2.34 (0.12 to 31.32)

	0.37 (0.03 to 2.83)
	0.51 (0.05 to 3.73)
	2.68 (0.11 to 123.94)
	0.79 (0.01 to 55.28)
	0.41 (0.04 to 2.54)
	Durvalumab
	1.68 (0.02 to 456.73)
	2.18 (0.63 to 8.93)
	2.53 (0.21 to 24.56)
	3.15 (0.23 to 43.41)
	1.02 (0.09 to 10.2)
	6.6 (0.59 to 75.47)
	4.94 (0.14 to 546.57)
	2.24 (0.2 to 17.34)
	1.94 (0.17 to 16.87)
	3.61 (0.12 to 103.32)
	0.15 (0.01 to 2.07)
	0.92 (0.05 to 8.98)

	0.21 (0.00 to 12.44)
	0.29 (0.00 to 16.62)
	1.52 (0.01 to 338.14)
	0.46 (0.00 to 108.82)
	0.23 (0.00 to 12.75)
	0.59 (0.00 to 49.98)
	Durvalumab plus Conventional Therapy
	1.33 (0.01 to 105.92)
	1.42 (0.01 to 108.1)
	1.84 (0.01 to 135.54)
	0.58 (0 to 43.19)
	3.78 (0.02 to 308.16)
	2.98 (0.01 to 989.67)
	1.3 (0.01 to 83.21)
	1.13 (0.01 to 68.16)
	1.96 (0.01 to 303.69)
	0.08 (0 to 8.4)
	0.45 (0 to 65.1)

	0.17 (0.02 to 1.08)
	0.23 (0.02 to 1.46)
	1.20 (0.06 to 57.63)
	0.35 (0.01 to 25.43)
	0.18 (0.02 to 0.98)
	0.46 (0.11 to 1.59)
	0.75 (0.01 to 199.25)
	Durvalumab plus Tremelimumab
	1.15 (0.1 to 9.8)
	1.4 (0.11 to 17.04)
	0.47 (0.04 to 4.11)
	3.03 (0.28 to 29.87)
	2.27 (0.07 to 219.35)
	1.01 (0.11 to 7.07)
	0.88 (0.09 to 6.76)
	1.63 (0.06 to 43.77)
	0.07 (0 to 0.82)
	0.42 (0.02 to 3.33)

	0.14 (0.03 to 0.67)
	0.20 (0.04 to 0.83)
	1.08 (0.08 to 36.34)
	0.31 (0.01 to 14.71)
	0.16 (0.04 to 0.57)
	0.40 (0.04 to 4.76)
	0.7 (0.01 to 144.21)
	0.87 (0.10 to 9.57)
	Ipilimumab
	1.24 (0.16 to 11.47)
	0.41 (0.14 to 1.25)
	2.67 (0.92 to 8.56)
	1.94 (0.09 to 171.65)
	0.87 (0.25 to 3.15)
	0.77 (0.14 to 3.92)
	1.42 (0.1 to 24.31)
	0.06 (0 to 0.39)
	0.36 (0.01 to 6.4)

	0.12 (0.01 to 0.63)
	0.16 (0.02 to 0.83)
	0.86 (0.04 to 33.65)
	0.25 (0.01 to 13.92)
	0.13 (0.02 to 0.54)
	0.32 (0.02 to 4.43)
	0.54 (0.01 to 105.7)
	0.71 (0.06 to 9.09)
	0.81 (0.09 to 6.08)
	Ipilimumab plus Conventional Therapy
	0.33 (0.03 to 2.72)
	2.17 (0.21 to 18.24)
	1.61 (0.05 to 147.61)
	0.7 (0.09 to 4.09)
	0.62 (0.07 to 4.03)
	1.14 (0.05 to 25.54)
	0.05 (0 to 0.55)
	0.28 (0.01 to 4.97)

	0.35 (0.07 to 1.69)
	0.48 (0.10 to 2.12)
	2.59 (0.19 to 87.5)
	0.76 (0.02 to 35.64)
	0.38 (0.09 to 1.44)
	0.98 (0.10 to 11.11)
	1.73 (0.02 to 315.14)
	2.11 (0.24 to 22.94)
	2.42 (0.80 to 7.02)
	3.02 (0.37 to 29.01)
	Nivolumab
	6.38 (2.37 to 19.7)
	4.71 (0.2 to 446.51)
	2.13 (0.52 to 8.93)
	1.87 (0.32 to 9.9)
	3.38 (0.22 to 64.11)
	0.16 (0.01 to 1.03)
	0.84 (0.03 to 15.66)

	0.05 (0.01 to 0.26)
	0.07 (0.01 to 0.34)
	0.40 (0.03 to 14.11)
	0.12 (0.00 to 5.85)
	0.06 (0.01 to 0.22)
	0.15 (0.01 to 1.71)
	0.26 (0.00 to 54.37)
	0.33 (0.03 to 3.63)
	0.37 (0.12 to 1.08)
	0.46 (0.05 to 4.69)
	0.16 (0.05 to 0.42)
	Nivolumab plus Ipilimumab
	0.74 (0.03 to 60.54)
	0.33 (0.08 to 1.36)
	0.29 (0.05 to 1.52)
	0.54 (0.03 to 9.29)
	0.02 (0 to 0.14)
	0.13 (0.01 to 2.24)

	0.08 (0 to 1.35)
	0.10 (0.00 to 1.87)
	0.52 (0.00 to 42.33)
	0.16 (0.00 to 18.48)
	0.08 (0.00 to 1.28)
	0.20 (0.00 to 7.22)
	0.34 (0.00 to 111.11)
	0.44 (0.00 to 14.64)
	0.52 (0.01 to 10.86)
	0.62 (0.01 to 22.09)
	0.21 (0.00 to 5.07)
	1.35 (0.02 to 31.18)
	Nivolumab plus Ipilimumab plus Conventional Therapy
	0.46 (0.01 to 7.96)
	0.39 (0 to 8)
	0.71 (0.01 to 34.13)
	0.03 (0 to 1.01)
	0.17 (0 to 8.66)

	0.17 (0.05 to 0.58)
	0.22 (0.07 to 0.70)
	1.20 (0.11 to 37.42)
	0.36 (0.01 to 14.67)
	0.18 (0.07 to 0.44)
	0.45 (0.06 to 4.89)
	0.77 (0.01 to 146.30)
	0.99 (0.14 to 9.42)
	1.15 (0.32 to 3.92)
	1.42 (0.24 to 11.25)
	0.47 (0.11 to 1.93)
	3.05 (0.73 to 13.17)
	2.17 (0.13 to 164.97)
	Pembrolizumab
	0.87 (0.25 to 3.08)
	1.62 (0.16 to 21.15)
	0.07 (0.01 to 0.39)
	0.41 (0.02 to 6.24)

	0.19 (0.04 to 0.78)
	0.26 (0.06 to 0.98)
	1.38 (0.11 to 48.11)
	0.4 (0.01 to 21.15)
	0.21 (0.06 to 0.62)
	0.52 (0.06 to 5.94)
	0.89 (0.01 to 193.53)
	1.14 (0.15 to 11.36)
	1.30 (0.26 to 7.03)
	1.63 (0.25 to 14.05)
	0.54 (0.10 to 3.13)
	3.44 (0.66 to 21.19)
	2.55 (0.12 to 211.00)
	1.15 (0.32 to 4.08)
	Pembrolizumab plus Conventional Therapy
	1.85 (0.13 to 33.63)
	0.08 (0.01 to 0.61)
	0.48 (0.02 to 7.68)

	0.10 (0.01 to 1.49)
	0.14 (0.01 to 1.92)
	0.76 (0.02 to 37.04)
	0.22 (0.00 to 17.61)
	0.11 (0.01 to 1.38)
	0.28 (0.01 to 8.50)
	0.51 (0.00 to 132.45)
	0.61 (0.02 to 17.90)
	0.71 (0.04 to 9.64)
	0.88 (0.04 to 19.51)
	0.3 (0.02 to 4.47)
	1.87 (0.11 to 29.73)
	1.42 (0.03 to 179.07)
	0.62 (0.05 to 6.39)
	0.54 (0.03 to 7.64)
	Pembrolizumab plus Ipilimumab
	0.04 (0 to 0.82)
	0.25 (0 to 9.83)

	2.3 (0.33 to 37.87)
	3.08 (0.47 to 50.35)
	18.40 (1.12 to 896.79)
	5.62 (0.12 to 369.53)
	2.44 (0.44 to 35.51)
	6.88 (0.48 to 151.42)
	12.96 (0.12 to 3324.78)
	14.88 (1.22 to 330.14)
	15.47 (2.59 to 233.75)
	20.32 (1.80 to 447.14)
	6.43 (0.97 to 90.36)
	41.43 (7.10 to 610.31)
	34.13 (0.99 to 4613.46)
	13.78 (2.53 to 180.08)
	11.99 (1.65 to 183.68)
	24.02 (1.21 to 821.23)
	Placebo or No Intervention
	5.73 (0.27 to 161.11)

	0.40 (0.03 to 8.95)
	0.54 (0.04 to 12.33)
	3.11 (0.08 to 233.37)
	0.89 (0.01 to 108.66)
	0.43 (0.03 to 8.58)
	1.09 (0.11 to 20.02)
	2.20 (0.02 to 583.75)
	2.37 (0.3 to 41.38)
	2.80 (0.16 to 68.11)
	3.57 (0.2 to 107.82)
	1.19 (0.06 to 30.27)
	7.69 (0.45 to 191.96)
	6.05 (0.12 to 904.03)
	2.43 (0.16 to 54.69)
	2.08 (0.13 to 54.14)
	3.98 (0.10 to 221.64)
	0.17 (0.01 to 3.77)
	Tremelimumab


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance.



[bookmark: _Toc103871859][bookmark: _Toc156746979]Table B.7.15. Estimated absolute event rate, hepatitis.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	7 (3 to 17)

	Atezolizumab plus Conventional Therapy
	9 (4 to 21)

	Avelumab
	53 (5 to 1,409)

	Avelumab plus Conventional Therapy
	16 (0 to 625)

	Durvalumab
	19 (3 to 183)

	Durvalumab plus Conventional Therapy
	34 (0 to 3,850)

	Durvalumab plus Tremelimumab
	43 (8 to 365)

	Ipilimumab
	50 (13 to 189)

	Ipilimumab plus Conventional Therapy
	61 (14 to 422)

	Nivolumab
	21 (5 to 88)

	Nivolumab plus Ipilimumab
	132 (35 to 570)

	Nivolumab plus Ipilimumab plus Conventional Therapy
	96 (6 to 4,190)

	Pembrolizumab
	44 (18 to 119)

	Pembrolizumab plus Conventional Therapy
	38 (12 to 125)

	Pembrolizumab plus Ipilimumab
	72 (5 to 1,046)

	Tremelimumab
	18 (0 to 244)





[bookmark: _Toc103871860][bookmark: _Toc156746980]Table B.7.16. League table, hypophysitis.
	Atezolizumab
	2.01 (0.24 to 28.23)
	1.95 (0.01 to 653.19)
	15.99 (0.1 to 8272.59)
	0.22 (0.01 to 4.18)
	0.18 (0 to 9.8)
	0.96 (0.01 to 221.43)
	1.39 (0.03 to 47.87)
	3.54 (0.09 to 96.01)
	0.61 (0.02 to 13.38)
	0.63 (0.01 to 16.19)
	3.7 (0.1 to 100.03)
	0.56 (0.02 to 13.31)
	1.23 (0.03 to 31.67)
	2.2 (0.01 to 633.57)
	0 (0 to 0.24)
	0.04 (0 to 6.11)

	0.50 (0.04 to 4.09)
	Atezolizumab plus Conventional Therapy
	0.91 (0.01 to 180.62)
	7.57 (0.07 to 2805.49)
	0.11 (0.01 to 0.68)
	0.09 (0 to 2.53)
	0.44 (0 to 77.5)
	0.68 (0.02 to 11.8)
	1.71 (0.07 to 19.52)
	0.3 (0.01 to 2.72)
	0.31 (0.01 to 3.31)
	1.81 (0.08 to 19.5)
	0.28 (0.01 to 2.67)
	0.61 (0.03 to 6.51)
	0.98 (0.01 to 212.81)
	0 (0 to 0.07)
	0.02 (0 to 1.56)

	0.51 (0.00 to 67.86)
	1.10 (0.01 to 97.74)
	Avelumab
	7.25 (0.33 to 631.82)
	0.12 (0 to 3.1)
	0.09 (0 to 6.45)
	0.46 (0 to 130.62)
	0.74 (0 to 38.17)
	1.78 (0.01 to 81.92)
	0.3 (0 to 10.37)
	0.32 (0 to 14.15)
	1.89 (0.01 to 81.84)
	0.29 (0 to 11.58)
	0.61 (0.01 to 27.22)
	0.97 (0 to 537.85)
	0 (0 to 0.19)
	0.02 (0 to 3.94)

	0.06 (0.00 to 10.09)
	0.13 (0.00 to 15.01)
	0.14 (0.00 to 3.01)
	Avelumab plus Conventional Therapy
	0.01 (0 to 0.64)
	0.01 (0 to 1.23)
	0.05 (0 to 28.25)
	0.08 (0 to 6.52)
	0.21 (0 to 15.55)
	0.03 (0 to 2.18)
	0.04 (0 to 2.77)
	0.22 (0 to 16.19)
	0.03 (0 to 2.12)
	0.07 (0 to 5.17)
	0.12 (0 to 93.64)
	0 (0 to 0.03)
	0 (0 to 0.64)

	4.60 (0.24 to 121.91)
	8.89 (1.46 to 143.25)
	8.55 (0.32 to 971.60)
	77.06 (1.56 to 17354.89)
	Conventional Therapy
	0.84 (0.04 to 13.04)
	4.3 (0.07 to 537.5)
	5.92 (1.09 to 68.48)
	15.73 (4.48 to 66.09)
	2.63 (0.85 to 9.81)
	2.8 (0.74 to 12.54)
	16.55 (4.88 to 67.19)
	2.55 (0.85 to 8.39)
	5.46 (1.5 to 25.45)
	9.79 (0.17 to 1356.71)
	0.02 (0 to 0.33)
	0.22 (0 to 8.56)

	5.52 (0.10 to 483.75)
	11.21 (0.40 to 657.03)
	10.75 (0.15 to 2239.13)
	95.85 (0.82 to 34873.46)
	1.19 (0.08 to 22.52)
	Durvalumab
	5.18 (0.03 to 1374.58)
	6.86 (1.16 to 96.79)
	19.4 (0.93 to 419.16)
	3.13 (0.17 to 75.07)
	3.4 (0.16 to 74.83)
	20.26 (1.03 to 458.55)
	3.06 (0.13 to 64.85)
	6.51 (0.31 to 166.84)
	12.48 (0.09 to 2613.18)
	0.02 (0 to 1.43)
	0.28 (0 to 20.74)

	1.04 (0.00 to 181.16)
	2.27 (0.01 to 338.17)
	2.16 (0.01 to 987.42)
	19.18 (0.04 to 15404.02)
	0.23 (0.00 to 13.48)
	0.19 (0.00 to 30.91)
	Durvalumab plus Conventional Therapy
	1.42 (0.01 to 202.08)
	3.63 (0.03 to 258.29)
	0.63 (0 to 42.36)
	0.65 (0 to 53.52)
	3.85 (0.03 to 282.01)
	0.58 (0 to 43.26)
	1.29 (0.01 to 105.31)
	2.21 (0 to 1329.44)
	0 (0 to 0.55)
	0.04 (0 to 12.68)

	0.72 (0.02 to 36.92)
	1.48 (0.08 to 42.70)
	1.36 (0.03 to 229.34)
	12.00 (0.15 to 3868.09)
	0.17 (0.01 to 0.92)
	0.15 (0.01 to 0.86)
	0.71 (0.00 to 111.05)
	Durvalumab plus Tremelimumab
	2.66 (0.17 to 22.01)
	0.44 (0.03 to 3.8)
	0.47 (0.03 to 4.05)
	2.8 (0.18 to 23.04)
	0.43 (0.03 to 3.29)
	0.91 (0.06 to 8.64)
	1.61 (0.01 to 262.78)
	0 (0 to 0.09)
	0.04 (0 to 1.37)

	0.28 (0.01 to 11.56)
	0.59 (0.05 to 13.69)
	0.56 (0.01 to 71.87)
	4.84 (0.06 to 1544.72)
	0.06 (0.02 to 0.22)
	0.05 (0.00 to 1.07)
	0.28 (0.00 to 38.18)
	0.38 (0.05 to 5.95)
	Ipilimumab
	0.17 (0.03 to 1.01)
	0.18 (0.06 to 0.44)
	1.06 (0.45 to 2.64)
	0.16 (0.03 to 0.72)
	0.35 (0.05 to 2.42)
	0.59 (0.01 to 82.96)
	0 (0 to 0.02)
	0.01 (0 to 0.58)

	1.64 (0.07 to 61.29)
	3.33 (0.37 to 70.00)
	3.31 (0.10 to 450.00)
	28.69 (0.46 to 7239.72)
	0.38 (0.10 to 1.17)
	0.32 (0.01 to 5.90)
	1.59 (0.02 to 248.49)
	2.27 (0.26 to 30.97)
	5.90 (0.99 to 36.67)
	Ipilimumab plus Conventional Therapy
	1.06 (0.17 to 6.66)
	6.31 (1.03 to 38.07)
	0.95 (0.18 to 5.41)
	2.09 (0.33 to 13.62)
	3.69 (0.05 to 555.23)
	0.01 (0 to 0.16)
	0.08 (0 to 3.9)

	1.59 (0.06 to 71.33)
	3.22 (0.30 to 78.49)
	3.15 (0.07 to 408.43)
	27.42 (0.36 to 8035.94)
	0.36 (0.08 to 1.34)
	0.29 (0.01 to 6.08)
	1.54 (0.02 to 214.15)
	2.14 (0.25 to 32.41)
	5.49 (2.25 to 15.43)
	0.94 (0.15 to 6.05)
	Nivolumab
	5.88 (2.05 to 18.76)
	0.91 (0.17 to 4.75)
	1.98 (0.27 to 13.66)
	3.32 (0.05 to 483.59)
	0.01 (0 to 0.12)
	0.08 (0 to 3.44)

	0.27 (0.01 to 10.06)
	0.55 (0.05 to 12.30)
	0.53 (0.01 to 68.74)
	4.56 (0.06 to 1299.81)
	0.06 (0.01 to 0.20)
	0.05 (0.00 to 0.97)
	0.26 (0.00 to 35.51)
	0.36 (0.04 to 5.51)
	0.94 (0.38 to 2.23)
	0.16 (0.03 to 0.97)
	0.17 (0.05 to 0.49)
	Nivolumab plus Ipilimumab
	0.15 (0.03 to 0.73)
	0.33 (0.05 to 2.41)
	0.57 (0.01 to 84.04)
	0 (0 to 0.02)
	0.01 (0 to 0.56)

	1.78 (0.08 to 61.73)
	3.59 (0.37 to 67.10)
	3.47 (0.09 to 423.59)
	30.12 (0.47 to 7826.46)
	0.39 (0.12 to 1.18)
	0.33 (0.02 to 7.44)
	1.71 (0.02 to 215.91)
	2.33 (0.30 to 35.16)
	6.21 (1.39 to 29.97)
	1.05 (0.18 to 5.55)
	1.10 (0.21 to 6.05)
	6.51 (1.37 to 33.45)
	Pembrolizumab
	2.19 (0.48 to 10.62)
	3.75 (0.08 to 456.76)
	0.01 (0 to 0.12)
	0.09 (0 to 3.91)

	0.81 (0.03 to 29.46)
	1.65 (0.15 to 36.40)
	1.65 (0.04 to 190.49)
	14.29 (0.19 to 3649.21)
	0.18 (0.04 to 0.67)
	0.15 (0.01 to 3.26)
	0.77 (0.01 to 117.09)
	1.10 (0.12 to 16.55)
	2.87 (0.41 to 19.29)
	0.48 (0.07 to 3.01)
	0.51 (0.07 to 3.67)
	3.05 (0.41 to 21.16)
	0.46 (0.09 to 2.09)
	Pembrolizumab plus Conventional Therapy
	1.75 (0.03 to 242.57)
	0 (0 to 0.08)
	0.04 (0 to 1.85)

	0.46 (0.00 to 113.01)
	1.02 (0.00 to 152.61)
	1.03 (0.00 to 422.01)
	8.45 (0.01 to 6618.93)
	0.10 (0.00 to 5.97)
	0.08 (0.00 to 11.28)
	0.45 (0.00 to 209.96)
	0.62 (0.00 to 71.47)
	1.68 (0.01 to 108.16)
	0.27 (0.00 to 20.64)
	0.3 (0.00 to 20.86)
	1.77 (0.01 to 113.06)
	0.27 (0.00 to 12.68)
	0.57 (0.00 to 39.01)
	Pembrolizumab plus Ipilimumab
	0 (0 to 0.27)
	0.02 (0 to 7.99)

	348.93 (4.21 to 99746.52)
	696.86 (14.73 to 164574.93)
	736.39 (5.39 to 521428.99)
	6505.03 (29.77 to 5339993.83)
	65.00 (3.04 to 8233.79)
	63.67 (0.70 to 17852.57)
	348.4 (1.83 to 175346.88)
	446.26 (11.30 to 108031.70)
	1015.61 (50.19 to 145262.45)
	186.81 (6.14 to 23338.27)
	183.81 (8.11 to 26849.78)
	1103.77 (50.88 to 153494.05)
	168.47 (8.24 to 18638.85)
	370.97 (12.89 to 55854.72)
	738.97 (3.67 to 530727.32)
	Placebo or No Intervention
	12.19 (0.65 to 1357)

	23.23 (0.16 to 6855.42)
	45.71 (0.64 to 11060.62)
	50.69 (0.25 to 35000.82)
	467.70 (1.56 to 291947.30)
	4.56 (0.12 to 582.86)
	3.57 (0.05 to 870.11)
	23.74 (0.08 to 13995.08)
	26.42 (0.73 to 5613.99)
	69.46 (1.73 to 10480.96)
	13.05 (0.26 to 1583.68)
	12.67 (0.29 to 2127.95)
	76.59 (1.80 to 11335.49)
	11.50 (0.26 to 1535.46)
	26.31 (0.54 to 3583.37)
	49.88 (0.13 to 40343.28)
	0.08 (0.00 to 1.54)
	Tremelimumab


The league table show the relative effects of each intervention (the treatment on the column to the treatment of the row). The relative effects are measured as an odds ratio, with corresponding 95% credible intervals in parentheses. Bold indicates statistical significance.


[bookmark: _Toc103871861][bookmark: _Toc156746981]Table B.7.17. Estimated absolute event rate, hypophysitis.
	Intervention
	Proportion per 10,000
(95% confidence interval)

	Atezolizumab
	127 (6 to 2,550)

	Atezolizumab plus Conventional Therapy
	243 (40 to 2,868)

	Avelumab
	234 (8 to 7,317)

	Avelumab plus Conventional Therapy
	1,778 (43 to 9,798)

	Durvalumab
	23 (1 to 353)

	Durvalumab plus Conventional Therapy
	119 (1 to 6,014)

	Durvalumab plus Tremelimumab
	163 (30 to 1,612)

	Ipilimumab
	422 (124 to 1,565)

	Ipilimumab plus Conventional Therapy
	73 (23 to 268)

	Nivolumab
	78 (20 to 340)

	Nivolumab plus Ipilimumab
	444 (135 to 1,587)

	Pembrolizumab
	71 (23 to 230)

	Pembrolizumab plus Conventional Therapy
	150 (41 to 666)

	Pembrolizumab plus Ipilimumab
	267 (4 to 7,920)

	Tremelimumab
	6 (0 to 234)




[bookmark: _Ref102653475][bookmark: _Toc103844646][bookmark: _Toc104298204][bookmark: _Toc105678328][bookmark: _Toc156746982]Table B.8. Individual interventions ranks (SUCRA)

[bookmark: _Toc103871862][bookmark: _Toc156746983]Table B.8.1. Ranks, individual interventions, overall immune-related serious adverse events.
	                                                    
	SUCRA

	Conventional Therapy                                
	95%

	Placebo or No Intervention                          
	95%

	Atezolizumab                                        
	82%

	Atezolizumab plus Conventional Therapy              
	74%

	Durvalumab plus Conventional Therapy                
	68%

	Durvalumab                                          
	63%

	Pembrolizumab plus Conventional Therapy             
	58%

	Nivolumab plus Ipilimumab plus Conventional Therapy 
	55%

	Pembrolizumab                                       
	53%

	Nivolumab                                           
	49%

	Avelumab plus Conventional Therapy                  
	49%

	Ipilimumab plus Conventional Therapy                
	43%

	Nivolumab plus Conventional Therapy                 
	39%

	Avelumab                                            
	36%

	Durvalumab plus Tremelimumab                        
	28%

	Pembrolizumab plus Ipilimumab                       
	23%

	Tremelimumab                                        
	16%

	Ipilimumab                                          
	14%





[bookmark: _Toc103871863][bookmark: _Toc156746984]Table B.8.2. Ranks, individual interventions, pneumonitis.
	                                                    
	SUCRA

	Conventional Therapy                                
	88%

	Ipilimumab plus Conventional Therapy                
	86%

	Placebo or No Intervention                          
	77%

	Atezolizumab                                        
	73%

	Atezolizumab plus Conventional Therapy
	69%

	Nivolumab plus Ipilimumab plus Conventional Therapy 
	67%

	Durvalumab plus Conventional Therapy
	61%

	Tremelimumab
	58%

	Durvalumab
	55%

	Pembrolizumab plus Conventional Therapy
	50%

	Nivolumab plus Conventional Therapy
	45%

	Avelumab plus Conventional Therapy 
	43%

	Avelumab                                            
	35%

	Nivolumab
	35%

	Pembrolizumab
	31%

	Durvalumab plus Tremelimumab
	28%

	Ipilimumab 
	25%

	Pembrolizumab plus Ipilimumab
	16%

	Nivolumab plus Ipilimumab 
	8%










[bookmark: _Toc103871864][bookmark: _Toc156746985]Table B.8.3. Ranks, individual interventions, myocarditis.
	
	SUCRA

	Durvalumab plus Tremelimumab
	86%

	Placebo or No Intervention
	81%

	Pembrolizumab
	71%

	Conventional Therapy
	71%

	Nivolumab
	70%

	Pembrolizumab plus Conventional Therapy
	54%

	Durvalumab plus Conventional Therapy
	43%

	Nivolumab plus Conventional Therapy
	43%

	Atezolizumab plus Conventional Therapy
	41%

	Nivolumab plus Ipilimumab
	39%

	Pembrolizumab plus Ipilimumab
	36%

	Durvalumab
	30%

	Avelumab
	17%

	Atezolizumab
	17%















[bookmark: _Toc103871865][bookmark: _Toc156746986]Table B.8.4. Ranks, individual interventions, colitis.
	                                                    
	SUCRA

	Placebo or No Intervention                          
	99%

	Conventional Therapy                                
	90%

	Nivolumab                                           
	80%

	Atezolizumab                                        
	70%

	Durvalumab                                          
	67%

	Pembrolizumab                                       
	65%

	Durvalumab plus Conventional Therapy                
	63%

	Pembrolizumab plus Conventional Therapy             
	59%

	Avelumab plus Conventional Therapy                  
	54%

	Nivolumab plus Ipilimumab plus Conventional Therapy 
	52%

	Atezolizumab plus Conventional Therapy              
	50%

	Ipilimumab                                          
	31%

	Durvalumab plus Tremelimumab                        
	26%

	Avelumab                                            
	25%

	Ipilimumab plus Conventional Therapy                
	21%

	Pembrolizumab plus Ipilimumab                       
	21%

	Nivolumab plus Ipilimumab                           
	17%

	Tremelimumab                                        
	11%












[bookmark: _Toc103871866][bookmark: _Toc156746987]Table B.8.5. Ranks, individual interventions, nephritis.
	                                                    
	SUCRA

	Conventional Therapy                                
	82%

	Pembrolizumab plus Conventional Therapy             
	79%

	Ipilimumab plus Conventional Therapy                
	75%

	Placebo or No Intervention                          
	75%

	Nivolumab                                           
	67%

	Durvalumab plus Tremelimumab                        
	64%

	Nivolumab plus Ipilimumab                           
	59%

	Nivolumab plus Ipilimumab plus Conventional Therapy 
	51%

	Durvalumab                                          
	49%

	Pembrolizumab                                       
	47%

	Ipilimumab                                          
	46%

	Pembrolizumab plus Ipilimumab                       
	31%

	Avelumab                                            
	25%

	Tremelimumab                                        
	23%

	Atezolizumab                                        
	16%

	Atezolizumab plus Conventional Therapy              
	13%



[bookmark: _Toc103844652]

[bookmark: _Toc103871867][bookmark: _Toc156746988]Table B.8.6. Ranks, individual interventions, pancreatitis.
	                                                    
	SUCRA

	Placebo or No Intervention                          
	82%

	Pembrolizumab plus Conventional Therapy             
	71%

	Atezolizumab plus Conventional Therapy              
	65%

	Conventional Therapy                                
	64%

	Avelumab plus Conventional Therapy                  
	61%

	Durvalumab                                          
	58%

	Tremelimumab                                        
	58%

	Nivolumab                                           
	56%

	Ipilimumab                                          
	54%

	Pembrolizumab                                       
	49%

	Ipilimumab plus Conventional Therapy                
	45%

	Atezolizumab                                        
	43%

	Nivolumab plus Ipilimumab                           
	40%

	Durvalumab plus Tremelimumab                        
	30%

	Nivolumab plus Ipilimumab plus Conventional Therapy 
	14%

	Avelumab                                            
	9%



[bookmark: _Toc103844653]

[bookmark: _Toc103871868][bookmark: _Toc156746989]Table B.8.7. Ranks, individual interventions, hepatitis.
	                                                    
	SUCRA

	Placebo or No Intervention                          
	93%

	Atezolizumab                                        
	84%

	Conventional Therapy                                
	83%

	Atezolizumab plus Conventional Therapy              
	76%

	Avelumab plus Conventional Therapy                  
	60%

	Tremelimumab                                        
	60%

	Durvalumab                                          
	58%

	Nivolumab                                           
	58%

	Durvalumab plus Conventional Therapy                
	46%

	Pembrolizumab plus Conventional Therapy             
	41%

	Pembrolizumab                                       
	37%

	Durvalumab plus Tremelimumab                        
	37%

	Avelumab                                            
	35%

	Ipilimumab                                          
	34%

	Pembrolizumab plus Ipilimumab                       
	30%

	Ipilimumab plus Conventional Therapy                
	30%

	Nivolumab plus Ipilimumab plus Conventional Therapy 
	26%

	Nivolumab plus Ipilimumab                           
	13%



[bookmark: _Toc103844654]

[bookmark: _Toc103871869][bookmark: _Toc156746990]Table B.8.8. Ranks, individual interventions, hypophysitis.
	                                        
	SUCRA

	Placebo or No Intervention              
	99%

	Tremelimumab                            
	85%

	Conventional Therapy                    
	80%

	Durvalumab                              
	76%

	Pembrolizumab                           
	60%

	Ipilimumab plus Conventional Therapy    
	58%

	Nivolumab                               
	57%

	Durvalumab plus Conventional Therapy    
	47%

	Atezolizumab                            
	47%

	Pembrolizumab plus Conventional Therapy 
	42%

	Durvalumab plus Tremelimumab            
	39%

	Avelumab                                
	37%

	Pembrolizumab plus Ipilimumab           
	36%

	Atezolizumab plus Conventional Therapy  
	32%

	Ipilimumab                              
	21%

	Nivolumab plus Ipilimumab               
	20%

	Avelumab plus Conventional Therapy      
	12%
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Study P-value Odds Ratio (95% CrI)
AntiPD1_or_PDL1 vs AntiCTLA4
direct 0.72 (0.20, 2.5)
indirect 0.5913667 0.39 (0.054, 2.4)
network 0.69 (0.26, 1.8)
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direct 0.20 (0.10, 0.33)
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network 0.21 (0.12, 0.33)
ICI_combination vs AntiPD1_or_PDL1
direct 1.8 (0.85, 3.7)
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network 2.5 (1.3, 4.8)
Placebo_or_No_Intervention vs AntiPD1_or_PDL1
direct 0.47 (0.16, 1.2)
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ICI_combination vs Conventional_Therapy
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Study P-value Odds Ratio (95% CrI)
AntiPD1_or_PDL1_plus_Conventional_Therapy vs AntiPD1_or_PDL1
direct 4.4 (0.23, 1.2e+02)
indirect 0.1426667 0.23 (0.0078, 3.6)
network 0.92 (0.11, 6.3)
Conventional_Therapy vs AntiPD1_or_PDL1
direct 0.0038 (5.5e-06, 0.15)
indirect 0.0104 1.5 (0.068, 34.)
network 0.11 (0.018, 0.50)
ICI_Combination vs AntiPD1_or_PDL1
direct 1.5 (0.23, 10.)
indirect 0.4727 0.33 (0.0082, 14.)
network 1.3 (0.31, 6.7)
Conventional_Therapy vs AntiPD1_or_PDL1_plus_Conventional_Therapy
direct 0.20 (0.021, 0.92)
indirect 0.3363667 0.014 (3.9e-05, 1.3)
network 0.13 (0.019, 0.64)
ICI_Combination vs Conventional_Therapy
direct 2.1 (0.17, 37.)
indirect 0.04996667 97. (4.4, 5.5e+03)
network 11. (1.7, 1.1e+02)
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Study P-value Odds Ratio (95% CrI)
AntiPD1_or_PDL1 vs AntiCTLA4
direct 0.16 (0.083, 0.28)
indirect 0.3424333 0.32 (0.092, 1.3)
network 0.16 (0.091, 0.27)
Conventional_Therapy vs AntiCTLA4
direct 0.0039 (7.9e-06, 0.12)
indirect 0.2869 0.045 (0.021, 0.093)
network 0.040 (0.018, 0.078)
ICI_combination vs AntiCTLA4
direct 1.0 (0.49, 1.9)
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Placebo_or_No_Intervention vs AntiCTLA4
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direct 1.3 (0.49, 3.5)
indirect 0.9014667 1.2 (0.46, 3.2)
network 1.2 (0.64, 2.5)
Conventional_Therapy vs AntiPD1_or_PDL1
direct 0.25 (0.14, 0.44)
indirect 0.9700667 0.25 (0.045, 1.2)
network 0.26 (0.15, 0.42)
ICI_combination vs AntiPD1_or_PDL1
direct 9.0 (4.7, 19.)
indirect 0.8352667 11. (3.0, 39.)
network 7.9 (4.7, 14.)
Placebo_or_No_Intervention vs AntiPD1_or_PDL1
direct 0.0048 (1.2e-05, 0.13)
indirect 0.0562 0.20 (0.046, 0.74)
network 0.10 (0.024, 0.30)
Conventional_Therapy vs AntiPD1_or_PDL1_plus_Conventional_Therapy
direct 0.22 (0.11, 0.42)
indirect 0.7073667 0.13 (0.0076, 1.6)
network 0.21 (0.11, 0.37)
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Study P-value Odds Ratio (95% CrI)
ICI_combination vs Conventional_Therapy
direct 27. (7.0, 1.8e+02)
indirect 0.7407333 36. (17., 94.)
network 30. (16., 69.)
Placebo_or_No_Intervention vs ICI_combination
direct 0.0040 (7.2e-06, 0.098)
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Study P-value Odds Ratio (95% CrI)
AntiPD1_or_PDL1 vs AntiCTLA4
direct 0.86 (0.18, 3.8)
indirect 0.8532333 1.1 (0.11, 11.)
network 1.1 (0.31, 3.1)
Conventional_Therapy vs AntiCTLA4
direct 0.057 (0.00019, 5.0)
indirect 0.4309667 0.45 (0.10, 1.7)
network 0.45 (0.12, 1.5)
ICI_combination vs AntiCTLA4
direct 2.4 (0.44, 18.)
indirect 0.3260667 0.62 (0.080, 6.0)
network 1.3 (0.34, 4.7)
Placebo_or_No_Intervention vs AntiCTLA4
direct 0.0071 (4.8e-07, 0.48)
indirect 0.1855 0.38 (0.012, 4.6)
network 0.18 (0.0089, 1.3)
AntiPD1_or_PDL1_plus_Conventional_Therapy vs AntiPD1_or_PDL1
direct 0.31 (0.082, 1.1)
indirect 0.4400667 0.64 (0.15, 3.6)
network 0.44 (0.16, 1.1)
Conventional_Therapy vs AntiPD1_or_PDL1
direct 0.38 (0.16, 0.81)
indirect 0.5414333 0.73 (0.099, 5.3)
network 0.44 (0.21, 0.83)
ICI_combination vs AntiPD1_or_PDL1
direct 1.7 (0.48, 7.3)
indirect 0.3993 0.73 (0.17, 3.1)
network 1.2 (0.49, 3.4)
Placebo_or_No_Intervention vs AntiPD1_or_PDL1
direct 0.32 (0.011, 3.1)
indirect 0.3214333 0.016 (3.2e-05, 0.93)
network 0.17 (0.0089, 1.2)
Conventional_Therapy vs AntiPD1_or_PDL1_plus_Conventional_Therapy
direct 0.71 (0.26, 1.8)
indirect 0.3010667 10. (0.11, 9.2e+03)
network 1.0 (0.42, 2.4)
ICI_combination vs Conventional_Therapy
direct 1.7 (0.61, 5.4)
indirect 0.1723333 9.6 (1.0, 89.)
network 2.9 (1.1, 8.1)
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Study P-value Odds Ratio (95% CrI)
AntiPD1_or_PDL1 vs AntiCTLA4
direct 0.87 (0.21, 3.5)
indirect 0.9589667 0.88 (0.063, 9.2)
network 0.94 (0.35, 2.8)
Conventional_Therapy vs AntiCTLA4
direct 0.018 (2.8e-05, 1.7)
indirect 0.4247 0.18 (0.044, 0.78)
network 0.18 (0.053, 0.64)
ICI_combination vs AntiCTLA4
direct 2.9 (0.80, 13.)
indirect 0.9429 2.7 (0.37, 18.)
network 3.0 (1.1, 9.0)
Placebo_or_No_Intervention vs AntiCTLA4
direct 0.0080 (1.4e-05, 0.63)
indirect 0.5446667 0.064 (0.0040, 0.58)
network 0.056 (0.0040, 0.33)
AntiPD1_or_PDL1_plus_Conventional_Therapy vs AntiPD1_or_PDL1
direct 0.32 (0.043, 1.6)
indirect 0.1404333 1.4 (0.39, 6.1)
network 0.77 (0.31, 2.0)
Conventional_Therapy vs AntiPD1_or_PDL1
direct 0.23 (0.069, 0.50)
indirect 0.4798 0.081 (0.0037, 0.84)
network 0.19 (0.085, 0.39)
ICI_combination vs AntiPD1_or_PDL1
direct 2.8 (1.3, 7.1)
indirect 0.8859667 3.4 (0.44, 58.)
network 3.1 (1.5, 6.7)
Placebo_or_No_Intervention vs AntiPD1_or_PDL1
direct 0.088 (0.0045, 0.50)
indirect 0.4998 0.011 (5.0e-06, 0.89)
network 0.055 (0.0054, 0.32)
Conventional_Therapy vs AntiPD1_or_PDL1_plus_Conventional_Therapy
direct 0.17 (0.052, 0.41)
indirect 0.1623667 4.1 (0.062, 4.4e+03)
network 0.24 (0.10, 0.50)
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Study P-value Odds Ratio (95% CrI)
ICI_combination vs Conventional_Therapy
direct 7.2 (1.9, 51.)
indirect 0.3698 19. (6.3, 79.)
network 17. (6.0, 50.)
Placebo_or_No_Intervention vs ICI_combination
direct 0.0039 (6.2e-06, 0.17)
indirect 0.4231667 0.031 (0.0027, 0.24)
network 0.018 (0.0015, 0.12)
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P-value Odds Ratio (95% CrI)
AntiPD1_or_PDL1 vs AntiCTLA4
direct 0.18 (0.063, 0.45)
indirect 0.6206667 0.32 (0.039, 4.6)
network 0.20 (0.090, 0.46)
Conventional_Therapy vs AntiCTLA4
direct 0.021 (3.4e-06, 1.0)
indirect 0.9493333 0.017 (0.0029, 0.066)
network 0.019 (0.0036, 0.065)
ICI_combination vs AntiCTLA4
direct 1.1 (0.37, 2.9)
indirect 0.6674 0.66 (0.14, 3.9)
network 0.93 (0.39, 2.1)
Placebo_or_No_intervention vs AntiCTLA4
direct 0.0019 (1.8e-05, 0.041)
indirect 0.8980667 0.0026 (1.9e-05, 0.099)
network 0.0017 (1.3e-05, 0.029)
AntiPD1_or_PDL1_plus_Conventional_Therapy vs AntiPD1_or_PDL1
direct 1.7 (0.54, 6.8)
indirect 0.8589667 1.4 (0.060, 21.)
network 1.8 (0.56, 5.7)
Conventional_Therapy vs AntiPD1_or_PDL1
direct 0.078 (0.0086, 0.28)
indirect 0.6097667 0.16 (0.0059, 1.4)
network 0.091 (0.022, 0.28)
ICI_combination vs AntiPD1_or_PDL1
direct 3.6 (1.4, 9.8)
indirect 0.8782667 4.3 (0.56, 37.)
network 4.5 (2.0, 11.)
Placebo_or_No_intervention vs AntiPD1_or_PDL1
direct 0.0074 (1.6e-07, 0.27)
indirect 0.8889333 0.011 (0.00012, 0.28)
network 0.010 (4.8e-05, 0.14)
ICI_combination vs Conventional_Therapy
direct 15. (3.9, 1.1e+02)
indirect 0.3263667 57. (10., 4.8e+02)
network 51. (15., 2.2e+02)
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Study P-value Odds Ratio (95% CrI)
Placebo_or_No_intervention vs ICI_combination
direct 0.026 (1.1e-05, 2.8)
indirect 0.4913 0.0019 (2.0e-05, 0.020)
network 0.0020 (1.2e-05, 0.032)
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