Pharmacogenetic and Pharmacogenomic Terms
As a proactive Terminology Maintenance initiative, the MSSO has added to MedDRA an initial group of pharmacogenetic and pharmacogenomic (PG) concepts of relevance to MedDRA users.  The criteria used to add new terms focus on those genetic concepts and factors that have a potential impact on drug therapy.  The following are hierarchical relationship principles for the new terms:
· Four HLTs were used for PG term placement:
· HLT Cell marker procedures in SOC Investigations; for example, PT Estrogen receptor assay
· Proposed HLT Gene analyses  in SOC Investigations; for example, PT Gene mutation identification test (see below)
· Proposed HLT Acquired mutations and other alterations in SOC General disorders and administration site conditions; for example, proposed PT K-ras mutation (see below)
· HLT Cell metabolism disorders NEC in SOC Metabolism and nutrition disorders; for example, PT NAT2 rapid acetylator status

The proposed MedDRA Complex Changes pertaining to pharmacogenetic terms are as follows:

· Add a new HLT Gene analyses to HLGT Cytogenetic investigations in SOC Investigations to group specific types of gene-related tests.
· Replace existing HLT Acquired mutations NEC with HLT Acquired mutations and other alterations to group all non-germ cell genetic alterations in one HLT.

· Move HLT Cell marker procedures from HLGT Immunology and allergy investigations to HLGT Cytogenetic investigations to group terms such as PT Androgen receptor assay, PT Oestrogen receptor assay, and PT Progesterone receptor assay.
The first spreadsheet in the attachment below identifies all of the new terms and changes made for MedDRA Version 14.1.  Proposed complex changes for MedDRA v15.0 – related to these terms – are listed in the second spreadsheet of the attachment.
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Pharmacogenetic Term Changes

		Primary SOC		Primary HLT		PT		LLT		Notes

		Investigations		Cell marker procedures

						HLA-B*5701 assay

						HLA-B*1502 assay

						Anaplastic lymphoma receptor tyrosine kinase assay

								Anaplastic lymphoma receptor tyrosine kinase assay

						Androgen receptor assay

						C-KIT receptor assay

						Oestrogen receptor assay				moved from HLT Reproductive hormone analyses

						Oestrogen receptor assay negative				moved from HLT Reproductive hormone analyses

						Oestrogen receptor assay positive				moved from HLT Reproductive hormone analyses

						Progesterone receptor assay				moved from HLT Reproductive hormone analyses

						Progesterone receptor assay negative				moved from HLT Reproductive hormone analyses

						Progesterone receptor assay positive				moved from HLT Reproductive hormone analyses

						Platelet-derived growth factor receptor assay

								PDGF receptor assay

						Vascular endothelial growth factor assay

								VEGF assay

						Transmembrane receptor tyrosine kinase assay

						IL-2 receptor assay

				Cell metabolism disorders NEC

						NAT2 polymorphism

								NAT2 rapid acetylator status		demoted PT

								NAT2 slow acetylator status		demoted PT

						CYP2D6 polymorphism

								CYP2D6 intermediate metaboliser status

								CYP2D6 slow metaboliser status

								CYP2D6 slow metabolizer status

								CYP2D6 ultrarapid metaboliser status

								CYP450 2D6 intermediate metaboliser status

								CYP450 2D6 intermediate metabolizer status

								CYP450 2D6 slow metaboliser status

								CYP450 2D6 slow metabolizer status

								CYP450 2D6 ultrarapid metaboliser status

								CYP450 2D6 ultrarapid metabolizer status

						Genetic polymorphism

						CYP2C19 polymorphism

								CYP2C19 intermediate metaboliser status

								CYP2C19 normal metaboliser status

								CYP2C19 rapid metaboliser status

								CYP2C19 slow metaboliser status

								CYP2C19 ultrarapid metaboliser status

				Metabolism tests NEC

						Drug metabolising enzyme test

								Drug metabolizing enzyme test

						Drug metabolising enzyme test abnormal

								Drug metabolizing enzyme test abnormal

						Drug metabolising enzyme test decreased

								Drug metabolizing enzyme test decreased

						Drug metabolising enzyme test elevated

								Drug metabolizing enzyme test elevated

						Drug metabolising enzyme test normal

								Drug metabolizing enzyme test normal

				White blood cell analyses

						B-lymphocyte count increased

								CD52 lymphocytes increased



&C&"Arial,Bold"&16MedDRA 14.1 Pharmacogenetric Term Changes

&C&P of &N&R&P

Note:  LLTs that are also PTs are not shown.



Proposed Complex Changes

		Primary SOC		HLGT		HLT		PT		LLT		Notes

		Investigations

				Cytogenetic investigations

						Cell marker procedures						Moved from HLGT Immunology and allergy investigations

						Chromosome analyses

						Gene analyses						New HLT

								Anaplastic lymphoma kinase gene and  nucleophosmin gene fusion assay

										ALK-NPM gene fusion assay

								BCL-2 gene status assay

								BRCA1 gene mutation assay

								BRCA2 gene mutation assay

								Carbonic anhydrase gene mutation assay

										Carbonic anhydrase II gene mutation assay

										Carbonic anhydrase IV gene mutation assay

								C-kit gene status assay

								CYP2C19 gene status assay

								CYP2D6 gene status assay

								EGFR status assay

								Epidermal growth factor receptor decreased				moved from HLT Protein analyses NEC

								Epidermal growth factor receptor increased				moved from HLT Protein analyses NEC

								Gene mutation identification test				moved from HLT Chromosome analyses

								HERG gene status assay

								HLA-B gene status assay

								H-ras status assay

								K-ras status assay

								NAT2 gene status assay

								N-ras status assay

								PTEN gene mutation assay

								RET gene mutation assay

								Tyrosine kinase mutation assay

		General disorders and administration site conditions						UGT1A1 gene mutation assay

				General system disorders NEC

						Acquired gene mutations and other alterations						Replaces HLT Acquired mutations NEC

								Acquired gene mutation				from merge of HLT Acquired mutations NEC

								Acquired mitochondrial DNA deletion				from merge of HLT Acquired mutations NEC

								Acquired mitochondrial DNA mutation				from merge of HLT Acquired mutations NEC

								Anaplastic lymphoma kinase gene  mutation

										ALK gene mutation

								Anaplastic lymphoma kinase gene and nucleophosmin gene fusion overexpression

										ALK-NPM gene fusion overexpression

								Androgen receptor gene overexpression

								BRCA1 mutation

								BRCA2 mutation

								Carbonic anhydrase gene mutation

										Carbonic anhydrase II gene mutation

										Carbonic anhydrase IV gene mutation

								C-kit gene mutation

								C-kit gene overexpression

								EGFR gene mutation

								EGFR gene overexpression

								HERG gene mutation

								H-ras gene mutation

								K-ras gene mutation				Moved from HLT Cell metabolism disorders NEC

								N-ras gene mutation

								Oestrogen receptor gene overexpression

								Platelet-derived growth factor receptor overexpression

								Progesterone receptor gene overexpression

								PTEN gene mutation

								RET gene mutation

								Transmembrane receptor tyrosine kinase overexpression

								Tyrosine kinase mutation

								UGT1A1 gene mutation

								Vascular endothelial growth factor overexpression

										VEGF overexpression



&C&"Arial,Bold"&16Proposed MedDRA 15.0 Pharmacogenetric Term Complex Changes

&C&P of &N

Note:  LLTs that are also PTs are not shown.



Key

Existing Term [l

New PT

New LLT







Key

Existing Term [l

New HLT

New PT

New LLT








