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ANNEXE A

Décisions d’autres juridictions

Tableau A-1  Recommandations des autres organismes et agences
Evalué
Organismes/ En cours - - Particularité
Agences* d’évaluation Avis Avis articutarites
positif | négatif

Mise en marché
PROLASTIN-C LIQUID is an Alphai-Proteinase
Inhibitor (Human) (Alpha1-Pl) indicated for chronic

FDA" X augmentation and maintenance therapy in adults
with clinical evidence of emphysema due to
severe hereditary deficiency of Alphas-Pl (alphas-
antitrypsin deficiency).

EMA Aucune évaluation

Recommandations — remboursement

NICE Aucune évaluation
Avis favorable au remboursement dans le
traitement adjuvant a long terme de patients
souffrant d’'un déficit en alphai-antitrypsine

HAS? X [phénotypes PiZzZ, PiZ(null), Pi(null, null), et PiSZ]
dans les limites d'une obstruction modérée a
sévere des voies respiratoires (VEMS 35-60%) et
de I'évaluation de I'état clinique (handicap).

Scottish/Wales Aucune évaluation

Australie Aucune évaluation

ACMTS Aucune évaluation

SwissMedic Aucune évaluation

* En date du 16 février 2023.

' Food and Drug Administration (FDA). Prolastion-C [site Web]. Disponible au : https://www.fda.gov/vaccines-blood-
biologics/approved-blood-products/prolastin-c (consulté le 16 février 2023).

2 Haute autorité de santé (HAS). PROLASTIN (alpha-1-antitrypsine humaine) [site Web]. Disponible au :
https://www.has-sante.fr/jicms/p 3196404/fr/prolastin-alpha-1-antitrypsine-humaine (consulté le 16 février 2023).



https://www.fda.gov/vaccines-blood-biologics/approved-blood-products/prolastin-c
https://www.fda.gov/vaccines-blood-biologics/approved-blood-products/prolastin-c
https://www.has-sante.fr/jcms/p_3196404/fr/prolastin-alpha-1-antitrypsine-humaine

ANNEXE B

Stratégie de repérage de I'information scientifique

Tableau B-1 Bases de données bibliographiques

MEDLINE(R) and Epub Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed Citations, Daily and Versions
<1946 to January 12, 2023> (Ovid)

Date du repérage : 13 janvier 2023

Limites : anglais, francais; 1987-2023, humains

1

alpha 1-Antitrypsin/

((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR

2 antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).ti,ab,kf,ot,hw,rn,nm.

3 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ4 (protease? OR proteinase? OR
trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits)).ti,ab,kf,ot,hw,rn,nm.

4 (alpha-1-PI OR alfa-1-PI OR Alpha1-PI OR alfa1-Pl OR alpha-one-P| OR alfa-one-Pl).ti,ab,kf,ot,hw,rn,nm.
(A1PI OR A1-PI OR A1AT OR alfalastin®* OR Alpha1AT OR aralast* OR csl-964* OR csl964* OR F43139601S OR

5 glassia®* OR IA1P OR IA1-P OR infinia OR prolastin®* OR pulmolast* OR respitin* OR respikam* OR respreeza* OR
serpinal OR serpin-A1 OR trypson* OR zemaira*).ti,ab,kf,ot,hw,rn,nm.

6 ((antitrypsin? OR anti-trypsin?) ADJ2 Pittsburgh).ti,ab,kf,ot,hw,rn,nm

7 OR/1-6

8 alpha 1-Antitrypsin Deficiency/

9 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR
antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).ti,ab kf.

10 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 ((protease? OR proteinase? OR
trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits))).ti,ab,kf.

11 (A1AT OR A1AP OR A1A OR AAT OR AATSs).ti,ab kf.

12 (default OR deficiencies OR deficiency OR deficient OR deficit? OR depriv* OR lack*).ti,ab,kf.

13 | (9OR 10 OR 11) ADJ5 12

14 | (mckusick-10740 OR A1AD OR AATD OR A1ATD OR A-1ATD).ti,ab,kf.

15 | (genotyp* ADJ2 (PiZZ OR "PiZ(null)" OR "PiZ (null)" OR "Pi(null,null)" OR "Pi (null,null)" OR PiSZ)).ti,ab,kf.

16 | 8OR130R 14 0OR 15

17 Pulmonary Emphysema/

18 emphysema®.ti,ab kf.

19 ((lung? OR pulmonary) ADJ3 (deficiencies OR deficiency OR deficient OR deficit?)).ti,ab,kf.

20 (chronic obstructive pulmonary ADJ (disease* OR disorder*)).ti,ab,kf.

21 (COPD OR COPDs).tikf.

22 | OR/17-21

23 | 7AND 16

24 | 22 AND 23

25 ..1/124 Ig=English OR Ig=French

26 .1125 yr=1987-2023

27 26 NOT (animals/ NOT humans/)
ec.fs. OR Decision Trees/ OR exp Economics/ OR Likelihood Functions/ OR Linear Models/ OR Logistic Models/ OR

28 Markov Chains/ OR Models, Economic/ OR Models, Econometric/ OR Models, Statistical/ OR Monte Carlo Method/ OR
Nomograms/ OR Proportional Hazards Models/
(afford* OR allocat* OR amounts OR budget* OR charge OR charged OR charging OR cheap* OR compensat* OR
contract* OR cost OR costs OR cost-analys* OR cost-based OR cost-benefit* OR cost-effect* OR cost-effic* OR debt*
OR deficit* OR economic* OR equity OR equities OR expenditure* OR expens* OR fair* OR fee OR fees OR financ* OR
fiscal* OR funding* OR high-cost* OR high-income* OR income* OR inequalit* OR inequit* OR invested OR investing OR

29 investment* OR low-cost* OR low-income* OR Markov* OR money OR monetary OR nonexpens* OR non-expens* OR
onerous* OR pay OR payment* OR payer* OR paying OR pharmacoeconomic* OR pharmaco-economic* OR poverty OR
price* OR pricing OR (public ADJ1 private ADJ1 (associat* OR collabor* OR partner*)) OR purchas* OR rationing OR
reimburs* OR saving* OR socioeconomic* OR socio-economic* OR tax OR taxes OR taxing OR taxpayer* OR
unafford*).ti,ab,kf.
(((clinical OR critical OR inpatient* OR in-patient* OR medical OR outpatient* OR out-patient* OR patient*) ADJ1 (path$1

30 OR pathway* OR path-way*)) OR copay OR copayer* OR copaying OR copayement* OR co-pay OR co-payment* OR

co-payer* OR co-paying OR (decision ADJ2 (tree* OR analys* OR model*)) OR discount* OR ((federal* OR state* OR




MEDLINE(R) and Epub Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed Citations, Daily and Versions
<1946 to January 12, 2023> (Ovid)

Date du repérage : 13 janvier 2023

Limites : anglais, francais; 1987-2023, humains

public* OR government*) ADJ2 funded) OR ((increas* OR improv* OR more) ADJ1 access*) OR marginal analys* OR
Monte Carlo* OR sensitivity analys* OR (statistic* ADJ2 model*) OR "willingness to pay").ti,ab,kf.

31 OR/28-30

32 | 27 AND 31
(Adaptive Clinical Trial OR Clinical Study OR Clinical Trial OR Clinical Trial, Phase | OR Clinical Trial, Phase Il OR

33 Clinical Trial, Phase Ill OR Clinical Trial, Phase IV OR Controlled Clinical Trial OR Clinical Trial Protocol OR Equivalence
Trial OR Observational Study OR Pragmatic Clinical Trial OR Randomized Controlled Trial).pt.
Clinical Studies as Topic/ OR Clinical Trials as Topic/ OR Adaptive Clinical Trials as Topic/ OR Clinical Trials, Phase | as
Topic/ OR Clinical Trials, Phase Il as Topic/ OR Clinical Trials, Phase Il as Topic/ OR Clinical Trials, Phase IV as Topic/

34 OR Controlled Clinical Trials as Topic/ OR Control Groups/ OR Double-Blind Method/ OR Equivalence Trials as Topic/
OR Intention to Treat Analysis/ OR Non-Randomized Controlled Trials as Topic/ OR Observational Studies as Topic/ OR
Placebos/ OR Pragmatic Clinical Trials as Topic/ OR Random Allocation/ OR Randomized Controlled Trials as Topic/ OR
Single-Blind Method/ OR Single-Case Studies as Topic/

35 Registries/ OR Pharmacovigilance/ OR Product Surveillance, Postmarketing/

36 (nonrandom* OR non-random* OR placebo* OR quasirandom* OR quasi-random* OR random* OR sham).ti,ab,hw kf,kw.

37 | ((doubl* OR singl* OR trebl* OR tripl*) ADJ (blind* OR dumm* OR mask*)).ti,ab,hw,kf,kw.

38 ((control* OR single-arm) ADJ3 (group? OR studies OR study OR ftrial?)).ti,ab,hw,kf,kw.

39 allocated.ti,ab,hw,kf,kw.

40 ((openlabel OR open-label) ADJ5 (studies OR study OR trial?)).ti,ab,hw,kf,kw.

41 ((equivalence OR noninferiority OR non-inferiority OR superiority) ADJ3 (studies OR study OR trial?)).ti,ab,hw,kf,kw.

42 (pragmatic ADJ (studies OR study)).ti,ab,hw,kf,kw.

43 ((practical OR pragmatic) ADJ3 trial*).ti,ab,hw kf,kw.

44 ((quasiexperimental OR quasi-experimental) ADJ3 (studies OR study OR trial?)).ti,ab,hw,kf,kw.

45 | (phase ADJ3 (IOR"1" ORIl OR "2" ORIl OR "3" OR IV OR "4") ADJ3 (studies OR study OR trial?)).ti,ab,hw,kf,kw.

46 (information system$1 OR records OR register$1 OR registry OR registries).ti,ab,hw kf,kw.

47 (real-world ADJ2 evidence*).ti,ab,hw,kf,kw.

48 (postcommerciali#ation OR post-commerciali#ation OR postmarket* OR post-market*).ti,ab,hw kf,kw.

49 (pharmacovigilan* OR pharmaco-vigilan* OR (drug$1 ADJ3 (monitoring OR reporting OR surveillance))).ti,ab,hw,kf,kw.

50 | OR/33-49

51 27 AND 50
ae.fs. OR Algorithms/ OR Comparative Effectiveness Research/ OR Decision Making/ OR Drug Approval/ OR Drug
Development/ OR exp "Drug-Related Side Effects and Adverse Reactions"/ OR Efficiency, Organizational/ OR Efficiency/

52 OR "Evaluation Studies as Topic"/ OR Evaluation Study/ OR Evidence-Based Practice/ OR Forced Expiratory Volume/de
OR Functional Residual Capacity/de OR Government Regulation/ OR Outcome Assessment, Health Care/ OR Practice
Guidelines as Topic/ OR Program Evaluation/ OR Quality of Life/ OR Quality-Adjusted Life Years/ OR Risk Factors/ OR
Total Lung Capacity/de OR Treatment Outcome/
(accomplish* OR achiev* OR assess* OR attain* OR barrier* OR best OR consequen* OR decreas* OR effect* OR
efficac* OR efficien* OR enhanc* OR established OR evaluat* OR evidence* OR fail* OR fulfil* OR guidance* OR
guideline* OR guide-line* OR guiding OR hypersensitiv* OR hypersensitiv* OR immunogeni* OR immuno-geni* OR
impact* OR improv* OR increas* OR ineffect* OR ineffic* OR influenc* OR insuccess$2 OR (life ADJ2 quality) OR

53 negative* OR nonfulfillment$1 OR nonperform* OR nonsuccess$2 OR outcome* OR out-come* OR perform* OR
((patient* OR personal) ADJ2 (satisfaction OR autonomy)) OR positive* OR posttest* OR post-test* OR pretest* OR pre-
test* OR prevent* OR promising OR proven OR recommend* OR reduc* OR satisf* OR standard* OR succeed* OR
success* OR tolerab* OR unachiev* OR underperform* OR unfulfill* OR unimprov* OR unmet OR unperform* OR
unsuccess* OR validated).ti,ab,kf.
((adverse OR dangerous OR harmful OR indirect OR injurious OR secondary OR serious OR side OR undesirable) ADJ1

54 . ) .
(complication* OR event* OR reaction*)).ti,ab,kf.

55 | OR/52-54

56 | 27 AND 55

57 | 51 OR 56

58 | 320R 57




EMBASE <1974 to 2023 January 12> (Ovid)
Date du repérage : 13 janvier 2023
Limites : anglais, francgais; 1987-2023, humains

1

alpha 1-Antitrypsin/

((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR

2 antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).ti,ab,kf,ot,hw,rn,dy.

3 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ4 (protease? OR proteinase? OR
trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits)).ti,ab,kf,ot,hw,rn,dy.

4 (alpha-1-PI OR alfa-1-PI OR Alpha1-PI OR alfa1-Pl OR alpha-one-Pl OR alfa-one-Pl).ti,ab,kf,ot,hw,rn,dy.
(A1PI OR A1-PI OR A1AT OR alfalastin®* OR Alpha1AT OR aralast* OR csl-964* OR csl964* OR F43139601S OR

5 glassia* OR IA1P OR IA1-P OR infinia OR prolastin®* OR pulmolast* OR respitin* OR respikam* OR respreeza* OR
serpinal OR serpin-A1 OR trypson* OR zemaira*).ti,ab,kf,ot,hw,rn,dy.

6 ((antitrypsin? OR anti-trypsin?) ADJ2 Pittsburgh).ti,ab,kf,ot,hw,rn,dy.

7 OR/1-6

8 alpha 1-Antitrypsin Deficiency/

9 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR
antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).ti,ab kf.

10 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 ((protease? OR proteinase? OR
trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits))).ti,ab,kf.

11 (A1AT OR A1AP OR A1A OR AAT OR AATSs).ti,ab kf.

12 (default OR deficiencies OR deficiency OR deficient OR deficit? OR depriv* OR lack*).ti,ab,kf.

13 | (9OR 10 OR 11) ADJ5 12

14 | (mckusick-10740 OR A1AD OR AATD OR A1ATD OR A-1ATD).ti,ab,kf.

15 | (genotyp* ADJ2 (PiZZ OR "PiZ(null)" OR "PiZ (null)" OR "Pi(null,null)" OR "Pi (null,null)" OR PiSZ)).ti,ab,kf.

16 | 8OR130R 14 OR 15

17 Lung Emphysema/

18 emphysema®.ti,ab kf.

19 ((lung? OR pulmonary) ADJ3 (deficiencies OR deficiency OR deficient OR deficit?)).ti,ab,kf.

20 (chronic obstructive pulmonary ADJ (disease* OR disorder*)).ti,ab,kf.

21 (COPD OR COPDs).tikf.

22 | OR/17-21

23 | 7AND 16

24 | 22 AND 23

25 ..1124 Ig=English OR Ig=French

26 .1125 yr=1987-2023

27 26 NOT ((nonhuman/ OR animal/) NOT human/)

28 (de OR pe).fs. OR Econometric Model/ OR exp Economic Aspect/ OR exp Markov Chain/ OR Markov Chain Monte Carlo
Method/ OR Monte Carlo Method/ OR Statistical Model/
(afford* OR allocat* OR amounts OR budget* OR charge OR charged OR charging OR cheap* OR compensat* OR
contract* OR cost OR costs OR cost-analys* OR cost-based OR cost-benefit* OR cost-effect* OR cost-effic* OR debt*
OR deficit* OR economic* OR equity OR equities OR expenditure* OR expens* OR fair* OR fee OR fees OR financ* OR

29 fiscal* OR funding* OR high-cost* OR high-income* OR income* OR inequalit* OR inequit* OR invested OR investing OR
investment* OR low-cost* OR low-income* OR Markov* OR money OR monetary OR nonexpens* OR non-expens* OR
onerous* OR pay OR payer* OR paying OR pharmacoeconomic* OR pharmaco-economic* OR poverty OR price* OR
pricing OR (public ADJ1 private ADJ1 (associat* OR collabor* OR partner*)) OR purchas* OR rationing OR reimburs* OR
saving® OR socioeconomic* OR socio-economic* OR tax OR taxes OR taxing OR taxpayer* OR unafford*).ti,ab,kf.
(((clinical OR critical OR inpatient* OR in-patient* OR medical OR outpatient* OR out-patient* OR patient*) ADJ1 (path$1
OR pathway* OR path-way*)) OR copay OR copayer* OR copaying OR copayement* OR co-pay OR co-payment* OR

30 co-payer* OR co-paying OR (decision ADJ2 (tree* OR analys* OR model*)) OR discount* OR ((federal* OR state* OR
public* OR government*) ADJ2 funded) OR ((increas* OR improv* OR more) ADJ1 access*) OR marginal analys* OR
Monte Carlo* OR sensitivity analys* OR (statistic* ADJ2 model*) OR "willingness to pay").ti,ab,kf.

31 OR/28-30

32 | 27 AND 31
Adaptive Clinical Trial/ OR Case Control Study/ OR Case Report/ OR Case Study/ OR Clinical Article/ OR Clinical Study/
OR Clinical Trial/ OR Clinical Trial Protocol/ OR Community Trial/ OR Control Group/ OR Controlled Clinical Trial/ OR

33 Double Blind Procedure/ OR Equivalence Trial/ OR Family Study/ OR Hospital Based Case Control Study/ OR Intention

to Treat Analysis/ OR Intervention Study/ OR Longitudinal Study/ OR Major Clinical Study/ OR Multicenter Study/ OR
Non-Inferiority Trial/ OR Observational Study/ OR Open Study/ OR Phase 1 Clinical Trial/ OR Phase 2 Clinical Trial/ OR
Phase 3 Clinical Trial/ OR Phase 4 Clinical Trial/ OR Placebo/ OR Population Based Case Control Study/ OR Pragmatic




EMBASE <1974 to 2023 January 12> (Ovid)
Date du repérage : 13 janvier 2023
Limites : anglais, francgais; 1987-2023, humains

Trial/ OR Prospective Study/ OR Randomization/ OR Randomized Controlled Trial/ OR Retrospective Study/ OR Single
Blind Procedure/ OR Single-Case Study/ OR Superiority Trial/

Cause of Death Registry/ OR Chronic Disease Registry/ OR Clinical Trial Registry/ OR Death Registry/ OR Disease

o Registry/ OR Medical Device Registry/ OR Patient Registry/ OR Procedure Registry/ OR Register/

35 Drug Surveillance Program/ OR Pharmacovigilance/ OR Postmarketing Surveillance/ OR Special Situation for
Pharmacovigilance/ OR Unexpected Outcome of Drug Treatment/

36 (nonrandom* OR non-random* OR placebo* OR quasirandom* OR quasi-random* OR random* OR sham).ti,ab,hw kf,kw.

37 | ((doubl* OR singl* OR trebl* OR tripl*) ADJ (blind* OR dumm* OR mask*)).ti,ab,hw,kf,kw.

38 ((control* OR single-arm) ADJ3 (group? OR studies OR study OR trial?)).ti,ab,hw,kf,kw.

39 allocated.ti,ab,hw,kf,kw.

40 ((openlabel OR open-label) ADJ5 (studies OR study OR trial?)).ti,ab,hw,kf kw.

41 ((equivalence OR noninferiority OR non-inferiority OR superiority) ADJ3 (studies OR study OR trial?)).ti,ab,hw,kf,kw.

42 (pragmatic ADJ (studies OR study)).ti,ab,hw,kf,kw.

43 ((practical OR pragmatic) ADJ3 trial*).ti,ab,hw kf,kw.

44 ((quasiexperimental OR quasi-experimental) ADJ3 (studies OR study OR trial?)).ti,ab,hw,kf,kw.

45 | (phase ADJ3 (IOR"1" ORIl OR "2" ORIl OR "3" OR IV OR "4") ADJ3 (studies OR study OR trial?)).ti,ab,hw,kf,kw.

46 (information system$1 OR records OR register$1 OR registry OR registries).ti,ab,hw kf,kw.

47 (real-world ADJ2 evidence*).ti,ab,hw,kf,kw.

48 (postcommerciali#ation OR post-commerciali#fation OR postmarket* OR post-market*).ti,ab,hw kf kw.

49 (pharmacovigilan* OR pharmaco-vigilan* OR (drug$1 ADJ3 (monitoring OR reporting OR surveillance))).ti,ab,hw,kf,kw.

50 | OR/33-49

51 27 AND 50
ae.fs. OR exp Adverse Drug Reaction/ OR exp Algorithm/ OR Comparative Effectiveness/ OR Comparative Study/ OR
Consensus Development/ OR exp Decision Making/ OR exp Drug Approval/ OR exp Drug Development/ OR Evaluation
Study/ OR Evidence Based Emergency Medicine/ OR Evidence-Based Medicine/ OR Evidence-Based Pharmacy/ OR

52 Evidence-Based Practice/ OR Evidence-Based Practice Center/ OR Forced Expiratory Volume/ OR Functional Residual
Capacity/ OR Government Regulation/ OR GRADE Approach/ OR Organizational Efficiency/ OR Outcome Assessment/
OR Outcomes Research/ OR exp Practice Guideline/ OR Productivity/ OR exp Program Evaluation/ OR Quality Adjusted
Life Year/ OR "Quality of Life"/ OR Risk Factor/ OR Total Lung Capacity/ OR exp Treatment Outcome/
(accomplish* OR achiev* OR assess* OR attain* OR barrier* OR best OR consequen* OR decreas* OR effect* OR
efficac* OR efficien* OR enhanc* OR established OR evaluat* OR evidence* OR fail* OR fulfil* OR guidance* OR
guideline* OR guide-line* OR guiding OR hypersensitiv* OR hypersensitiv* OR immunogeni* OR immuno-geni* OR
impact* OR improv* OR increas* OR ineffect* OR ineffic* OR influenc* OR insuccess$2 OR (life ADJ2 quality) OR

53 negative* OR nonfulfillment$1 OR nonperform* OR nonsuccess$2 OR outcome* OR out-come* OR perform* OR
((patient* OR personal) ADJ2 (satisfaction OR autonomy)) OR positive* OR posttest* OR post-test* OR pretest* OR pre-
test* OR prevent* OR promising OR proven OR recommend* OR reduc* OR satisf* OR standard* OR succeed* OR
success* OR tolerab* OR unachiev* OR underperform* OR unfulfill* OR unimprov* OR unmet OR unperform* OR
unsuccess* OR validated).ti,ab,kf.
((adverse OR dangerous OR harmful OR indirect OR injurious OR secondary OR serious OR side OR undesirable) ADJ1

54 . ) .
(complication* OR event* OR reaction*)).ti,ab,kf.

55 | OR/52-54

56 | 27 AND 55

57 | 51 OR 56

58 | 320R 57

EBM Reviews (Ovid) — Cochrane Database of Systematic Reviews 2005 to January 10, 2023
Date du repérage : 13 janvier 2023
Limites : anglais, francgais; 1987-2023, humains

1

((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR
antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).ti,ab,kw.

((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ4 (protease? OR proteinase? OR

2 trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits)).ti,ab,kw.
3 (alpha-1-PI OR alfa-1-PI OR Alpha1-PI OR alfa1-Pl OR alpha-one-Pl OR alfa-one-Pl).ti,ab,kw.
(A1PI OR A1-PI OR A1AT OR alfalastin®* OR Alpha1AT OR aralast* OR csl-964* OR csl964* OR F43139601S OR
4 glassia®* OR IA1P OR IA1-P OR infinia OR prolastin®* OR pulmolast* OR respitin* OR respikam* OR respreeza* OR
serpinal OR serpin-A1 OR trypson* OR zemaira*).ti,ab,kw.
5 ((antitrypsin? OR anti-trypsin?) ADJ2 Pittsburgh).ti,ab,kw.




EBM Reviews (Ovid) — Cochrane Database of Systematic Reviews 2005 to January 10, 2023
Date du repérage : 13 janvier 2023
Limites : anglais, francgais; 1987-2023, humains

6 OR/1-5

7 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR
antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).ti,ab,kw.

8 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 ((protease? OR proteinase? OR
trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits))).ti,ab,kw.

9 (A1AT OR A1AP OR A1A OR AAT OR AATSs).ti,ab,kw..

10 | (default OR deficiencies OR deficiency OR deficient OR deficit? OR depriv* OR lack*).ti,ab,kw.

11 (7 OR 8 OR 9) ADJ5 10

12 | (mckusick-10740 OR A1AD OR AATD OR A1ATD OR A-1ATD).ti,ab,kw.

13 | (genotyp* ADJ2 (PiZZ OR "PiZ(null)" OR "PiZ (null)" OR "Pi(null,null)" OR "Pi (null,null)" OR PiSZ)).ti,ab,kw.

14 11OR120R 13

15 emphysema®.ti,ab,kw.

16 | ((lung? OR pulmonary) ADJ3 (deficiencies OR deficiency OR deficient OR deficit?)).ti,ab,kw.

17 (chronic obstructive pulmonary ADJ (disease* OR disorder*)).ti,ab,kw.

18 | (COPD OR COPDs).ti,kw.

19 | OR/15-18

20 | 6 AND 14

21 19 AND 20

22 | .I121 yr=1987-2023

EBM Reviews (Ovid) — Health Technology Assessment 4" Quarter 2016
EBM Reviews (Ovid) — NHS Economic Evaluation Database 1%t Quarter 2016
Date du repérage : 13 janvier 2023

Limites : anglais, frangais; 1987-2023, humains

1

alpha 1-Antitrypsin/

((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR

2 antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).tw.

3 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ4 (protease? OR proteinase? OR
trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits)).tw.

4 (alpha-1-PI OR alfa-1-PI OR Alpha1-PI OR alfa1-Pl OR alpha-one-Pl OR alfa-one-Pl).tw.
(A1PI OR A1-PI OR A1AT OR alfalastin®* OR Alpha1AT OR aralast* OR csl-964* OR csl964* OR F43139601S OR

5 glassia®* OR IA1P OR IA1-P OR infinia OR prolastin®* OR pulmolast* OR respitin* OR respikam* OR respreeza* OR
serpinal OR serpin-A1 OR trypson* OR zemaira*).tw.

6 ((antitrypsin? OR anti-trypsin?) ADJ2 Pittsburgh).tw.

7 OR/1-6

8 alpha 1-Antitrypsin Deficiency/

9 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 (antiprotease? OR anti-protease? OR
antiproteinase? OR anti-proteinase? OR antitrypsin? OR anti-trypsin?)).tw.

10 ((alfa-1 OR alfa1 OR alfa-one OR alpha-1 OR alpha1 OR alpha-one OR a1) ADJ3 ((protease? OR proteinase? OR
trypsin?) ADJ4 (inhibitor* OR inhibit OR inhibits))).tw.

11 (A1AT OR A1AP OR A1A OR AAT OR AATSs).tw.

12 (default OR deficiencies OR deficiency OR deficient OR deficit? OR depriv* OR lack*).tw.

13 | (9OR 10 OR 11) ADJ5 12

14 | (mckusick-10740 OR A1AD OR AATD OR A1ATD OR A-1ATD).tw.

15 | (genotyp* ADJ2 (PiZZ OR "PiZ(null)" OR "PiZ (null)" OR "Pi(null,null)" OR "Pi (null,null)" OR PiSZ)).tw.

16 | 8OR130R 14 OR 15

17 Pulmonary Emphysema/

18 emphysema*.tw.

19 | ((lung? OR pulmonary) ADJ3 (deficiencies OR deficiency OR deficient OR deficit?)).tw.

20 (chronic obstructive pulmonary ADJ (disease* OR disorder®)).tw.

21 (COPD OR COPDs).tw.

22 | OR/17-21

23 | 7AND 16

24 | 22 AND 23

25 | ..I/24 yr=1987-2023




Tableau B-2  Critéres PICOTS considérés pour la recherche documentaire
Parameétres Critéres d’inclusion Critéres d’exclusion
Agiu‘ltes atteints d’'un _deflcfr congénital Enfants atteints d’un déficit
sévere en alpha+-antitrypsine (AAT), o : .
; ; . . congénital en alphas-antitrypsine
d’'une maladie pulmonaire ou emphyséme ; ,
. L : N (AAT), adultes atteints d’'un
Population cliniquement manifeste associée a un

génotype PiZZ, PiZ(nul), Pi(nul)(nul),
PiSZ, ou tout autre alléle entrainant un
déficit

déficit congénital en alphas-
antitrypsine (AAT) sans
symptdbmes pulmonaires

Intervention(s)

Prolastin“c, Prolastin¥°-C, Prolastin¥c-C
Liquid

Comparateur(s)

Placébo/meilleurs soins de soutien,
thérapie d’augmentation avec un AAT
plasmatique

Résultats d’intérét

Densité pulmonaire (tomodensitométrie
thoracique), exacerbations, fonctions
respiratoires, mortalité, innocuité, qualité
de vie, efficience et impact budgétaire

Temporalité

Aucune restriction de suivi

Milieu d’intervention

Aucune restriction de site

Période de recherche

A partir de 1987

Types de
publications

Revues systématiques, méta-analyses,
évaluation de technologies de la santé,
études expérimentales et
observationnelles, études qualitatives

Revue littéraire, série de cas (n
< 5), éditoriaux, résumeés,
études de cas, études in vitro ou
sur les animaux

Langue

Anglais et frangais

Autres qu’anglais et frangais




ANNEXE C

Evaluation de la qualité méthodologique

L’évaluation de la qualité des études retenues pour I'évaluation de Prolastin°-C Liquid a
été effectuée de facon indépendante par deux examinateurs a l'aide de I'outil RoB 2.0.

Tableau C-1  Risque de biais évalué par I'outil RoB 2
Etudes Domaine 1 Domaine 2 Domaine 3 | Domaine 4 | Domaine 5 Jugglgrl;laelnt
g?i’r;%%g]et Faible prégigjégf;ns Faible Faible Faible Faible
L,S,_tf’;gﬁ’oﬁt Faible Faible Faible Faible Faible Faible
5”2"06{ 7‘9]" Faible Faible Faible Faible Faible Faible

Notes : Domaine 1 : Biais provenant du processus de randomisation; Domaine 2 : Biais généré par des écarts par rapport aux
interventions prévues; Domaine 3 : Biais généré par des données manquantes; Domaine 4 : Biais dans la mesure des parameétres
d’intérét; Domaine 5 : Biais dans la sélection du résultat rapporté.




ANNEXE D

Evaluation de la preuve

L’appréciation de la qualité de la preuve scientifique qui découle de I'analyse des
données de la littérature et de la valeur de 'ensemble de la preuve a été basée sur
'approche proposée par le Grading Recommendations Assessment, Development and
Evaluation (GRADE) working group?.

Tableau D-1  Appréciation de la preuve pour chacun des résultats d’intérét pour
Prolastin"°-C Liquid

Qualité de la

Critere GRADE Cotation Commentaires preuve
Parameétre : Variation annuelle de la CPT Progression de 'emphyséme*
Devis d’étude ECR - élevé 1 ECR a double insu, controlée avec le
O Non ECR - faible placebo
Risque de biais Non
Il Im‘po.rtant 0000
O Tres important Elevée
Hétérogénéité Non
O Important ®O00
O Tres important Modéré
Résultats 0 Non Bien que le paramétre principal soit
indirects Important recommandé par la communauté ®600
O Trés important médicale, les bénéfices cliniques Faible
quantifiables/observables auprés des
participants ne sont pas captés dans le ®000
cadre de I'étude. Tres faible
Imprécision J Non L’étude pivot n’était pas construite pour
O] Important déterminer un bénéfice de la thérapie
Trés important d’augmentation par rapport au placébo.

Aucune différence minimale cliniquement
pertinente pour la CPT.

Les IC des parameétres secondaires de
CPT tendent a favoriser l'intervention.

Biais de Non détecté
publication O Fortement suspecté
Autre O Ampleur de l'effet
(augmentation (+1 ou +2)
duniveaudela | O Effet dose-réponse
preuve) (+1 ou +2)

Pas de facteur de
confusion plausible

Abréviations : CPT : capacité pulmonaire totale ; ECR : étude contrdlée randomisée; IC : intervalle de confiance.
*Parametre utilisé pour évaluer la progression de 'emphyséme. La CPT est déterminés par le changement du 15° percentile de la
densité pulmonaire dérivé de I'histogramme de distribution des voxels de tomodensitométrie du poumon entier.

3 GRADE working group [site Web]. Disponible a : https://www.gradeworkinggroup.org/.



ANNEXE E

Caractéristique du produit Prolastin¥-C Liquid

Tableau E-1  Caractéristiques du produit ProlastinV°-C Liquid
Produit Caractéristiques
Fabricant Grifols Therapeutics LLC
Forme Solution injectable

pharmaceutique

Teneurs

1000 mg / vial de 20 ml (5 %)

Indication reconnue
par Santé Canada

Pour le traitement de substitution chronique chez les personnes atteintes
d’un déficit congénital en inhibiteur de I'alphai-protéinase (déficit en alphai-
antitrypsine) liée aux génotypes PiZZ, PiZ (nul), Pi (nul)(nul), PiSZ, ou tout
autre allele entrainant un déficit, et présentant un emphyséme sur le plan
clinique.

Résumé des
précisions sur
I’indication

= Le traitement ne doit &tre envisagé qu’en présence de signes
d’emphyséme et ne doit pas étre administré aux personnes présentant les
phénotypes PiMZ ou PiMS.

» |l n’y a aucune donnée clinique sur les effets a long terme du traitement
= A ce jour, seuls des adultes ont recu l'inhibiteur de I'alphas-protéinase.

Voie d’administration

Perfusion intraveineuse, a une vitesse de 0,08 ml/kg/min ou plus.

Ingrédients non
médicinaux

= Alanine = 200 a 300 mM
= Phosphate de sodium =13 a 25 mM

Etapes de purification
et inactivation des
pathogénes

Sélection de donneurs sains

= Dépistage des dons et unités plasmatiques
= Fractionnement de Cohn

» Précipitation au PEG

= Filtration en profondeur

= Traitement solvant/détergent

= Nanofiltration (15 nm)

Possibilité d’auto-
administration

Oui, ou par un pourvoyeur de soins, si la formation appropriée est fournie.
Les premiéres perfusions devraient étre réalisées sous la supervision d’'un
professionnel de la santé expérimenté dans l'utilisation ce traitement ou
cette indication. |l incombe au médecin de déterminer si le patient est un
bon candidat, puis de vérifier régulierement s’il opportun de poursuivre le
traitement suivant ces modalités.

Entreposage et
stabilité

» Doit étre conservé au réfrigérateur entre 2 et 8 °C.

= Ne pas congeler.

» Peut étre conservé a des températures ne dépassant pas 25 °C jusqu’a
un mois, aprés quoi il doit étre utilisé ou jeté.

= Administrer dans les 3 heures suivant I'insertion de I'aiguille dans le
flacon.

10
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