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Global statements:

1. EFPIA is not averse to accepting the FDA Guideline, once finalised, as a contribution to a harmonised guideline for Aseptic Sterile Product Manufacture. Opportunities exist for this guidance to be harmonised with European GMP requirements, as defined in Annex 1. The creation of a unified global aseptic standard is both feasible and necessary, and should be considered. The following topics in the guidance appear to conflict with EU requirements, and would benefit from being re-visited:

· Area classification (Class 100/ISO 5 vs. Grade A)

· Differing testing requirements in static/dynamic conditions

· Requirement for 5.0(m particle monitoring in the EU

· Explicit requirement for cubic metre air particulate measurement in EU

· Apparent difference in philosophy regarding the requirements for unidirectional flow in critical zones

· Differences in isolator background requirement: Grade D in EU, Class 100,000 (Grade C equivalent in the dynamic condition) in the FDA document

· Differences in blow/fill/seal background and critical zone monitoring requirement 

· Differences in area grading for component preparation 

· FDA requirement for goggles as part of aseptic gowning, which is not indicated in EU Annex 1

· Different requirements for location of steriliser load pattern records

2. The document provides detailed guidance on many issues surrounding the process of aseptic manufacturing. Other specific associated areas that may also impact upon the sterility assurance of the product, or other issues that are directly relevant to the aseptic production of sterile products should also be referenced. Specific examples of where additional guidance should be considered, are:

· Control of airlock and changing room environments where personnel change into aseptic area gowning, or material/equipment is introduced into the aseptic area.

· Control of environmental air cascade within an aseptic manufacturing area using differential pressures, such that an appropriate rationale for assuring that an outward sweep of air is demonstrable. 

· Control of environments where stoppered but potentially unsealed units exit from the formally classified aseptic manufacturing area.

· The use of closed system processes, which is sufficiently different to warrant an indication of which regulations do or do not apply.

· Inspection of units following the capping and sealing process.

3. Inclusion of references to 21CFR are appreciated.
4. The draft guidance contains chapters which do not really belong in such a guide (e.g. the sterility test, which is described in the USP).
5. Specific guidance on design/construction of isolators should be considered, and the issuance of a separate guidance document on isolators is recommended.

6. It is recommended that relevant terms throughout the guidance be standardised, as this could reduce potential confusion. Efforts have been made to define terms in a glossary at the end of the document, but the use of these terms in the text do not always match their intended meaning. In other cases, a specific definition has not been provided in the glossary for a term apparently been used as a synonym. Terms that are sometimes used interchangeably include: processing room and processing area, processing zones and critical area, processing line and clean area, processing line and critical area, clean area and critical area, processing area and critical room, qualification and certification, limits or specifications and levels, controlled and classified.

Specific statements:

Line 82: Footnote 2 

Comment:

We recommend deletion of sentence 2. Instead, a remark could be inserted, analogous to lines 537-539, e.g. “see lines 537-539”. Rationale: Proof of sterility for certain excipients is impossible.

Line 115: Adjunct processing 

Comment:

We recommend that this subject in general requires more definition and discussion before being introduced in this document.
Line 134: Although initial cleanroom qualification should include some assessment of air quality under as-built and static conditions.
Comment:

We suggest that rooms should be classified under static conditions, and monitored under dynamic conditions.
Line 173: Air in the immediate proximity of exposed sterilized containers/closures and filling/closing operations would be of appropriate particle quality when it has a per-cubic-meter particle count …
Comment:

Clarification is requested. The minimal measurement volume should be chosen so as to allow for a significant number of particles to be evaluated against the limit, i.e. it should not be required to actually sample an entire cubic metre.

Line 196: Air in critical areas should be supplied at the point of use as HEPA-filtered laminar flow air
Comment:

We recommend use of the term “unidirectional” rather than “laminar”.
Line 234-236: To maintain air quality in areas of higher cleanliness, it is important to achieve a proper airflow and a positive pressure differential relative to adjacent less clean areas

Comment:

We feel that this is unrealistic in many instances; consider e.g. Grade A (EU nomenclature) cleanrooms surrounded by Grade B. The more appropriate requirement is deemed to be the proper airflow to avoid contamination of the critical area.
Line 238: For example, a positive pressure differential of at least 12.5 Pascals (Pa)
should be maintained …
Comment:

Clarification is requested: A difference of 5 Pa between the lowest classified zone (European Grade D) and unclassified areas is sufficient, provided that each zone of successively higher classification is again at a pressure of +5 Pa relative to the neighbouring (lower) zone. We therefore recommend removal of the reference to 12.5 Pascals. It should not be necessary to maintain any specific value as long as a correct pressure cascade is maintained, and the instrumentation used is capable of accurately and reproducibly monitoring this, assuming defined instrument tolerances.
Line 249: “Significantly higher air change rates will provide an increased level of air purification”. 

Comment:

We do not agree with this statement, and recommend that air change rates be based on activities and operations in a given area.
Line 272: Sterilized holding tanks and any contained liquids should be held under continuous overpressure to prevent microbial contamination.
Comment:

Requirement for holding tanks to be under continuous overpressure does not recognize alternate control measures using sealed tanks supported by process simulation data.
Line 279: Filters also should be integrity tested upon installation and periodically thereafter (e.g., including at end of use).
Comment:

It is suggested that the requirement for testing vent filters upon installation be deleted. It is highly unlikely that a vent filter is leaking if it passes test after use. Furthermore testing upon installation requires in-line testing which is not always possible. 
Line 293: Among the filters that should be leak tested are those installed in dry heat depyrogenation tunnels commonly used to depyrogenate glass vials.
Comment:

We feel that it is not possible to test the heating zone HEPA filters at temperature. Doing so at room temperature is not representative, and there are safety concerns with coating filters with particle challenge and then ramping up the temperature.
Line 297: Dioctylphthalate (DOP) and Poly-alpha-olefin (PAO) are examples of appropriate leak testing aerosols. 
Comment:

Other aerosols than DOP or PAO for challenge testing of HEPA filters, such as di-2-ethylhexyl-sebacate (DEHS) should be mentioned as an alternative. The use of this material is widely spread in the US and Europe.
Line 304: HEPA filter efficiency testing for filter rating. 

Comment:

The EN 1822 (1999) is commonly used in Europe and is based upon testing with the most penetrating particle size, typically between 0.1 and 0.25(m, depending on velocity.
Line 327: This testing is usually done only on a semi-annual basis.
Comment:

We suggest that the word ‘only’ be deleted. The wording in the following sentence suggests a more frequent testing than semi-annual. Semi-annual testing on the other attributes is common industry practice, and is considered sufficient. This is justified by historical data. More frequent testing could be carried out at the manufacturer’s discretion.
Line 328: It is important to conduct periodic monitoring of filter attributes such as uniformity of velocity across the filter (and relative to adjacent filters).
Comment:

We recommend that it should be clarified that uniformity of velocity only applies for unidirectional flow areas.
Line 331: Airflow velocities are measured 6 inches from the filter face and at a defined distance proximal to the work surface for HEPA filters in the critical area. 
Comment:

It is suggested that air flows need not be measured “at a distance proximal to the work surface”. The concept is to establish an appropriate velocity that correlates with proper airflow patterns and allows velocity comparisons over time to be reasonably made.
Line 372: To prevent contamination, partially closed sterile product should be transferred only in critical areas.
Comment:

It is suggested that a closed container can protect partially stoppered vials during transport through an ISO Grade 7 zone, for example to load a lyophilizer under local ISO Grade 5 zone protection. 

Line 404: With rare exceptions, drains are not considered appropriate for classified areas of the aseptic processing facility.
Comment:

We suggest that the sentence be rephrased only to cover critical areas. It is not possible to avoid drains in washing areas etc. Also, we recommend that the guidance recognises the need to pipe effluent from SIP and CIP washes away from the critical area, by replacement of ‘drains’ with ‘open floor drains’.

Line 432: Supervisory personnel should routinely evaluate each operator’s conformance to written procedures during actual operations.
Comment:

We suggest that the sentence be deleted. Part of media fill as described later is to evaluate each operator’s conformance to procedures.

Line 456: Keeping the entire body out of the path of unidirectional air
Comment:

This fails to recognize “walk-in” Grade A areas and we would request clarification. Even where hands alone enter a critical zone, there will be disruption of airflow. We suggest adding the qualifier “adversely” to “disrupt the path of unidirectional air flow in the aseptic processing zone” or “Keeping the entire body as far as possible out of...”.
Line 493: Semi-annual or yearly requalification is sufficient for automated operations where personnel involvement is minimized.
Comment:

We suggest that semi-annual is deleted. Annual requalification is common industry practice. 
Line 551: If a component is not adversely affected by heat, and is soluble, it can be

made into a solution and subjected to steam sterilization, typically in an autoclave or a fixed pressurized sterilize-in-place (SIP) vessel.
Comment:

We recommend deleting this clause, as this is an application/filing issue. It should be clarified whether the recommendation is being made that that this process is preferable to sterile filtration.

Line 642: Any defects or results outside the specifications established for in-process and final inspection should be investigated in accord with Section 211.192.
Comment:

We suggest deletion of “in-process-control”. Rationale: IPC results are used for on-line regulation (control) of processes. This is a totally different background than e.g. final QC release testing.

Line 660: “Endotoxin control…”
Comment:

We recommend inserting after “exercised”: “for the validation study”.

Line 664: Endotoxin on equipment surfaces is inactivated by high-temperature dry heat, or removed from equipment surfaces by validated cleaning procedures.
Comment:

We recommend deletion of “…by validated cleaning procedures” and replace with “…by  validated endotoxin control procedures”.
Line 667: Sterilizing-grade filters and moist heat sterilization have not been shown to be

effective in removing endotoxins.

Comment:

We recommend deletion of the sentence, which is prejudicial to the possibility of future development of moist heat sterilization cycles capable of removing endotoxin in the future.

Line 726: Factors associated with the longest permitted run on the processing line
Comment:

This statement is vague and subject to wide interpretation. We recommend clarification or deletion.

Line 739: Operator fatigue
Comment:
We recommend the deletion of this reference. Fatigue is neither a measurable quantity nor a condition that we feel should be challenged specifically during process simulations. Assuming that the simulations represent the extremes of normal operating conditions, fatigue will be captured indirectly and should therefore not be a specific simulation criterion.

Line 780: The duration of aseptic processing operations is a major consideration in determining the size of the media fill run.
Comment:

We suggest that media fill duration should be sufficient to incorporate typical interventions in a manner that simulates production activities. Duration as a “major consideration” or running a media fill as “full batch size” is neither reasonable nor are there any data that support this approach as being more accurate.

Line 796: For lyophilization operations, unsealed containers should be exposed to pressurization and partial evacuation of the chamber in a manner that simulates the process. 
Comment:

(Ref 729) We recommend appending: “…simulates the process” by “excluding the time duration of the complete cycle”.

Line 846: as well as representative isolates identified by environmental monitoring, personnel monitoring…
Comment:

We suggest that the issue of use of environmental isolates in the growth promotion program is faulty science and unnecessary. The isolates have already been cultured on firms’ own media during the process of monitoring, and it has therefore been proven that they will grow up on these media. From this point, they cease to be “true environmental isolates” and become a laboratory-cultured organism. 

Line 871: Temperature should be maintained within 2.5(C of the target temperature.
Comment:

We suggest clarification: ± 2.5°C.

Line 878: There should be direct quality control unit oversight throughout any such examination.

Comment:

We would suggest that there is no need for “direct quality control oversight” during the reading of media fill units. Requiring personnel with adequate education, experience, training or any combination thereof is sufficient. It is more appropriate to require that any suspect units be evaluated by the microbiologist is sufficient.
Line 917: Video recording of a media fill has been found to be useful in identifying personnel practices that could negatively impact the aseptic process.
Comment:

We recommend inserting: “(Video)…recording as well as supervision by supervisors have been found…”

This process is not widely accepted in Europe in view of compromising confidentiality and the personal sphere of the operators. We would recommend that documentation of all relevant parameters, interventions and deviations during media fills gives sufficient information on the operation and all personnel involved.

Line 920-963: Interpretation of media fill results
Comment:

The interpretation of media fill results and the requirements are much more stringent than in other guidance documents (e.g. ISO standard). Adaptation to the ISO standard is recommended.
Line 935: When filling fewer than 5000 units, no contaminated units should be detected.
Comment:

We suggest that a statistical approach may be used to determine the acceptable number of contaminated units. It is not reasonable to have the same acceptance criteria for 5,000 units as for e.g. 50,000 units. In order to have a reasonable filling time and in order to cover all operators and all interventions, filling of a much larger number of units than 5,000 is common practice.

Line 969: Such filters usually have a rated porosity of 0.2 micron or smaller.
Comment:

Clarification requested: 0.2 µm is subject to mathematical rounding, e.g. 0.22µm is within limits.

Line 973: The microorganisms should be small enough to both challenge the nominal porosity of the filter…
Comment:

We suggest that changing “....challenge the nominal porosity of the filter...”  to read “....challenge the nominal pore size of the filter...”.
Line 1033: Those surfaces that are in the vicinity of sterile product or container closures, but do not directly contact the product should also be rendered sterile where reasonable contamination potential exists. 

Comment:

We suggest that surfaces in the vicinity of sterile materials should not be required to be sterilized unless there is direct product contact. Moreover, “where reasonable contamination potential exists” is not clear.
Line 1042: Sterility of aseptic processing equipment should be maintained by batch-by-batch sterilization.

Comment:

We recommend that batch by batch sterilization should not be an absolute requirement. Validation should be allowed to allow campaign operation, if feasible.
Line 1052: ...use of a specified load configuration should be documented in the batch record
Comment:

We recommend the removal of “in the batch record”, in order to leave the option to document the loading configuration by reference to the appropriate SOP.

Line 1062: D-value of the biological indicator can vary widely depending on the material to be ..
Comment:

We recommend rephrasing the sentence to read: “D-value of the biological indicator can vary widely depending on the carrier material.”
Line 1117: The microbial count and D-value of a biological indicator should be confirmed before a validation study.
Comment:

We suggest that the requirement for confirmation of D-value is deleted. It is not common industry practice. Initial certification of a vendor’s BI results using a scientifically appropriate protocol should be sufficient. If retained, we suggest the replacement of “D-value” by “heat resistance”.
Line 1123: For dry heat depyrogenation tunnels, devices (e.g. sensors and transmitters) used to measure belt speed should be routinely calibrated.
Comment:

Regarding the sentence ending with “… calibrated.” We recommend appending: by "if applicable.” Rationale: Only applicable if needed to control the process.

Line 1157: Samples should be taken throughout the aseptic processing facility.
Comment:

Clarification requested: “Facility” can be confused to mean “the whole building”. We believe that “line” is meant.

Line 1213: The quality control unit should be responsible for producing specialized data.
Comment:

We recommend deletion of a word: “the quality control unit….”.

Line 1229: Upon preparation, disinfectants should be rendered sterile, and used for a limited time, as specified by written procedures.
Comment:

“Limited” time applies to “mono” preparations. Multi-agent products are not limited in this way. 

This statement can also be read as requiring sterilization post-preparation. This eliminates common industry practice of purchasing sterile concentrated solutions and preparing use dilutions aseptically. Sporicides are self-sterilizing and do not need to be sterilized.
Line 1248: For example, product contact surfaces, floors, walls, ceilings, and equipment

should be tested on a regular basis.
Comment:

We suggest that routine sanitization of ceilings is unnecessary.

Line 1292: At minimum, the program should require species (or, where appropriate, genus)...
Comment:

We suggest that the program should not require identification to species or genus for Class 100,000 areas. In order to take proper action macroscopic and microscopic evaluation in combination with Gram determination and for Gram negative rods oxidase test will be sufficient for the evaluation and to determine corrective actions.  Further determination is not considered necessary especially considering the high number of microorganisms allowed in these areas. We recommend that the frequency for the identification of micro-organisms in less controlled areas should not be generally prescribed. Identification of micro-organisms should be acceptable to be done only in areas or periods of objectionable findings.

Lines 1293 – 1298: At minimum, the program should require species (or, where appropriate, genus) identification of microorganisms in these ancillary environments at frequent intervals to establish a valid, current database of contaminants present in the facility during processing (and to demonstrate that cleaning and sanitization procedures continue to be effective). Rapid genotypic methods are recommended for purposes of identification, as these methods have been shown to be more accurate and precise than biochemical and phenotypic techniques.

Comment:

This reference greatly overstates the value of species identification. We suggest that recommending the use of “rapid genotypic methods” is well beyond what should be required. While these methods are fine, current identification methods are fit for purpose. That is, effective trending of bioburden, product failure investigations and other studies.

Lines 1305 –1307: Total aerobic bacterial count can be obtained by incubating at 30 to 35(C for 48 to 72 hours. Total combined yeast and mold count is generally obtained by incubating at 20 to 25(C for 5 to 7 days.
Comment:

We feel that this is too prescriptive. Any justified and validated combination of time and temperature should be allowable.

Line 1352: We recommend the use of isolators to perform sterility testing.
Comment:

We recommend specifying that closed sterility test isolators may be located in an unclassified room.
Line 1395: Batch processing circumstances – samples should be taken in conjunction with processing interventions or excursions.
Comment:

Interventions lead to clearing of the line. We would request what is the purpose of sampling after these interventions, and would recommend deletion of this.
Line 1566: ..and the operator should also wear a second pair of thin gloves.
Comment:

We suggest that the requirement for a second pair of gloves is deleted since this is not always possible to use an extra pair of gloves; for instance if you use touch screens.

Line 1654: A decontamination method should be developed that renders the inner surfaces of the isolator free of viable microorganisms.
Comment:

This states that the surface of the isolator should be rendered free of viable organisms; however line 1662 states a 4 – 6 log reduction can be justified. These two statements are not compatible. Line 1654 should be moderated in line with a requirement for a 4-log reduction.

Line 1657-1661: The characteristics of these agents generally preclude the reliable use of statistical methods (e.g., fraction negative) to determine process lethality (Ref. 14). An appropriate, quantified BI challenge should be placed on various materials and in many locations throughout the isolator, including difficult to reach areas.
Comment:

The sentence is not clear and could be misunderstood. During process development the cycle capability is evaluated and fraction negative methods can be helpful for the estimation of the cycle parameters. For the cycle qualification, however, we would suggest that fraction negative methods should not be used, since process lethality should be demonstrated during qualification.

Line 1681: A breach of isolator integrity should lead to a decontamination cycle.
Comment:

This appears inappropriate for open isolators that are never absolutely closed, due to the necessary ingress and egress of materials. It is encouraged to clearly define “breach of isolator integrity”, thus defining situations of adverse impact that call for a decontamination cycle. 

Line 1692-1694: Where decontamination methods are used to render certain product contact surfaces free of viable organisms, a minimum of a six-log reduction should be demonstrated using a suitable biological indicator. 
Comment:

A six-log reduction for product contact surfaces is defined for to demonstrate efficacy of the decontamination cycle. By contrast, a four-log reduction for inner surfaces of the isolator (which includes product contact surfaces) is suggested (line 1664).

Line 1851: Bulk vessel integrity
Comments:
It is agreed that the integrity of the process vessels used to store sterile materials should be verified, and that transport and disinfection of materials into the aseptic area should be simulated during smulations. However, it is not agreed that the hold times should be simulated in the fill, or that the transport of the vessels themselves is necessary. Vessels may be utilised for long term storage of sterile bulk materials, and holding of medium in the tanks may cause them to fail growth promotion testing. Also, there are other engineering controls or methods which may be used to assess the container closure integrity of the vessels that are utilized for the holding of sterile materials.
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